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Rede Brasileira de Estudos sobre Hipertensio na Gravidez
(RBEHG)

———  Antihipertensivos

Posicao da RBEHG — PROTOCOLO 01

Relacao Risco vs Beneficios

Considerar Mae e feto
Manifestacdes da hipertensao, dano em orgaos-alvo e condicoes fetais

Niveis de pressao arterial

* Hipertensio arterial leve: PA sistdlica > 140 ¢ < 150 mmHg
ou PA diastolica > 90 ¢ < 100 mmHg;
* Hipertensao arterial moderada: PA sistdlica entre > 150 ¢ <

160 mmHg ou PA diastolica > 100 ¢ < 110 mmHg;
v Hipertensdo arterial grave: PA sistélica > 160 mmHg ou PA
diastolica > 110 mmHg.
Carlos Eduardo Poli-de-Figueiredo, 2021




Antihipertensivos

Posicao da RBEHG

Inicio de anti-hipertensivos:

Crise ou emergéncia hipertensiva

PAS > 150 ou PAD > 100 mmHg
PAS > 140 ou PAD > 90 mmHg persistentemente ou com sintomas

Alvo PAD 85 mmHg (ISSHP)

Carlos Eduardo Poli-de-Figueiredo, 2021
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Posicao da RBEHG

Quadro 2. Agentes recomendados para o tratamento da crise ou

emergéncia hipertensiva em gestantes

Dose maxima

Dose inicial Repetir, se necessario
Hidralazina S mg, 5 mg, a cada
Ampola de 20 mg/mL Via mtravenosa 20 minutos

30 mg

de agua destilada, assim, obtém-se a concentragéo de 1 mg/mL.

A ampola de hidralazina contém 1 mL, na concentragdo de 20 mg/mL. Diluir uma ampola (1 mL) em 19 mL

o g 10 mg, a cada
Ic\hfedlp_mf)d de 10 V}O mjgl 20-30 minutos 30 mg
omprimido de 10 mg 1a ora (Via oral)
. . . N Smg/hora
Hldtr,alazma em infusdo Diluir 80 mg (4 mL de hidralazina) em 500 mL de
contirma soro fisioldgico e manter infusido de 30 mL/hora
Nitroprussiato de sodio 0,5 a 10 meg/kg/min 4
Ampola 50 mg/2 mL Infusdo intravenosa continua

A ampola de nitroprussiato de sddio contém 2 mL, na concentragdo de 50 mg/2 mL. Diluir uma ampola (2
mL) em 248 mL de soro glicosado 5%, assim teremos a concentracdo de 200 mcg/mL.

Quadro 3. Esquema de infusdo recomendado para o nitroprussiato de sodio

Dose desejada

(mcg/kg/min)

HAS grave:
Reduzir PA 15-25%,
PAS 140-150 mmHg e
PAD 90-100 mmHg

e apos medicacao VO
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Posicao da RBEHG

Quadro 1. Anti-hipertensivos recomendados para uso na gestacio

Classe do agente | Agente Posologia
Simpatoliticos de agdo | Metildopa 750 a 2.000 mg/dia
central, Comprimidos de 250 e 500 mg 2 a4x/dia
a2-agonistas
Clonidina 0,2 a 0,6 mg/dia
Comprimidos de 0,1 e 0,2 mg 2 a3x/dia
Bloqueadores de Nifedipino retard 20 a 120 mg/dia
canais de calcio Comprimidos de 10 ¢ 20 mg 1 a3x/dia
Nifedipino de liberacio rapida 20 a 60 mg/dia
Comprimidos de 10 ¢ 20 mg 2 a3x/dia
Anlodipino 5a20 mg/dia
Comprimidos de 1 a2x/dia
25,5e 10 mg
Vasodilatador Hidralazina 50-150 mg/dia
periférico * Drageas de 25 ¢ 50 mg 2 a3x/dia
B-bloquedores * Metoprolol 100 a 200 mg/dia
Comprimidos de 25, 50 e 100 mg 1 a2 x/dia
Pindolol 10 a 30 mg/dia
Comprimidos de 5 ¢ 10 mg 2 a3x/dia
Carvedilol 12,5 a 50 mg/dia
Comprimidos de 6,25 ¢ 12,5 mg 1 a2 x/dia

Recomenda-se iniciar com 12,5 mg/dia por
dois dias e a partir de entdo aumentar a dose

* Recomendamos essas medicagdes como terceira droga para associagio de medicamentos para controle
pressorico ou no caso de impossibilidade de uso das drogas de primeira escolha. Os -bloqueadores de maior
experiéncia clinica sao o labetalol e o pindolol. Entretanto, o primeiro ndo estd liberado para uso no Brasil e o
segundo tem sido dificil de ser encontrado.

Carlos Eduardo Poli-de-Figueiredo, 2021
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Antihipertensivos

HIPERTENSAO ARTERIAL NA GESTACAO

TRATAMENTO MEDICAMENTOSO

APITULO 11

\\\\\\\\\\\\\\

Posicao das Diretrizes Brasileiras de Hipertensao ArteFiaI 2020

(

-

O tratamento medicamentoso urgente é indicado em
caso de hipertensao grave®*¢’> e na presenca de sinais
premonitorios (GR: |, NE: B). Nao existe consenso com
relacao ao valor de PA para indicar quando o tratamento

medicamentoso deve ser iniciado. Sugere-se iniciar o
tratamento medicamentoso quando a PA estiver acima de
150-160/100-110 mmHg®*>*"*¢6 com o objetivo de manter
a PA entre 120-160/80-100 mmHg (GR: IIb, NE: B).

Barros o WKS, Rodrigues CIS, Bortolotto LA, Mota-Gomes MA, Branddo AA,
Feitosa ADM, et al. Diretrizes Brasileiras de Hipertensdo Arterial — 2020.
Arq. Bras. Cardiol. 2021;116(3):516-658.
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QUADRO 11.7

TRATAMENTO MEDICAMENTOSO

A escolha do medicamento anti-hipertensivo depende da
experiéncia do médico assistente e da familiaridade com o
medicamento escolhido e dos efeitos colaterais®®® (GR: IIb, NE:

B). O uso de IECA, BRA e IDR é contraindicado na gestacao

(GR: I, NE: B), e atenolol e prazosin devem ser evitados se
possivel°®¢%* (GR: Ila, NE: B).

Barroso WKS, Rodrigues CIS, Bortolotto LA, Mota-Gomes MA, Branddo AA,
Feitosa ADM, et al. Diretrizes Brasileiras de Hipertensdo Arterial — 2020.
Arq. Bras. Cardiol. 2021;116(3):516-658.
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QUADRO 11.7

TRATAMENTO MEDICAMENTOSO

-
Inicio com PA< 160/110 mmHg : Monoterapia
Controverso, exceto se lesao em 6rgao alvo Primeira linha — metildopa, nifedipina de acao prolongada,
betabloqueadores
Reduz HAS grave
Reduz desfechos fetais desfavoraveis Associar
(CHIPS PAD <86 mmHg vs <101 mmHg Outro medicamento de primeira linha
Ou
Meta Diurético tiazidico, clonidina, hidralazina
PAS > 120 e < 160 mmHg
PAD >80 e <110 mmHg Nunca IECA, BRA
g

Barroso WKS, Rodrigues CIS, Bortolotto LA, Mota-Gomes MA, Branddo AA,
Feitosa ADM, et al. Diretrizes Brasileiras de Hipertensdo Arterial — 2020.
Arq. Bras. Cardiol. 2021;116(3):516-658.
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Hypertension Canada’s 2018 Guidelines for the
Management of Hypertension in Pregnancy ypertension Lanada ulaelines
Sonia Buralia, BSc, MD, MSc,"”™* Francois Audibert, MD, MSc," Anne-Marie Coté, MD, MHSc.
Tabassum Firoz, MD, MSc," Alexander G. Logan, MD,* Laura A. Magee, MD, MSc,"’

[ ] [ ]
William Mundle, MD, Evelyne Rey, MD, MSc,* Doreen M. Rabi, MD, MSc,"" H e r'I e n S I O n I n P re n a n ( : ‘
Stella S. Daskalopoulou, MD, PhD,' and Kara A. Nerenberg, MD, MSe™“™ for {

Hypertension Canada s

Normal Blood Pressure
Reassess at next visit

Yes \
Non-severe Hypertension

Yes No in Pregnancy
BP 2160/110 mm Hg?

BP 2140/90 mm Hg

Severe Hypertension
in Pregnancy

1) Start single antihypertensive
drug therapy**
(target DBP of 85mm Hg)

Obstetrical emergency
Initiate pharmacotherapy*

2) Maternal, placental, and fetal

assessments
Table 2. Antihypertensive medications commonly used in pregnancy 3)R | ts of BP
egular reassessments O
First-line Second-line oral Medications K /
oral drugs (Grade C) drugs (Grade D) to avoid +
Labetalol Clonidinfz ACEi* (Grade C) Increase antihypertensive Yes
Methyldopa Hydralazine ARBs* (Grade D) dose or Start 2nd DBP of >85 mm Hg?
Long-acting oral nifedipine Thiazide diuretics n - . q - ’
Other B-blockers (acebutolol, antinypertensive drug
metoprolol, pindolol, and No
propranolol)
ACE], angiotensin-converting enzyme inhibitors; ARBs, angiotensin Continue maternal,
recepror blockers. placental, and
* Fetotoxicity of renal system. fetal assessments

Figure 2. Management of hypertension in pregnancy. BP, blood pressure; DBP, diastolic blood pressure. * See Magee et al.? ** See Table 2.

Carlos Eduardo Poli-de-Figueiredo Canadian Journal of Cardiology 34 (2018) 526e531



Contents lists available at ScienceDirect

Pregnancy Hypertension

journal homepage: www.elsevier.com/locate/p

Mark A. Brown™"", Laura A. Magee®, Louise C. Kcnny", S. Ananth Karur_nan: i

Fergus P McCarthy', Shigeru Saito®, David R. Hall", Charlotte E. Warren', Gloria Adoyi,

Salisu Ishaku', on behalf of the International Society for the Study of Hypertension in Pregnancy
(ISSHP)

6. Management principles for the hypertensive disorders of
pregnancy

6.1. Chronic essential hypertension

LSEV om/locate/preghy I
The hypertensive disorders of pregnancy: ISSHP classification, diagnosis & b/
management recommendations for international practice '

L hi®,

6.5. Pre-eclampsia

6.5.1. Ante-natal
ISSHP endorses the following key management points:

e Use antihypertensives to maintain blood pressure in the range
110-140/80-85 mmHg.

® Acceptable initial anti-hypertensives include labetalol, ox-
prenolol, methyldopa, nifedipine, diltiazem; prazosin and
hydralazine are usually used as 2nd or 3rd line agents [76].

PA 110-140/80-85 mmHg

Tto urgente >160/110 mmHg
Alvo: PAD 85 mmHg e PAS < 160 mmHg
Parar se PAD < 80 mmHg

Carlos Eduardo Poli-de-Figueiredo

1. Regardless of the hypertensive disorder of pregnancy, blood
pressure requires urgent treatment in a monitored setting
when =160/110 mmHg; acceptable agents for this include
oral nifedipine or intravenous labetalol or hydralazine.

2. Regardless of the hypertensive disorder of pregnancy, we
recommend that blood pressures consistently at or above
140/90 mmHg be treated aiming for a target diastolic blood
pressure of 85 mmHg (and systolic blood pressure at least
below 160 mmHg; some Units target 110-140 mmHg) to
reduce the likelihood of developing severe maternal hy-
pertension and possibly other complications such as low
platelets and elevated liver enzymes with symptoms.
Antihypertensive drugs should be reduced or ceased if
diastolic BP falls below 80 mmHg Acceptable agents include
oral methyldopa, labetalol, oxprenolol, nifedipine, with 2nd

or 3rd line agents hydralazine and prazosin.




Manejo da hipertensao=<ronica na gestacao
Tratamento da hipertensdo cronica  N¢Esuideline

|
www.nice.ore.uk/suidance/ng133 Eaaakd $

Published: 25 June 2019

* Continuar tratamento anti-hipertensivo em uso, se seguro na
gestacao, a menos que:
* PAS sustentada < 110 mmHg ou
* PAD sustentada < 70 mmHg ou
* Hipotensao sintomatica

* Oferecer tratamento anti-hipertensivo a mulheres gestantes que tem
HAS cronica e ainda nao estao em tratamento se tiverem:

e PAS sustentada > 140 mmHg ou
e PAD sustentada > 90 mmHg.

Carlos Eduardo Poli-de-Figueiredo



Manejo da hipertensao @nica na gestacao

Tratamento da hipertensao crbnica NICE guideline NICE
e da hipertensao gestacional Published: 25 June 2019 n
www.nice.org.uk/guidance/ng133 [kt

 PA alvo na hipertensao na gestacao: 135/85 mmHg.

* Considerar labetalol (ndo tem no Brasil) para tratar HAS cronica na
mulher gestante.

* Considerar nifedipina quando labetalol nao for apropriado.

* Considerar metildopa quando labetalol ou nifedipina nao forem
apropriados.

e Basear a escolha em perfil de eventos adversos e risco e as
preferencias da mulher.

Carlos Eduardo Poli-de-Figueiredo
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Chronic Hypertension in Pregnancy

Table 3. Antihypertensive Agents Used for Ur

Drug Dose

Labetalol 10—20 mg IV, then 20—80 mg every
10—30 minutes to a maximum cumulative
dosage of 300 mg; or constant infusion
-2 mg/min IV

Hydralazine 5 mg IV or IM, then 5-10 mg IV every
20—40 minutes to a maximum
cumulative dosage of 20 mg; or constant
infusion of 0.5—10 mg/hr

Nifedipine ~ 10—20 mg orally, repeat in 20 minutes if
(immediate needed; then 10—20 mg every 2—6 hours;
release) maximum daily dose is 180 mg

Abbreviations: IM, intramuscularly; IV, intravenously.

e32 Practice Bulletin Chronic Hypertension in Pregnancy

VOL. 133, NO. 1, JANUARY 2019

Numeer 202

eloped by the American College of Obstetricians and
ith Jimmy Espinoza. MD. MSc: Alex Vidaeff. MD,

Gestational Hypertension and
Preeclampsia

Table 2. Common Oral Antihypertensive Agents in Preg

Drug Dosage

Labetalol 200-2,400 mg/d orally in two to three
divided doses. Commonly initiated at
100—-200 mg twice daily

30-120 mg/d orally of an extended-release
preparation. Commonly initiated at 30—60

mg once daily (extended-release)

Methyldopa 500-3,000 mg/d orally in two to four
divided doses. Commonly initiated at 250
mg twice or three times daily

Hydrochlorothiazide 12.5—-50 mg daily

OBSTETRICS & GYNECOLOGY

OBSTETRICS & GYNECOLOGY el
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Stroke and Severe Preeclampsia and Eclampsia: A
Paradigm Shift Focusing on Systolic Blood Pressure

VOL. 105, NO. 2, FEBRUARY 2005
© 2005 by The American College of Obstetricians and Gynecologists.
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250
I A e e T e e
PAS Pré AVC: o DR e G S [GBaselie.
> 160 mmHg - 95,8% : HPre-stroke
' | @ Post-stroke
> 155 mmHg - 100% o |
50 |- |
0 . .
§5  3s &g
A L
—

C.E. Poli de Figueiredo



[

o,
N I O

Journal of the American Heart Association{’ -’

Association

Impact of Antihypertensive Treatment on Maternal and Perinatal

I m pa CtO al nti h i pe rte N Sivos Outcomes in Pregnancy Complicated by Chronic Hypertension:

A Systematic Review and Meta-Analysis

Louise M. Webster, BMBS, BMedSci; Frances Conti-Ramsden, MA, MBBS; Paul T. Seed, CStat; Andrew ). Webb, MBBS, PhD, FRCP;

Catherine Nelson-Piercy, MBBS, MA; Lucy C. Chappell, BMBCh, PhD
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(ﬁ[ Cpchra ne Abalos E, Duley L, Steyn DW, Gialdini C.

y Libra ry Antihypertensive drug therapy for mild to moderate hypertension during pregnancy.
Cochrane Database of Systematic Reviews 2018, Issue 10. Art. No.: CD002252.

DOI: 10.1002/14651858.CD002252.pub4.

Cochrane Database of Systematic Reviews

Antihypertensive drug therapy for mild to moderate hypertension

during pregnancy (Review)

Abalos E, Duley L, Steyn DW, Gialdini C

* Antihypertensive drug therapy for mild to moderate hypertension during
pregnancy reduces the risk of severe hypertension. The effect on other
clinically important outcomes remains unclear.

e If antihxfpertensive drugs are used, beta blockers and calcium channel blockers appear to be
more effective than the alternatives for preventing severe hypertension.

. HiFh-?uaIity large sample-sized randomised controlled trials are required in order torrovide
reliable estimates of the benefits and adverse effects of antihypertensive treatment for mild to
moderate hypertension for both mother and baby, as well as costs to the health services,
women and their families.

Carlos Eduardo Poli-de-Figueiredo
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Oral nifedipine versus intravenous labetalol for

severe hypertension during pregnancy: a
systematic review and meta-analysis

S Shekhar,® N Gupta,” R Kirubakaran, P Pareek

Test for overall effect: Z = 2.06 (P = 0.04)
Test for subgroup differences: Chi* = 1.62, df = 2 (P = 0.45), " = 0%

(A) Nifedipine Labetalol Risk Ratio Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 85% CI
1.1.1 Nifedipine 50 mg Vs Labetalol 300mg
Raheem 2012 5 25 5 25 304% 1.00 [0.33, 3.03] -
Shekhar 2013 1 30 5 30 304% 0.20 [0.02, 1.61] —

Subtotal (35% CI) 55 55 60.8% 0.60 [0.24, 1.53] -
Total events [} 10
Heterogeneity: Chi* = 1.88, df = 1 (| 0.17); P =4T%
Test for overall effect: Z = 1.07 (P = 0.28)
1.1.2 Nifedipine 50 mg Vs Labetalol 220 mg
Lakshmi 2012 0 45 142 94% 0.31 [0.01, 7.44] ——
Subtotal (95% CI) ] 42 94%  0.31[0.01,7.44] ———
Total events 0 1
Heterogeneity: Not applicable
Test for overall effect: Z = 0.72 (P = 0.47)
1.1.3 Nifedipine 80 mg Vs Labetalol 300 mg
Desai 2011 0 46 0 51 Not estimable
Vermillion 1999 0 15 0 14 Not estimable
Subtotal (95% CI) 61 65 Not estimable
Total events 0 0
Heterogen: Not applicable
Test for overall effect: Not applicable
1.1.4 Unknown Dosage Regimen
Aswathkumar 2006 0 10 o 10 Not estimable
Saudan 2012 0 1" 4 9 298% 0.09 [0.01, 1.52] —_—
Subtotal (95% CI) 2 19 298% 0.09 [0.01, 1.52] e
Total events 0 4
Heterogeneity: Not applicable
Test for overall effect: Z = 1.67 (P = 0.10)
Total (95% CI) 182 181 100.0%  0.42[0.18, 0.96]
Total events 6 15
ity: Chi* = = = 2= k + + + 1
Heterogeneity: Chi? = 3.98, df = 3 (P = 0.26); I = 256% 0.00 o1 H 0 1000

Nifedipine better Labetalol better

Risk Ratio
M-H, Fixed, 95% CI

(B) Nifedipine Labetalol Risk Ratio
Study or Subgrou, Events Total Events Total Weight M-H, Fixed, 5% CI
Desai 2011 9 51 10 46 323% 0.81[0.36, 1.82]
Raheem 2012 6 25 13 25 40.0% 0.46 [0.21, 1.02]
Shekhar 2013 4 30 9 30 27.7%  044[0.151.29]
Total (95% CI) 106 101 100.0% 0.57 [0.35, 0.94]
Total events 19 32

Heterogeneity: Chi* = 1.22, df = 2 (P = 0.54); I*= 0%

Test for overall effect: Z = 2.22 (P = 0.03) 0.001

0.1 1 10 1000
Nifedipine better Labetalol better

Risk Ratio
M-H, Fixed, 95% CI

©) Nifedipine Labetalol Risk Ratio

Study or Subgrou, Events Total Events Total Weight M-H, Fixed, 95% CI
Desai 2011 3 51 8 486 T7.1% 0.34[0.10, 1.20]

Raheem 2012 0 25 0 25 Mot estimable

Shekhar 2013 [] 30 2 30 229% 0.20 [0.01, 4.00]

Vermillion 1998 [ 15 0 14 Not estimable

Total (95% CI) 121 115 100.0%  0.31 [0.10, 0.98]

Total events 3 10

———

e

Heterogeneity: Chi* = 0.10, df = 1 (P = 0.75); 1*=0%

Test for overall effect: Z = 1.99 (P = 0.05) 0.001

Morte neonatal - Efeitos maternos- HAS persistente

0.1 1 10 1000
Nifedipine better Labetalol getter

BJOG 2016;123:40—-47.

e e (Nif@lipina-methor-—--Labetalol melhor
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DOI: 10.1111/1471-0528.12737 Systematic review
www.bjog.org
Experimental Control Risk difference Risk difference

Study or subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Oral antihypertensive therapy for severe 4.5.1 Nifedipine capsule vs. Nifedipine PA tablet
- = & Australia 2002 11 ] 3 33 9.4% 0.26 [0.07, 0.46] —_—
hypertenSI(')n in 'pregnancy and postpartum: Subtotal (95% CI) 31 33 94% 0.26 [0.07, 0.46] * R
a systematic review Total events 1 3
T Firoz,>® LA Magee,“? K MacDonell,® BA Payne,” R Gordon,® M Vidler,>* P von Dadelszen,"¢ Heterugeneitv: Mot app"cable
for the Community Level Interventions for Pre-eclampsia (CLIP) Working Group Test for overall effect: 2 = 2.65 (F = 0.008)
4.5.2 Nifedipine po/sl vs. Hydralazine IV
Brazil 1992 ] 20 0 17 16.8% 0.00[-0.10,0.10) —_I_—
Iran 2002 i] 65 0 1 22.6% 0.00 [-0.03, 0.03]
H I Iran 2011 1 24 0 25 16.4% 0.04 [-0.06, 0.14) T
i N |fed | pl n a South Aftica 1989 1 17 0 16 12.3% 0.06 [-0.09, 0.21] e
Subtotal (95% CI) 127 119 68.2% 0.00 [-0.02, 0.03] L 2
Total events 2 0
¢ La beta IOI Heterogeneity: Tau®= 0.00; Chi*=1.67, df=3 (P =0.64);,*=0%
Test for overall effect Z =034 (P=0.73)
* M Et | | d O p a 4.5.3 Nifedipine po/sl vs. Labetalol IV
Malaysia 2011 1 25 0 25 16.4% 0.04 [-0.06, 0.14] T
LUSA 1999 i 6 0 6 6.0% 0.00[-0.27,0.27
Subtotal (95% CI) 31 31 22.5% 0.03 [-0.06, 0.13] -l
Total events 1 0
. e e ~ Heterogeneity: Tau®= 0.00; Chi*=0.08, di=1 (P =0.78); = 0%
¢ N |fed | p | n a a g:a O p rO I O n ga d a Testfar overall effect Z =070 (P =0.48)
melhor gue capsu |a* Total (95% CI) 189 183 100.0%  0.05[-0.03,0.12] -
Total events 14 3
. e e . . Heterogeneity, Tau®=0.01; Chi*= 21.64, df=6{(F = 0.001); F=72% — —
e N |fed| iIna ~ H |dra|aZ| Na EV  Testorowrallefiect 7= 1.15 P = 0.25) -0.2-01 0 0.1 02
p Testfor subgroup differences: Chi*= 6.89, df= 2 (P = 0.03), F= 71.0% Favours experimental Favours control
o

N ifed i pi n a ~ La beta IOI EV Figure 2. Maternal hypotension.
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* HAS cronica ou HAS gestacional NAO GRAVE E SEM PROTEINURIA.
PAD 90 a 105 mmHg (ou 85 a 105 mmHg se anti-hipertensivos)

MENOS RIGOROSO: Alvo PAD 100 mmHg (/ess tight).
RIGOROSO: Alvo PAD 85 mmHg (tight).

N: 987 (HAS prévia 74,6%) - Less tight 493 vs Tight 488

PAD 4,6 mmHg maior no LESS TIGHT (95%Cl 3,7-5,4)

 Desfechos semelhantes entre TIGHT e LESS TIGHT



Desfechos Semelhantes, exceto
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CHIPS trial
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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.,
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Table 3. Secondary and Other Maternal Outcomes.*

Variable

Severe hypertension — no. (%)

Preeclampsia — no./total no. (%)
Defined only by new proteinuria¥
At least one symptom of preeclampsial
Abnormal laboratory test results

Platelet count <100x10°/liter

Elevated AST or ALT level, with symptoms

TLAUR ORI T TS, AT EF LT
HELLP syndrome*

Serum creatinine level >2.3 mg/d|

Less-Tight Tight
Control Control Adjusted Odds Ratio
(N=493) (N=488) (95% CI)f

T A

200 (40.6) 134 (27.5) 1.80 (1.34-2.38)
241/493 (48.9) 223488 (45.7) 1.14 (0.88-1.47)
148/493 (30.0) 132/488 (27.0) 1.08 (0.74-1.59)
171/493 (34.7) 156/488 (32.0) 1.11 (0.84-1.46)

21/493 (4.3)
21/492 (4.3)

oE g
9/493 (1.8)
0

1A A A

S (]
2/488 (0.4)
1/488 (0.2)

1T ma aA A A B oan

8/488 (1.6)
9/488 (1.8)

g VY]

4.35 (0.93-20.35)

C.E. Poli de Figueiredo

2.63 (1.15-6.05)
2.33 (1.05-5.16)
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Do labetalol and methyldopa have different

CHIPS Labetalol vs Metildopa=" .
effects on pregnancy outcome? Analysis of data |
BJ OG 2016 a grargytl('nnggg)tmI;f Hypertension In Pregnancy ;

LA Magee,a'b'f for the CHIPS Study Group* P von D_adelszen,f’" J Singer,“? T Lee,? E Rey,® S Ross,’
E Asztalos,"™ KE Murphy,™' J Menzies,” J Sanchez,' A Gafni,’ A Gruslin,“* M Helewa,' E Hutton,™
G Koren, " SK Lee,? AG Logan,® JW Ganzevoort,” R Welch,? JG Thornton," J-M Moutquin®

 Metildopa (24,6%) vs Labetalol (24,6%) na randomizacao

METILDOPA com resultados favoraveis:
 Menor n° RN com peso ao nascer <P10: aOR 0,48 (95%Cl 0,2-0,87)

* Metildopa (22,8%) vs Labetalol (44,1%) apds randomizacao
* Menor n° de desfechos primario: aOR 0,64 (95%Cl 0,4-1,0)
e Peso ao nascer <P10: aOR 0,54 (95%Cl 0,32-0,92)

 HAS materna grave: aOR 0,51 (95%Cl 0,31-0,83)

 PE: aOR 0,55 (95%Cl 0,36-0,85)

e Parto com < 34 semanas: aOR 0,53 (95%Cl 0,29-0,96)

e Parto com < 37 semanas: aOR 0,55 (95%Cl 0,35-0,85)
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Cochrane Database of Systematic Reviews DUIE}II' I_, MEhE r S_, JO nes I_-

Drugs for treatment of very high blood pressure during pregnancy.
Cochrane Database of Systematic Reviews 2013, Issue 7. Art. No.: CD001449.
Drugs for treatment of very high blood pressure during DOI: 10. IUUEH 14651858.CD0014489. pu b3.

pregnancy (Review)

Duley L, Meher S, Jones L

e N 35 trials. 3573 women

CCB < persistente high blood pressure than hydralazine

Hydralazine < than ketanserin, but more side effects and HELLP

Labetalol less hypotension than diazoxide

Nimodipine high incidence of high blood pressure

Authors’ conclusions

Until better evidence is available the choice of antihypertensive should depend on the clinician’s experience and familiaritcy with a
Earticular drug; on what is known about adverse effects; and on women’s preferences. Exceptions are nimodipine, magnesium sulphate
(although this is indicated for women who require an anticonvulsant for prevention or treatment of eclampsia), diazoxide and ketanserin,

which are probably best avoided.
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Pharmacology
SYSTEMATIC REVIEW AND META-ANALYSIS

Drugs for treating severe hypertension in ¥
pregnancy: a network meta-analysis and trial /£ /
sequential analysis of randomized clinical trials v

Drogas HAS grave

Semelhantes:

Correspondence Dr. Kannan Sridharan, Associate Professor, Department of Pharmacology and Therapeutics, College of Medicine and
Medical Sciences, Arabian Gulf University, Manama, Bahrain. Tel.: +973 3345 3123; E-mail: skannandr@gmail.com

* Nifedipina

 Hidralazina

e Labetalol

Evidéncia
insuficiente:

e Demais

Nifedipine+Celastrol

Epoprostenol

Figure 2

Network plot for primary outcome. The majority of the studies compared hydralazine with labetalol followed by nifedipine and labetalol
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Conclusions

Oral antihypertensive regimens (nifedipine retard, labetalol, @ ®
and methyldopa) for management of severe hypertension in
pregnancy: an open-label, randomised controlled trial

‘ 03]
Severe hypertension in pregancy Lancet 2019; 394: 1011-21
* Nifedipine retard more effective than labetalol/methyldopa

* Nidfedipine retard and labetalol more effective than methyldopa \

* High frequency of achieving primary outcomes (all)
* Low adverse events, but more ICU admitions with nifedipine

* All three drugs are viable options in low-resource settings

Easterling T et al. Oral antihipertensive regimens (nifedipine retard, labetalol and methyldopa) for the management
Carlos Eduardo Poli-de-Figueiredo 2019 of severe hypertension.in pregnancy: an open-label, randomised controlled trial. Lancet 2019; 394:1011-21
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Antihipertensivos na gestacao

COMO USAR:
* Com cuidado e com monitoramento da PA, do bem estar materno e do bem estar fetal
* Viaoral e/ou via parenteral (emergéncia)

* Nifedipina (BCC), Metildopa, Beta-blogqueadores, Hidralazina ou conforme a sua experiencia
* Hidralazina, NPS

QUANDO USAR:
* Hipertensao grave
* Hipertensdao com lesdes em érgaos alvo
* Risco materno
* Fora de alvo desejado

* PROS:
* Reduz orisco de hipertensao grave, AVC e de lesao em 6rgao alvo
* Pode viabilizar o feto no manejo expectante

CONTRA:

* Pode induzir baixa perfusao placentaria e eventos adversos
* Risco materno

Carlos Eduardo Poli-de-Figueiredo, 2021
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