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nacimiento prematuro y anoxia del recién nacido, siendo
beneficioso para el tratamiento de la neumonia materna. En
ningln caso, al igual que los autores anteriores, no encon-
traron en los neonatos el COVID-19°.

Por tanto, hasta ahora, no hay evidencia de que este
coronavirus tenga un comportamiento diferente en mujeres
embarazadas a la de la poblacion general, ni de que exista
transmision materno-fetal. Con todos estos estudios, el 5
de febrero del 2020 se llevo a cabo una reunion de exper-
tos, chinos y norteamericanos, que elaboraron una serie
de recomendaciones especificas para el manejo de mujeres
embarazadas y neonatos nacidos de madres con infeccion
sospechada o confirmada por coronavirus (COVID-19)’. De
este encuentro se publicaron una serie de recomendacio-
nes, con mayor o menor grado de evidencia clinica, entre
las cuales podemos destacar:

- Las mujeres embarazadas con sospecha de infeccion por
COVID-19 podrian someterse a examenes de imagen pul-
monar (Rx, TC) y prueba diagnéstica de COVID-19 lo antes
posible.

- Se debe hospitalizar e ingresar, a ser posible en habita-
ciones con presion negativa, a mujeres embarazadas que
tienen un COVID-19 sospechoso o confirmado.

- Elmomento del parto debe ser individualizado, basandose
en el bienestar materno-fetal, la edad gestacional y otras
condiciones concomitantes, no solo porque la paciente
embarazada esté infectada. Ademas, se debe permitir el
parto vaginal cuando sea posible y reservar la cesarea para
cuando sea obstétricamente necesario.

- Es razonable considerar la analgesia regional en las
mujeres embarazadas con infeccion por COVID-19 que
necesitan una cesarea, siempre y cuando la funcion res-
piratoria lo permita. Si no, la anestesia general es mucho
mas segura.

- Actualmente no se puede afirmar si hay transmision verti-
cal desde de la madre al feto, aunque haya algunos casos
publicados que no han mostrado evidencia de transmision
vertical en pacientes con infeccion por COVID-19 en el
ultimo trimestre del embarazo. De todas formas se reco-
mienda mantener a los recién nacidos aislados durante al
menos 14 dias y, durante este periodo, no se recomienda
la lactancia materna directa.

Es probable que estas recomendaciones evolucionen
como el curso de esta nueva enfermedad.
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Riesgo de reactivacion de la ®
hepatitis B asociado al tratamiento
con corticoides frente a SARS-CoV-2
(COVID-19)

Risk of hepatitis B reactivation associated with
treatment against SARS-CoV-2 (COVID-19)
with corticosteroids

Sr. Director:

La actual crisis sanitaria producida por el SARS-CoV-2 y las
consecuencias, en ocasiones fatales, de la tormenta de cito-

quinas asociada al mismo han conducido a emplear terapias
destinadas a frenar la hiperactivacion del sistema inmune.
Dentro de ellas, los corticoides se han convertido en uno de
los tratamientos de eleccion cuando la evolucion clinica y
analitica no es favorable.

Como todo régimen inmunosupresor, los corticoides no
estan exentos de riesgos, y lo ideal seria poder prevenir-
los. La reactivacion de infecciones adquiridas previamente
seria uno de ellos, siendo de especial interés la hepatitis B,
tanto por su frecuencia como por la existencia de armas para
frenarla. Ademas, en un reciente estudio se ha relacionado
la infeccion crénica por VHB con un enlentecimiento en la
eliminacion del SARS-CoV-2'.


https://doi.org/
http://www.elsevier.es/rce
http://crossmark.crossref.org/dialog/?doi=10.1016/j.rce.2020.06.012&domain=pdf
http://dx.doi.org/10.1016/j.rce.2020.06.012
http://dx.doi.org/10.1016/j.rce.2020.06.012
dx.doi.org/10.1101/2020.03.26.20044222
dx.doi.org/10.1101/2020.03.26.20044222
dx.doi.org/10.1016/j.ijid.2020.03.003
dx.doi.org/10.1016/j.ijid.2020.03.003
dx.doi.org/10.1001/jama.2020.2783
dx.doi.org/10.1097/CM9.0000000000000774
dx.doi.org/10.7150/ijbs.45357
dx.doi.org/10.7150/ijbs.45357
dx.doi.org/10.1016/j.tmaid.2020.1016.19
dx.doi.org/10.1101/2020.03.11.20033159
dx.doi.org/10.1101/2020.03.11.20033159
dx.doi.org/10.2807/1560-7917.ES.2020.25.10.2000191
dx.doi.org/10.2807/1560-7917.ES.2020.25.10.2000191
dx.doi.org/10.1038/s41591-020-0817-4
dx.doi.org/10.1038/s41591-020-0817-4
dx.doi.org/10.1093/cid/ciaa398
mailto:zulhaq@kedokteran.uin-malang.ac.id
https://doi.org/10.1016/j.rce.2020.06.012
http://crossmark.crossref.org/dialog/?doi=10.1016/j.rce.2020.07.001&domain=pdf
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0080
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0085
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0090
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0095
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0100
dx.doi.org/10.1001/jamacardio.2020.1855
dx.doi.org/10.1056/NEJMoa2006923
dx.doi.org/10.1056/NEJMoa2006923
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0115
dx.doi.org/10.1016/j.resinv.2019.12.005
dx.doi.org/10.1016/j.jiac.2020.04.007
dx.doi.org/10.1016/j.jiac.2020.04.007
dx.doi.org/10.1183/13993003.01009-2020
dx.doi.org/10.1183/13993003.01009-2020
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0135
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0140
dx.doi.org/10.1371/journal.pone.0208847
dx.doi.org/10.1371/journal.pone.0208847
dx.doi.org/10.1186/2049-6958-8-43
dx.doi.org/10.1186/2049-6958-8-43
mailto:rboixeda@csdm.cat
mailto:rboixeda@ub.edu
https://doi.org/10.1016/j.rce.2020.07.001
http://crossmark.crossref.org/dialog/?doi=10.1016/j.rce.2020.07.002&domain=pdf
dx.doi.org/10.1001/jama.2020.6637
dx.doi.org/10.15585/mmwr.mm6915e6
dx.doi.org/10.1016/j.jmii.2020.04.013
dx.doi.org/10.1101/2020.03.23.20041913
dx.doi.org/10.1001/jama.2020.6771
dx.doi.org/10.1056/NEJMc2005696
dx.doi.org/10.1016/S0140-6736(20)30970-3
dx.doi.org/10.1016/S0140-6736(20)30566-3
dx.doi.org/10.1101/2020.05.18.20105197
dx.doi.org/10.1101/2020.05.18.20105197
dx.doi.org/10.1001/jama.2020.8438
mailto:jctv5153@comg.cat
https://doi.org/10.1016/j.rce.2020.07.002
http://crossmark.crossref.org/dialog/?doi=10.1016/j.rce.2020.05.002&domain=pdf
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0040
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0045
dx.doi.org/10.1111/jth.14872
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0055
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0060
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0060
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0060
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0060
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0060
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0060
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0060
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0060
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0060
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0060
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0060
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0060
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0060
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0060
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0060
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0060
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0060
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0060
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0060
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0060
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0065
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
mailto:lsancabx@gobiernodecanarias.org
https://doi.org/10.1016/j.rce.2020.05.002
http://crossmark.crossref.org/dialog/?doi=10.1016/j.rce.2020.04.006&domain=pdf
dx.doi.org/10.1016/j.ajog.2020.02.017
dx.doi.org/10.1016/j.ajog.2003.11.019
dx.doi.org/10.5858/arpa.2020-0901-SA
dx.doi.org/10.1016/S0140-6736(20)30360-3
dx.doi.org/10.2214/AJR.20.23072
dx.doi.org/10.3760/cma.j.cn112141-20200218-00111
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
http://refhub.elsevier.com/S0014-2565(20)30202-2/sbref0070
mailto:lsancabx@gobiernodecanarias.org
https://doi.org/10.1016/j.rce.2020.04.006
http://crossmark.crossref.org/dialog/?doi=10.1016/j.rce.2020.04.012&domain=pdf

CORRESPONDENCIA 535
DNA-VHB > 2.000
Iniciar tratamiento con
.\ entecavir o tenofovir

AgHBSs positivo

PACIENTE COVID+
CANDIDATO A
TRATAMIENTO CON
PULSOS DE CORTICOIDES

(tres pulsos de 125 mg o
250 mg durante tres dias

consecutivos) - riesgo
moderado de reactivacion

Solicitar AgHBs, AcHBs,

AcHB:
ense AgHBs negativo

AcHBc positivo

——

Figura 1
seroldgicos del cribado de VHB.

En esta linea revisamos las Ultimas recomendaciones
acerca del manejo de los pacientes candidatos a recibir
corticoides a dosis elevadas o en modo de pulsos (pauta uti-
lizada en nuestro hospital), en este caso en el tratamiento
del SARS-CoV-2.

En primer lugar, la EASL? y la AGA® aconsejan el cribado
del VHB en todos los pacientes que van a recibir tratamiento
inmunosupresor a través de la determinacion de HBsAg y
anti-HBc. Con ello, segun las recomendaciones de la AEMPS
de julio de 2014%, ante un HBsAg" con carga viral superior o
igual a 2.000 U/ml debemos iniciar tratamiento con enteca-
vir o tenofovir, mientras que si es inferior a 2.000U/ml y
se va a realizar un tratamiento inmunosupresor durante
un corto periodo de tiempo, realizaremos profilaxis univer-
sal con lamivudina. Por otro lado, ante HBsAg~ y anti-HBc*
con carga viral detectable se adoptaria la misma pauta que
ante HBsAg* (fig. 1).

La duda surge cuando nos encontramos ante un paciente
con HBsAg~/anti-HBc* y carga viral indetectable. Se
establecen 3 grupos de riesgo en funcion de la probabilidad
de reactivacion del virus: alto (> 10%), moderado (1-10%) y
bajo (< 1%). Existen tablas que recogen el riesgo de reacti-
vacion en funcion del tratamiento administrado. La amplia
variedad de los regimenes de tratamiento con glucocorticoi-
des, en cuanto a dosis y tiempos pautados, hace que sea mas
dificil de determinar la evidencia.

La AGA incluye en el grupo de bajo riesgo a los pacien-
tes que reciben dosis bajas (<10mg/dia) o moderadas
(10-20mg/dia) de prednisona o equivalente. Mientras que
aquellos en tratamiento con dosis elevadas de corticoides
(> 20 mg/dia) pertenecen al grupo de riesgo moderado. No se
hace referencia en esta revision a los tiempos de duracion de
la corticoterapia que se manejaba en documentos previos,
donde se fijaba arbitrariamente 4 semanas para definir regi-
menes prolongados. En ningln momento se hace mencion
especifica a los pulsos.

Recientemente el Journal of Hepatology ha publicado un
estudio retrospectivo analizando el riesgo de seroreversion

| —
DNA-VHB < 2.000

Iniciar tratamiento con
lamivudina
—

s \ e \

Misma pauta que
AgHBs positivo

DNA-VHB detectable

Control analitico en
3 meses solicitando
AgHBs, AcHBs, AcHBc,
DNA-VHB y GPT
DNA-VHB no detectable

S

Iniciar tratamiento con
lamivudina

) ——

Algoritmo de actuacion ante pacientes COVID* candidatos a tratamiento con pulsos de corticoides segun hallazgos

del HBsAg en 12.997 pacientes expuestos al menos a una
dosis de corticoides sistémicos en el periodo entre 2001 y
2010°. De ellos, 1.800 presentaban un anti-HBc*, entre los
que 830 también tenian anti-HBs*, lo que constituye un fac-
tor protector. Se observa como, en el grupo restante de
970 pacientes anti-HBc*/anti-HBs~, el riesgo anual de
presentar un brote de hepatitis es del 16,2%, independien-
temente del tiempo de tratamiento con corticoides. Si se
objetiva mayor riesgo en el grupo que recibe dosis de pred-
nisona superiores a 40 mg/dia. Sin embargo, no se ha podido
demostrar que las diferencias en la dosis o la duracion
de la terapia corticoidea tengan influencia en el riesgo de
seroreversion (definido como el viraje de HBsAg negativo a
positivo), que es del 1,8% anual en el grupo anti-HBc*/anti-
HBs~. Se refuerza asi lo propuesto por la AGA, pudiendo
incluir en el grupo de riesgo moderado de reactivacion a los
pacientes sometidos a pulsos de corticoides.

Como conclusion, en este contexto de pandemia por
COVID-19, los corticoides sistémicos son uno de los trata-
mientos de eleccion. En todo paciente en los que se pauten
se deberia realizar el cribado del VHB a través de la deter-
minacion de HBsAg y anti-HBc.

Existe evidencia para recomendar el tratamiento profi-
lactico con lamivudina en pacientes HBsAg~/anti-HBc*/DNA-
VHB no detectable con alto riesgo de reactivacion del
VHB. Igualmente, su uso estd desaconsejado en quienes
el riesgo es bajo. ;Y en el grupo de riesgo moderado? La
profilaxis universal presenta un grado de recomendacion
mas débil, siendo igualmente aceptada la monitorizacion
trimestral para iniciar el tratamiento anticipado si fuera
necesario.

Asimismo, seria interesante conocer el riesgo de reac-
tivacion del VHB en el contexto de tratamiento con
otros farmacos inmunosupresores empleados como toci-
lizumab o baricitinib. Para ambos existen estudios al
respecto en artritis reumatoide, pero estan limitados por
el nimero de pacientes y el uso previo o concomitante de
FAME®7,
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