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EDITORIAL

Implementation  of European  Alpha-1  Research
Collaboration (EARCO)  in Portugal:  the future  starts
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other  initial  objectives  of  EARCO  for  the  next  3  years.  Among
these  objectives,  it  is  of  great  importance  to  build  a  network
now

Characterised  over  50  years  ago,1 AATD  is  considered  one  of
the  most  common  hereditary  disorders,  but  its  epidemiology
remains  unknown  in  many  countries,  mainly  due  to  its  under-
diagnosed  state  and  a  lack  of  registries  of  patients  already
identified.2---4 In  recent  years,  some  countries  are  trying  to
fill  this  gap  by  creating  diagnose  and  management  guidelines
and  national  and  international  patient  registries.5

The  European  Respiratory  Society  (ERS)  statement  on
AATD6 has  highlighted  the  differences  in  access  to  spe-
cialised  care  and  specific  treatments  for  patients  with  this
rare  disorder  in  Europe.  In  addition,  there  is  a  lack  of
prospective,  standardised,  follow-up  data  to  understand  the
natural  history  of  the  disease  in  Europe  and  the  influence  of
the  risk  factors,  other  genetic  determinants,  and  augmen-
tation  therapy  in  the  prognosis  of  the  disease.  Regarding
augmentation  therapy,  the  ERS  statement  summarised  the
inequalities  of  access  to  augmentation  therapy  in  differ-
ent  European  countries,6 which  were  confirmed  in  a  recent
European  survey,7 but  even  in  countries  where  augmenta-
tion  is  available  and  reimbursed  there  are  differences  in
prescribing  habits.8 In  Portugal,  it  is  estimated  that  1:5249
individuals  2000  individuals  have  a  ZZ  genotype,  and  that
1:281  individuals  37,400  individuals  have  a  SZ  genotype.  Mul-
tiple  rare  alleles  have  been  identified  in  Portugal  but  their
frequencies  in  random  populations  are  still  unknown.9---12

Nonetheless,  the  real  burden  of  the  disease  is  still  unrec-
ognized  since  there  is  no  national  registry.  The  Portuguese
consensus  document  for  the  management  of  AATD  was  pub-
lished  in  2018.13

A  study  published  in  2018  describes  the  current  situation
of  AATD  in  Portugal.14 In  a  10  years’  time  frame,  from  2006  to
2015,  417  individuals  (almost  25%  of  tested  cases)  were  con-
firmed  as  having  severe  or  very  severe  AATD.  These  included
158  ZZ  cases,  188  SZ  and  different  combinations  of  rare  and
null  alleles  (n  =  71).  This  study  represents  the  most  complete

survey  of  AATD  in  Portugal  so  far  and  discloses  a  high  rate
of  severe  and  very  severe  deficiency  cases,  attributed  not
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nly  to  ZZ  and  SZ  genotypes  but  also  a  large  number  of  rare
ombinations  with  other  null  and  deficiency  alleles.

Trying  to  answer  fundamental  questions  about  epi-
emiology,  genetics,  physiopathology,  clinical  management
nd  prognosis  of  lung  disease  associated  with  AATD,  a
roup  of  experienced  and  new  researchers  across  Europe
oined  to  form  the  European  Alpha-1  Research  Collaboration
EARCO).15

The  EARCO  is  a  Clinical  Research  Collaboration  (CRC)16

f  the  European  Respiratory  Society  (ERS)  Assembly  5
airway  diseases,  asthma  and  chronic  obstructive  pul-
onary  disease)  and  aims  to  establish  a  collaborative

ffort  that  brings  together  multiple  stakeholders,  includ-
ng  researchers,  healthcare  providers,  patients  and  industry,
ith  the  aim  of  advancing  understanding  through  clinical
nd  scientific  research  and  improving  the  quality  of  life  of
atients  with  AATD.

The  core  project  is  the  pan-European  AATD  Registry,  a
ollaboration  which  will  offer  longitudinal  real-world  data
or  patients  with  AATD.  The  EARCO  registry  is  modelled  in
art  on  the  Alpha  One  International  Registry  (AIR)  group
stablished  in  1997,  which  included  representatives  from
4  European  countries.17 The  AIR  group  was  successful  in
timulating  international  collaborative  research  and  organ-
sing  and  developing  clinical  trials;  however,  no  real-life,
ongitudinal  data  were  systematically  collected.5 The  EARCO
egistry  will  also  take  advantage  of  the  existing  AATD  reg-
stries  that  have  been  developed  at  the  national  level.
owever,  these  registries  differ  in  terms  of  inclusion  crite-
ia,  data  collected  and  follow-up.  One  of  the  key  tasks  of
ARCO  will  be  harmonising  the  data  collection  and  assessing
he  quality  of  the  data  included  prospectively.18

In  addition  to  the  development  of  the  registry,  there  are
f  patient  representatives,  researchers  and  clinical  investi-
ators,  to  identify  informed  research  needs  and  establish  an
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genda  for  AATD  research,  and  to  attract  young  investigators
o  the  area  of  clinical  management  and  research  of  AATD  for
he  future.  In  this  respect,  two  surveys  are  being  conducted,
ne  for  patients  and  the  second  for  healthcare  providers,
articularly  in  order  to  understand  the  key  research  needs
n  the  field  of  AATD  in  Europe.

Another  project  of  EARCO  is  the  evaluation  of  laboratory
iagnostic  methods  of  AATD  in  Europe.  Developing  reliable
tandards  for  laboratory  diagnosis  of  AATD  is  crucial.  There
re  different  diagnostic  algorithms  in  different  reference
aboratories  in  Europe,19 which  are  usually  adapted  to  the
emands  of  the  countries  or  to  the  needs  of  the  target  pop-
lation  for  whom  diagnosis  is  required.  Although  all  these
lgorithms  can  provide  an  accurate  diagnosis,  it  is  important
o  establish  an  external  quality  control  programme  that  can
lso  be  used  for  new  laboratories,  in  order  to  ensure  reliable
est  results.20 The  quality  control  programme  of  laboratory
iagnosis  will  set  the  standards  for  the  correct  diagnosis  of
he  condition  across  Europe.21

An  ongoing  international  survey,  on  the  initiation  and
ndications  of  augmentation  therapy,  will  provide  insights
nto  the  current  practice  of  augmentation  therapy  in  those
uropean  countries  where  it  is  available.

Over  the  next  3  years,  EARCO  will  set  up  the  new
uropean-based  AATD  registry  and  establish  the  roadmap
or  clinical  and  translational  research  in  the  field.  It  will  also
ake  a  substantial  contribution  in  advocacy  and  education

n  AATD  and  we  appeal  to  all  ERS  members  to  be  part  of
his.  EARCO  can  be  contacted  through  the  group  members,
he  national  representatives,  or  directly  through  the  website
www.ersnet.org/research/earco-european-alpha-1-researc
-collaboration).  Portugal  has  a  group  of  dedicated
esearchers  in  the  field  of  AATD  that  are  contributing  to
he  different  work-packages  of  EARCO;  it  is  estimated  that
pproximately  100  patients  with  severe  deficiency  could
e  included  in  the  EARCO  registry  and  some  centers  are
lready  completing  the  regulatory  process  necessary  to
articipate  in  this  important  international  initiative.  We
ncourage  all  health  care  providers  involved  in  the  care  of
atients  with  AATD  to  join  EARCO  by  contacting  the  national
r  international  representatives  and  start  to  improve  the
uture  of  patients  with  this  disease.  The  collaboration  of
ll  stakeholders,  and  in  particular  the  inclusion  of  patients
s  active  participants  in  the  development  of  EARCO,  makes
t  highly  likely  that  EARCO  will  generate  new  knowledge
ith  direct  impact  on  patients’  quality  of  life  and  clinical

 care.15

eferences

1. Laurell CB, Eriksson S. The electrophoretic alpha1-
globulin pattern of serum in alpha1-antitrypsin deficiency.
COPD. 2013;10 Suppl 1:3---8, http://dx.doi.org/10.3109/
15412555.2013.771956.

2. Campos MA, Wanner A, Zhang G, Sandhaus RA. Trendsin the
diagnosis of symptomatic patients with alpha1-antitrypsin defi-
ciency between 1968 and 2003. Chest. 2005;128(3):1179---86,
http://dx.doi.org/10.1378/chest.128.3.1179.
3. Chorostowska-Wynimko J. Targeted screening programmes in
COPD: how to identify individuals with alpha1antitrypsin defi-
ciency. Eur Respir Rev. 2015;24(135):40---5, http://dx.doi.org/
10.1183/09059180.00010614.

1

EDITORIAL

4. Stoller JK, Brantly M. The challenge of detecting alpha1
antitrypsin deficiency. COPD. 2013;10 Suppl 1:26---34, http:
//dx.doi.org/10.3109/15412555.2013.763782.

5. Stockley RA, Luisetti M, Miravitlles M, Piitulainen E,
Fernandez P. Ongoing research in Europe: Alpha one
international registry (air) objectives and development.
Eur Respir J. 2007;29(3):582---6, http://dx.doi.org/10.1183/
09031936.00053606.

6. Miravitlles M, Dirksen A, Ferrarotti I, Koblizek V, Lange P,
Mahadeva R, et al. European Respiratory Society statement:
diagnosis and treatment of pulmonary disease in a-antitrypsin
deficiency. Eur Respir J. 2017;50(5), http://dx.doi.org/10.
1183/13993003.00610.

7. Horváth I, Canotilho M, Chlumský J, Chorostowska-Wynimko
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