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Sass N, Silveira MRF, Oliveira LG et al. Maternal mortality in Brazil and
proportion to hypertensive disorders: a trend to stagnation. An Int ] Women’s
Cardiovascular Healt. 2015;5(1): 78.

Brazil 2003 — 2013. (MMR per 100.000 live births); (CID 0.10 to 0.16).
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Zanette et al. Reproductive Health 2014, 11:4
http://www.reproductive-health-journal.com/content/11/1/4
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RESEARCH Open Access

Maternal near miss and death among women
with severe hypertensive disorders: a Brazilian
multicenter surveillance study

Flvira Zanette', Mary Angela Parpinelli', Fernanda Garanhani Surita', Maria Laura Costa', Samira Maerrawi Haddad',
Maria Helena Sousaz, Joao Luiz Pinto e Silva', Joao Paulo Souzaw, Jose Guilherme Cecatti' and The Brazilian
Network for Surveillance of Severe Maternal Morbidity Group
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FLUXO UTERO-PLACENTARIO

Normal Pathological

Arcuate artery

Burton GJ, Woods AW, Jauniaux E, Kingdom JCP. Rheological and physiological
conseqguences of conversion of the maternal spiral arteries for uteroplacental blood flow
during human pregnancy. Placenta. 2009; 30; 473-482.
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Pré-eclampsia: estresse oxidativo, inflamacao
e disfuncao endotelial

Preeclampsia: oxidative stress, inflammation and endothelial

dysfunction

Rev Bras Ginecol Obstet. 2010; 32(12):609-616

Revisao

Palavras-chave

Pré-eclampsia/fisiopatologia
Linfocinas/ antagonistas & inibidores
Inflamacao

Estresse oxidative,/fisiclogia
Endotelio vascular/fisiopatolagia
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Preeclampsia/physiopathology
lymphokines/antagenists & inhibitors
Inflammation

Oxidative stress/ physiclogy
Endothelium, vascular/physiopathology

Resumo

Pré-ecldmpsia é uma sindrome sistémica caracterizada por intenso estado inflamatério e antiangiogénico. A fisiopatologia
da préclampsia envolve alteracées no processo de invasdo trofobldstica, com consequente inadequade suprimento
sanguinec uterino e estresse oxidativo do tecido placentério. As alteractes placentarias decomrentes desse processo
levam & maior produgdo de sFIt1, um receptor solivel para as moléculas de VEGF e PIGF. O sFl-1 impede com
que VEGF e PIGF realizem suas funcées na homeostase endotelial, culminande com disfuncao dessas células. De
uma maneira geral, os processos inflamatérios, de disfuncéio endotelial & estresse oxidative estac inferligados e
agem de manelira sinérgica. Trabalhos recentes tém demonstrado que elevagdes nas concentragdes séricas de sFlf-1
ocormem 5 a & semanas antes das manifestacées clinicas da préeclampsia. Concomitantemente, chservase queda
nas concentragdes séricas de PIGE Sendo assim, as dosagens séricas de sFl-1 e PIGF t&m sido sugeridas para o
diagnéstico precoce de préeclémpsia. Ademais, os conhecimentos adquirides a respeito dos fatores antiangiogénicos
proporcionam ainda a possibilidade de novas linhas de pesquisa sobre possivals terapias para a pré-eclampsia. Naste
artigo, foram revisados os aspectos inflamatérios e anfiangiogénicos envolvidos na fisiopatologia da préeclampsia.
Far fim, foram correlacionados esses aspectas com o risco elevado para doengos cardiovasculares Gpresemodo por
essas pacientes ao longo de suas vidas.



PHYSIOLOGY 24: 147-158, 2009; doi:10.1152/physiol.00043.2008

Preeclampsia: The Role of Angiogenic
Factors in Its Pathogenesis

Alice Wang,! Sarosh Rana,?
and S. Ananth Karumanchi®4



SINDROME PRE-ECLAMPSIA

SINDROME HETEROGENEA,
AMPLA DIVERSIDADE DE FORMAS CLINICAS,

COM ETIOLOGIA MAL DEFINIDA E
COM COMPROMETIMENTO DE MULTIPLOS ORGAOS

PRE-ECLAMPSIA:

Combinag¢ao de intensa resposta inflamatéria sistémica e estado
antiangiogénico cujas caracteristicas mais comuns sao:

HIPERTENSAO ARTERIAL + PROTEINURIA
QUE SE INSTALAM APOS A 202 SEMANA DE GESTAGAO




INPREGNANCY

" The American College of
: Qbstetricians and Gynecologists

Hypertension in pregnancy. Report of the American College of Obstetricians and
Gynecologists’ Task Force on Hypertension in Pregnancy. Obstet Gynecol. 2013;
122(5):1122-31.




CRITERIOS DIAGNOSTICOS PARA PRE-ECLAMPSIA

Pressao arterial

PAS > 140 mmHg ou PAD> 90 mmHg aferidas em duas ocasides com
pelo menos 4 horas de intervalo, apds 20 semanas em gestante
previamente com PA normal.

E

Proteinuria

Maior ou igual que 300 mg em colecao de urina em 24 horas OU
Razdo proteinuria/creatininuria > 0,3 (amostra isolada, em mg/dl) OU
Fita reagente em amostra isolada de pelo menos 1+

Na auséncia de
proteindria

Surgimento de HA associado com o seguintes eventos:

Trombocitopenia

Contagem de plaquetas < 100.000 mm?3.

Insuficiéncia renal

Creatinina plasmatica maior que 1,1 mg/dl ou o dobro do valor basal

Comprometimento
hepatico

Aumento das concentracdes de TGP, pelo menos 2 vezes o normal.

Edema pulmonar

Sintomas cerebrais
ou visuais

Cefaleia, escotomas, convulsoes

Hypertension in pregnancy. Report of the American College of Obstetricians and Gynecologists’
Task Force on Hypertension in Pregnancy. Obstet Gynecol. 2013; 122(5):1122-31.




CRITERIOS DIAGNOSTICOS PARA PRE-ECLAMPSIA GRAVE
(Qualquer achado clinico e/ou laboratorial

Pressao arterial

PAS > 160 mmHg ou PAD> 110 mmHg aferidas em duas ocasides com
pelo menos 4 horas de intervalo, apds 20 semanas em gestante
previamente com PA normal.

Trombocitopenia

Contagem de plaquetas < 100.000 mm?3.

Insuficiéncia renal

Creatinina plasmatica maior que 1,1 mg/dl ou o dobro do valor basal

Comprometimento
hepatico

Aumento das concentracoes de TGP, pelo menos 2 vezes o normal.
Dor persistente no quadrante superior direito do abdome ou regiao
epigastrica sem resposta a medicacao.

Edema pulmonar

Sintomas cerebrais
ou visuais

Cefaleia, escotomas, convulsoes

Hypertension in pregnancy. Report of the American College of Obstetricians and Gynecologists’ Task Force on Hypertension in
Pregnancy. Obstet Gynecol. 2013; 122(5):1122-31.




PRE-ECLAMPSIA: FATORES DE RISCO

CARACTERISTICA CLINICA RISCO RELATIVO
v" PAD 80 - 89 na primeira consulta 1,38 1,01 -1,87
v Idade > 40 anos primipara 1,69 1,23 -2,29
v Idade > 40 anos multipara 1,96 1,34 -2,87
v" IMC > 35 na primeira consulta 2,12 1,56 - 2,88
v Histdria familiar 2,90 1,70 - 4,93
v Nuliparidade 2,91 1,28 - 6,61
v’ Gestac¢dao multipla 2,93 2,04-4,21
v' Diabete melito pré-existente 3,56 2,54 - 4,99
v’ Histdria pregressa de PE 7,19 5,85-8,83

FONTE: Duckitt K, Harrington D. Risk factors for pre-eclampsia at antenatal booking:
systematic review of controlled studies. BMJ. 2005;330(7491): 565.
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MAIS GORDINHOS
Taxa de obesidade no Brasil aumentou nos Gltimos seis anos

OBESIDADE EXCESSO DE PESO

Hoje, 17% da Em 2006, Hoje, afeta 51% Em 2006, a
populacéo é essa taxa dos brasileiros taxa era de
obesa erade 11% acima de 18 anos 43%

2012 2006 2012 2006

Emhomens [ 16.5%
Em mulheres - 18,2%

Em homens [ 54,5%

Em mulheres 58%

Qual a diferenca RIS
entre excesso

16 17 18,5 25

Nao primeiro caso, o IMC (Indice de Massa
Corporal) é igual ou superior a 25

30 40

A obesidade correspon-

de ao IMC de 30 ou mais

de pesoe
obesidade

Média dos adultos que conso-
mem os niveis recomendados
de frutas, verduras e legumes

Em %
26,5% 219 227

20 20,2 1V-’(J
-::v—-—f_ﬁf—-—-—._,_:_ -

2008 2009 2010 2011 2012

o Indicadores de atividades fisica
Praticam atividade fisica

41,5%
33,5%
dos brasileiros,
em média, fazem
atividade no
tempa livre

mulheres

homens

Fonte: Pesquisa Vigitel 2012



PREVENCAO DA PE: AAS e CALCIO
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AVISO IMPORTANTE: ESTE PRODUTO NAO DEVE SER USADO PARA
ALIMENTAR CRIANCAS, A NAO SER POR INDICACAO EXPRESSA DE MEDICO
OU NUTRICIONISTA. O ALEITAMENTO MATERNO EVITA INFECCOES E
ALERGIAS E £ RECOMENDADO ATE 0S 2 (DOIS) ANOS DE IDADE OU MAIS.




Pacagnella et al. BMC Pregnancy and Childbirth 2014, 14:159
http://www . biomedcentral.com/1471-2393/14/159 BMC

Pregnancy & Childbirth

RESEARCH ARTICLE Open Access

Delays in receiving obstetric care and poor
maternal outcomes: results from a national

multicentre cross-sectional study

Rodolfo C Pacagnella’, José G Cecatti'?, Mary A Parpinelli’, Maria H Sousa?, Samira M Haddad', Maria L Costa’,
Jodo P Souza', Robert C Pattinson' and the Brazilian Network for the Surveillance of Severe Maternal Morbidity

study group

= A total of 82144 live bi ' 555 PLTC, MNM or MD cases prospectively identified.
Overall, any type of delay was observed in 53.8% of cases; Helay related to user factors was observed in 102%, 34.6% of

delays were related to health service accessibility and 25.7% were related to quality of medical care. The occurrence of
any delay was associated with increasing severity of maternal outcome: 52% in PLTC, 68.4% in MNM and 84.1% in MD.

Conclusions: Although this was not a population-based study and the results could not be generalized, there was a
very clear and significant assodation between frequency of delay and severity of outcome, suggesting that timely and
proper management are related to survival.




INTERVALOS CRONOLOGICOS COMO ELEMENTOS DE CONDUTA
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24 - 34
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34 - 37
SEMANAS

>37
SEMANAS
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CONDICOES

CLINICAS
MATERNAS
SEGURAS
3
ESTAVEIS




Induction of labour versus expectant monitoring for
gestational hypertension or mild pre-eclampsia after

36 weeks' gestation (HYPITAT): a multicentre, open-label
randomised controlled trial

Corine M Koopmans, Denise Bijlenga Henk Groen, SWvicM CVijgen, Jan G Aarnowdse, Dick | Bekedam, Powl Fvan den Berg, Karin de Boer,
Jan M Burggraaff Kitty' WM Bloemenkamp, Addy P Drogtrop. Arie Fronx, Christiznne | M de Groot. Anjoke | M Huisjes. Anneke Ewee,

Aren) wan Loon, Annemniek Lub, Dimitri N M Papatsonis, Joris A M wan der Post, Frans | M E Rowmen Hubertina C) Scheepers, Christine Willekes,
BenW | Mol, Maria G van Pampus forthe HYFITAT study group*

Summary

Background Robust evidence to direct management of pregnant women with mild hypemensive disease at wrm is
scarce. We investigated whether induction of labour in women with a singlewon pregnancy complicaved by gestational
hypenension or mild pre-edlampsia reduces severe maternal morbidity.

Methods We undenook a multicentre, parallel, open-label randomised controlled wrial in six academic and 32 non-
academic hospitals in the Netherlands berween Ocrober, 2005, and March, 2008. We enrolled patients with a singleton
pregnancy at 36-41 woeks' gestation, and who had gesational hyperension or mild pre-edampsia. Panicipams wera
randomly allocawed in a 1:1 rasie by bleck randomisation with a web-based application system 1w receive either
induction of labour or expectant monitoring. Masking of intervention allocation was not possible. The primary
outCome was a composite measure of poor maternal outcome—maternal mortality, mawermnal morbidity (eclampsia,
HELLP syndrome, pulmonary oedema, thromboembolic disease, and placental abruption), progression w severs
hypenension or proteinuria, and major post-parmum haemorrhage (> 1000 mL blood loss). Analysis was by inwention
o trear and weamment effect is presented as relative risk. This smdy is registered, number ISRCTN08132825.

Findings 756 patients were allocated w receive induction of labour (n=377 patients) or expectant monitoring (n=379).
397 patients refused randomisation but auwthorised use of their medical records. OFf women who were randomised,
117 (31%) allocawed o induction of labour developed poor maternal outcome compared with 166 (44%) allocated w
expectant moniwring (relative risk 0-71, 95% CI 0-59-0-36, p<0-0001). No cases of maternal or neonatal death or
eclampsia were recorded.

Interpretation Induction of labour is assodated with improved maternal outcome and should be advised for women
with mild hypenensive disease beyond 37 weeks' gestation.

Lancet 200%; T74: 970 &0
Published Online

Auquest 4 2009

DOl 10 1006050040
G609 6073 6-4
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v’ Creatinina
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WHO recommendations for

Prevention and treatment of
pre-eclampsia and eclampsia

SULFATO DE MAGNESIO é a recomendacg3o preferencial para a prevengio de eclampsia
em mulheres com PE grave em relagao a outros anticonvulsivantes.

Em locais com condi¢oes limitadas onde nao é possivel o uso do esquema completo do
SULFATO DE MAGNESIO, é recomendado o uso da dose de ataque seguida da
transferéncia imediata para locais com condi¢cdoes mais adequadas.

SULFATO DE MAGNESIO deve ser considerado uma droga capaz de salvar vidas e deve
estar disponivel em todos os locais de atendimento do sistema de saude. Além de
protocolo de administracao, a disponibilidade de gluconato de Ca é uma droga
essencial nos locais onde se considera o uso de SULFATO DE MAGNESIO.

D



Endovenoso (EV) continuo:

1: 4,0g EV (8 ml MgS04 + 12 ml H20 destilada)
infundidos em cerca de 20 minutos

2:1,0-2,0g EV a cada hora
(10,0 g em 500 ml SG 5% 100ml/h)

Intramuscular (IM):

1: 4,0g EV (8 ml MgSO4 + 12 ml H20 destilada)

infundidos em cerca de 20 minutos)
+

10,0g IM profundo (5g em cada nadega)

2.5,0g IM profundo a cada 4 horas



v' Toda usuaria de MgS04 devera ser cuidadosamente monitorada de forma clinica, no
ambiente em que estiver sendo atendida, nao devendo o uso da droga restringir-se
a disponibilidade de leitos de UTI adulto ou neonatal. (A)

v' O monitoramento da paciente com PE grave ou eclampsia deve ser constante e
centrado em parametros clinicos (controle de reflexos patelares, frequéncia
respiratdria e diurese). Nao existem evidéncias de beneficios da monitorizagao
laboratorial do MgS04, independente do esquema adotado (EV ou IM). (A)

v’ Os critérios de gravidade de PE s3o amplos, incluindo aspectos clinicos e
laboratoriais. Os seguintes critérios sao indicagées para o uso de MgS04 (D):

» iminéncia de eclampsia (escotomas, cefaleia, epigastralgia, hiperreflexia);

» PAS =160 mm Hg e/ ou PAD = 110 mm Hg.;

» sindrome HELLP (hemolise, elevag¢dao de enzimas hepaticas, plaquetopenia);

» impossibilidade de impedimento da ocorréncia de eclampsia.




HIPOTENSORES DE ACAO RAPIDA

Hidralazina EV:
1: 5,0 mg + 10,0mg cada 20-30 minutos até PAD < 110 mmHg

2: Doses adicionais de 10 mg a cada 4 - 6 h quando necessaria nova
reducao da pressao.

Nifedipina VO ou sub-lingual:
1: 5,0 mg + 5,0 mg cada 20-30 minutos até PAD < 110 mmHg

2: Doses adicionais de 5,0 mg a cada 4 - 6 h quando necessaria nova
reducao da pressao.

Nitroprussiato de Sodio EV:

1. 0,25 pug/Kg/min, aumentando a mesma dose a cada 5 min até PAD <
110 mmHg
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DROGAS HIPOTENSORAS MAIS FREQUENTEMENTE UTILIZADAS NA GESTACAO

Magee LA, Abalos E, von Dadelszen P, Sibai B, Easterling T, Walkinshaw S. For the CHIPS Study Group.
How to manage hypertension in pregnancy effectively. Br J Clin Pharmacol. 2011; 72(3):394-401.

DROGA DOSAGEM OBSERVACOES
250-500 mg VO 3 a 4 vezes ao dia N3o ha evidéncias para apoiar
METILDOPA | Maximo 2,0 g/dia uma dose de ataque nem seu
uso em emergéncias
100 — 400 mg VO 2 a 4 vezes ao dia Opiniao de especialistas
LABETALOL | Maximo 1,2 g/dia recomenda doses iniciais com
200 mg VO duas vezes ao dia
10 a 20 mg VO 2 a 3 vezes ao dia
NIFEDIPINA | Maximo 180- mg/dia

Retard 20 a 60 mg VO 1 vez ao dia
Maximo 120 mg/dia




DROGA

DOSAGEM

OBSERVACOES

HIDROCLORTIAZIDA

25,0-50,0 mg VO 1 veze ao dia

Nao ha evidéncias para apoiar
uma dose de atague nem seu
uso em emergéncias

10,0 -30,0 mg VO

PINDOLOL Divididos 3 tomadas
ECA NAO DEVEM SER UTILIZADOS DISGENESIA TUBULAR RENAL
BRA MORTE FETAL




Table 3. Secondary and Other Maternal Outcomes.*

Less-Tight Tight
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e NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 JANUARY 29, 2015 VOL. 372 NO.5

Less-Tight versus Tight Control of Hypertension in Pregnancy

Laura A. Magee, M.D., Peter von Dadelszen, M.B., Ch.B., D.Phil., Evelyne Rey, M.D., Susan Ross, M.B.A., Ph.D.,
Elizabeth Asztalos, M.D., Kellie E. Murphy, M.D., Jennifer Menzies, M.Sc., Johanna Sanchez, M.I.P.H.,
Joel Singer, Ph.D., Amiram Gafni, D.Sc., Andrée Gruslin, M.D.,* Michael Helewa, M.D., Eileen Hutton, Ph.D.,
Shoo K. Lee, M.D., Ph.D., Terry Lee, Ph.D., Alexander G. Logan, M.D., Wessel Ganzevoort, M.D., Ph.D.,
Ross Welch, M.B., B.S., D.A., M.D., Jim G. Thornton, M.B., Ch.B., M.D., and Jean-Marie Moutquin, M.D.

LISVOLSW L ISyl T JJIII'—I‘LUIIIJ J.l.l'll'_r.fl. ILJ.le JJ - il.a'i.l'j Ear Il'n'al F*‘Tal.l.j

HELLP syndrome#* 9/493 (1.8) 2/488 (0.4) 4.35 (0.93-20.35)
Serum creatinine level =2.3 mg/dl 0 1/488 (0.2)
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Prevention and treatment of postpartum hypertension
(Review) RATAMENTO DA
ERPERIO

Magee L, von Dadelszen P

PARA RECOMENDAR
D PUERPERIO:;

VE SER BASEADA NA

THE COCHRANE
COLLABORATION®

DEFINIR O LIMITE DE
E 90 mmHg e PAS
TEM MENOR RISCO

This is a reprint of a Cochrane review, prepared and maintained by The Cochrane Collaboration and published in The Cochrane Library
2013, Issuc 4
hetp://www.thecochranelibrary.com

WILEY ER UMA EVIDENCIA

Prevention and treatment of postpartum hypertension (Review)
Copyright © 2013 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



Pré-eclampsia:
impacto por toda a vida da mulher

The Link Between

B PREECLAMPSIA -1
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e NEW ENGLAND
JOURNAL of MEDICINE
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Vikse BE, Irgens LM, Leivestad T, Skjaerven R, lversen BM.
Preeclampsia and the Risk of End-Stage Renal Disease.

N Engl J Med 2008;359(8):800-9.

Table 2. Preeclampsia and the Risk of End-Stage Renal Disease (ESRD) after a First, Second, or Third Pregnancy.*

Variable

After 1 pregnancy (all women)
No preeclampsia
Preeclampsia
After 2 pregnancies (women with =2 pregnancies)
No preeclampsia
Preeclampsia in first pregnancy only
Preeclampsia in second pregnancy only
Preeclampsia in both pregnancies
After 3 pregnancies (women with =3 pregnancies)
No preeclampsia
Preeclampsia in 1 pregnancy only
Preeclampsia in first pregnancy only
Preeclampsia in second pregnancy only
Preeclampsia in third pregnancy only

Preeclampsia in 22 pregnancies

Total No.
of Women

549,515
20,918

456,884
14,588
6,120
2,411

198,192
10,727
5,930
1,875
2,922
1,741

No. with
ESRD

410

67

266

25
20

84
26

15

No. with No./100,000
Data Censored Person-Yr
at Time of Death (95% CI)T
12,348 3.3 (2.9-3.6)
495 14.5 (11.2-18.1)
9,033 2.8 (2.5-3.1)
255 8.6 (5.6-12.3)
124 16.8 (10.3-25.0)
39 15.4 (6.1-29.0)
3,315 2.4 (1.9-2.9)
159 14.4 (9.4-20.5)
30 6.0 (2.1-11.7)
28 16.2 (5.1-33.4)
51 30.6 (17.1-48.1)
27 32.9 (14.9-57.9)

14.3 (8.2-24.7)
15.5 (7.8-30.8)

Unadjusted
Relative Risk
(95% CI)

1.0

4.7 (3.6-6.1)

1.0
3.2 (2.2-4.9)

6.7 (4.3-10.6)
6.4 (3.0-13.5)

1.0
6.3 (4.1-9.9)
2.6 (1.1-5.9)
3 (3.0-1%

Adjusted Relative

Risk (95% CI)
Model 13 Model 2§

1.0 1.0
43 (3.3-5.6) 3.2 (2.2-4.5)
1.0 1.0
3.1 (2.0-4.7) 23 (13-4.1)
5.3 (3.3-8.5) 4.7 (2.5-9.0)
4.7 (2.1-10.7) 2.6 (0.6-10.6)
1.0 1.0
5.8 (3.7-9.1) 5.3 (3.0-9.6)

10.9 (5.0-23.8)

3.0 (0.4-21.9)

* Data on pregnancies between 1967 and 2004 were available from the Medical Birth Registry of Norway; data on ESRD betw&Mere available from the Norwegian Renal

Registry. Cl denotes confidence interval.

T The number of cases of ESRD per 100,000 person-years of observation after the last included pregnancy is given.

i The relative risks are adjusted for year of delivery, maternal age at delivery, maternal marital status, stillbirth, and congenital malformation of the infant in all included pregnancies.

| Women with a diagnosis of essential hypertension, kidney disease, rheumatic disease, or diabetes mellitus before the first, second, or third pregnancy were excluded; relative risks are
adjusted for year of delivery, maternal age at delivery, maternal marital status, stillbirth, and congenital malformation of the infant in all included pregnancies. After the first pregnancy,
16,268 women with 139 end points were excluded; after the second pregnancy, 21,164 women with 94 end points were excluded; after the third pregnancy, 12,142 women with 45 end

points were excluded.
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