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MNE — pu3uk BinHMKHeHHA CC3

Al - BP 3,70, 95% Al 2,70 - 5,05,
nicna 14,1 pokis;

IXC - BP 2,16, 95%, A1l 1,86-2,52,
nicna 11,7 pokis;

IHcynbT - BP 1,81, 95%, Al 1,45-2,27
nicna 10,4 pokis;

BTE - BP 1,19, 95%, A1 1,37 - 2,33
yepes 4,7 poKis.

Hypertension

Study Total No of cases/ Total No of cases/
women who had women who did not Relative risk Weight Relative risk
pre-eclampsia have pre-eclampsia (random) (95% CI) (%) (randem) (95% CI)
Adams 1961** 40/53 21/185 — 14.25 5.91 (3.89 t0 8.98)
Epstein 1964 37/48 7/114 —T—-—— 8.97 5.34 (2.50 to 11.42)
Sibai 1986"° 60/406 23/409 —a 13.52 2.63 (1.66 0 4.17)
Carleton 1988™ 3/23 2/23 2.91 1.50 (0.28 t0 8.10)
Nisell 1995™° 9/45 1/44 R a— 242 8.80 (1.16 t0 6.66)
North 1996"® 20/50 1/50 —— 2.23 20.00 (2.79 to 143.35)
Laivuori 1996"7 2/22 0/22 1.03 5.00 (0.25 to 99.24)
Hannaford 1997 377/2371 922/14 831 = 18.59 2.35 (2.08 t0 2.65)
Marin 2000"? 30/94 12/86 — 8.88 3.70 (1.72t0 7.97)
Shammas 2000%1° 23/47 3/46 - 5.45 7.50 (2.42 to 23.26)
Hubel 2000%! 10/30 2/30 — 3.81 5.00 (1.19 to 20.96)
Sattar 2003*"? 7/40 2/40 3.49 3.50 (0.77 to 15.87)
Wilson 2003*% 216/443 55/206 —-— 14.74  2.62(1.77 t0 3.87)
Total (95% CI) 834/3658 1051/16 086 < 100.00  3.70 (2.70 to 5.05)
Test for heterogeneity: x>=32.05, df=12, P=0.001, / ?=62.6%
Test for overall effect: z=8.20, P<0.001 %t 02 9ot 2 5 10
Decreased Increased
riel riel
Ischaemic heart disease
Study Total No of cases/ Total No of cases/
women who had women who did not Relative risk Relative risk
pre-eclampsia have pre-eclampsia (random) (95% CI) (random) (95% CI)
Hannaford 1997"® 69/2371 216/14831 —- 1.65(1.26 10 2.16)
Irgens 2001%** 27/24155 325/602 117 o 3.61 (0.76 to 17.18)*
Smith 2001%1¢ 12/22781 31/106 509 1.70 (0.86 t0 3.35)
Wilson 200313 26/1043 10/796 ] 1.95(0.90t0 4.22)
Kestenbaum 2003"%14 35/20552 64192 902 —— 2.55(1.70to 3.83)"
Funai 2005"% 411070 269/35991 —— 3.01(2.18t04.33)
Ray 200518 228/36 982 1262/950885 E 3 2.10(1.82t0 2.42)
Wirkstrom 2005"*° 176/12533 2306/383 081 —-— 2.21(1.56t03.31)1
Total (95% Cl) 614/121 487 4483/2 187 112 ‘ 2.16(1.86t02.52)
Test for heterogeneity: x’=9.60, df=7, P=0.21, | ’=27.1%
Test for overall effect: z=10.00, P=0.001 L 0.5 G Z > 10
Decreased Increased
risk risk

TotalN

o of cases/ Total No of cases/

Pre-eclampsia and risk of cardiovascular di

women who had women who did not
Scia pre-eclampsia have pre-eclampsia
Hannaford 1997%% 25/2371 93/14831
Irgens 2001%** 14/24 155 292/602 117
Wilson 2003%13 50/1043 18/796
Ray 2005%18 64/36 982 351/950 885

Total (95% CI) 153/ 64551

754/1 568 629

Test for heterogeneity: x*=2.33, df=3, P=0.51, [ *>=0%
Test for overall effect: z=5.21, P<0.001

Venous thromboembolism
Hannaford 1997%% 32/2371
Kestenbaum 2003"** 45/20 552
Van Walraven 2003"2° 15/12 849

Total (95% CI) 92/35772

i s s Bl

in later life: systematic review and meta-analysis

Leanne Bellamy, medical student,' Juan-Pablo Casas, clinical lecturer, Aroon D Hingorani, reader,?

David ] Williams, consultant obstetric physician®

118/14 831
111/92 902
149/284 188

378/391 921

=-2—n o4 df=2, P=0.65, [ 2=0%

sease and cancer :o.co:

Relative risk
(random) (95% CI)

i —

Relative risk
(random) (95% CI)

1.39 (0.891t0 2.17)

——F(—=— 2.17 (0.43 to 10.92)*
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Decreased Increased
risk risk

2.41 (1.29to 4.50)T
1.90 (1.42 to 2.54)

1.81 (1.45t0 2.27)

1.62 (1.09to 2.41)
1.73 (1.07 to 2.79)T
2.20(1.30to0 3.71)

1.19(1.37to 2.33)

k of fatal and non-fatal stroke and thromboembolism in later life.
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The dual aetiology of Preeclampsia

FGR
Early Onset PE (25%)

World | Obstet Gyitecol 2015 November 10; 4(4): 77-85
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Preeclampsia - What is to blame? The placenta, maternal
cardiovascular system or both?

Predisposing
factors

Initial placental
events

Inadequate
placentation

RUPP

Circulating
bioactive factors

Endotheliosis

Systemic and
local tissue
damage

Manifestations

Genetic Demographic Environmental

T Immune response
1 Maternal olerance

1 Spiral artery remodeling

Placental ischemia/hypoxia

Preexisting condition

1 Trophoblast apoptosis
1 Trophoblast invasion

NMopyLweHHsA NAAULEeHTAPHOI
nepdysii nepeaye pPO3BUTKY
NAaUeHTapHOI ANCPYHKLUI...
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Endothelial Dysfunction

‘Systemic circulation Renal circulation Cerebral circulation

T Vascular T Glomerular
resistance permeability
Hypertension Proteinuria Visual disturbance,

headache, seizures

‘

Preeclampsia ————————= Eclampsia

Hepatic circulation

Hemolysis 3

T Liver enzymes

HELLP syndrome



[1ig, 4yac BariTHOCTI

... TOCUNEHHA NPMHUMNOBO iHLLOMo PO3NoAiny BHYTPILLHLOCYAUHHOIO 06'eMy
KpOBI Y NMIOAMHU HA BIOAMIHY Bif BCIX MPOHOrpagHmMX TBapuH ...

... Y BariTHMUX HWX4Ye PIBHSA cepus po3noainsaetsca gogatkoso we o 10%
' : . ¥ |
06'eMy KpOBI 3a paxyHOK MaTKu, NfaueHTn i nnoga ......n £

L r——

i

... @ BCe pa3oM CTBOPIOE KornocasibHe HaBaHTaXXeHHS Ha KpoBoobir Ta
cepue MmaTepi, ska BUHOLLYE BariTHICTb, MepeBaXXHO Y BEpPTUKANIbHOMY

NOSIOXKEHHI TiNna ...
KoHbkoB A.l., c coasT. 2014
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|. He dbapmakonoriyHi v« 1018

[leHHn BIANOYUHOK @ .\@
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Moxe 3meHWUTN pu3uk lNE gns
XIHOK 3 HopMmanbHum AT

level 2 evidence

(Cochrane Library 2006 Issue 2:CD005939 1 | i@




| o M
HIiHKK, SKi Ha pPaHHiIX TepMiHaX BaAriTHOCTi BUKOHYBa/IM aepobHi BNpaBu
(30-60 xB 2-7 pa3 Ha TU)K), MaaM 3HA4YHO MEHLLY YaCTOTYy recTalinHuX
rinepteH3nBHUX po3naais (5,9% npotun 8,5%, BP 0,70, 95% Al 0,53-0,83
7 pocnigXeHb, 2517 y4yacHMKIB), 30KpPEMaA 3HUKEHHA 4YacToTK
rectauinHoi rinepteHsii (2,5% npotn 4,6%, BP 0,54, 95% /11 0,40-0,74, 16
aocnigxeHb, 4641 y4acHUK) Yy NOPIBHAHHI i3 KOHTPONEM.

Acta Obstet Gynecol Scand. 2017 Aug;96(8):921-931.




1. XapuoBuu paLioH 3 A0AaBaHHAM
KNITKOBMHU HA PaHHIX TepMIiHaX
BariTHOCTI MOXe 3HNXXYBAaTU PU3UK
ME

(level 2 evidence)

Prospective cohort study Waldenstrim et al. Obstet Gynecol
Clin North Am 2014; 123: 104-112




2. lopaBaHHA A0 pauioHy 6inKa Ta Byrnesoais

He MA€E KOPUCTI

*X0Ya CNOXMBAHHA 30 I YOPHOIro
LLOKOM1AAY Y NepLi TpW MiCALI BAariTHOCTI
NPpU3BOAMIO A0 3HMXeHHA AAT(p = 0,05),
cAT (p <0,0001) Ta piBHA pepMeHTIB

NneyiHKu.

3arasibHUM piBEHb XONE€CTEPUHY Ta 36iNbLLIEHHA Barv He Big3Ha4a 0cs
B1UCHOBKM: WOA4EeHHE CNOXMBAHHSA LWOKOAAAY 3 BUCOKMM BMICTOM Kakao
CNPUSIE 3HMKEHHIO AaPTEPIaNbHOIO TUCKY, FiKeMil Ta GepMeHTIB
NneYyiHKM Nig Yac BariTHOCTI, He BNIMBAtO4M Ha 30i/blLUEeHHS Baru.

A randomised controlled trial of consumption of dark
chocolate in pregnancy to reduce pre-eclampsia: Difficulties
in recruitment, allocation and adherence

Subashini Gnanendran, Jemma Porrett, Cindy Woods, Maryke
Buttrose, Clare Jukka, Jane Hollins, Stephen Robson and
Caroline de Costa Version of Record online: 15 SEP 2017

The Journal of Maternal-Fetal and Neonatal Medicine, 2012; 25(10): 1860-1867
©2012 Informa UK, Ltd.

ISSN 1476-7058 print/ISSN 1476-4954 online

DOI: 10.3109/14767058.2012.683085
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Potential effects of chocolate on human pregnancy: a randomized
controlled trial

Gian Carlo Di Renzo, Eleonora Brillo, Maila Romanelli, Giuseppina Porcaro, Federica Capanna, Tomi T. Kanninen,
Sandro Gerli & Graziano Clerici

Department of Obstetrics and Gynecology, Centre for Perinatal and Reproductive Medicine, University of Perugia, Perugia, Italy



[lpenapaTtun

KoHKkomiHaHTHe poaaBaHHA Vit C& E

*He npodinaktye MNE

level 2 evidence (Obstet Gynecol 2007 Dec;110(6):1311)
*‘Moxke niABMLLYBaTN YaCTOTY HAPOA KEHHSA AiTeN 3

MaJ10lo Baroto Tina
level A evidence (Hypertension in Pregnancy. 2013 ACOG)

JopnasaHHA pub’'ayoro xXupy

*ObcepsayiliHi 00CMiIOHEHHA: NO3UTUBHI epeKTH
{IHribiuia TpoboKcaHy A2 6e3 aii Ha NPOCTaUMKANIH: 3HUKYE arperauito TpombouunTis}
*RCT: Hemae gokasiB edbeKTMBHOCTI Ans 3anobiraHHA E (Olsen et al, 2000)

*BucoKi 0o3u: niauwye pusnk MMK (olafasdottir et al, 2006).

Coenzyme Q10 (CoQ10)” Selenium® Choline” Probiotics™ Fish oil"
CH,
e @ @ -
|\L, Q / m ) m——
SN, em e s g
CHy ‘ OH ‘
CH, ) & W J
Antioxidant — reduces oxidative stress. Antioxidant — reduces oxidative stress. Influences a wide array of genes and Probiotics may modify placental trophoblast  Fish oils play a role in the regulation of
Improves endothslial functio Low selenium status assoc\ated wth biological processes including vascular inflammation, systemic inflammation and sFit-1, VEGF and PIGF.
increased serum soluble function blood pressure. Fish oils also display various
endothelial growth factor pt r-1 (sFLT-1). Down-regulates sFLT-1. anti-inflammatory properties.




Developing a Protocol for a Systematic Review:
Folic Acid for the Prevention of Preeclampsia.

Rhodi Bullochl, Amy Lovell!, Clare Wall!, John Thompson 2, Lesley McCowan 3

* Discipline of Nutritiion and Dietstics, The University of Auckland ~ * Department of Obstatrics and Gynaecology, The University of Auckdand

* Department of Paediatrics, The University of Auckland

INTRODUCTION

Folic acid is a water soluble B vitamin impeortant
for the growth and development of the fetus 2.
Folic acid supplementation is recommended by the
WHO from the time that conception is planned,
and should continue throughout pregnancy, for the
prevention of neural tube defects. 2

METHODOLOGY
REVIEW QUESTION:

Is maternal folic acid supplementation during
pregnancy associated with a lower risk of
preeclampsia?

Participants:

Epidemioclogical evidence suggests that folic acid
may also have a role in preventing other adverse
pregnancy outcomes such as preeclampsia, 3
major contributor to matemal and perinatal
morbidity and mortality. 2

Inclusion Criteria: Pregnant women

Exclusion Criteria: Women with known pre-existing
renal or autoimmune disease

Exposure:

Folic acid supplementation

Inclusion: Studies comparing a folic acid
supplementation group (with or without other
micronutrients) with a non-folic acid group (with or
without micronutrients)

AIM: To review the evidence of an

association between maternal folic acid

supplementation and preeclampsia risk
Exclusion: Studies with no non-folic acid

supplementation group for comparison

Criteria for the review were set a priori and Qutcome:
the protocol registered on PROSPERO

(CRD42015029310). #

Preeclampsia as defined in line with internationally
recognised definitions.

SEARCH STRATEGY
Multiple Databases — published studies:

FLOW OF STUDY SELECTION:

OVID Medline CENTRAL
Embase AMED
CINAHL

Grey Literature — unpublished studies:

Tiial Registration Database (WHO), ProQuest, Trove,
EthOS, Conference Papers Index, Google

DATA SYNTHESIS, QUALITY
ASSESSMENT AND META-ANALYSIS

Figure 1: Study Selection for the Systematic Review

Data from studies will be extracted using a standardised NEXT STEPS:

data extraction form, including summary statistics. The o i om0 el o i

Newcastle-Ottawa Scale for Assessing the Quality of review will:

Nonrandomised Studies ® will be used to critically appraise

-

Identify research gaps in the area of maternal folic

and assess the quality of included observational studies, B T

and the Cochrane Risk of Bias Assessment Tool © will be
used to assess the risk of bias of included RCTs. A meta-

analysis will be conducted to explore the overall effect and

Provide insight into the level of evidence of an

¥

association between folic acid supplementation and

the prevention of preedlampsia, and
to investigate the heterogeneity between included studies.

MEDICAL AND
HEALTH SCIENCES

3. Inform folic acid supplementation policy in pregnancy.
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PekomeHO0BaHO i3 BCTaHOBAEHMM 61aroTBOPHMM ePeKTOM i, Yac
BAriTHOCTI - MepiKOHUEenTyanbHe Ta NOCTiIMHE BUKOPUCTAHHA donat-

MICTKMUX MNOAIBITaAMIHIB

[lpoTe

Diagnosis, Evaluation, and Management of
the Hypertensive Disorders of Pregnancy:
Executive Summary (I-A)

Y moke BUKOpPUCTAHHA GOIEBOT KUCNOTKM Mif Yac BaritTHOCTI 3anobirtu
BMHUKHEHHIO recTaLlinHoi rinepteHsii / npeeknamncii 3anumLIaeTbes

HEBU3HAYEHUM

Effect of folic acid supplementation during pregnancy on gestational hypertension/preeclampsia: A systematic review ani)’1
meta-analysis /Xiaolin Hua, Jiewen Zhang, et al // Hypertension in Pregnancy. 2016. - Vol. 35. - Iss.4.



1 r KanbLito peKOMEeHAYETLCA &
KIHKaM 3 HU3bKUM CMOXKUBAHHAM
Kanbuito (<600 mr / a) (I-A)

13 20 TUXKHIB BaAriTHOCTI

(nig yac npunomy ixi) *.

E xperimental Control Risk Ratio

Study Events Total Events Total o RR 95% <Cl Wifixed) Wirandormy
Sanchez-Ramos 4 29 15 34 ﬁ-—° 031 [012Z; 0.84) 51% 15.6%
P urwar 2 ar 11 a3 — 017 [0.04; 0.77) 4.1% 10.9%
Lopez-Jaramillo 1997 4 125 21 135 + 0.21 [0.,07; 0.58) 7.4% 15.0%
Lopez-Jaramillo 1930 0 22 ] 34— 1 009 [0.01;1.49) 25% 4 5%
Lopez-Jaramillo 1963 2 55 12 = —i 015 [0.04; 0.66] 4 5% 11.2%
Yillar VWHO 171 4151 186 41861 . - 092 [0.751.13] 65.0% 23.3%
Belizan 15 579 23 588 -—-— 066 [0.35; 1.26) 8.4% 19.5%
Fixed effect model 5058 5096 i & 0.73 [0.61; 0.87) 100% -
R andom effects model '=:="~ 0.36 [0.18; 0.70] - 100%:
Heterogereity: hsquareds T 8% tav-squared=0 4823, p=0 0006 | | foe | l

001 01 1 10 100

*- 1 e eneMeHMapHO20 Kasnbuyito 00pieHtoe 2,5 2 KapboHamy Kanbuito
abo 4 2 yumpamy Kasbuito.

12



NICE GUIDELINE FOR. PREECLAMPSIA 1

Recommendation

ASA 75mg/day (or nearest available)
from before 20 weeks,

Recommendation
ASA TS5mg/day from 12 weeks
High risk

hypertensive in previous pregnancy
chronic renal disease
auto-immune disease
diabetes
chronic hypertension
2+ moderate risk factor

Moderate factors

Nulliparous
age 40+
pregnancy interval 10+
BMI 35+
family history of PE
multiple pregnancy

ideally 12 weeks @
- U.S. Preventive Services
Annals of Internal Medicine TASK FORCE
www. U: nti i .Orf
High risk ¢
LOW-DOSE ASPIRIN USE FOR THE PREVENTION OF MORBIDITY AND MORTALITY
PE in previous pregnancy FROM PREECLAMPSIA
renal disease CLINICAL SUMMARY OF U.S. PREVENTIVE SERVICES TASK FORCE RECOMMENDATION
ﬂmo-iﬂdlfi!;m:e:iseaﬁe Population ‘ Asymptomatic pregnant women who are at high risk for preeclampsia
chronic hypertension Low-dose aspirin (60 to 150 mg/d) initiated between 12 and 28 weeks of gestation reduces the occurrence of
multiple pregnancy Preventive Medication preeclampsia, preterm birth, and IUGR in women at increased risk for preeclampsia.
The harms of low-dose aspirin in pregnancy are considered to be no greater than small.
Comment Balance of Benefits and There is a substantial net benefit of daily low-dose aspirin to reduce the risk for preeclampsia, preterm birth, and IUGR in
Harms women at high risk for preeclampsia.
: doat a:;:gmjslg‘:ell':; : ll;t;;ae: :: Other Relevant USPSTF The USPSTF recommends that all women planning or capable of pregnancy take a daily supplement containing 0.4 to 0.8
o i :pi demiology Recommendations mg (400 to 800 pg) of folic acid. This recommendation is available at www.uspreventiveservicestaskforce org.

Mpenapat ACK 100 mr Ha goby 3 12 TuKHiB a0 36

TUKHIB BariTHocTi (nepea, cHom)
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ASPRE

Aspirin versus Placebo in Pregnancies at High Risk
for Preterm Preeclampsia

798 yyacHwuKiB rpynm npnmnmanm ACK 150 mr Ha poby 3 11-14 TnxKHA Ta
822 - nnauebo.

PaHHA npeeKknamncia Bia3Ha4vanacay 13 nauieHTis (1,6%) y KNiHiYHIN
rpyni nopisHaAHO i3 35 (4,3%) y rpyni nnauebo (BP 0,38; 95% Al 0,20-
0,74; P=0,004) .

He 6yn0 BMABNEHO 3HAYHUX MiXKFPYNOBUX BiAMIHHOCTEN Yy BUMaAKaX
HECNPMATANBUX HACNiAKiB HOBOHAPOAXEHUX 200 iHWNX NOBIYHUX

Table 2. Outcomes According to Trial Group.

Aspirin Group Placebo Group Odds Ratio
Qutcome (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. (%)
N. Engl. J. Med 2017 Jun 28;[EPub Ahead of Print], DL Rolnik, D Wright, LC Poon, N O'Gorman, A Syngelaki, C de Paco
Matallana, R Akolekar, S Cicero, D Janga, M Singh, FS Molina, N Persico, JC Jani, W Plasencia, G Papaioannou, K Tenenbaum-
Gavish, H Meiri, S Gizurarson, K Maclagan, KH Nicolaides



dapMaKOEeKOHOMIYHUU CEHC NPU3HAYEHHSA

Yo OTPUMYHOTb

ACK
| npeeKnamncii
No Aspirin 4.18% 0%
ACOG 4.17% 0.35%
USPSTF 3.83% 23.5%
Universal Aspirin 3.81% 100%

A

$12 million
$377 million
$365 million

Werner et al. 2015
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3acTOCYyBaHHA AUAPOrecTepoHy Yy nepomy TPUMecCTpi CYTTEBO
3HUXKYBAJI0 YaCTOTYy recTauiuHoI rinepTeHsii Ta gucTpecy naoaa y

nepLIOHAPOAKYIOUYUNX
—_ 0
c
N ED -
= p< 0,001
I
L s
=
10 2
(1,7%)
3 ] Y
4]
KoHTpoJB LinporectepoH

YacTtoTa BUHMKHEHHA [T y gocnigxysaHin rpyni 6yna 3Ha4HO HUXKYOLO, HixK
KOHTpoAbHIM (1,7% npotn 12,9%, p = 0,001). YacToTa cTpa*kAaHHA naoay Takox byna
3HAYHO HUMKYOIO Y AOCNIAXKYBAHIN rpyni NOPiBHAHO 3 KOHTPOAbHO rpynoto (4,3%

ot 18,1%, p = 0,001). | _ .
npoTh 25,27, B ) Zainul Rashid Gynecol Endocrinol, 2014: 30(3): 217-220



Divakova T.S. 2014:

OunaporectepoH Ta HU3bku ao3un ACK...

1. ...y I-II TpumecTpi recramii npu IMJIaAEHTAPHUX
MOPYIUEHHAX CHPHUSATH 3POCTAHHI IUIALIEHTAPHOL
BacKyJasapu3auii y 2,3 pasu (p <0,01).

2. ...HOpMAJIBYWOTHh 0aJIaHC NPOAHIIOreHHUX (aKTOopiB

(VEGEF, sVEGFR-1, PIGF).

3. ...BIPOTIIHO J03BOJISAIOTH 3HU3UTH PU3UK PO3BUTKY:

- HE (p - 0901);

- C3PII (p = 0,04);

- NMePUHATAJBHOI NIMOKCHYHO-IIIeMIYHOI eHuedasonarii

(p = 0,006 );
- acikcii HoBoHapomxenux (p = 0,003).

Effects of dydrogesterone and acetylsalicylic acid on placental angiogenesis in complicated pregnancies
/ Divakova T.S., Famina M.P.// Meditsinskie novosti. — 2014. — N 2. — P. 67-72.



BitamiH D
?l lediunt BiTamiHy D - niasuweHnmn pusuk MNE
Bodnar et al., 2007; Robinson et al., 2010]
2 Vit D (Big 400 no 600 ME / ) - 29% 3HUMKEHHH
pu3nky MNE [Haugen et al., Observation study, 2009;
Hypponen et al., 2014)
?l ObmerkeHi noka3un [De-Regil LM, Palacios C,
Llombardo LK, et al. Vitamin D supplementation for
women during pregnancy. Cochrane Database Syst
Rev 2016; 1:CD008873.]
BariTHUM XKiHKam, AKI He MatOTb perynapHoro
BMN/INBY COHAYHUX MPOMEHIB, PEKOMEHA0BAHO
cnoxkmnsatn 600 ME BiTamiHy D Ha aoby.




MNMpodinakTnka npeeknamncii HU3bLKOMOJIEKYNSAPHUM renapuHOM Ha A4oAaTok Ao

acnipuHy: meTtaaHanis
Roberge et al., UOG 2016

PesynkTaTt
Y XiHOK 3 nonepeagHboto MNE, LMWH i3 HU3bKMMK f03aMKM aCcnipUHY:

. Buasnanaca reHaeHUIA A0 3HUXKEHHA BUNaAakKis paHHboi TE:

e [1Ba gocnig)eHHa (n = 155), BP, 0,14 (95% Al, 0,02-1,10); P = 0,06

lNMpoTte He BNAMBaNO Ha BMNaAaKu nisHboi MNE:

 [1Ba gocnigxeHHa (n = 155), BP, 1.20 (95% Al, 0.53-2.72); P =0,65

Y }KiHOK 3 MOBTOPHUM BUKUAHEM PU3NKKU A0 3HUKEHHA Bunaakis INME (2 gocnigxkeHHA
(n=211), BP 0,57 (95% Al, 0,08-4,35); P = 0,59 Ta C3PMN (3 gocnigxeHHs (n =337), BP
0,73 (95% A4l, 0,18-2,99); P = 0,66) He bynun CyTTEBO 3MEHLLEHI LWASXOM A043aBaHHA
LMWH po ACK.

Y XiHOK i3 nonepegHboto MNE, popasaHHAa LMWH no ACK aocToBipHO 3HUXYBAI0 PU3UK
po3BuTKy ME (3 gocnigxkeHuHa (n = 379) BP 0,54 (95% AlI, 0,31-0,92); P = 0,03) Ta C3PI
(2 pocnigxeHHa (n =363), BP 0,54 (95% Al, 0,32-0,91); P = 0,02).
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Figure 1. Meta-analysis of birth defects

Pravastatin (20 ug/kg)

NMpu3HayYeHHA CTaTUHIB Ha
mopaeni MNE y TBapuH cnpuse
BiAHOB/NIEHHIO aHrioreHHoro
6anaHcy Ta eHAoOTENiaNIbHOI

dYHKUIT

Results Reference

Ahmed et al., 2010
McDonnold ot al., 2014

| sFit-1 | Hypersensitivity to Ang Il t VEGF

Pravazstatin (5 mag/kg/d)

Pravastatin (5 mg/kgsd)

Pravazstaiin (5 mg/kgrd)

Pravazstaiin (5 mg/kgrd)

Experimental Control subjects Risk ratio Risk ratio |:5 mwd:
Study or subgroup  Events Total Events Total Weight M-H fixed, 95% CI M-H fixed, 95% CI
Ofori et al 2007% 3 69 7 67 19.4% 0.42(0.11to 1.54) T
Paulus et al 20087 4 83 26 584 13.8% 1.43(0.51t03.96) —1— (5 mg/koid)
Taguchi et al 2008* 1 46 1 52 2.6% 1.13(0.07 to 17.56) | i R
McGrogan et al 2009 6 192 58 1943 28.5%  1.05 (0.46 to 2.39) —a
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Figure 2. Meta-analysis of spontaneous abortions

Test for overall effect: z=2.22 (P=0.03)

The Fetal Safety of Statins:

A Systematic Review and Meta-Analysis/OGC JUIN 2014

Favours statins Favours control

Experimental Control subjects Risk ratio Risk ratio

Study or subgroup  Events Total Events Total Weight M-H fixed,95%Cl  M-H fixed, 95% Cl
Ofori et al 2007* 52 153 29 106 44.1% 1.24(0.85t0 1.82)
Paulus et al 2008 8 71 77 661 19.2% 0.97(0.49t01.92)
Taguchi et al 2008% 14 64 1 64 141% 1.27(0.63t02.59)
Winterfeld et al 2013* 33 227 18 238 22.6% 1.92(1.11to3.31) —
Total (95% Cl) 515 1069 100.0% 1.35(1.04to 1.75)
Total events 107 135

PO i - - 2= f I | } |
Heterogeneity: ™ =2.73; df=3 (P=0.43); 1= 0% ol o1 i 15700
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Safety and pharmacokinetics of pravastatin used for
the prevention of preeclampsia in high-risk pregnant
women: a pilot randomized controlled trial

" Teravastatin | Placebo
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Syngelaki A et al. BukopucrosyBanm metpopmin B 003i 3,0 r Ha goby y

BariTHUX 3 OXKUPIHHAM 6e3 uyKkpoBoro Aiabery.
Y KOXHin rpyni 6yno 225 »KiHOK.

Pe3ynbtatu

* 30inblIeHHA macu Tina (4.6 (ocHoBHa rpyna) B NnOpiBHAHHI 3 6.3 Kr

(rpyna nnaue60); P <.001);
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*yacToTa npeeknamncii (3,0% npotu 11,3%, P <0,001).
C

N Engl J Med. 2016; 374:434-443

MeTtdopmiH 3HUXKYE eHaoTenianbHy
ANchyHKLUiO, niaBMWyeE Ba3oAUNALIO B
apTepiax Ta iIHAYKYE aHrioreHe3. MeTtdopmiH
Ma€ noTeHuian no npodinaktmui abo
NiKYBaHHA npeekaamncii anAa 3MeHLWeHHA
TArapAa uUboro HebesneyHoro ycKnagHeHHSA
BariTHOCTI.

Fiona C. Brownfoot et al. American Journal of Obstel“rics2 2&
Gynecology 2016; 214; 3: 356.e1-356.e15



Take Home Message

1. 3a OCTaHHI POKMWN, y CBITi, BiA3HAYAETbCA TEHAEHLIA HA 3POCTAHHA
BunagkKis MNE.

2. 32 MexaHI3MOM PO3BUTKY NATO/NOrii BariTHOCTI CNiA, PO3Pi3HATH
paHHio MNE (Ao 34 TMXKHiB) Ta ni3HIO (nicnha 34 TUXKHIB).

3. Ha paHuni yac He icHye iaeanbHux npeaunkropis MNE. AJouinbHo
BMKOPUCTOBYBATU aHAMHECTUYHI GaKTOpU PU3UKY, a B NepcneKTusi
- KombiHOBaHiI TecTL.

4. EAUHMM npenapaTtom, i3 A0Ka3aHOK ePEeKTUBHICTIO Ta BUPA3HUM
dapmakoekoHOMiYHUM epekTom — ACK 100 mr Ha goby 312
TUXKHiIB A0 36 TUXKHIB BariTHOCTi (nepea, cHom). HaibinbLu
nepcnekTuBHMM, Y MaubyTHbomy, 3acobom npeseHuUii caig BBaXKatu
CTaTUHM.

5. Mpeeknamncia € He3aAMXKHUM GAKTOPOM PU3UKY
BUHUKHeHHA IXC, Al, iHcynbty Ta BTE

23
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