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MposkAapia
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Presenter
Presentation Notes
There have been recent advances in our understanding of the pathophysiology of preeclampsia, many reported this very decade, but as yet there is no specific cure, delivery of the placenta remaining the only definitive treatment. Thus, as of 2010 preeclampsia is still a leading cause of maternal mortality, preterm birth, and consequent neonatal morbidity and mortality. In developing countries, where access to safe, emergent delivery is less readily available, preeclampsia claims the lives of more than 60,000 mothers every year.
Early PE presentation <34 wks, preterm 37 wks, term PE at ≥37 wks of gestation
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Presenter
Presentation Notes
Although edema was historically part of the diagnostic triad for preeclampsia, it is also a common feature of normal pregnancy, diminishing its usefulness as a specific pathologic sign. Still, the sudden onset of severe edema—especially edema of the hands and face—can be an important presenting symptom in this otherwise insidious disease, and is sometimes the only change detectable by the patient.


EVOAAOKTIKOG OpIOHOG/ATUTTN NpoeKAapyia

(XwWpIG AsUKkwpaToupia)

® [lpwto-supavi{ouevn Aptnplakn Yreptaon
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® FEvébeiéelc ouoTnUATIKNG VOOOU :
e OpoubBornevia
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Kpitiipia BAPIAZ rpoeKAauyiag
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Am Coll Obstet Gynecol Practice Bulletin 2002


Presenter
Presentation Notes
Preeclampsia is generally classified as ﾔsevereﾕ if any of the following are present in a woman with preeclampsia:･Severe hypertension mm Hg on two occasions at least six hours apart)･Severe proteinuria ･Signs/symptoms of end-organ injury
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— MkpoayyelornaOnTikn oLLOAUTLKN avolula
® FxLotokuttapa, Eupeon xoAepuBpivn, LDH (>600 IU/L)

— Tpovoaulvacatuio
® SGOT, SGPT > 40 IU/L

— Opouponevia < 100.000/ mm3
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— [lpiv 70 %
— Mera 30 %
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Presentation Notes
Although eclampsia most often occurs in the setting of hypertension, proteinuria, and evidence of central nervous system involvement (such as headache and hyperreflexia), it can occur without these warning signs. The magnitude of blood pressure elevation does notﾊappear to be predictive of eclampsia, although it correlates well with the incidence of stroke. Twenty to 38 percent of eclamptic patients have a maximal blood pressure less than 140/90 prior to their seizure and about 20 percent have no evidence of proteinuria. Risk factors for eclampsia are similar to those for preeclampsia. Nonwhite, nulliparous women from lower socioeconomic backgrounds are the group at highest risk of developing eclampsia. Peak incidence is in the teenage years and low twenties, but there is also an increased incidence in women over 35 years of age.
Greater than 48 hrs but less 4wks. 90% within 7 days of delivery. The most common presenting symptom was headache, which occurred in about 70 percent of patients. Other prodromal symptoms included shortness of breath, blurry (θαμπός) vision, nausea or vomiting, edema, neurological deficit, and epigastric pain. Eclamptic seizures are almost always self-limiting and seldom last longer than three to four minutes (usual duration 60 to 75 seconds)
The exact cause of seizures in women with eclampsia is not known. The following two hypotheses have been proposed: 1. Cerebral overregulation in response to high systemic blood pressure results in vasospasm of cerebral arteries, underperfusion of the brain, localized ischemia/infarction, and cytotoxic (intracellular) edema 2. Loss of autoregulation of cerebral blood flow in response to high systemic pressure (ie, hypertensive encephalopathy) results in hyperperfusion, endothelial damage, and vasogenic (extracellular) edema. 
Many cases of eclampsia do not appear to be preventable, even among women receiving regular prenatal care, or those who are hospitalized. In up to one-third of cases, there is no proteinuria or blood pressure is less than 140/90 mmHg prior to the seizure.


2UvépouO

e 0,1-0,8% Twv KUAOCEWV CUVOALKQ
e 10-20% Ttwvyuvoukwyv pe Bapia NMNposkAapupio/ EkAapdia

Reported frequency of signs and symptoms of
HELLP syndrome

Proteinuria

Hypertension

Right upper quadrant/epigastric pain

Jaundice

e (Bapla) popdn nposkAopudiac n Eexwploto cuvdépouo ??
(15 -20 % xwpic Yriéptaon N Mpwrteivoupia !!)

Sibai BM Obstet Gynecol 2004;103:981-91



| ﬁ Classification of hypertensive
disorders of pregnancy

1) Preeclampsia-eclampsia after 20 weeks

2) Chronic hypertension (of any cause) predating pregnancy

3) Chronic hypertensionjwith superimposed preeclampsia
4) Gestational hypertension after 20 weeks

ghl ANFORD
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Presentation Notes
Significant clues to the diagnosis of severe preeclampsia are the presence of systemic manifestations of the disorder, such as thrombocytopenia, increased serum levels of aminotransferases, and visual symptoms. Onset of disease in the first half of pregnancy suggests exacerbation of underlying renal disease, rather than preeclampsia.Laboratory evidence suggestive of exacerbation of renal disease includes the presence of findings specific for disease activity (eg, low complement levels in a patient with systemic lupus erythematosus, urinalysis consistent with a proliferative glomerular disorder [red and white cells and/or cellular casts]). An active urine sediment is not a feature of preeclampsia.


MpoekAapwia kai AsukoparToupia
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1°Qp (GFR)

GFR=125 ml/min
[Alb]= mg/L
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[Alb}=40 g/L
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MpoekAapwia ka1 Aeukwparoupia: Pro/Creat vs 24wpou

Diagnostic accuracy of spot urinary protein and albumin to creatinine ratios for detection of
significant proteinuria or In patients with suspected pre-
eclampsia: systematic review and meta-analysis
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Podocyturia Predates Proteinuria and Clinical
Features of Preeclampsia
Longitudinal Prospective Study

Table 4. Test Characteristics for Angiogenic Markers and Podocyturia in the Second Trimester and at Delivery

PE, gHTN vs NTP - PE vs gHTN, NTP PE vs gHTN PE vs NTP

Sensitivity, Specificity, Sensitivity, Specificity, Sensitivity, Specificity, Sensitivity, Specificity,
Variable Cutoff % % Cutoff % Yo Cutoff % % Cutoff Yo Yo
Prediction of preeclampsia at media | 27 gestational weeks IQR, 25-28)
Endoglin, ng/mL 5.33 73 39 6.14 67 35 N/A 5.40 67 M
PIGF, pg/mL 165.44 87 19 624.10 87 26 624.10 87 624.10 87 26
sFit-1, pg/mL 1326.70 87 34 1451.59 93 38 1451.59 93 1451.59 93 40

Podocyturia, no. of 0.30 54 100 0.30 100 0.30 100 0.30
cells/mg creatinine

Diagnosis of preeclampsia at mediai 39-5 gestational week s (IQR, 39-40)
Endoglin, ng/mL 10.66 89 39 11.57 86 11.57
PIGF, pg/mL 364.93 80 20 323.66 100 323.66
sFit-1, pg/mL 4524.00 89 43 452400 93 4524.00

Podocyturia, 4.00 83 8.00 100 8.00
number of cells/mg
creatinine

Craici IAet al Hypertension 2013;61:1289-1296




A.A1ayvwon TnG YTTEPTAOIKAG VOOOU OTNV KUNON:
BIOWIA NEDQPOY ?

Stillman IE and Karumanchi A J Am Soc Nephrol 18: 2281-2284, 2007



A.Ai1dyvwon Tng YITEPTAOIKAG VOOOU OTNV KUNON:

Bioyia veppou !! (1981)

Hypertension in Pregnancy: Clinical-Pathological Correlations and
Remote Prognosis'

KENNETH A. FISHER,” ALLEN LUGER," BENJAMIN H. SPARGO anp
MARSHALL D. LINDHEIMER

TABLE 1. Renal Pathology in 176 hypertensive pregnant
patients

Diagnosis Primigravidas|Multiparas

Preeclampsia*
with nephrosclerosis
with renal disease
with both
Nephrosclerosis
with renal disease
Renal disease
Normal histology

Total 176

* Only glomerular endotheliosis on biopsy.

Fisher KA

Neppikn Bioia o KAINIKH
dtayvwon nposkAapyiac:

TUTLKA LotoAoyikn BAGBn
KOTLELPOMATIKAC EVO0ONALwONGC»:

MOAYTOKE: :  MOVO 58%!!
NPQTOTOKES : ~ 90%

MEDICINE 1981:60(4):267-276
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O KENTPIKOZ POAOZz TOY MAAKOYNTA

{ Placental
1) dysfunction

Hypertension Glomerular Headache
endotheliosis Cerebral edema HELLP syndrome

proteinuria edema Seizures
renal insufficiency

Karamanchi SA et al. Kidney Int 67: 2101, 2005



Presenter
Presentation Notes
Observational evidence suggests the placenta has a central role in preeclampsia. Preeclampsia only occurs in the presence of a placenta—although not necessarily a fetus, as in the case of hydatidiform mole—and almost always remits quickly after delivery of the
placenta. In this respect there have been cases of postpartum eclampsia associated with retained placental fragments, with rapid improvement only after uterine curettage. In severe preeclampsia, there is pathologic evidence of placental hypoperfusion and ischemia, including acute atherosis, intimal thickening, necrosis, atherosclerosis, and endothelial damage, and placental infarction. Although these findings are not universal, they appear to correlate with severity of clinical disease. Overt placental ischemia
may be neither universal nor specific for preeclampsia, but instead may be an important secondary event observed in severe cases. 
The tissue affected most is the maternal endothelium. The clinical manifestations of preeclampsia reflect widespread endothelial dysfunction, with vasoconstriction and end-organ ischemia. Exposure of endothelial cells to serum from women with preeclampsia results in endothelial dysfunction; hence, it has been hypothesized that circulating factors, probably originating in the placenta, are responsible for the manifestations of the disease. Dozens of serum markers of endothelial activation and endothelial dysfunction are deranged in women with preeclampsia, including von Willebrand antigen, cellular fibronectin, soluble tissue factor, soluble E-selectin, platelet-derived growth factor, and endothelin.


AVTL-QYYELOYEVETLKOL TTOPAYOVTEC OTTO TOV MAaKoUvTa UTteVOuvol yla thv
gvéoOnAiakn BAaBn otn puntépa
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* AKI edema * PRES infarction » Thrombocytopenia

Phipps E et al Clin J Am Soc Nephrol 11: 1102-1113, 2016




AYYELOYEVETLKOL KOIL OLVTL-OlYYELOYEVETLKOL TP AYOVTEC Kot EVO0OnALo
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Wang A et al. Physiology 24: 147, 2009
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Presentation Notes
sFlt1 and sEng cause endothelial dysfunction by antagonizing VEGF and TGF- signaling. There is mounting evidence that VEGF and TGF-1 are required to maintain endothelial health in several tissues, including the kidney and perhaps the placenta. During normal pregnancy, vascular homeostasis is maintained by physiological levels of VEGF and TGF-1 signaling in the vasculature. In preeclampsia, excess placental secretion of sFlt1 and sEng (two endogenous circulating antiangiogenic proteins) inhibits VEGF and TGF-1 signaling,
respectively, in the vasculature. This results in endothelial cell dysfunction, including decreased prostacyclin, nitric oxide production, and release of procoagulant proteins.
sEng is another anti-angiogenic biomarker that is up-regulated in preeclampsia in a pattern similar to sFlt1. sEng is a truncated form of endoglin (CD105), a cell surface receptor for TGF-β, which binds and antagonizes TGF-β. sEng amplifies the vascular damage mediated by sFlt1. Placenta-derived soluble TGF-B co-receptor endoglin (sEng)
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AITEIOZYZIMNAZH

Davison JM et al.
15: 2440, 2004



Presenter
Presentation Notes
sFlt1 results from alternative splicing of Flt1, an endothelial receptor for VEGF and PlGF. sFlt1 consists of the extracellular ligand-binding domain of Flt1, but lacks the transmembrane and intracellular signaling domain. Hence, it is secreted into the circulation where it binds and antagonizes VEGF and PlGF.
More recent studies haveidentified a second sFlt1 splice form expressed in cytotrophoblasts, which differs in its cterminus and also appears to be up-regulated in preeclampsia.29–32 The biologic significance of the different sFlt1 variants with regard to anti-angiogenic activity and their role in the pathogenesis of preeclampsia is a subject of ongoing study.
There is additional experimental evidence that supports the hypothesis that interference with VEGF/PlGF signaling could mediate endothelial dysfunction in preeclampsia. VEGF is important in the stabilization of endothelial cells in mature blood vessels. VEGF is
particularly important in the health of the fenestrated and sinusoidal endothelium found in the renal glomerulus, brain, and liver—organs severely affected in preeclampsia. VEGF is highly expressed by glomerular podocytes, and VEGF receptors are present on glomerular endothelial cells. Anti-VEGF therapies given to adult animals cause glomerular endothelial damage with proteinuria. The most striking experimental illustration of the effect of VEGF antagonism in human beings comes from anti-angiogenesis cancer trials, in which anti-VEGF antibodies produce proteinuria, hypertension, and loss of glomerular endothelial fenestrae. This suggests that VEGF deficiency, induced by excess sFlt1, can produce the characteristic renal manifestations of preeclampsia. The physiologic role of PlGF is less well understood than that of VEGF, but PlGF appears to stimulate angiogenesis under conditions of ischemia, inflammation, and wound healing, and may contribute to atherosclerosis. Blockade of both VEGF and PlGF is required to produce preeclampsia-like changes in pregnant rats, signifying that PlGF blockade may be important in the pathogenesis of sFlt1-induced endothelial dysfunction.


SEng, PIGF kau sFIt-1 wg mpoyvwotikoi deikteg mpoekAapiog
(Tuvaikeg, n=159 10-17 €Bd kNnong)
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Noori M et al. Circulation 122: 478, 2010
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Presentation Notes
Note that estational hypertension develops differently, with a hyperdynamic circulation and angiogenic biomarker profile similar to normotensive pregnancy.
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Presentation Notes
Predictive accuracy and correlation with duration of pregnancy of the sFlt1/PlGF
Ratio
ROC curves for prediction of adverse outcomes using the sFlt1/PlGF ratio, ALT (alanine aminotransferase), uric acid, SBP (highest systolic blood pressure measured in triage) and creatinine, in patients presenting less than 34 weeks gestation. All laboratory values were measured in blood collected at the time of presentation. All AUC's were significantly different from that of the sFlt1/PlGF ratio alone (p<0.01). Panel C shows the Kaplan-Meier survival function for time to delivery in participants presenting less than 34 weeks gestation. Patients were censored at delivery or at 34 weeks gestation.



AYYELOYEVETLKOL KOL OLVTL-OlYYELOYEVETLKOL TTAPAYOVTEC KOl
Awadpopikn Arayvwon MposkAapyiog kot XNN

Chronic kidney disease may be differentially
diagnosed from preeclampsia by serum biomarkers

sFlt-1/PIGF

Q

0
=
T O
8 %
O ©
| -
O
L =
O 2
e
e
el
[T
n

sFlt-1 relative
fold increase
PIGF relative
fold increase

PE CKD Cirl CKD Ctrl CKD Cirl

Rolfo A et al Kidney International (2012) 83, 177-181
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Presentation Notes
The majority of these patients have no family history of the disorder; still, the presence of preeclampsia in a first-degree relative increases a woman’s risk of severe preeclampsia by 2- to 4-fold,3 suggesting a genetic contribution to the disease. A history of preeclampsia in the father’s mother also confers increased risk, recalling the fact that the placenta is a product of both mother and
father. Several medical conditions are associated with increased preeclampsia risk, including chronic hypertension, diabetes mellitus, renal disease, obesity, and hypercoagulable states.
Meta-analysis has shown that maternal cigarette smoking is associated with a significant reduction in the risk of preeclampsia (OR 0.51, 95% CI 0.37-0.63). This benefit does not outweigh the multiple medical and obstetrical risks (Subfertility, Low birth weight and small for gestational age, Spontaneous pregnancy loss, Stillbirth, Preterm premature rupture of membranes, placental abruption, and placenta previa, Preterm delivery, Congenital malformations, Postnatal morbidities) associated with smoking during pregnancy. Based on an in vitro experiment, the mechanism may be that cigarette smoke reduces fms-like tyrosineﾊkinase-1 (sFlt-1) and increases placental growth factor (PlGF), which is the opposite of the changes observed in women who develop preeclampsia 


MapayovTeg KIviuvou yia avantuén npoekhapwiac (1)

SYETICOUEVOI UE TNV KUNGN/yuvaikoAoyiko I0TOPIKO

® MNpwtog ToKETAG (/% TWV Yyuvalkwv)

® HAwia > 40 xpovia N < 18 xpovia

® MoAudupun KUnon Kot vdaTtdwdng UNAn >

® TE o€ nponyoUMEVN KUNon

® Awdotnpa > 10 xpovio HeTafl TV KUNOCEWV
® OWKOYEeVELOKO LOTOPLKO tposkAapiog (22% to 47%)

® Matépacg (!) amo MNE toketo i e wotopiko MNE



Presenter
Presentation Notes
The majority of these patients have no family history of the disorder; still, the presence of preeclampsia in a first-degree relative increases a woman’s risk of severe preeclampsia by 2- to 4-fold,3 suggesting a genetic contribution to the disease. A history of preeclampsia in the father’s mother also confers increased risk, recalling the fact that the placenta is a product of both mother and
father. Several medical conditions are associated with increased preeclampsia risk, including chronic hypertension, diabetes mellitus, renal disease, obesity, and hypercoagulable states.
Meta-analysis has shown that maternal cigarette smoking is associated with a significant reduction in the risk of preeclampsia (OR 0.51, 95% CI 0.37-0.63). This benefit does not outweigh the multiple medical and obstetrical risks (Subfertility, Low birth weight and small for gestational age, Spontaneous pregnancy loss, Stillbirth, Preterm premature rupture of membranes, placental abruption, and placenta previa, Preterm delivery, Congenital malformations, Postnatal morbidities) associated with smoking during pregnancy. Based on an in vitro experiment, the mechanism may be that cigarette smoke reduces fms-like tyrosineﾊkinase-1 (sFlt-1) and increases placental growth factor (PlGF), which is the opposite of the changes observed in women who develop preeclampsia 


MNapayovTteg KIvOUvVou via avanTtuén nposkAauwiac (2)

H ouvvoonpornra 1nc unrepac

® BMI > 35 kg/m?

Zakxapwdng drapntng (mpiv kat katd tnv KUNon)
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Enineda kivduvou yia npoekAapio

Table. Clinical Risk Assessment for Preeclampsia*®

Risk Level Risk Factors

History of preeclampsia, especially when accompanied by an adverse outcome
PMultifetal sestation
Chronic hypertension
Type 1 or 2 diabetes
Renal disease
Moderate¥ Nullipanty
Obesity (body mass index =30 kg/m*)
Family history of preeclampsia (mother or sister)
Sociodemographic characteristics {(African Amenican race, low socioeconomic status)
Age =35 y
Personal history factors (e.g., low birthweight or small for gestational age, previous

arvartgs preaofnancy nlibeome - Areonancy intersal)

Ann Intern Med. 2014 ;161(11):819-826. doi:10.7326/M14-1884



Presenter
Presentation Notes
Preeclampsia is generally classified as ﾔsevereﾕ if any of the following are present in a woman with preeclampsia:･Severe hypertension mm Hg on two occasions at least six hours apart)･Severe proteinuria ･Signs/symptoms of end-organ injury


Napayovtec kapdlayyetakou Kivdéuvou Kat NMpoekAapia

e H npoekAapyia gival NEPINOU NEVTE POPEG CUXVOTEPN OE EYKUEG LE ...

— npolUnapyxouca apTnpiakn UNepTacn
— Zakxapwon diapnTn

— VEQPIKN VOOO 0MnoliaconnoTe aiTioAoyiac kal BaputnTag

e EninAekel nepinou 25% TETOIWV KUNOEWV !



Napayovtec kapdlayyetakou Kivdéuvou Kat NMpoekAapia

KAWLIKA ...

e H enavep@avion nposkAapyiac r n eUPavion TG o€ NOAUTOKEG YUVAIKEG
Oa npenel va npoideadel yia tn diayvwaon moavic UNOKEIPEVNG VOGOU N
npodIabeaikwv NapayovTwyv/ KaTaoTACEWY

e AuTn akpIBwc n «AioTa» ouvnBwv 1aTPIKWV dlaTapaxwv nou npodiabeTouv
OTNV EURAvIon NPOoskAaPwiac ocupninTel/ aAANAENIKAAUNTETAl OE PEYAAO
Babuo Me auTeC Nou NPodIaBETOUV OTNV EUPAvICN KapdloayyeIaknG Kar
VEPPIKIIC VOOOU



YREPTAOLKN VOOOG TNG KUNONC KOL TTOLPAYOVTEC
KapdiayyetakoU KwvdUvou (cuvvoonpotnta)

Associations of Pregnancy Complications With Calculated
Cardiovascular Disease Risk and Cardiovascular Risk
Factors in Middle Age

The Avon Longitudinz

Gestational
Ahigail Fraser, MPH, PhiD; Scott M. N . .
Lynne Cherry, PhD: Elaine Butler. Naveed St No HDP Hypertension Preeclampsia
(h=2688) (n=438) (n=61)
Reference OR (95% Cl) OR (95% Cl)

event in next 10 years
based on Framingham
score (n=2172)

Mean score, % (SE)  3.55(0.06) }4.58 (0.15) 5.09 (0.41)

Model 1 1.28 (1.21, 1.39)] |1.42(1.19,1.69)
Model 2 1.27 (1.19,1.39)] |1.31(1.11,1.53)
Model 3 1.27 (1.19,1.35)] |1.30(1.11,1.52)

Fraser A et al Circulation 2012;125:1367-1380



YREPTAOGLKN VOOOC TNG KUNGONC KoL TTOLPALYOVTEC
KapdiayyetakoU KwvdUvou (cuvvoonpotnta)

Early-Onset PE  Late-Onset PE PIH Early vs Late Early vs PIH Late vs PIH

Parameter

Characteristics at
postpartum screening

31.5(0.23) 34.2 (0.63) 33.5(0.34) <0.001*
26.2 (0.26) 26.6 (0.72) 28.0 (0.35) 0.565
425 (94.9%) 69 (90.7%) 202 (90.2%) 0.014*

- ’
Smoking 72 (16.1%) 11 (14.5%) 30 (13.4%) 0.865 Khll‘la KOU 'J'EVO C

Hypertension 201 (44.9%) 19 (25.0%) 88 (39.3%) 0.002*

Antir?ype_-rlensive 94 {20.9%] 71(9.2%) 35 (15.6%) 0.017* avaona ue tn
S Baputnta tn¢ NE

Early-Onset PE Late-Onset PE PIH Early vs Late Early vs PIH Late vs PIH
n=448 n=76 n=224
128 (0.80) 119 (1.49) 124 (0.94) <0.001*
82 (0.61) 79 (1.26) 82 (0.67) 0.007*
Fasting glucose, mmol/L 5.29 (0.04) 4.80 (0.09) 4.83 (0.05) <0.001*
Fasting insulin, ulU/L 9.12 (0.32) 6.31 (0.08) 6.17 (0.43) <0.001*

4.83(0.52) 3.85 (0.69) 4.46 (0.42) 0.197

Triglycerides, mmol/L 1.32 (0.04) 1.02 (0.08) 0.97 (0.05) 0.004*
Cholesterol, mmol/L

Total cholesterol 5.14 (0.05) 4.73 (0.11) 4.73 (0.06) 0.002*

HDL 1.36 (0.02) 1.34 (0.04) 1.44(0.02) 0.627

3.19(0.04) 2.93(0.1) 2.85(0.06) 0.048

(
( ( (
( ( (
HOMA score 2.19(0.08) 1.37 (0.18) 1.37(0.11) <0.001*
( ( (
( ( (

Veerbeek JHW et al Hypertension. 2015;65:600-606



EmuntAokeg / Avtipetwnion MposkAapiog



EriunAokég mposkAapiog

ETUANTITIKEG KPLOELCG
EvkedaAikn apoppayio
EykedaAiko oldnpa
PAowwdn¢ tupAwon

MuwkpoayystontaOntiki atpoAvon/
diaxutn evdéayyelakn nién

Iktepog-HELLP
Hratikn alpoppayia
Nedpkn avemapkela

Mveupoviko oidnpa

Evéopntploc Oavatog

KaBuotépnon evéopntpLog
ovamntuéng

lotpoyEVAC MPOWPOG TOKETOC

Mpowpn anokoAAnon nAakouvia

‘Epdpokto mAakouvia



Yniéptaon kat AEE otnv NposkAauyia

Stroke and Severe Preeclampsia and Eclampsia: A

Paradigm Shift Focusing on Systolic Blood Pressure

Avcavaloyn avénon tng
ouoTtoAwkng All
| Far.

: @ Pre-stroke
i B Post-stroke

96% Ailpoppayika AEE !!

= © o
S a 5 e 3
% m S o n
077 o a @

(] [=%

Martin et al Obstet Gynecol 2005; 105(2):246-251



AvTLUTtEPTAOLKA AyWYNn

AvalAoya e Ta entimeda tnc Aptnplakne Mieonc

Métpua AY ;. ZuotoAwky 150-159 mmHg/ AwaotoAwkn 100 — 109 mmHg

‘Hrmwa AY . 2uoctoAwky 140-149 mmHg/ AwactoAki 90-99 mmHg




KateuBuvThpieg odnyieg yia Tnv Evapén Kal To OTOXO
TNG AVTIUTTEPTACIKNG AYWYNG OTNV KUNON/TTpoEKAAuWia

Society

When to Start Treatment

Treatment Goals

ACOG (89)

SOGC (90) I *I

NICE (www.nice.org.uk/
guidance/cgl107) I L7
=1 IS

SOMANZ (91) &

ISSHP (92)

Phipps E et al

| =160/105 for chronic HTN or
160/110 Jor gestational HTN

or preeclan
BP lowered td <160/110 in
severe HTNor BP of 140-159
90-109 for nonsevere HTN
with comorbid conditions

|::»'l 50/100 Ior uncomplicated
reF TN/ gestational

HTN /preeclampsia or >140/
90 for target organ damage

dary to chronic HTN
=160/110 for mild to moderate
Noor F170/110 for severe
I 160-170/110 Ior preeclampsia

120-160/80-105 for chronic
HTN

130-155/80-105 for nonsevere
HTN without comorbid
conditions” or <140/90
nonsevere HTN with
comorbid conditions

<<150/100 but diastolic BP =80
for chronic HTN or <150/ 80~
100 for gestational HTN and
preeclampsia

None recommended

None recommended

Clin JAm Soc Nephrol 11:1102-1113, 2016




AVTLUTIEPTOOLKN aywYN

AN < 140-149/90-99

Anoduyn Bepaneiac Nrmac-perplac unEptaong ! (Grade 2B)

e AuoMEVAG eNidpacn otnv avamntuén tou eppfpuvou
e Mn enidpaon o€ MEPLYYEVNTLKN BvntdtnTa R ouxvotnTa Npowpeotntag, faplvtnta

nposkAapudiog | tpowpen anokoAAnon nAakouvta

IAIA ANTIMETQMIZH 2TIZ T'YNAIKEZ ME XPONIA YNEPTAZH

In pregnant women with uncomplicated chronic hypertension aim to keep blood

pressure lower than 150/100mmHg. [1.2.3.1]



AvTipeTwriton npoekAapyiog

® Bapla nposkAapia:

‘EvéeLén yLa Toketo aveéaptnta oo nAkia KUnong

® ‘Hrmuia npoekAopia:

2UVTNPENTIKA AVTIHETWTTLON/ TOKETOC 237 €B6

American College of Obstetricians and Gynecologists Task Force on Hypertension in Preghancy
Hypertension in Pregnancy [online], (2013)


Presenter
Presentation Notes
Early detection, monitoring, and supportive care are considered both important and beneficial in improving outcomes for both the patient and the fetus.
For pregnancies <24.0 weeks of gestation, we suggest prompt delivery (Grade 2C). Expectant management is associated with a high risk of severe maternal morbidity, perinatal mortality, and severe neonatal morbidity. 


Low-dose aspirin use for the prevention of morbidity and mortality from preeclampsia:
clinical summary of U.S. Preventive Services Task Force recommendation.

———

U.S. Preventive Services

www. USPreventiveServicesTaskForce.org

Annals of Internal Medicine - TASK F
,//_.://; ORCE

LOW-DOSE ASPIRIN USE FOR THE PREVENTION OF MORBIDITY AND MORTALITY

FROM PREECLAMPSIA

CLINICAL SUMMARY OF U.S. PREVENTIVE SERVICES TASK FORCE RECOMMENDATION

Population

[ﬂsyrnptcnnmhc pregnant women who are at high risk for preeclampsia ]

Recommendation

Prescribe low-dose (81 mg/d) aspirin after 12 weeks of gestation
Crade: B

Risk Assessment

Preventive Medication

Pregnant women are at high risk for preeclampsia if they have 1 or more of the following risk factors

—
History of preeclampsia, especially when accompanied by an adverse outcome
Multifetal gestation
Chronic hypertension
Type 1 or 2 diabetes
Renal disease
Au;uunmunc dm:;;-,t.' 1;| B ',}-'1.11_"7:1"_ |upu$ r_.‘rr}fll‘rﬂ_‘llhrﬂﬁ'_f.l.lﬁ, !h_qq:etlpir‘iru*;p!jullp;d ﬁyrnrdrurrl'ujr_}

Low-dose aspirin (60 to 150 mg/d) initiated between 12 and 28 weeks of gestation reduces the occurrence of
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

Balance of Benefits and
Harms

There is a substantial net benefit of daily low-dose aspirin to reduce the risk for preeclampsia, preterm birth, and IUGR in
women at high risk for preeclampsia

Other Relevant USPSTF
Recommendations

The USPSTF recommends that all women planning or capable of pregnancy take a daily supplement containing 0.4 to 0.8
mg (400 to 80O ug) of folic acid. This recommendation is available at www.uspreventiveservicestaskforce.org

Ann Intern Med. 2014;161(11):819-826. doi:10.7326/M14-1884



YROAEWLHATIKA voonpotnta o€ mpoekAapyia

2YNHOQI XQPIZ ! ..

* Amnodpopn ayyelocUonocng kot evéoOnAtakng SucAsLtoupyiag Eviog
Alywv npuepwv

® Amodpopn UMEpTaonG Kol AsUKwaToupiog cuvinOwe evtog 2 Ewg 6
ELSOUASWV OTLO TOV TOKETO

® Amnodpopn onelpaatikng evéoOnAiwong eviog 8 eBSopddwv

OpwG ... OXLomavia VUTTOAELHpATIKA voonpotnta !!


Presenter
Presentation Notes
20% των γυναικών  έχουν μικρολευκωματινουρία μετά από 1 χρόνο. Στο slide (AJKD1026, 2010) παρόμοια επίπτωση με ΣΔ τύπου Ι. 8π
λάσια συχνότητα εάν βαριά προεκλαμψία. Aνάπτυξη ESRD? Μάλλον όχι εκτός βαριά ΡΕ.
Although several studies have found persistent microalbuminuria in formerly preeclamptic women several years after pregnancy, no differences were found in serum renal function parameters in formerly preeclamptic women. None of these studies have shown a significant difference in serum creatinine values or creatinine clearance between formerly preeclamptic women and healthy parous controls. However, ERPF lower and RVR higher.


MpoekAapdia KoL LOKPOTTPOOECHEG EMUNTWOELC



H npoekAapia mapayovrog kivduvou yia XNN




MpoekAapwia kai Kivouvog XNN
- MIKPOAABOYMINOYPIA -

e 40% twv yuvaukwv pe ntposkAapyia napovoialav pikpoaABoupvoupia

HETA amno 3-5 £tn (évavtt 0% twv vywwv controls) 48 IE VS 40 control
Bar Jet al Nephrol Dial Tranplant (1999) 14: 1129-1132
 META-ANALYSIS : 7 peA€teg Kooptnc, 273 ME VS 333 control

7.1 xpovia follow up postpartum
31% NE napovoialav pikpoaABouvpwvoupia €vavtt 7% twv control
4-mAaolo¢ oxeTIKOC Kivbuvocg / 8-mAaotoc yia Bapia MNME
Ertirtwon avtiotowyn pue acdeveic ue 2A torou |

McDonald SD et al Am J Kidney Dis. 2010 Jun;55(6):1026-39.




MpoekAapwia kai Kivouvog XNN
- MIKPOAABOYMINOYPIA -

Preeclampsia and Prevalence of Microalbuminuria

10 Years Later

Medical Birth Registry Norway
NMpwtotokeg, mpv 9-11 £tn(1998-2000)

sdwe|oaald

89 ue MNpoekAappiaa  vs 69 ywpic NE

o
£
(=]
z
-
o
-
T
=]
E
=
b

E€alp£Onkav yuvaikeg pe A, PEUUOTIKA VOO LOTA,

faurubaid 1511 u el

WLonadn unéEptaon, vedpLlkn vooo ITPLV TV

gyKupoouLvn Ko/n Lotoptko ME

a 1.0 1.8 2.4
Urinary albuminfcreatinine ratio (mg/mmaol)

Sandvik et al Clin J Am Soc Nephrol 8: 1126-1134, 2013



MNpwiun NpoekAapia kan kivéuvog yia YIEPAIHOHZH

Meta anod 10 €tn

Table 4. 5
Women to Have @n eGFHﬂ 10 mL/min per 1.73 m

eGFR Formula Odds Ratio (95% Cl) PValue
Unadjusted and adjusted odds ratios

MDRD=110 mL/min per 1.73 m?

Paauw et al

Unadjusted

Adjusted for MAP

Adjusted for diabetes mellitus
Adjusted for years postpartum
Adjusted for OC use

Adjusted for years postpartum
and OC use

CKD-epi=110 mL/min per 1.73 m?

Unadjusted

Adjusted for MAP

Adjusted for diabetes mellitus
Adjusted for years postpartum
Adjusted for OC use

Adjusted for years postpartum
and OC use

1.59(1.09-2.33) 0.02*

1.66 (1.12-2.46)
1.59 (1.09-2.32)
1.53 (1.04-2.27)
1.57 (1.07-2.30)

1.51 (1.02-2.23)

1.34 (0.97-1.86)
1.49 (1.06-2.10)

34 (0.97-1.86)
1.21 (0.87-1.71)
1.32 (0.95-1.84)

1,19 (0.85-1.68)

0.017
0.02*
0.03*
0.02*
0.04*

0.08
0.02*

Hypertension. 2016;68:1407-1414



MpoekAaia Kat pokpompoOeopo¢ Kivbuvoc yla
BIOWIA NEDPOY
Medical Birth Registry of Norway Norwegian Kidney Biopsy Registry

All women with a first singleton delivery from 1967 to 1998
756.420 yuvaikeg / ~15.9 £ 9.4 xpoévia , 588 Broyia veppot

Offspring birth weight Pre-eclampsia

=
w
o
2
£
e
[=)
R4
oW
s
w
=
=
L
=
=
=
Q

0,000

No of years after childbirth No of years after childbirth

Vikse BE et al J Am Soc Nephrol 17: 837-845, 2006



DC D Ol KO 0 0 0 0 0 AVAY ] O
DME 0 had had & gleton pDetwee Jo/ and 19%
UEeU Udlo 0 D) L0 cC PIeyrlic C
Table 2. Preeclampsia and the Risk of End-Stage Renal Disease [ESRD) after a First, Second, or Third Pregnancy.®
No. with No. /100,000 Unadjusted
Total No. No. with  Data Censored Person-Yr Relative Risk Adjusted Relative
Variable of women  ESRD  at Time of Death (953 CI) (95% Cl) Risk (953 CI)
Maodel 13 Maodel 2§
After 1 pregnancy (all women)
No preeclampsia 549 515 410 12 848 3.3 (2.9-3.6) 1.0 1.0 1.0
Preeclampsia 20,918 67 435 14.5 (11.2-18.1) 4.7 (3.6-6.1) 4.3 (3.3-5.68) 3.7 (2.2-4.5)
After 2 pregnancies (women with =2 r:ure;rnann:ies’||
e 456,884 266 9,033 2.8 (2.5-3.1) 1.0 1.0 1.0
Preeclampsia in first pregnancy only 14,588 25 255 8.6 (5.6-12.3) 3.2 (2.2-4.9) 3.1 (2.0-47) 2.3 (1.3-41)
Preeclampsia in second pregnancy only 6,120 20 124 16.8 (10.3-25.0) 6.7 (4.3-10.6) 5.3 (3.3-8.5) 47 (2.5-9.0)
Preeclampsia in both pregnancies 2,411 7 39 15.4 (6.1-29.0) 6.4 (3.0-13.53) 4.7 (2.1-10.7) 2.6 (0.6-10.6)
After 3 pregnancies (women with =1 pregnancies]l
No preeclampsia 198,192 84 3,315 2.4 (1.9-2.9) 1.0 1.0 1.0
Preeclampsia in 1 pregnancy only 10,727 26 159 14.4 (9.4-20.5) 6.3 (4.1-9.9) 5.8 (3.7-49.0) 5.3 (3.0-9.6)
Preeclampsia in first pregnancy only 5,930 & 80 6.0 (2.1-11.7) 2.6 (1.1-5.9)
Preeclampsia in second pregnancy only 1,875 5 28 16.2 (5.1-33.4) 7.3 (3.0-18.1)
Preeclampsia in third pregnancy only 2922 15 51 30.6 (17.1-48.1) 14.3 (8.2-247)
Preeclampsia in =2 pregnancies 1,741 9 27 312.9 (14.9-57.5) 15.5 (7.8-30.8) 10.9 (3.0-23.8) 3.0 (0.4-21.9)
< et @ 0 0[0e 9:300-9




NpoekAapwia kot IXETIKOE kivSuvoc yia XNN TEAIKOY STAAIOY

A After One Pregnancy B After Two Pregnancies
0.015+ 0.015+

0.0124 0.012+

0.0094 0.009+

0.006 0.006+

0.0034 0.003+

Cumulative Risk of ESRD

Cumulative Risk of ESRD

0.000 0.000 ,
0 10 20

Years after First Birth Years after Second Birth

C After Three Pregnancies
0.0154

0.0124
0.009-

0.006-

0.0034

Cumulative Risk of ESRD

0.000+

Years after Third Birth

Vikse VE et al N Engl J Med 2008;359:800-9




Kapdiayyetakoc kivbuvog META AMNO npoekAapia

Placental _ _ Genetic predisposition/
ischemia underlying risk factors

1 l

Increased sFlt-1, inflammatory cytokines

,. l

Increased endothelial dysfunctjcm—j—* Renal injury

Hypertension

;* Cardiac injury ?

o
-
Ll
X
©)
-
<
o
-
=
o
-

EMMENOYZA ENAOOGHAIAKH AYZAEITOYPIIA
META TON [_ |
TOKETO

AY=HMENOZ KINAYNOZ INnA KAPAIAITEIAKA NOZHMATA, XNN, AY | ,—~

Gilbert JS. Expert Rev Cardiovasc Med 6: 1367, 2008



Presenter
Presentation Notes
Long-term vascular risk following a preeclamptic pregnancy has been recognized for many years. Already in the 1960s, it was shown that a history of preeclampsia increases the risk of future hypertension. Meta-analysis the RR of a later diagnosis of hypertension in formerly preeclamptic women is 3.7 and another that formerly preeclamptic women have an approximately double risk of early cardiac, cerebrovascular, and peripheral arterial disease, and cardiovascular mortality. Women and particularly those with severe, early-onset preeclampsia have a higher risk of developing ESRD.
Chronic hypertension develops in 0 to 78 percent (mean 24 percent) of women with a history of preeclampsia/eclampsia. The wide range reported in the literature is due to the influence of variables such as maternal age and duration of follow-up (the increased risk of subsequent hypertension only becomes apparent after an average follow-up of 10 years). The risk appears to be highest in the subgroup of women who have subsequent hypertensive pregnancies, multiparas with eclampsia, and those with eclampsia remote from term. 


MpoekAapia kat Kivbuvoc
YRéEptaong otn cUVEXELA NG {WNC

Hypertension

Total No of cases/
women who did not
have pre-eclampsia

Study Total No of cases/
women who had
pre-eclampsia

Relative risk
(random) (95% CI)

Relative risk
(random) (95% CI)

Adams 1961"!
Epstein 19642
Sibai 1986"°
Carleton 1988"*
Nisell 1995%3
North 1996"°
Laivuori 1996"
Hannaford 1997"8
Marin 2000%°
Shammas 2000"1°
Hubel 2000%!
Sattar 2003""
Wilson 2003""?

Total (95% Cl)

40/53
37/48
60/406
3/23
9/45
20/50
2/22
377/2371
30/94
23/47
10/30
7/40
216/443

834/3658

21/185
7/114
23/409
2/23
1/44
1/50
0/22
922/14 831
12/86
3/46
2/30
2/40
55/206

1051/16 086

Test for heterogeneity: ’=32.05, df=12, P=0.001, / ’=62.6%
Test for overall effect: z=8.20, P«0.001

Bellamy L et al

;

5.91(3.89to 8.98)
.34 (2.50 to 11.42)
1.66to 4.17)

'w

63 (

.501(0.28 to 8.10)
.80 (1.16 to 6.66)
.00 (2.79 to 143.35)

1\

0.1 0.2

Decreased
risk

(0.25 t0 99.24)
(2.08 to 2.65)
(1.72t0 7.97)
(2.42 to 23.26)
(1.19 to 20.96)

|

(0.77 to 15.87)
2(1.77 to 3.87)

1

3.70(2.70 to 5.05)

Increased
risk

mean weighted follow-up 14.1 years

BMJ 2007:Nov 10;335(7627):974




MNpoexkAapia Kot
HaKpPOTPOBeoHOC Kivouvoc Ztedaviaiog vooou

Ischaemic heart disease

Total No of cases/
women who did not
have pre-eclampsia

Study Total No of cases/
women who had
pre-eclampsia

Relative risk
(random) (95% CI)

Relative risk
(random) (95% CI)

Hannaford 1997%¢
Irgens 2001%*
Smith 2001***®
Wilson 2003%"°

Kestenbaum 2003%*

Funai 2005%
Ray 200518
Wirkstrom 2005%7

Total (95% CI)

69/2371
27 /24 155
12/22 781
26/1043
35/20 552
41/1070
228/36 9827
176/12 533

614121 487

216/14831
325/602 117
31/106 509
10/796
64/92 202
269/35991
1262/950 885
2306/383 081

4483/2 187 112

1.65 (1.26t0 2.16)

3.61(0.76t0 17.18)*
1.70 (0.86 to 3.35)

1.95 (0.90 to 4.22)
2.55(1.70to 3.83)1
3.01 (2.18t0 4.33)
2.10 (1.82 to 2.42)
2.21 (1.56 to 3.31)T

2.16 (1.86 to 2.52)

Test for heterogeneity: x"=9.60, df=7, P=0.21, | *=27.1%
0.2 0.5

Decreased Increased
risk risk

Test for overall effect: z

mean follow-up 11.7 years

Bellamy L et al BMJ 2007:Nov 10;335(7627):974




Xapoaktnpiotika MNposkAapdiac kat
XopaKTneLoTika Kivduvou Ztedpaviaiog vooou ot CUVEXELA TNG {WNAC

Relative risk of Relative risk of

Group of studies future ischaemic future ischaemic
heart disease heart disease

(random) (95% CI) (random) (95% CI)

& studies ( I-Ipu)t().tol(()q r'] 6Xl

Any pregnancy: 2 studi

Outcome severity

Ovntotnta/voonpo
nta 2tedp.Nocou

4 studies (4356 cases)

Onset of disease

psia: 2 studies (50 cases)* 7.71 (4.40 to 13.52) np(blun NE r'] 6)(1

rity of pre-eclampsia |
Severe pre-eclampsi 5 (2434 J —— I 26 17 75 to 3.65) Bapl')tr]'ta nE

LS

(5
(5

L
Overall relative risk -* 2.16(1.86 to 2.52)

05 1 2 5 10

Decreased Increased
risk risk

Fig & | Pre-eclampsia and risk of ischaemic heart disease in later life by study characteristics.
*Only one study included, as data not available from Smith 2001

Bellamy L et al BMJ 2007:Nov 10;335(7627):974



MposkAapyia kot pokponpobeopmog kivouvoc AEE/DAsBoBpopuBwonc

Total No of cases/ Total No of cases/

womenwho had women who did not Relative risk Relative risk
Strok pre-eclampsia have pre-eclampsia (random) (95% CI) (random) (95% CI)
roke

Hannafor

1.42 to 2.54)

1.81 (1.45 to 2.27)

Venous thromboembolism

Hannaford
Kestenbaur

Van Walraven

Decreased Increased
risk risk

weighted follow-up 10.4 years

Bellamy L et al BMJ 2007:Nov 10;335(7627):974



MpoexkAapia Kot
ouvoAwki OWIMH ouvoAikn Bvntotnta

All cause mortality

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)

"3 (early pre-eclampsia) 41/2649 284 -
(late pre-eclampsia)
1.49(1.05to 2.14)

Decreased Increased
risk risk

Fig7 | Pre-eclampsia and risk of death from any cause in later life

weighted mean follow-up 14.5 years

Bellamy L et al BMJ 2007:Nov 10;335(7627):974



Npwiwun NposkAapia kot OWIMH
KopSLOYYELOKN voonpotnta

10314 vwomen History of Adverse Pregnancy Outcomes, Blood Pressure, and
- - - Subclinical Vascular Measures in Late Midlife: SWAN (Study of
meSh reQIStrleS Women's Health Across the Nation)

(ave raqe fOI IOW_U p 39 4 yearS) Yamnia L Cortés, PhD, MPH, FNP; Janet M, Catow, PhD; Maria Brooks, Phly; Siobdn D, Hardow, PRD; Carmen R. Isasi, MD, Phi;
= ) .

Elizabeth A, Jackson, MD, MPH; Karen A Matthews, PhD; Rebecca €. Thurston, PhD; Emma Barinas-Mitchell, PhD

| Any cardiovascular discase Myocardial infarcts
——Normotensive

Isolated systolic hypertension
-==I|solated diastolic hypertension

-==Isolated systolic or diastolic
hypertension with proteinuria

Gestational hypertension
Preeclampsia/eclampsia
——Chronic hypertension

——Superimposed ‘
preeclampsia/eclampsia

One Minus Survival

—
=1
2
-
i
-
o
7]
-
=
>
=¥
=
-

Midinnisto et al Circulation. 2013;127:681-690




MpoekAapumntika cuvdpopa kot OWIMH

kapdLayyelakn voonpotnta Kat ZA Il

Table 1. General Characteristics of the Studied Population at
Study Enrolment Between 1993 and 1997 by Pregnancy History

Not Expm‘;e_ld _ HPP _ . GDMO _. Earlier Age of Onset of Chronic Hypertension and Type 2
Parameters - =615/ =.1089 Diabetes Mellitus After a Hypertensive Disorder of
Age at entry, y Pregnancy or Gestational Diabetes Mellitus

L 2 Y7t = A B —_ Karst Y. Heida, Arie Franx. Bas B. van Rijn. Marinus 1.C. Eijkemans, Jolanda M.A. Boer.
BDdy mass |ndBX, k_(_]!’m" AT AT 26.9 {52} Monigue W, 1 erschuren, Mantijn A, Oudijk. Michiel L. Bots, Yvonne T, van der Schouw

Obesity 3(16.3) 38 (23.4) 278 (25.5
Time between first

pregnancy and study
enrollment, y

Outcome Events n/N Model | Model Il Model Il

Hypertensive disorder of pregnancy
CVD 810/2557 1.22(1.11-1.33) 1.21(1.10-1.32)  1.09 (1.00-1.20)
IHD 496/1478  1.29 (1.15-1.45) 1.28(1.14-1.44)  1.16 (1.03-1.30)

( ( {
( ( {
Stroke 231/720 1.26 (1.07-1.49) 1.26 (1.06-1.48)  1.11(0.94-1.32)
12D 396/1089  1.44(1.26-1.65) 1.27(1.11-1.46)  1.11(0.97-1.28)

HeidaKY etal Hypertension. 2015;66:1116-1122



MpoekAapumtika cuvdpopa Ko Kivéuvog Zakxapwdouc AwafBnitn
MeAEtn kooptnc (1.010.068 yuvaikec/Ovtapio)

Gastational
hypertension + GDOM

Pre-eclampsia + GODM

Cumulative probability of diabetes mellitus

Fre-eclampsia

| Gestational hypenension

n Developed Incidence Rate per

. . . . a
Characteristic Diabetes (%) 1,000 Person-Years Unadjusted Analysis Adjusted Analysis

HR (95% Cl) HR (95% CI)

No GDM, GH, or PEC 23,108 (2.5) 2.81 1 (ref)

GH alone 1,085 (3.9) 5.26 1.96 (1.84-2.08)
PEC alone 1,510 (6.6) 6.47 2.25 (2.14-2.37) 2.08 (1.97-2.19

GDM alone 8,082 (26.2) 39.77 14.83 (14.46-15.22) 12.77 (12.44-13.10)

GDM+GH 681 (32.4) 55.09 21.06 (19.51-22.73) 1849 (17.12-19-.96)
GDM+PEC 611 (41.4) 55.02 19.80 (18.27-21.45) 15.75 (14.52-17.07)

*Adjusted for age, income quintile, prior hypertension, and co-morbidity using John Hopkins collapsed ambulatory diagnostic groups (CADG).
doi:10.1371/journal pmed.1001425.t002

Feig DS et al (2013) PL0oS Med 10(4): €1001425




MpoekAapumtika cuvdpopa Ko Kivéuvog Zakxapwdouc AwafBnitn
META-ANAAYZH

Table2  Sensitivity analyses considering the risk of pre-eclampsia and
RR RR diabetes in studies that adjusted for BMI, BMI with exclusion of baseline
Authors (date) [ref.] Weight (%) IV, random, 95% CI IV, random, 95% CI PO ERE FIR T ) 1 T e
- hypertension and diabetes, age ational diabetes
Pre-eclampsia and T1DM - '
Savitz et al (2014) [22 2 1.80 [0.85, 3.80] _ _ _
Subtotal 2 1.80 [0.85, 3.80] Adjustment No. RE (9
Heterogeneity: not applicable studies
Test for overall effect: p=0.12

Pre-eclampsia and T20M Adjustment for BMI
Hashemi et al (2012) [27 3.11[2.10, 4.61]

Libby et al (2007) [24] 1.40 [1.12, 1.75] Any DM

Lykke et al (2009) [34] 3.56 [3.29, 3.86]

Savitz et al (2014) [22] .00[1.25, 3. T1DM I 1.80 (0.83,
Subtete] = T2DM 253 (1.64,3

Heterogeneity: /* _ )
Test for overall & Pooled analysis 238 (1.74, 3

Total 100.0 Adjustment for BMI,

Heterogeneity: /# : :
Test for overall effect: p=0.001 0.1 1 Any DM
Pre-eclampsia decreas SBS

diabetes diabe TIDM
T2DM

Pooled analysis

Wu P et al Diabetologia (2016) 59:2518-2526



ANAZKOMHZH (1)

Ta MPoeKAAUNTIKA cUVOpopa artoTEAOUV TO CUVNOECTEPO ALTLO LNTPLKAG KOl
VEOYVLKNG BvNTOTNTOG KOl VOGN POTNTAG OTLE AVATTTUYHEVEG XWPEG

H naBoyéveila eival ouvOeTn Kot avtavakAd o€ eupL PAGHA CUVOETWV KALVIKWV
ouvépOoLwWY, ano Aria npoekAapudia, EWG BopLd HE CUCTNUATIKEC EKONAWOELC
(cOvépopo HELLP)

H dtadopikn dtayvwon amnd AAAEG GUOTNHATIKEG VOGOUG ITOU UItopouv va
eriunAé€ouv tnv kunon (HUS, TTP) unopei va givai 80ckoAn kat Oa mpémnel mavra
va dtepeuvatal evdeAexwe n mbavotnta yLo UNOKELLEVO VEPPLKO N
OUGTNMATLKO vOoha



ANAZKOMHZH (2)

H oplotiki Kot oittoAoyikn Oeparmeia Twv MPOEKAQUNTIKWY CUVEPOHWV Eival O
TOKETOC, av Kot Oa mpEmeL va OUHOMAOTE OTL LKOVO TTOGOGTO QLUTWV UMOPEL va
endavicOei ko peta ano avtov !

ENINAEON...

Ou kivéuvol mov oxetilovtat He TNV EPPAVLION TWV MTPOEKAQMTTTIKKWY CUVOPOUWV
bev e€avtAolvtal otnv AESN TEPLYEVVNTIKA teEpiodo !!

OL yuvaikeg autég Oa mpemel va mapakoAovBouvtal yia evéexopevn epdavion
KapSLayYELOLKAC VOoou, ZA Kat vedpLKAC vooou !!
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