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- Prematuridade: preveng¢ao e manejo
Introducao

Nascimento entre 20 — 37 semanas de gestacao

American Academy of Pediatrics (4"

DEDICATED TO THE HEALTH OF ALL CHILDREN™ <

m Viabilidade fetal
y, World Health

Organization

9a12% _ _ _ _
cuidados intensivos neonatais
Blencowe et al., 2012; OMS, 2018
24 semanas

m Sobrevivéncia de 50% dos RN

mesmo que seja com
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Introducao

10 countries
account for 60% of
the world’s preterm
births by rank:

1. India

China

Nigeria

Pakistan
Indonesia
United States of

‘ o o America
o M . o [7 Bangadesh

T ~ « [8_Phiippines
<5 000
5000 - < 10 000

Il 100000 - < 250000 [ ] Data not available I —

Il 250 000 or more Not applicable

O O A Lo

Number of preterm births, . of Congo
10. Brazil |
v /
B 10000 - < 50 000

year 2010
. 50 000 - < 100 000 0 1500 2500 5,000 kiometers

15 milhoes RNPT ao ano no mundo
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Importancia

Problema social, econémico e de estratégia de saude

Principal causa de mortalidade neonatal

Preterm birth
Is a DIRECT Intrapartum-
cause of 35% Preterm birth related
of all neonatal complications | 9-72 million :
deaths 1.08 million
epr— mpacto sobre a
PN Moderate and
eona late preterm i .
infections birth Increase familia, sociedade e
0.83 million the chance of
: dying from ) i
lr il Infections sistema de satde
neonatal
conditions |
181,000 Congenital
abnomalities

270,000
Preterm birth Is a risk factor for neonatal and postneonatal deaths |

At least 50% of all neonatal deaths are preterm

Relevante morbidade nos sobreviventes: doencas croénicas
pulmonares, CV, obesidade, déficits auditivos, visuais, paralisia

cerebral, disturbios cognitivos e comportamentais

Lawn et al., 2005 e 2010; Liu et al., 2012; OMS, 2012
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Etiologia eletiva - profilaxia

12

0] ot o 4 e e T T

—— All preterm births

- Spontaneous preterm birth
8 1 —A— Medically indicated

O Ruptured membranes

TPP PPT eletivos

- ©

Preterm birth <37 weeks' rate (%)
o
1

RUPREMA 1989 1990 1991 1992 1993 1994 1995 1996 1997 1998 1999 2000 2001

Year

m Aconselhamento pré-concepcional / pré-natal de qualidade
m Controle de doencas maternas, obesidade
m Manejo adequado das condicoes de risco fetal

m Evitar prematuridade iatrogénica
Ananth et al., 2005; Goldenberg et al., 2008 e 2012 g=
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Etiologia — prematuridade espontanea

. Inflamacgao (40%) Sangramento (20% Distensao uterina
Eixo HHA materno/fetal g (20%) patolégica (10%)
(30%) * Infecgdo: Descolamento

- Coriodecidual
- Sistémica

Estiramento mecanico

e Estresse materno

. B Trombina
* Liberagao prematura Plasmina
iniciadores fisiolégicos .
9 Interleucinas Colagenases

TNF, PGs Gap j_unctions
CRH Colagenases PG sintetase - PGs
CRH - BP Elastases Receptores de ocitocina
E1-E3 Proteases

Gap junctions

PG sintetase — PGs

Receptores de ocitocina Células deciduais, amnioticas, miometriais,
matriz extracellular e células musculares do colo

Modificagcoes Ruptura de
Contragoes uterinas cervicais membranas
Parto pré-termo

Lockwood & Kuczynski, 1999; Lockwood, 2002 % % o

FMRP USP



Prematuridade: prevengao e manejo

Etiologia — fatores de risco

Inflamacgao (40%) Distensao uterina

Sangramento (20%) >ab
patoldégica (10%)

Eixo HHA materno/fetal

(30%) * Infecgdo: Descolamento
- Coriodecidual
- Sistémica 1

« Liberagdo prematura DPPNI

Estiramento mecanico

e Estresse materno

iniciadores fisiologicos Placenta prévia Gemelaridade
Vaginose Trauma Polidramnio

Extremos etarios Corioamnionite Procedimentos Leiomioma
Afrodescendéncia ITU baixas Malformacao uterina
Baixo nivel s6cio—econdémico Doenca periodontal Cirurgias no colo
Estado civil ‘ IIC, colo curto
Uso de drogas \
;r,?zaé?]':i:'o C(:elulas deciduais, amniéticas, miometriais,
Estresse fisico matriz extracellular e células musculares do colo
Depressao

Desvios nutricionais

A D o
ontracoes uterinas cervicais membranas

Parto pré-termo

g7 S5
| @i‘
g 2 e
! g

Goldenberg et al., 2012; OMS, 2012
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Prevengao primaria

m | dos fatores de risco modificaveis ~ e GESTANTES, FAR

PROVOCA PARTOS PREMATUROS
E O NASCIMENTO DE CRIANCAS
COM PESO ABAIXO DO NORMAL

m Pré-natal multiprofissional
m Pré-natal de qualidade

m Uso criterioso da reproducao assistida

Doenca
Periodontal

Goldenberg et al., 2012; OMS, 2012
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Prevencao primaria

m Medida do comprimento do colo (20 -

m Risco de PPT é | proporcional ao CC

F l .
\ le‘:;ﬁ :Rc51dual length:

Risk (%)

Cervical length (mm)

Melhor preditor isolado de PPT

To et al., 2006, Crane et al., 2008; Honest et al., 2012; Conde-Agudelo & Romero, 2016; Marcolin, 2019
FMRP USP
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Prevengao primaria

m Progesterona micronizada (200 ug/dia) para CC < 2,5 cm

m Progesterona x placebo
s | PPT < 34 sem: 0,64 (0,45 — 0,90) @
= | PPT <28 sem: 0,59 (0,37 — 0,93)

THE COCHRANE

m | SDRA: 0,49 (0,29 - 0,85) COLLABORATION®

Vaginal progesterone decreases preterm birth < 34 weeks of
gestation in women with a singleton pregnancy and a short

cervix: an updated meta-analysis including data from the
OPPTIMUM study

R. ROMERO* 11§, K. H. NICOLAIDES{, A. CONDE-AGUDELO*, J. M. O’BRIEN**,
E. CETINGOZt1t, E. DA FONSECAt3$, G. W. CREASYS§ and S. S. HASSAN*{{

m Progesterona x placebo ou nao tratamento

m | PPT <34 sem: 0,66 (0,52 - 0,83)

Dodd et al., 2013; Romero et al., 2016
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Table 2 Effect of vaginal progesterone on the risk of preterm birth and adverse perinatal outcomes

Prematuridade: prevengao e manejo

Events (n)/Total (N)

Trials Vaginal Pooled RR
Outcome (n'efs) progesterone Placebo (95% CI) I? (%) NNT (95% CI)
Primarv outcome
Preterm birth < 34 weeks or fetal death 544,48=51 90/498 131/476 0.66 (0.52-0.83) 0
Secondary outcome
Preterm birth < 34 weeks 448=51 53/365 88/358 0.60 (0.44-0.82) 0 10 (7-23)
Spontaneous preterm birth < 34 weeks 448=31 43/365 69/358 0.63 (0.44-0.88) 0 14 (9-43)
Preterm birth < 37 weeks 448=351 127/365 141/358 0.89 (0.74-1.08) 0 —
Preterm birth < 36 weeks 448=51 93/365 117/358 0.79 (0.63-0.99) 0 5 (8-306)
(" Preterm birth < 35 weeks 47551 671365 100/358 0.67 (0.51-0.87) 0 1(7-28) )
Preterm birth < 33 weeks 448=31 41/365 72/358 0.56 (0.40-0.80) 0 1(8-25)
Preterm birth < 32 weeks A=l 35/365 62/358 0.56 (0.38-0.82) 0 3(9-32)
Preterm birth < 30 weeks A=l 271365 46/358 0.59 (0.37-0.92) 0 9 (12-97)
\ Preterm birth <28 weeks 448=31 20/365 39/358 0.51(0.31-0.85) 0 9 (13-61)/
Respiratory distress syndrome Ai=oll 17/365 37/358 0.47 (0.27-0.81) 0 8 (13-51)
Necrotizing enterocolitis 4351 5/365 6/358 0.88 (0.29-2.62) 0 —
Intraventricular hemorrhage 448=351 5/365 71358 0.68 (0.22-2.13) 0 —
Proven neonatal sepsis 44831 11/365 14/358 0.80 (0.37-1.74) 0 —
Retinopathy of prematurity 448=51 5/365 3/358 1.51 (0.40-5.69) 0 —
Fetal death 448=351 6/365 71358 0.82 (0.28-2.40) 0 —
Neonatal death 448=51 6/365 11/358 0.53 (0.20-1.39) 0 —
Perinatal death 44851 12/363 18/398 064(031-131) 0 — X
Composite neonatal morbidity/mortality* 44851 29/365 49/358 0.59 (0.38-0.91) 0 18 (12-81
Birth weight <1500 g AR 28/364 53/355 0.52 (0.34-0.81) 0 T ro=
birth weight <2500 ¢ SR 102/564 1177555 0.36 (0.69-1.07/) 0 —
[Admission to NICU 47531 59/365 87/358 _ 0.67 (0.50-0.91) 0 12 (8-46) )
Mechanical ventilation 47071 28/365 45/358 0.65 (0.41-1.01) 0 —
Romero et al., 2016
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Vaginal progesterone decreases preterm birth and neonatal
morbidity and mortality in women with a twin gestation and
a short cervix: an updated meta-analysis of individual
patient data

Romero et al., 2017

m Progesterona x placebo ou nao tratamento

m | PPT <34 sem:0,71 (0,56 — 0,91)

Table 4 Effect of vaginal progesterone on the risk of adverse perinatal outcomes

«LI»

Pooled RR (95% CI)

Events (n)/Total (N) Adjustment
Assuming for non-
Trials Vaginal Placebo/no independence independence I? NNT

Outcome ( n'efs ) progesterone  treatment between twins between twins (%) (95% CI)
Respiratory distress syndrome 647 102/311 131/280 0.67 (0.55-0.82) 0.70 (0.56-0.89) 0 6 (4-16)
Necrotizing enterocolitis Ve 1782 0768 1.00 (0.04-22.43) 1.0/ (0.05=-22.25) NA —
Intraventricular hemorrhage 564-68 2/80 2/68 0.93 (0.15-5.75) 1.47 (0.22-9.63) 0 —
Proven neonatal sepsis 564-68 4/80 7168 0.44 (0.13-1.46) 0.59 (0.18-1.93) 0 —
Retinopathy of prematurity 564-68 1/80 1/68 0.42 (0.07-2.56) 0.45 (0.08-2.59) 17 —
Fetal death 66469 9/318 9/288 057(023-1.42) 0,68 (0.26-1.84) 0 —
Neonatal death 664-69 34/318 63/288 0.50 (0.34-0.71) 0.53 (0.35-0.81) 25 8 (5—19)\
Perinatal death 664-69 43/318 72/288 0.51 (0.36-0.70) 0.58 (0.39-0.84) 24
Composite neonatal e 23/84 28/70 0.57 (0.36-0.93) 0.61 (0.34-0.98) 0 6 (3-109 )

morbidity/mortality*
Birth weight <1500 g 664-69 48/315 73/280 0.52 (0.38-0.72) 0.53 (0.35-0.80) 17 7 (5—17))

f Tohr=235007 I ammmas 20RO 19 22571280 U7 (0.0 1.00) O oo (U0 1.10) Y, —
Admission to the NICU 664-69 211/315 209/282 0.92 (0.83-1.02) 0.95 (0.84-1.08) 0 —

[ Mechanical ventilation 60707 49/311 761230 0.52 (0.37-0.71) 0.54 (0.36-0.81) 0 7(5-17)_]

FMRP USP



- — Prematuridade: prevencao e manejo
Prevencao secundaria

m Mulheres com PPT prévio: progesterona micronizada (200 ug/dia)

Comparison 1. Progesterone versus placebo/no treatment: previous history spontaneous preterm birt
No. of No. of

Outcome or subgroup title studies participants Statistical method Effect size

1 Perinatal mortality 6 1453 Risk Ratio (M-H, Fixed, 95% CI) 0.50 [0.33, 0.75]

2 Preterm birth less than 34 weeks 5 602 Risk Ratio (M-H, Random, 95% CI) 0.31 [0.14, 0.69]

3 Preterm birth less than 37 weeks 10 1750 Risk Ratio (M-H, Random, 95% CI) 0.55 [0.42, 0.74]

9 Infant birthweight less than 4 692 Risk Ratio (M-H, Random, 95% CI) 0.58 [0.42, 0.79]
2500 g

11 Use of assisted ventilation 3 633 Risk Ratio (M-H, Random, 95% CI) 0.40 [0.18, 0.90]

16 Necrotising enterocolitis 3 1170 Risk Ratio (M-H, Fixed, 95% CI) 0.30 [0.10, 0.89]

20 Neonatal death 6 1453 Risk Ratio (M-H, Fixed, 95% CI) 0.45 [0.27, 0.76]

31 Pregnancy prolongation 1 148 Mean Difference (IV, Fixed, 95% CI) 4.47 [2.15, 6.79]
(weeks)

33 Admission to neonatal intensive 3 389 Risk Ratio (M-H, Fixed, 95% CI) 0.24 [0.14, 0.40]
care unit

Prenatal administration of progesterone for preventing preterm birth in women considered to be at risk of preterm birth (Review)
Copyright © 2013 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

Progesterona desde inicio da gestacao
Dodd et al., 2013

[ -
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Prevencao secundaria

m Mulheres com IIC: cerclagem ao término do 1° trimestre

m | PPT <34 semanas: 0,77 (0,66 — 0,89)

> 1 perdas de 2° trimestre + dilatagcao cervical indolor
sem trabalho de parto ou descolamento placentario

Cerclagem bem sucedida em gestacao anterior

: \;\ m  Mulheres com PPT prévio < 34 semanas
o™

@ | ) m Progesterona
ij m US TV entre 16 — 24 semanas
\_/ m Cerclagem se CC encurtar < 2,5 cm

Gestagao unica ACOG et al., 2014; Alfirevic et al., 2017; Medley et al., 2018

FMRP USP
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Prevencao secundaria

m Para que grupo o pessario esta indicado?

m Pessario X expectante

m RCT multicéntrico: nao | A

m PPT < 34 semanas -

g A
- /'/::-\ \b\ D \/"T(-\ : —rA

> ISR

Dor na insercao, 1 conteudo vaginal

Goya et al., 2012; Nicolaides et al., 2016

FMRP USP
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Prevencao secundaria

m Pessario X expectante (PECEP - twins)

m Colo curto <2,5cm (n=137)

Gestacoes gemelares

m | PPT <34 semanas e RN de baixo peso (< 2500 gramas)

m nao | morbidade composta e mortalidade neonatal

m Colocurto<2,5cmou<3,0cm 1 conteudo vaginal

m Nao | PPT < 34 semanas

m nao | morbidade composta e mortalidade neonatal

m Indicagoes — controversas
m PPT prévio com colo curto??

m Conizagcao??

m Gemelar??
Goya et al., 2016; Nicolaides et al., 2016; Berghella et al., 2017

FMRP USP
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Prevencao terciaria
L Tocolise
m Critérios:

m contragoes dolorosas regulares e remodelagem de colo
m 24 - 34 semanas
m boa vitalidade materna e fetal
m bolsa integra e sem sinais de corioamnionite
m Objetivos:
m prolongar gestacao em 2 — 7 dias (uso de corticosteroides)
m prolongar a gravidez enquanto trata causa
m transferéncia para instituicao de referéncia
m Droga de escolha

m Acao no miométrio, eficacia, efeitos adverso, seguranca,

facilidade de administracao e custo

FMRP USP



Prematuridade: preveng¢ao e manejo

Prevencao terciaria
Prescricao off-label

adenylate cyclase \
cGMP-@\ /» contractility 4
- cAMP(-), /
Terbutalina B myosin light chain kinase

beta-adrenergic Ca2*

receptor G protein
Ca?*-calmodulin
complex
|nosnol

prostaglandm phospate
receptor e
' prosta- = oxytocin Nifedipina
Diclofenaco glandm

oxytocm receptor

| Atosiban
arachidonic acid

Ca?*-channel
Ca?*

Nao ha estudos placebo controlados na tocdlise aguda

Conde - Agudelo e cols., 2011; SchleufRner, 2013
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Reducao MM neonatal

m Corticosteroides: 12 mg IM/dia, por dois dias
Acetato + fosfato de betametasona

m 24 - 34 semanas

m | hemorragias, ECN e SDRA Efeito em 24h, persistindo por 7d

m | mortalidade perinatal
NNT: 11 - 22
m potencializa efeito do surfactante exégeno

Crowley, 2000; Vinukonda et al., 2010; Roberts et al., 2017; OMS, 2015;
Medley et al., 2018

m Sulfato de magnésio:

5g ataque + 1g/hora

m | paralisia cerebral e disfungcao motora grave
m |G <32 semanas, 30’ antes do parto QNT: SD

m  nheuroprotecao SNC fetal

Doyle et al., 2009; ACOG, 2010; SOGC, 2011; OMS, 2015; Medley et al., 2018

FMRP USP



Reducao MM neonatal

m Profilaxia da sepse precoce:

Prematuridade: preveng¢ao e manejo

Rastreio entre 35 — 37 sem

Populacoes de risco para PPT

Streptococcus do grupo B (S. agalactiae)

Swab positivo

m 4h antes do parto 2,5 milhGes 4/4h

CDC, 2010; AAP, 2011; ACOG, 2011; Recomendacoes SOGESP., 2012; Ohlsson & Shah, 2014

UC positiva, sepse neonatal em RN prévio
] _ nao precisa swab
| mortalidade perinatal

Fatores de risco
E RM> 18h Penicilina cristalina

m Febre intraparto
m PPT <37 sem

5 milhdes Ul ataque +

FMRP USP



Muito obrigada pela atencao!
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