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Prevalence of  atrial fibrillation

Atrial  Fibrillation  (AF)  is  the  most  frequent  sustained
arrhythmia  in adults  and a global  pandemic  which  accord-
ing  to  the  most  recent 2020  European  Society  of  Cardiology
(ESC)  guidelines1 affect  43  million  people  worldwide.

It  is important  to  note that  the  graph  showing  the
global  prevalence  of AF,  reveals  Portugal  has  a prevalence
of  <600  per  100  000  inhabitants.  It is  the only  country
in  the  European  Union  that  has  a  similar  pattern  of  inci-
dence  as  observed  on  the African  continent.  Unfortunately,
this  graph,  although  chromatic,  loses  credibility  when con-
fronted  with  the  lack  of statistic  accuracy,  since  according
to  the  well-structured  methodology  of  the FAMA study,2

the  real  value  is  more  than  1250  per  100 000 inhabitants.
This  value  is  in line  with  data  showing  that  the  princi-
pal  cause  of  mortality  in Portugal  is  stroke.  This  places  us
among  the countries  with  the greatest  prevalence  of AF
(together  with  Scandinavia,  Switzerland,  Canada  and  the
USA). Adjustments  to  the European  guidelines  are  required
to  recognize  the urgency,  need  for  preventive  measures  and
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therapeutics  for  AF.  These  measures  should  be  implemented
here  in Portugal  and supported  by  the  European  Union.

Natural history and prognostic  impact

Atrial  fibrillation  is  a  disease  that  progresses  from  short  and
rare  episodes  to  longer  and  more  frequent  ones.  As the  years
pass,  many  patients  develop  persistent  forms  of AF,  usually
after  the fourth  decade  of  life  and  only a small  percentage  of
patients  will  remain in paroxysmal  AF  (2-3%).  Another  aspect
is  that  AF doubles  mortality  even  under  oral anticoagulation
(OAC),  as  the incidence  of  stroke  is  of  1%/year  and  car-
dioembolic  asymptomatic  episodes  lead  to cognitive  decline
and  dementia.1 The  main  causes  of death  in  patients  with
AF  under  OAC  are  stroke  at  12%  (6%  ischemic  and  6%  hem-
orrhagic)  and 30%  cardiovascular  (CV)  events  (heart  failure
[HF]  and  sudden  death).

Atrial fibrillation: An Achilles’ heel

There  is  a handicap  in the  therapeutic  approach  to  AF  ---  it is
clearly  preferable  to  have  and maintain  normal  sinus  rhythm
(SR),  however  in most patients  a  strategy  is prescribed  to
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maintain  ventricular  rate  control.  As  a strategy  to  maintain
SR,  catheter  ablation  is  preferred  but  usually  not  chosen
as  the  first-line  treatment,  as  antiarrhythmic  pharmacolog-
ical  therapy  remains  the first  choice.  The  reasoning  behind
this  conflict  between  the  strategy  that  we prefer  and  the
one  that  we  indicate  to  the patient  has been  in existence
since  the  publication  of the  AFFIRM  study.3 The  strategy
of controlling  rhythm  with  antiarrhythmic  drugs  and  non-
systematic  OAC  overlaps  with  the strategy  for  ventricular
rate  control  in  AF  maintaining  systematic  OAC.

In  this  study  under  analysis,  it was  found  that only
patients  in SR and patients  under  OAC  had  prognostic  ben-
efits.  Since  then,  the guidelines  have  indicated  OAC  and
ventricular  rate  control  as  a first-line  therapy  without  indi-
cation  to  maintain  SR.

Cabana and  Castle atrial fibrillation trials

To aggravate  this contradictory  situation,  in 2019,  the
CABANA  trial4 results  were  published.  This  trial  com-
pared  catheter  ablation  with  conventional  pharmacological
therapy.  The  results  did  not  show  any  advantages  of
catheter  ablation  at reducing  the primary  endpoint
(death+disabling  stroke+hemorrhage+cardiac  arrest).  The
Cabana  trial showed  a  significant  reduction  in  total  mor-
tality  and  CV  hospitalization  (secondary  endpoint).  Lack  of
compliance  within  the  study  protocol,  which  due  to  the
crossover  events,  made  its  results  inconclusive.  A third of
the  patients  in  the pharmacological  therapy  arm  underwent
ablation  anyway.

When  analyzing  the  total  mortality  and disabling  stroke
we  found  that  the group  who  underwent  crossover  for  abla-
tion  was  highly  selected  since  it  saw  half  of the deaths  and
strokes  compared  to  the  patients  in the ablation  arm,  and
three  times  less  the  number  of  episodes  when  compared
to  patients  in the pharmacologic  arm  that  did not  undergo
crossover.

In  sum,  the benefits  of  ablation  in the  intention-to-treat
analysis  were  made  null  by  the crossover  rate.  In  fact,  abla-
tion  reduced  AF burden  significantly,  improved  the patient’s
quality  of  life,  had  a small  number  of complications  (similar
to  the  pharmacological  arm),  and  the  per  protocol  evalua-
tion  showed  a 32%  reduction  in total  mortality  (no crossover
allowed).

These  data  confirm  the  previously  obtained  findings  from
patients  with  AF  and HF  in the  CASTLE  AF  study  a  reduction
of  51%  in  total  mortality  was  observed.5

Atrial fibrillation guidelines 2020

Upon  publication  of  these  two  major  studies,  the  ESC  guide-
lines  from  20201 recommended  that  therapy  should  be
patient-focused,  with  proactive  monitoring  of  AF episodes,
management  of  the CV  risk,  OAC  according  to  the CHA2DS2-
VASc  score  for  the prevention  of  stroke,  with  the  additional
novelty  that  they  had  moved  away from  giving  preference
to  the  rate  control  strategy  to  placing  it hand-to-hand  with
the  strategy  of  maintaining  SR.  Nevertheless,  it still  does  not
recognize  the  prognostic  advantage  of  maintaining  SR.

The cornerstone  of  AF catheter  ablation  is  pulmonary
vein  isolation  that  can  currently  be  performed  with  point-

by-point  radiofrequency  (RF)  or  with  a  cryoablation  balloon.
Ablation  is  only  indicated  for symptomatic  AF  (paroxys-
mal/persistent).  It  is  considered  to  be a  class  I  indication
after  a relapse  under  antiarrhythmic  drugs, and as  a first
option  only if the patient  has  HF.  It is  a class  IIa  indication
as  a  first-line  approach  for  paroxysmal  AF and  class  IIb  for
the  persistent  forms.

Early ablation to  stop  atrial fibrillation

In  2020,  four  different  studies  demonstrated  the benefit  of
rhythm  control,  especially  by  ablation,  after  the  appearance
of  AF  episodes,  which  immediately  leads  us to  question  the
AF  guidelines  bearing  in mind  the  rationale  of  the above-
mentioned  indications.

It  has  been  proven,  for  more  than  10  years  now,  that
early  ablation  of  pulmonary  veins  with  RF  improves  thera-
peutic  success,  reduces  AF  burden,  improves  quality  of  life,
reduces  CV hospitalization  and  avoids  persistent  AF pro-
gression.6---8 The  guidelines  have  failed  to  fully  reflect  this
therapeutic  efficiency.

This year, a set  of  studies  once  again  revealed  what  has
already  been  demonstrated  and  came  to  similar  conclusions.

The  ATTEST  study9 showed  that  ablation  of paroxysmal
AF  patients  with  frequent  episodes  prevents  its  progres-
sion  to  persistent  forms.  RF  ablation  was  far  superior,  when
compared  to  antiarrhythmic  drugs,  at delaying  progression
to  persistent  AF  after  three  years  (2.4%  progression  versus
17.5%).

The  EAST-AFNET  410 study  demonstrated  that  early
rhythm  control  (AF  for  less  than  a  year, median  of  36  days),
with  drugs  and/or  ablation  (8%  at the  start of  the study,
19.4%  at  the end),  significantly  reduced  the primary  end-
point  (CV  mortality/stroke/hospitalization  for  CI+CAS)  and
preserves  SR.

Two studies,  EARLY  AF11 and STOP  AF  First,12 which use
cryoablation  as  a  first-line  treatment  vs.  pharmacologic
therapy,  were strongly  in favor  of ablation  (75% of  SR main-
tenance  vs.  45%).  These  data  confirm  once  again  the need
to  readjust  the  guidelines  to  clinical  reality.

Atrial  fibrillation  ablation and hard endpoints

In  fact,  for too  long,  major  clinical  records  have  shown
the  benefit  of  ablation  by bringing  about  a  clear  reduction
in mortality  (CV  and  total),  ischemic  stroke  and  demen-
tia.  As  commented  in this  editorial  with  regard  to  the
CABANA  study,  ablation  stands  up  to  comparison  with  the
main  therapeutics  indicated  as  class  I  in the cardiology
guidelines.

For  patients  with  AF and HF  in the  CASTLE  study,  treat-
ing  nine  patients  was  sufficient  to  save  a  life.  In  the
CABANA  trial,  one  life  was  saved  in  every  33  patients  that
underwent  catheter  ablation,  and  in the EARLY  AF and
STOP  AF  seven  patients  needed  to  be treated  for  one to
be  free  from  AF. These  results  should be compared  with
class  I  indication  treatments  as  in the Aristotle  study,  132
patients  had  to  be treated  with  apixaban  to  save  one
life.13
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Oral anticoagulation  as a major  step to
improve  atrial fibrillation outcome

Oral anticoagulation  is  an essential  therapy in patients  with
AF  to  prevent  cardio  embolic  events.1

Non-vitamin  K or  direct  oral  anticoagulants  (NOACs)  were
immediately  introduced  to the  AF  guidelines,  which have
since  undergone  constant  updates.  Their  value  is  unques-
tionable  and  their  adoption  changed  the prognosis  and
natural  history  of patients  with  AF,  saving  thousands  of  lives
and  also  improving  patient  quality  of  life.

Optimizing prognosis in atrial fibrillation:  A
call to  action in Portugal

This  article  published  by  Ferreira  et  al.14 sought  to  opti-
mize  the  utilization  of  NOAC in  Portugal.  It is  an exhaustive
and detailed  article  in line  with  AF  guidelines  and explains
how  to manage  OAC  in our  daily  practice.  Some  items  were
guided  by  very  recent  scientific  data,  such as  the use  of
NOACs  during  catheter  ablation.

The  strategy  of  not  suspending  NOAC is  widely  accepted,
but  it  seems  questionable  to  base  the risk  pattern  on stud-
ies  that  could  have  patient  selection  bias  and  on  those  in
which  almost  no  hemorrhagic  complications  were  found  in
the  enrolled  patients.

Maintaining  OAC  during  percutaneous  interventions
should  be  assessed  when  thrombotic  and/or  hemorrhagic
complications  occur,  and then  the  best  option  should  be con-
sidered  given  the risk-benefit  ratio  for  these  major  events.
It  is not  only  the  rate  of  complications  but  also  their  severity
and  different  solutions  under  effective  or  attenuated  OAC.

In  summary,  ‘‘Early  ablation  to  stop  AF  and  oral  anticoag-
ulation  to  avoid  cardioembolic  events’’.  For  the  first  time,
the  guidelines  show  what  was  already  known:  the rhythm
maintenance  strategy  has never  been inferior  to  the  ven-
tricular  rate  control  strategy.  Oral  anticoagulation  changed
the  natural  history  and the  prognosis  of  AF  and  should  be
recommended  and strictly  implemented  as  indicated  in AF
guidelines.  In  2021,  studies  have  shown9---11 that  for  patients
with  AF,  early  rhythm  control  associated  with  judicious  use
of  OAC  has  clinical  and  prognostic  benefits,  prevents  evolu-
tion  to  persistent  forms,  improves  quality  of life  and  reduces
mortality  and  CV hospitalizations.

We  are  born  and prefer  to  live  in sinus  rhythm.
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