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Que conocemos del tema ?

La analgesia epidural esta asociada con la fiebre
materna durante el trabajo de parto, se desconoce el
impacto sobre el riesgo de sepsis materna y/o
neonatal.

Cual es el objetivo del estudio?
Estudiar el efecto de la fiebre materna intraparto a
causa de analgesia epidural sobre los resultados
maternos y neonatales.
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Método.-

Estudio:
Revision sistematica y metaanalisis

Busqueda:

- OVID MEDLINE

- OVID embase

- Cochrane Library

- Cochrane Controlled Register of Trials (RCT)

Estudios:
Solo se buscaron estudios que investigan la relacion entre
analgesia Epidural y fiebre materna.
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Método.-

= Se identificaron 761 estudios durante el 2018.
= Se eligieron 100 para revision de texto completo.

Calidad de estudio:

Fue evaluada mediante la herramienta de riesgo de sesgo
de Cochrane

Se eligieron:
12 estudio RCT

16 estudios de cohorte observacionales
579.157 madre en trabajo de parto con AE
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Records identified Records identified Records identified
in MEDLINE in EMBASE in COCHRANE LIBRARY
(n = 381) (n = 528) (n = 209)

by

Records screened after duplicates removed Records excluded
(n = 761) (n = 661)

l

Full-text articles Full-text articles excluded (n = 72)
assessed for eligibility - No full-text available (n = 17)
(n = 100) - No RCT/observational cohort

( Eligibility ] (Screening} (Identiﬁcation]

inclusion criteria (n = 22)
Overlapping study (n = 6)
Other patient population (n = 6)
Other comparator (n = 4)
“RCT (n = 12) Other intervention (n = 1)

study (n = 16)
l Outcomes did not mention

)

Studies included in
systematic review (n = 28):

Included

- Observational cohort
(n = 16)
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Resultados de estudios RCT.-
*+ Las mujeres con AE eran mas propensas a
desarrollar fiebre intraparto en comparacion

con las mujeres que no recibieron AE.
P<0,0001

*+ Las mujeres que recibieron AE tenian el doble
de probabilidades de recibir ATB. P<0.18

“* No se encontro asociacion ente AE y sepsis
neonatal. P=0,55 - No hubo mayor uso de ATB

~en los RN con madres que recibieron AE.
( L’P=0,56




Experimental Control

Study Events Total Events Total Risk Ratio RR 95% ClI Weight
de Orange 2011 5 35 0 35 11.00 [0.63; 191.59] 1.1%
Douma 2015 18 49 8 91 —— 418 [1.96;891] 83%
Evron 2008 15 148 1 44 gl 446 [0.61; 32.82] 2.1%
Gambling 1998 88 400 11 352 —- 704 [3.82;1296] 10.1%
Sharma 1997 58 243 16 259 - 3.86 [2.29;6.53] 11.3%
Sharma 2002 75 226 16 233 — 483 [291;8.03] 11.5%
Lucas 2001 76 372 26 366 — 2.88 [1.89;4.38] 12.8%
Ramin 1995 98 432 21 437 e 472 [3.00; 742] 12.3%
Freeman 2015 55 347 35 447 —— 202 [1.36;3.02] 13.1%
Nafisi 2006 43 197 13 198 —— 3.32 [1.85;5.99] 10.4%
Evron 2007 7 29 0 27 1398 [0.84; 233.46) 1.1%
Logtenberg 2016 6 76 9 94 — 0.82 [0.31; 2.21] 6.1%
Random effects model 2,554 2,583 < 3.54 [2.61; 4.81] 100.0%
Heterogeneity: /2 = 59%, T = 0.1437, p = 0.0047 J J ! !
Test for overall effect: z = 8.12 (p < 0.0001) 001 01 1 10 100
RCT Maternal Fever

Experimental Control
Study Events Total Events Total Risk Ratio RR 95% Cl Weight
de Orange 2011 0 35 0 35 1.00 [0.02; 49.02) 7.8%
Douma 2015 6 49 5 91 T == 223 [0.72; 693] 922%
Random effects model 84 126 : : -Tr.-— : 209 [0.70; 6.22] 100.0%

Heterogeneity: 1% = 0% 1° =0, p = 0.6982
Test for overall effect: z = 1.33 (p = 0.1840)

0.1 051 2 10
RCT Maternal Antibiotics



Experimental

Study Events Total

Control
Events Total

Risk Ratio

RR

95% ClI

Weight

de Orange 2011 0 35
Douma 2015 4 49

Random effects model 84
Heterogeneity: 1% = 0%, ¥ = 0, p = 0.8496
Test for overall effect: z = 0.58 (p = 0.5607)
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1.00
1.49

143

[0.02; 49.02]
[042; 5.28]

[0.43; 4.78]

95% CI

9.6%
90.4%

100.0%

de Orange 2011 0 35
Douma 2015 0 49
Ramin 1995 0 432

Random effects model 84
Heterogeneity: 12=0%, =0, p =09112
Test for overall effect: z = -0.59 (p = 0.5555)
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[0.08; 3.91)
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de Orange 2011 0 35
Douma 2015 4 49

Random effects model 84
Heterogeneity: 12= 0%, v =0, p = 0.8496
Test for overall effect: z = -0.58 (p = 0.5607)
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Resultados de estudios observacionales .-

*» Las mujeres con AE eran mas propensas a
desarrollar fiebre intraparto en comparacion
con las mujeres que no recibieron AE.
P<0,0001

*+ Las mujeres que recibieron AE fueron tratadas
con ATB. P<0.0065

** No se encontro asociacion ente AE y sepsis
_ neonatal. P=0,79
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Experimental Control
Study Events Total Events Total Risk Ratio RR 95% Cl Weight
Macaulay 1992 5 33 0 24 8.04 [047; 138.77] 0.6%
Kaul 2001 61 922 0 255 3407 [2.11; 548.90] 0.6%
Abramovici 2014 118 1,491 3 294 —_— 7.76 [2.48; 24.23) 3.1%
Ploeckinger 1995 17 1,056 11 6,261 - 9.16 [4.30; 19.51] 57%
Riley 2011 34 150 3 50 —— 3.78 [1.21; 11.77}) 3.1%
Tornell 2015 1,838 129,451 396 164,878 591 [5.30; 6.59] 16.8%
Vinson 1993 11 41 3 36 —— 3.22 [0.97; 10.64] 2.8%
Lieberman 1997 152 1,047 6 610 — 1476 [6.57; 33.17] 52%
Mayer 1997 39 191 2 96 —— 9.80 [242; 39.73) 2.1%
Dashe 1999 37 80 18 69 — 1.7  [1.322 281 9.9%
Gonen 2000 48 406 1 598 ——— 70.70 [9.80; 510.15] 1.1%
Greenwell 2012 535 2,784 10 425 — 8.17 [4.41; 15.14) 7.3%
White 2017 3,782 173,324 362 88,133 531 [A77; 592) 16.8%
van de Beek 2013 44 98 28 396 - 6.35 [4.18; 9.66] 10.7%
Baheri 2013 28 90 9 91 — 3.15  [1.57; 6.29] 6.4%
Curtin 2015 180 487 11 154 - 5.17 [2.89; 9.25] 7.8%
Random effects model 311,651 262,370 & 5.60 [4.50; 6.97] 100.0%
Heterogeneity: /12 = 69%, 12 = 0.0711, p < 0.0001 J I I 1
Test for overall effect: z = 15.42 (p < 0.0001) 001 01 1 10 100
Cohort Maternal Fever
Experimental Control
Study Events Total Events Total Risk Ratio RR 95% CI Weight
Mayer 1997 39 191 6 96 T 3.27 [1.43; 7.45] 26.1%
White 2017 24,606 173,324 7,726 88,133 1.62 [1.58; 1.66) 41.8%
Curtin 2015 139 487 11 154 - 4.00 [2.22; 7.18] 32.1%
Random effects model 174,002 88,383 ——— 2.60 [1.31; 5.17] 100.0%
Heterogeneity: 12 = 83%, T2 = 0.2940, p = 0.0026 J ! ! !
0.2 0.5 1 2 5

Test for overall effect: z = 2.72 (p = 0.0065)

Cohort Maternal Antibiotics

Color version available online




Experimental Control
Study Events Total Events Total Risk Ratio 95% Cl

Kaul 2001 69 922 24 255 ' [0.51; 1.24]
Liebermann 1997 356 1,047 60 610 [2.68; 4.46)
Dashe 1999 26 80 19 69 [0.72; 1.94]
Gonen 2000 48 406 1 598 : [9.80; 510.15]

Random effects model 2,455 1,532 [0.91; 7.68]
Heterogeneity: 12 = 95%, 12 = 1.0013, p < 0.0001 J J !
Test for overall effect: z = 1.78 (p = 0.0750) 001 01 1 10 100

Cohort Neonatal Sepsis Work-up

Experimental Control
Study Events Total Events Total Risk Ratio RR 95% CI

Lieberman 1997 161 1,047 23 610 » —S— 4.08 [2.67; 6.24]
White 2017 1,486 173,324 583 88,133 j 1.30 [1.18; 1.43]

Random effects model 174,371 88,743 —t————2 25 [0.73; 6.96)
Heterogeneity: /2 = 96%, 1 = 0.6367, p < 0.0001 J J I 1
Test for overall effect: z = 1.41 (p = 0.1571) 0.2 0.5 1 - 5

Cohort Neonatal Antibiotics

Experimental Control
Study Events Total Events Total Risk Ratio RR 95% ClI

|
Kaul 2001 19 922 5 255 — 1.05 [0.40; 2.79]

Lieberman 1997 3 1,047 1 610 1.75 [0.18; 16.77)
Dashe 1999 0 80 0 69 0.86 [0.02; 42.94)

Random effects model 2,049 934 — 1.12 [0.47; 2.69]
Heterogeneity: 12=0%, t2=0, p =09128 J rr !
Test for overall effect: z = 0.26 (p = 0.7950) 0.1 051 2 10

Cohort Neonatal Sepsis




Conclusiones.-
v La AE esta asociada con fiebre intraparto.
v No se observo un mayor riesgo de

bacteriemia materna y neonatal, la calidad
de la evidencia fue insuficiente.
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Que conocemos del tema ?
La infeccion por CMVc es una condicion altamente
prevalente que puede conducir a perdida de la
audicion y deficit en el neurodesarrollo.
Se estima una prevalencia de un 0,6%.
Aun no contamos con un cribado universal.

Cual es el objetivo del estudio?
Evaluar los resultados de un cribado dirigido basado
en indicadores de riesgo materno y neonatal.
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Método.

Se realizo un estudio retrospectivo.
Dana Dwek Childrens Hospital (Israel)
Servicio: Otorrino-Neonatologia-Infectologia y Laboratorio
Periodo de estudio: Jun 2016- Dec 2018

Se realizo una recopilacion de .-

- Datos demograficos maternos e infantiles ( clinicos y de
laboratorio).

- Estudio aprobado por la Junta institucional del Hospital.

( \)' D
eovnﬂ

R



Table 1. Our protocol for the detection and management of
neonates with suspected cCMYV infection

Indications:
Suspected or proven maternal CMV infection during
pregnancy
IgG seroconversion during pregnancy
A 4-fold increase in IgG titer during pregnancy
Positive IgM during pregnancy
Positive CMV PCR in amniocentesis
Symptoms associated with cCMV
SGA
Failed hearing screening TEOAE twice
Maternal HIV
Test procedure:
CMYV PCR of urine sample

Workup for neonates with positive CMV PCR, to be completed
within 2 weeks:

Brain ultrasound

Audiological evaluation with ABR

Ophthalmological examination

Infectious diseases specialist counseling

cCMYV, congenital cytomegalovirus; IgG, immunoglobulin G;
SGA, small for gestational age; HIV, human immunodeficiency
virus; ABR, auditory brainstem response.




Table 2. Cases detected per study period

Period Births Neonates tested for Neonates detected with cCCMV ~ Detected following suspected
cCMV infection during pregnancy as
a single indicator

% of N % of
tested detected

Jul-Dec 2016 5911 321 543 249 50
Jan-Jun 2017 5,353 429 8.01 2.33 70
Jul-Dec 2017 5,688 573 10,07 2.44 86
Jan-Jun 2018 5451 559 10.25 ] 2.33 69
Jul-Dec 2018 6,579 741 11.26 243 ; 72

Total 28,982 2,623 9.05 { 240 - 71

¢CMYV, congenital cytomegalovirus,




CMV positive,

n=19

CMYV negative,

n = 380

p value

Compared distributions

Maternal age, yr
Maternal BMI
Gestational age, wk
Birth weight, g

Compared frequencies®, n (%)

Male sex
Gestational age <37
Apgar 1 min <9
Apgar 5 min <9
Cesarean section
Twin pregnancy
Second birth®
Second pregnancy*©
Hearing screening failure
SGA

SGA symmetric

SGA asymmetric
Microcephaly

Maternal background disease

GDMAI1
HIV

Medications during pregnancy

Maternal BMI = 30

Maternal serology suspected of CMV

2. mean (SD)
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8 (42.1)
0 (0.00)
0 (0.00)
0 (0.00)
5 (26.3)
0 (0.00)
11 (57.9)
10 (52.6)
3(15.8)
4 (21.1)
4 (21.1)
0 (0.00)
0 (0.00)
10 (52.6)
6 (31.5)
0 (0.00)
2(18.2)
2(11.1)
12 (66.7)
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101 (26.6)
21 (5.5)

6 (1.58)
99 (26.1)
28 (8.21)
107 (35.7)

0.033**
0.49
0.967
0.994

0.48

0.24

0.152

1

0.932

1

0.133

0.095

0.717

0.267

0.266

0.010%*

1

0.027**
<0.001**

1

0.736

0.654

0.017**

cCMYV, congenital cytomegalovirus; SGA, small for gestational age; HIV, human immunodeficiency virus;
GDMAL, gestational diabetes mellitus type Al. ** p < 0.05. * Wilcoxon rank-sum test. ® x* or Fisher’s exact test
when necessary (<5 observations in a cell). € For the variables “Birth number” and “Pregnancy number,” the over-
all p values were 0.007** and 0.003**, respectively.




Conclusiones.-

v Las primeras 3 semanas de vida de un
bebe nacido con CMVc forman una
oportunidad unica para un diagnostico
apropiado

v" Un programa de cribado dirigido materno y
neonatal efectivo tendria que ser universal
para la deteccion temprana.




