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Chairs’ Comments

In collaboration with the European Alpha-1
International Registry (AIR), the Alpha-1
Foundation convened the second biennial
international research conference on
alpha-1 antitrypsin entitled Novel Concepts
in the Mechanisms, Monitoring, and
Treatment of COPD in Alpha-1 Antitrypsin
Deficiency (AATD) in Barga, Italy in
April 2015. The purpose of the conference
was to exchange information among
internationally recognized experts on novel
concepts in the mechanisms, assessment,
and treatment of AATD-related chronic
obstructive pulmonary disease (COPD).
A total of 17 speakers and 15 discussants
attended the conference (see below), which
was divided into three sessions: basic
mechanisms of AATD-related lung disease,
diagnosis and assessment of AATD, and
treatment options for AATD.

In the first session, Mark Brantly
reviewed the alpha-1 antitrypsin gene and
its variants, followed by a presentation by
Sabina Janciauskiene (S280–S288) on new
discoveries demonstrating a broad
antiinflammatory and immunomodulatory
action of the alpha-1 antitrypsin protein
beyond serine protease inhibition. Stefan
Marciniak (S289–S296) then discussed new
concepts on the formation of alpha-1
antitrypsin polymers, which have a critical
pathogenic role in this condition. Noel
McElvaney (S297–S304) and Manuel Cosio
(S305–S310) informed the participants on
neutrophil function and immune
inflammation in AATD-related COPD. The
session ended with a review of animal models
of COPD by Irina Petrache (S311–S316).

The second session had its focus on the
detection and monitoring of AATD with
informative talks on the low detection rate of
AATD and the reasons for it (James Stoller,
S317–S325), the relationship between
AATD-related and common COPD (David
Lomas, S326–S331), monitoring lung
function in AATD (Robert Stockley,
S332–S335), biomarkers (Gerald Turino,
S336–S340), use of lung density

measurements to assess disease progression
and the effect of therapeutic interventions
(Berend Stoel), and lung function in
heterozygotes (Edwin Silverman, S341–S345).

In the last session, which focused on
treatment options in AATD-related lung
disease, Matthias Griese (S346–S351)
addressed aerosol alpha-1 antitrypsin as a
therapeutic option, Jan Stolk discussed cell-
based therapies, Ron Crystal (S352–S369)
reported on a novel approach to gene
therapy, and Robert Sandhaus (S370–S373)
and Mark Forshag (S374–S377) discussed
the challenges and outcomes in randomized
placebo-controlled trials for AATD.

The papers included in these
proceedings reflect most of the talks at
the conference and provide in-depth
information on the topics from
the speakers’ perspective. We, as co-chairs,
drew several conclusions worth
highlighting. These include the finding
that in smokers, AATD carriers lose lung
function at a faster rate than individuals
without AATD gene mutations; that
alpha-1 antitrypsin augmentation therapy
now has been shown in an adequately
powered randomized placebo-controlled
trial to slow the destruction of lung
tissue as reflected by computed
tomography–based lung density
measurements; that alpha-1 antitrypsin
has broad antiinflammatory and
immune-modulatory actions in addition
to inhibiting serine proteases, raising the
prospect of using alpha-1 antitrypsin
protein as a therapy for alpha-1
antitrypsin–replete chronic lung diseases
such as cystic fibrosis and common COPD;
and that the administration of aerosol
alpha-1 antitrypsin is safe. Additional
new findings of considerable interest
are two new “intelligent” biomarkers
that are directly related to the
pathogenesis of AATD. One is serum
desmosine/isodesmosine as a marker of
elastin degradation (a critical process in
emphysema). The other is the serum

level of alpha-1 antitrypsin polymers,
because they reflect Z-protein polymers,
which are involved in the liver and lung
disease of AATD. Finally, new approaches
to gene therapy for AATD-related lung
disease that were discussed at the
conference indicate ongoing scientific
interest in this area of research.

We thank all the speakers and
discussants for contributing to a successful
conference and believe that this
publication will do justice to the high
quality of the scientific discourse. We
are also grateful to the Alpha-1
Foundation for sponsoring the
conference. n
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