Gebeligin hipertansif
hastaliklar: icin

profilaksinin yeri yoktur.



Pre-eklampsi Profilaksisi

Diisiik doz aspirin, trombosit kaynakli geri déniigsiiz COX-1
inhibisyonu ile Troboxane A2 sentezini engeller.

Antikuaglan ( LMWH ), NO yararlanimini arttirarak
vazodilatasyonu saglar, TA dugirdr, pro-anjiogenik etki, serum
myeloperoksidaz artisi, sFlt-1 baglanma alani ile etkilesim,
proliferasyon ve mitozu uyarir, apopitosisi engeller, kompleman
aktivasyonunu ve inflamasyonu baskilar,,,,,

Kalsiyum, hiicre igi kalsiyumu ve parat hormon ve /veya renin
salgisini azaltir.

D vitamini, kalsiyum emilimi, immiinite, endokrin...
Antioksidan, C, E vitamini,

Balik yagi, antiinflamatuvar, vazodilatasyon,,,,
Nitrik oksid dondrleri, vazodilatasyon.
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Implantasyondan sonra
endometrial glandlar ve maternal kapiller damarlar
sinsisyotrofoblastlar tarafindan invaze edilir.
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Fertilizasyondan 17 gin sonra endometrial glandlarla
intervilloz alan arasinda baglanti olusur.
Histiotrofik beslenme donemi.
Trofoblast fagositoz aktivitesi.

‘Uterine milk’

B~

Endometrial
gland

- Endometrium is still 5-6 mm thick at 4
weeks p.c., with highly active glands
that discharge into the placenta

j G

beligin 43.giini




Glandiler aktivite 10.haftaya kadar devam eder.
10-12. hf kadar spiral arterler endovaskiiler trofoblast

tikaglar: ile kapali.
Intervilloz alan gland sivisi ile dolu.
Histiotrofik beslenme === Hemotrofik beslenme

Pijnenborg et al. 2006
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12 haftadan 6nce plasenta intervilloz alanda

belirgin maternal dolasim saptanmaz.

Jauniaux et al., 2000 Hustin & Schaaps 1987
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Fig. 2. Endovascular cells (ET) in spiral arteries of early pregnancy, as illus-
trated by G er [12).
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Trofoblastik mikropartikiiller /debris

C.W.G. Redman et al / Placenta 33, Supplement A, Trophoblast Research, Vol. 26 (2012) S48—554
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Trofoblast diferansiyasyonunda bozukluk

Trofoblast endovaskuler invazyonunda
yetersizlik

— Notch-2, JAG1, MHC

— Naturel killer reseptor
Sinsisyal flizyon kaybi
Plasental perfiizyonda bozulma ve iskemi
Mikrovezikiller, (< 500 nanometre )

— Anti-anjiojenik; s-endoglin, s- Flt-1 artis

— Pro-anjiojenik; VEGF ve PIGF azalma
Serbest oksijen radikallerinde artis
Trombosit agregasyonunda artma
Endotel disfonksiyonu

— Endothelin - 1, TBX-A2 artisi

— Endotel NO azalma

Jeneralize vazokonstriksyon




Placental pathology suggesting that preeclampsia is more
than one disease

David B. Nelson, MD; Mandolin S. Ziadie, MD; Donald D. MclIntire, PhD; Beverly B. Rogers, MD; Kenneth J. Leveno, MD
Am ) Obstet Gynecol , 2014;210.

Placental findings in 1210 women with preeclampsia according to
gestational age at diagnosis

2497 3387 \wks  34%7—36%7" wks =>37%" wks

Placental findings n = 209 n = 355 n = 646 Pvalue
Placental weight
Hypoplasia® 81 (39) 103 (29) 115 (18) < .001
Hyperplasia® 11 (5) 46 (13) 113 (17) < .001
Inflammation 64 (31) 110 (31) 398 (62) < .001
Vascular lesions 111 (53) 119 (34) 165 (26) < .001




Human Reproduction vol.15 no.8 pp.1830-1833, 2000

Do placental lesions reflect thrombophilia state in
women with adverse pregnancy outcome?

Table II. Relationship between placental lesions and thrombophilia

screening tests

Placental pathology Thrombophilia screen
Abnormal Normal
(n=43) (n = 36)
Normal placenta 13 (30) 8
Fetal stem thrombosis 1(2) 0
Thrombotic vasculopathy 0(0) |
Placental infarction 20 (47) 18 (50)
Perivillous fibrin deposition 11 (26) 60 (17)
Maternal floor infarction 3 9 (25)
Inter-villous thrombosis 11 (26) 9 (25)
Multiple changes 19 (44) 19 (53)

Table IIL Placental changes in women with abnormal thrombophilia screen

Placental pathology Abnormal thrombaphilia screen
Multiple Single
(n=123) (n=20)
Normal placenta 8 (39) 5 (25)
Fetal stem thrombosis 0 1(3)
Thrombotic vasculopathy 0 0
Placental infarction 10 (44) 10 (30)
Perivillous fibrin deposition 6 (26) 3 (29)
Maternal floor infarction 0 3(15)
Inter-villous thrombosis 7 (30) 4 (20)
Multiple changes 10 (44) 9 (45)




Placental Pathology in Fetal Thrombophilia

ILANA ARIEL, MD, PHD, EYAL ANTEBY, MD, YARON HAMANI, MD,
AND RAYMOND W. REDLINE, MD' jyman patHoLoeY  Volume 35, No. 6 (June 2004)

Vascular lesions among Vascular lesions among
Category fetal thrombophilia nonfetal thrombophilia P value
Fetal vascular lesion, obstructive 4/19 10/45 1.00
A. Occlusive large vessel thrombus 0/19 0/45 NA
B. Nonocclusive large vessel thrombus 0/19 1/45 1.00
C. Intimal fibrin cushion 0/19 1/45 1.00
D. Fibromuscular sclerosis 1/19 0/45 0.29
E. Hyalinized avascular villi, grade 1-2 2/19 6/45 1.00
F. Hemorrhagic endovasculitis, grade 1-2 0/19 1/45 1.00
G. Remote hyalinized villi with perivillous fibrin 1/19 6/45 0.66
H. Platelet-fibrin thrombi 0/19 0/45 NA
Fetal vascular lesion, disturbance of integrity 1/19 2/45 1.00
Fetal vascular lesion, developmental 1/19 4/45 1.00

64 fetus . preeklampsi, ablasyo, TUGR.
19 fetus (% 30), (15 gebe ); FV Leiden, faktor IT (prothrombin),

G20210A ve homozigot MTFR C677T mutasyon mevcut.




Low molecular weight heparin versus no treatment in women
with previous severe pregnancy complications and placental
findings without thrombophilia

Michael Kupferminc, Eli Rimon, Ariel Many, Sharon Maslovitz,

Joseph B. Lessing and Ronni Gamzu
Blood Coagulation and Fibrinolysis 2011, Vol 22 No 2

LMWH (study group, n=32) No treatment (control group, n=40) Pvalue
Villous infarcts® 16 (50%) 92 (55%) NS
Multiple infarcts® 8 (25%) 10 (25%) NS
Fibrinoid necrosis® 6 (19%) 8 (20%) NS
Vessel thrombosis® 7 (229) 6 (16%) NS
Placental abruption® 7 (229) 9 (22.5%) NS
Spiral artery thrombosis® 8 (25%) 7 (17.5%) NS
Perivilous fibrin deposition® 6 (19%) 7 (17.5%) NS
LMWH (study group, n=32) No treatment (control group, n=40) RR (95% CI) P-value
Severe preeclampsia 1(3.13%) 8 (20%) 1.21 (1.0256-1.43) D.UBT>
FGR <5th percentile 9 (6.25%) 9 (22.5%) 1.21 (1.001-1.46) 0.09
Stillbirth > 20 weeks 0 1 (2.5%) 05
Placental abruption 0 6 (159%) 0.03

Total adverse outcome 3 (9.4%) 24 (60%) 996 (1.5-3.36) 0.0001
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Antepartum dalteparin versus no antepartum dalteparin for W &
the prevention of pregnancy complications in pregnant ’
women with thrombophilia (TIPPS): a multinational
open-label randomised trial

Lancet 2014; 384:1673-83

Marc A Rodger, William M Hague, John Kingdom, Susan R Kahn, Alan Karovitch, Mathew Sermer, Anne Marie Clement, Suzette Coat,
Wee Shian Chan, Joanne Said, Evelyne Rey, Sue Robinson, Rshmi Khurana, Christine Demers, Michael ] Kovacs, Susan Solymoss, Kim Hinshaw,

James Dwyer, Graeme Smith, Sarah McDonald, Jill Newstead-Angel, Anne Mcl eod, Meena Khandelwal, Robert M Silver, Gregoire Le Gal,
lan A Greer, Erin Keely, Karen Rosene-Montella, Mark Walker, Philip S Wells, for the TIPPS Investigators

Antepartum No antepartum Difference (95% Cl) P
dalteparin dalteparin value
(n=146) (n=143)

Primary analysis

Patients with one or more of major 25 (17-1%) 27 (18-.9%) -1.8% (-10-6 to 7/-1) 0-70

VTE, severe or early onset
pre-eclampsia, SGA (=10%), or
pregnancy loss

Secondary analysis: efficacy outcomes

Symptomatic major VTE 1 (0-73%) 2 (1-4%) -07(-2-1to01.6) 0-62
Pre-eclampsia 2 (5-5%) 5 (3-5%) 2.0 (-2.-8 to 6-8) -2
Severe or early onset pre- 7 (4-8%) A (2-8%) 2.0(-2-4to 6-4) 0.38

—EClampsia

Small-for-gestational-age infant Q (6-2%) 12 (8-4%) -2.2 (-B-2t03-8) -7

(= 10%)

SGA (<5%) 2 (1.4%) 3(2-1%) 07 (-37t023) 0.68
SGA (<3%) 3 (2.0%) 0 2.0 (-0-2 to 4-4) 0.25

Pregnancy loss (any) 12 (8-2%) 10 (7-0%) 1-2{(-4-9to7-3) 0-69
Early (=3 at <10 weeks) A (2-7%) 5 (3-5%) 0.8 (-4-8t03-2) 0.75
Late (=2 at =10 weeks or=1 at 6 (4-1%) 2 (1-4%) 2.7 (-1.0 to 6-5) 0.28
=16 weeks)

Any pre-eclampsia, SGA, orloss 27 (18-5%) 28 (19-6%) -1-1 (-10-1 to 8-0) 0-81

or abruption
Placental abruption A (2-7%) 3 (2-1%) 0-6 (-2-9 to 4-2) 0.72
Preterm deliveny (=37 weeks) 23 (15-89%) 17 (11-9%) 39 (-41to11-8) 0.34



Antepartum dalteparin versus no antepartum dalteparin for @+§

the prevention of pregnancy complications in pregnant
women with thrombophilia (TIPPS): a multinational

open-label randomised trial

CrossMark

Lancet 2014; 384:1673-83

Marc A Rodger, William M Hague, John Kingdom, Susan R Kahn, Alan Karovitch, Mathew Sermer, Anne Marie Clement, Suzette Coat,

Wee Shian Chan, Joanne Said, Evelyne Rey, Sue Robinson, Rshmi Khurana, Christine Demers, Michael | Kovacs, Susan Solymoss, Kim Hinshaw,
James Dwyer, Graeme Smith, Sarah McDonald, Jill Newstead-Angel, Anne MclLeod, Meena Khandelwal, Robert M Silver, Gregoire Le Gal,

fan A Greer, Erin Keely, Karen Rosene-Montella, Mark Walker, Philip S Wells, for the TIPPS Investigators

Eventsftotal (n/N) Risk ratio (95%Cl) pvalue
Dalteparin Control
Subgroup
Maternal age <35 years 14/109 17/98 0-70 (0-4-1-4) 037
Maternal age <40years 22135 26136 0-90(0-5-1-4) 054
Previous pregnancy loss 14/69 17174 0-90(0-5-1-6) 070
Previous early loss 7124 4420 1.50 (0-5-4-3) 0-49
Previous late loss af37 1244 0-90(0-4-1-9) 076
Previous pre-eclampsia 7120 6/25 —— 1.50 (0-6-3-6) 0-42
_Previous severs/early pre-sclampsia 613 2/9 | 2:10 (0-5-8-1) 029
Previous SGA <10% 7126 5f1g —F— 102 (0-4-27) 0-96
Previous SGA <5% 13 01 B 1.50 (0-1-22.6) 077
Previous SGA <3% 313 31 i 0-80(0-2-3-4) 0-81
Previous abruption * 016 410 . 0-10 (0-004-1-2) 0-07
Previous secondary VTE 211 0/q 420 (0-2-77-1) 034
Previous calf deep vein thrombosis /10 3/6 0 0-10 (0-01-1.5) 0-09
Family history of VTE L/45 646 0-80(0-3-2-6) 078
FactorV Leiden 17/94 13/82 110 (0-6-2-2) 070
Prothrombin gene mutation 330 4133 0-80(0-2-3-4) 079
APLA 412 3/10 110 (03-3-8) 0-87
Protein (/protein 5/antithrombin 119 7125 O 0-20 (0-03-1-4) 010
Aspirinusers Y 3/43 12/57 B 0-30 (0-1-1-1) 0-07
Aspirin non-users 22/103 15/86 —— 1.20 (07-2-2) 050
!]I'-!'.]Il EII-I 1 llﬂl 1L'|IEI
4+ —P»
Favours dalteparin Favours control



Enoxaparin for the prevention of preeclampsia ®cIossMark
and intrauterine growth restriction in women

with a history: a randomized trial

Katie M. Groom, MBBS, PhD, FRANZCOG, CMFM; Lesley M. McCowan, MB ChB, MD, FRANZCOG, CMFM;

Laura K. Mackay, BSc; Arier C. Lee, PhD; Joanne M. Said, MBBS, PhD, FRANZCOG, CMFM,;

Stefan C. Kane, MBBS, FRANZCOG; Susan P. Walker, MBBS, MD, FRANZCOG, CMFM; Thijs E. van Mens, MD, MBA;
Natalie J. Hannan, PhD; Stephen Tong, MBBS, PhD, FRANZCOG; Lary W. Chamley, PhD;

Peter R. Stone, MB ChB, MD, FRANZCOG, CMFM; Claire McLintock, MB ChB, FRACP; the Enoxaparin for
Prevention of Preeclampsia and Intrauterine Growth Restriction Trial Investigator Group SMFM

Pregnancy outcomes

American Journal of Obstetrics & Gynecology MARCH 2017

Standard high-risk care
and enoxaparin, n = 72

Standard high-risk
care only, n =77

Adjusted odds

ratio® (95% Cl)

Primary outcome (preeclampsia and/or SGA infant <5th percentile) 18 (25.0%) 17 (22.1%) 1.19 (0.53-2.64)
Preeclampsia 6 (8.3%) 5 (6.5%) 1.24 (0.33—4.64)
Severe preeclampsia 2 (2.8%) 1(1.3%) :
Preeclampsia with delivery <3376 wk 2 (2.8%) 1(1.3%) .
Preeclampsia with delivery <3676 wk 4 (5.6%) 2 (2.6%) b
SGA infant <10th percentile 23 (31.9%) 23 (29.9%) 1.17 (0.56—2.47)
SGA infant <5th percentile 15 (20.8%) 13 (16.9%) 1.48 (0.61-3.62)
SGA infant <3rd percentile 9 (12.5%) 10 (13.0%) 1.19 (0.40-3.52)
HELLP syndrome 1(1.4%) 2 (2.6%) b




Low-molecular-weight heparin and recurrent placenta-
mediated pregnancy complications: a meta-analysis of
individual patient data from randomised controlled trials

Marc A Rodger, Jean-Christophe Gris, Johanna | P de Vries, Ida Martinelli, Evelyne Rey, Ekkehard Schleussner, Saskia Middeldorp, Risto Kaaja,
Nicole ] Langlois, Timothy Ramsay, Ranjeeta Mallick, Shannon M Bates, Carolien N H Abheiden, Annalisa Perna, David Petroff, Paulien de Jong,
Marion E van Hoorn, P Dick Bezemer, Alain D Mayhew, for the Low-Molecular-Weight Heparin for Placenta-Mediated Pregnancy Complications

Study Group*™
Lancet 2016; 388: 2620-41



Lovw-molecular-vweight heparin and recurrent placenta-
mediated pregnancy complications: a meta-analysis of
individual patient data from randomised controlled trials

Marc A Rodger, Jean-Christophe Gris, Johanna | P de Vries, Ilda Martinelli Evelyne Rey. Ekkehard Schleussner, Saskia Middeldorp, Risto Kaaja,
MNicole | Langlois, Timothy Ramsay, Ranjeeta AMallick, Shannon M Bates, Carolien N H Abheiden. Annalisa Perna, David Petroff. Paulien de_Jong.
Marion E van Hoorn, P Dick Bezermer, Alain D Mayvhew. for the Low-Molecular-Weight Heparin for Placenta-mMediated Pregnancy Complications

Lancet 2016; 388: 2620-41

Study Group™

Alltrials Multicentre trials Single-centre trials
IMWH NolMWH Absolutedifference LMWH  NolMWH Absclutedifference | LIMWH  NolMWH Absolute difference
(n=480) (n=483)  (95%Cl), pvalue (n=288) (n=291)  (95% Cl), pvalue (=192} (n=192)  (95%Cl), pvalve
Primary composite outcome of early-onset orsevere  62/444  95/433  -8.0% (-17-3to 47/263 47255 -06%(-104t092), | 16/181 48/178  -187%(95%C
pre-eclampsia, or 5GA <5th percentile, orplacental ~ (14%)  (22%) 14), p=0-09 (18%)  (18%) p=091 (8%)  (27%) -21-6t0-157),
abruption, or pregnandy loss 2 20weeks' gestation™ p<00001
Secondary outcomes
Any placental abruption 11138 (8%)  33/134(25%) -167%(-23-0to 3/48 (6%) 0/47 (19%) -12-9%(-221to 8/90(9%) 24/87(28%) -187%
-10-4), p<0-0001 -37), p=0-006 (-247to
- - ) _12-?}'
_ p<00001
(1%) (2%) p=0-14 (1%) (2%) (1%) (3%
Any pregnancy loss" 46/477 641478 -38%(-95t020), 30/285 /286  -24%(-113tob5), | 16/192 92 -57%(7-8to-37)
(10%) (13%)  p=020 (11%)  (13%)  p=060 (8%)  (14%)  p<0-000L
Pre-eclampsia§ 41444 67/433 6% (-131to 20/263 32255 -15%(-100to70), | 12181 35/178  -130%(-16-4to
(9%)  (15%) 0-6), p=0-08 (11%)  (13%) p=073 (7%)  (20%) -9-6), p<0-0001
Severe pre-eclampsial 12442 431433 50%(-112to 19/261 19/255  -02%(-6-4to60) | 3181 24178  -118%(-166to0
(5%)  (10%)  13)p=012 (7%)  (7%) p=0-96 (%)  (13%)  -71),p<0-0001
Early-onset pre-eclampsia$ 18/444 32/433 -33%(-79to12) 11263 14/255  -13%(-75to4q), | 7/1B1 18178 62%(-105to-20),
(4%) (7% p=015 (4%)  (5%) p=0-68 (4%)  (10%) p=00037
Severe or early-onset pre-eclampsial 31444 51433 -4-8%(-11-6to 240263 12/255  05%(-6Bto78), | 7/1B1 29/178  -124%(-165to
7% (12%) 2:0),p=0-17 (9%)  (9%) p=0-89 (4%)  (16%)  -84) p<0-0001
“HELLP syndrome$ 2384 14370 -25%(-44to Y03 392+t 1181 Bj178 t
%) (3% 06)(p=00112)  (<1%)  (2%) (1%)  (4%)




Low-molecular-weight heparin plus aspirin versus aspirin alone
in pregnant women with hereditary thrombophilia to improve live

birth rate: meta-analysis of randomized controlled trials
Arch Gynecol Obstet (2016) 293:81-86

. s 1,2 . 1 . . 3 1,2
Ana Luisa Areia @ - Etelvina Fonseca + Miguel Areia” + Paulo Moura

ASA LMWH+ASA Odds Ratio Odds Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random,95%Cl M-H, Random, 95% Cl
Kaandorp 11 17 9 13 308% 0.81[0.17,3.81] —a—
Laskin 10 10 b 9 75% 11.31[0.50,256.20] . ?
Visser 13 19 8 15 37.3% 1.90(0.47,7.70] —TE
Vries 67 69 66 70 24.4% 2.03[0.36, 11.46) o
Total (95% CI) 115 107 100.0%  1.70[0.72,4.00] N
Total events 101 89

T 2 A A AR - -0 - 2= | | | l
Heterogeneity: Tau*= 0.00; Chi*=2.38, df= 3 (P = 0.50); F= 0% 0 01 : 100

Testfor overall effect Z=1.22 (P = 0.22) LMWH+ASA ASA



Aspirin for the prevention of preterm and term
preeclampsia: systematic review and metaanalysis

Stephanie Roberge, PhD; Emmanuel Bujold, MD, MSc; Kypros H. Nicolaides, MD

TABLE 2
Risk of preterm preeclampsia detailed by onset of treatment and dose of
aspirin in all studies and in the high-quality studies
Random effect,
relative nisk
(95% confidence
Onset/dose Trials Participants interval) P value 12, %
All studies
<16 Wk 13 2858 0.45 (0.26—0.79) .005" 28
=100 mg 7 3599 0.59 (0.29—1.19) 14 63
=100 mg 5] 2259 0.33 (0.19—0.57) .0o001# 0
=16 WK 4 8810 0.98 (0.80—1.19) .82 0
=100 mg 3 8256 1.00 (0.80—1.25) .99 0
=100 mg 1 254 0.88 (0.54—1.43) .60 —
High-quality studies
<16 Wk 5 3239 0.53 (0.26—1.08) .08 G4
=100 mg 4 1619 0.71 (0.32—1.57) A0 51
=100 mg 1 1620 0.38 (0.20—0.72) .003" —
=16 WK 3 4745 1.01 (0.81—1.26) 95 0
=100 mg 2 4191 1.04 (0.81—1.34) .74 0
=100 mg 1 254 0.88 (0.54—1.43) .60 —
* Significant at a probability value of <.05. 2017 American Journal of Obstetrics & Gynecology



Aspirin versus Placebo in Pregnancies at High Risk
for Preterm Preeclampsia

Daniel L. Rolnik, M.D., David Wright, Ph.D., Liona C. Poon, M.D., Neil O'Gorman, M.D., Argyro Syngelaki, Ph.D.,
Catalina de Paco Matallana, M.D., Ranjit Akolekar, M.D., Simona Cicero, M.D., Deepa Janga, M.D.,
Mandeep Singh, M.D., Francisca S. Molina, M.D., Nicola Persico, M._D., Jacques C. Jani, M.D.,

Walter Plasencia, M.D., George Papaiocannou, M._D., Kinneret Tenenbaum-Gavish, M.D., Hamutal Meiri, Ph.D.,
Sveinbjorn Gizurarson, Ph.D., Kate Maclagan, Ph.D., and Kypros H. Nicolaides, M.D.

Table 2. Outcomes According to Trial Group. NEJM.ORG AUGUST 17, 2017
Aspirin Group Placebo Group Odds Ratio

Outcome (N=798) (N=2822) (95% or 99% CI)*

Primary outcome: preterm preeclampsia at <37 wk of 13 (1.6) 35 (4.3) 0.38 (0.20-0.74)

gestation — no. (%)
Secondary outcomes according to gestational age

Adverse outcomes at <34 wk of gestation

Any — no. (%) 32 (4.0) 53 (6.4) 0.62 (0.34-1.14)

Preeclampsia — no. (%) 3 (0.4) 15 (1.8) 0.18 (0.03-1.03)

Gestational hypertension — no. (%6) 2 (0.3) 2 (0.2) 1.02 (0.08-13.49)

Small-for-gestational-age status without 7/785 (0.9) 14/807 (1.7) 0.53 (0.16-1.77)
preeclampsia — no./total no. (%)

Miscarriage or stillbirth without preeclampsia 14 (1.8) 19 (2.3) 0.78 {0.31-1.95)
— no. (%)

Abruption without preeclampsia — no. (26) 1(0.1) 3 (0.4) 0.36 (0.02-7.14)

Spontaneous delivery without preeclampsia 12 (1.5) 12 (1.5) 1.07 (0.37-3.10)
— no. (%)

Adverse outcomes at <37 wk of gestation

Any — no. (%) 79 (9.9) 116 (14.1) 0.69 (0.46-1.03)



OBSTETRICS

Aspirin for Evidence-Based Preeclampsia Prevention trial: (!’)mssmm
effect of aspirin in prevention of preterm preeclampsia in

subgroups of women according to their characteristics and

medical and obstetrical history

Liona C. Poon, MD; David Wright, PhD; Daniel L. Rolnik, MD; Argyro Syngelaki, PhD; Juan Luis Delgado, MD;
Theodora Tsokaki, MD; Gergo Leipold, MD; Ranjit Akolekar, MD; Siobhan Shearing, RM; Luciana De Stefani, MD;
Jacques C. Jani, MD; Walter Plasencia, MD; Nikolaos Evangelinakis, MD; Otilia Gonzalez-Vanegas, MD; Nicola Persico, MD;

rypros H. Nicolaides, MB NOVEMBER 2017 American Journal of Obstetrics & Gynecology

Kronik hipertansif gebelerde

FIGURE 2 aspirin preeklampsi riskini
Effect of aspirin on preterm preeclampsia< 37 hf azaltmaz.

Aspirin N vs Placebo nfN
(OR; 95% CI)

All data I
All '—;—' 13798 v, 3822 (0.28; 020 to 0.74)
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FIGURE 1

Effect of aspirin on preterm preeclampsia according to maternal factor
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@ CrosshMark

Antiplatelets Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
7.7.1 <16 weeks gestation
Australia 1993 (20) 1 15 4 20 0.3% 0.33[0.04, 2.69)] ¢
Australia 1995a (21) 1 S 0 0 Not estimable
BLASP 1898 (6) 20 473 22 475 1.6% 1.37 [0.80, 2.24] =
CLASP 1994 (4) 152 1335 179 1341 13.4% 0.85 [0.70, 1.04) -
ECPFFA 1936 (22) 10 99 11 103 0.8% 0.95 [0.42, 2.13]
EPREDA 1991 (23) 8 84 8 41 0.8% 0.52[0.21, 1.30]
ERASME 20032 (24) 20 893 12 903 1.0% 1.56[0.78, 2.11)
Finland 2002 (25) 2 44 10 42 0.8% 0.19(0.04, 0.82) ¢
Jamaica 1998 (5) 59 966 61 947 4.6% 0.95 [0.67, 1.24] e
Pergar 1887 (26) 15 121 15 110 1.2% 0.91(0.47, 1.77]
South Africa 1988 (27) 0 9 0 1 Not estimable
Spain 2003 (28) 7 149 19 144 1.4% 0.36 [0.15, 0.82] ¢
UK 2003 (29) 0 0 0 2 Not estimable
USA 19933 (30) 13 208 9 200 0.7% 1.38 [0.60, 3.16]
USA 1994 (31) < 24 4 21 0.3% 0.88[0.25, 2.07]
USA 1998 (32) 47 225 47 236 3.4% 1.05 [0.73, 1.50]
Zimbabwe 1998 (33) 0 0 1 1 Not estimable
Subtotal (95% CI) 4651 4590 30.3% 0.90 [0.79, 1.03] E 3

Total events 369 403
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7.7.2 16 weeks gestation or greater

@ Crosshfark

v

v

v

v

Australia 1993 (20) 4 37 5 32 0.4%  0.69[0.20, 2.36]

Australia 1985a (21) 0 4 0 0 Not estimable

Australia 1996a (34) 1 25 1 25 0.1% 1.00[0.07, 15.12] ¢

BLASP 1398 (6) 51 1348 66 1341 S.0% 077054, 1.10]

China 1996 (35) - 40 12 EE! 0.9% 0.37[0.13, 1.05] ¢

China 1999 (36) 11 118 9 i 0.8% 0.78(0.34, 1.79]

CLASP 1994 (4) 300 2675 322 2665 24.1%  0.93[0.80, 1.08] =
ECPPA 1996 (22) 56 411 65 425 4.8%  0.89(0.64, 1.24] —
EPREDA 1991 (23) 9 71 - 30 0.4% 0.95(0.32, 2.85)

ERASME 2003 (24) 8 739 13 734 1.0%  0.61(0.25, 1.47]

Finland 1987 (37) B 13 2 13 0.1%  2.00[0.44, 3.08]

Israel 1989 (28) 1 33 7 29 06% 0.13[0.02, 0.96) ¢

Jamaica 1898 (5) 113 2163 95 2171 7.1% 1.19[0.81, 1.56] —
Pergar 1987 (26) B 32 0 32 0.0% 9.00[0.50, 160.59]

South Africa 1988 (27) - 20 - 13 0.4%  0.65[0.20, 2.15]

Spain 2003 (28) B 25 3 23 0.2% 1.23 (0.31, 4.90]

UK 2003 (29) 50 280 56 278 4.2%  0.89]0.63, 1.25] —
USA 1993 (39) S 301 17 301 1.3%  0.29[0.11, 0.79] ¢

USA 1993a (30) 30 1276 51 1300 3.8% 0.60[0.38, 0.93] S——e—
USA 1994 (21) 0 1 2 S 0.1%  0.60[0.05, 7.92] ¢

USA 1998 (22) 165 1029 170 1013 128% 0.96[0.79, 1.16) —
Zimbabwe 19388 (33) 23 121 22 118 1.7% 1.02 [0.60, 1.73] S
Subtotal (95% CI) 10762 10667 69.7% 0.90 |0.83i 0.98| $
Total events 847 926




Risk of pre-eclampsia in given pregnancy by pregnancy order and history of pre-
eclampsia, Swedish Medical Birth Register, 1987-2004.

Sonia Hernandez-Diaz et al. BMJ 2009;338:bmj.b2255

ist pregnancy Pre-eclampsia 2nd pregnancy Pre-eclampsia 3rd pregnancy Pre-eclampsia 4th pregnancy Pre-eclampsia

No of No (%) No (%) from No (%) No (%) from No (%) No (%) from No (%)
women of cases 1st pregnancy of cases 2nd pregnancy of cases 3rd pregnancy of cases
— Yes 193 (31.85) i) Yes 9 (33.33)
Vee 606 es : » Yes :
2871 (14.69) (21.11) 68 (16.46)
. Ve 19 540 — No 413 = Yes 9(13.24)
31417 (4.11 52 (14.09
S (62.20) — Yes 369 (8.72) 1409  wosmmmene
e No 4234
16 669 (25.40) 695 (17.98)
763 795 —»  No 3865 » Yes 50 (7.19)
Y 38 (20.11) o -
" Vs 1188 [ Yes 189 (15.91) > Yes 11 (28.95)
5538 (1.14) (21.45) 141 (14.11)
L. No 485 249 —- No 999 > Yes 18 (12.77)
732 378 (66.26) 191 (13.92)
No 126 589 — Yes 1372 (1.08) > Yes 28 (14.66)
479711 22252(17.77
(2639} Lo No125217 A7.770 Ves 213 (0.96)

1.300.000—> 442.000 —> 17680 —> 2652 —> 265
Onlenebilir olgu?



Risk of severe pre-eclampsia (defined as pre-eclampsia associated with delivery before
34 weeks) in given pregnancy by pregnancy order and history of pre-eclampsia, Swedish
Medical Birth Register, 1987-2004.

1st pregnancy Pre-eclampsia 2nd pregnancy Pre-eclampsia 3rd pregnancy Pre-eclampsia

No of No (%) No (%) from No (%) No (%) from No (%)
women of cases 1st pregnancy of cases 2nd pregnancy of cases
16 I—» Yes 2 (12.50)
— Yes 119 (6.78)
(13.45) |—> No 14
1754
—Yes 3182 (0.42)
(55.12) 477 [ Yes20(419)
—- No 1635 29.17) |
763 795 ' Hodes
Yes 10 (8.00)
125 I
— Yes 576 (0.11)
1.70) |, e
503 035
—» N0 760613 6612
: 131 999 I—» Yes 173 (0.13)

— No 502 459
(26.27) |, e 131 826

1.300.000—> 442.000—> 1856 —> 125—> 12-13
Onlenebilir olgu?



