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wo years  later,  azithromycin  for COVID-19  and  the
ffect on the heart,  is it  still  relevant?

ois  anos  mais  tarde,  azitromicina  para  Covid-19  e  os  seus  efeitos  cardíacos
inda  é  relevante?
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OVID-19  is  an  ongoing  global  pandemic  caused  by  severe
cute  respiratory  syndrome  coronavirus  2  (SARS-CoV-2).  The
irus  was  first  identified  from  an  outbreak  in  the  Chinese  city
f  Wuhan  in  December  2019.1

For  the  first  two  years  of  the  pandemic,  no  specific
ffective  treatment  or  cure  was  available.  In  the  first
onths  of  the  pandemic,  antiviral  and  immunomodula-

ory  agents  were  proposed  as  potential  treatments.  Drugs
uch  as  hydroxychloroquine,  lopinavir/ritonavir,  ivermectin
nd  azithromycin  were  reported  and  tested  as  potential
herapeutic  options.2 Azithromycin  presented  in  vitro  activ-
ty  against  SARS-CoV-2  and  was  able  to  act  in  different
oints  of  the  viral  cycle,  with  the  main  antiviral  effect
f  azithromycin  being  due  to  its  intracellular  alkalizing
ffect.  However,  the  evidence  of  its  clinical  use  was  always
carce  and  of  low  quality.  A  recent  systematic  review  of
he  available  clinical  trials  revealed  that  the  routine  use
f  azithromycin  as  therapy  in  Covid-19  patients  was  not
ustified,  due  to  its  lack  of  efficacy  and  potential  risk  of  bac-
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erial  resistance  that  was  not  offset  by  an  increased  clinical
enefit.3,4

The  proarrhythmic  effects  of  azithromycin  are  well
nown,5 resulting  in  prolonged  ventricular  repolarization,
hich  associated  with  the  tropism  of  SARS-CoV-2  for  car-
iomyocytes,  has  raised  well-founded  concerns  regarding
he  use  of  this  drug,  particularly  in  association  with
ydroxychloroquine,  as  it  could  potentially  lead  to  a
everely  prolonged  QTc  interval.6 Several  of  the  therapeu-
ic  protocols  even  proposed  the  serial  electrocardiographic
onitoring  of  these  patients.  Several  studies  have  since
emonstrated  the  safety  of  the  drug,  within  therapeutic
oses,  despite  its  ineffectiveness  for  its  primary  objective.

Regardless  of  these  premises,  and  reporting  from  the  last
wo  years,  the  mass  use  of  azithromycin  has  served  as  a  labo-
atory  experiment  to  assess  the  impact  of  the  drug  on  certain
lectrocardiographic  properties.  In  the  current  issue  of  this
ournal,  Sunkak  and  et  al.7 seek  to  detail  the  effects  of
zithromycin  on  ventricular  repolarization  in  children  with
OVID-19.  The  study  included  105  pediatric  patients  who

ere  hospitalized  between  June  and  August  2020  in  a  single
enter  Pediatric  Infection  Diseases  Clinic,  with  a  positive
OVID-19  PCR  test  and  treated  with  oral  azithromycin.  In
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diotoxicity monitoring in hydroxychloroquine medicated
COVID-19 pediatric patients. Rev Portug Cardiol. 2021,
http://dx.doi.org/10.1016/j.repc.2021.01.018. Advance online
publication.
S.  Mato

his  study,  oral  azithromycin  had  no  effect  on  QTc,  Tp-ec,
Tc,  or  Tp-ec  dispersion  or  the  Tp-ec/QTc  ratio  in  chil-
ren  with  COV̇ID-19.  Hence,  in  the  authors  experience,  oral
zithromycin  treatment  alone  did  not  affect  ventricular
epolarization  in  children  with  COVID-19  and  appeared  to
e  safe  in  asymptomatic  or  mildly  symptomatic  patients.

Nevertheless,  as  we  have  previously  stated,  for  hydrox-
chloroquine  to  be  used  in  pediatric  patients  in  the  same
etting,8 the  direct  cardiac  toxicity  of  SARS-CoV-2  and  the
elative  contribution  of  concomitant  drugs  to  the  reported
ardiac  adverse  effects  in  COVID-19  patients  needs  to  be
urther  studied  and  be  better  evaluated.
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