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RARE  DISEASES
a challenging  activity  for  physicians



ALPHA-1 ANTITRIPSIN DEFICIENCY 
one of the most challenging  activity  for chest physicians



AATD - a disease slowly  investigated

Time between first symptoms and 
diagnosis 

Å7.2 years ± 8.3 years

Before the diagnosis is established

Åat least 3 doctors evaluation

Peter J. Barnes, Chronic Obstructive Pulmonary Disease, N Engl J Med 2000; 343:269-280



Årepresents an iceberg

5% of patients diagnosed

AATD in other countries 

1. K. Stoller, A Review of a1-Antitrypsin Deficiency, Am J RespirCritCare Med Vol185, Iss. 3, pp 246ς259, Feb 1, 2012
2. Darren N. Saunders, A Novel SERPINA1Mutation Causing Serum Alpha1-Antitrypsin Deficiency, PLoS One. 2012; 7(12): e51762
3. RuxandraUlmeanuet al, Epidemiology of AADT in Central-Eastern Europe ςwhere are we now?,FirstCEE -AATD Network Conference,Warsaw,19th April 

2013
4. https://en.wikipedia.org/wiki/IcebergJames 



Å frozen lake

ǿŜ Ƨǳǎǘ ƪƴƻǿ Χ ǘƘŀǘ ƛǘ ŜȄƛǎǘǎ

ΧōŜŦƻǊŜ нлмн
AATD in Romania

RuxandraUlmeanuet al, Epidemiology of AADT in Central-Eastern Europe ςwhere are we now?,FirstCEE -AATD Network Conference,Warsaw,19th April 2013
http://patamateria.com/tag/glass/
http://www.earthporm.com/30-amazing-photos-frozen-things/

Å frozen diagnosis



The disease was usually identified  only by the 
plasmatic values

Genetic testing - only in the private practice 

Åwith samples worked abroad

Åand costs  fully covered by the patient.

RuxandraUlmeanuet al, Epidemiology of AADT in Central-Eastern Europe ςwhere are we now?,FirstCEE -AATD Network 
Conference,Warsaw,19th April 2013
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Genetic Screening for AATD in Romania

We start to introduce the standards of 
the best medical practice for  AATD patientsin Romania 

since 2012



Trainings  for doctors (6)   biochemists (1)  nurses (1)   physiotherapists (1) in hospitals 
and laboratories from Warsaw, Hanover, Vilnius, Leiden

It was a complex and extremely helpful activity
for Romanian team



Genetic testing 
Å only in the private practice 
Å costs  fully covered by the patient.

{ǘƛƭƭ ƛƴ wƻƳŀƴƛŀ Χ 



Joanna Chorostowska-Wynimko
Head of Central-Eastern European Alpha-1 Antitrypsin Network

Genetic Screening for AATD in Romania
goes on  !!!
ΧΦalthough Leonardo project came to an end

with the support of

The National Institute of  Lung Diseases- Warsaw



AATD in Romania ? 

Certainly AATD in Romania 

Åis an under-diagnosed pathology in patients with COPD

RuxandraUlmeanu,AnaNebunoiuet al,Alpha 1 antitrypsin deficiency in Romania: preliminary results  from the genetic screening 2012-
2018,unpublished data



Preliminary results of Genetic Screening 

Romania



Protocol 

ÅOctober 2012-present

ÅDry blood spots

ÅTesting in Warsaw 
The National Institute of  Lung Diseases:

ïPlasmatic value

ïIsoelectricfocusing

ïGenotyping

ïSequencing (rare cases)



Gender distribution 

October 2012 ςOctober 2018

AATD  suspicion  is higher among men
Sex ratio: 1.49:1

RuxandraUlmeanu, Ana Zaharieet al,Alpha 1 antitrypsin deficiency in Romania: preliminary results  from the genetic screening 2012-
2018,unpublished data

N=855 patients 
with available 
results

872 patientshavebeen tested 

522
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40% Men
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* Other: association of: lung cancer, pulmonary fibrosis, autoimmune cirrhosis, neonatal hepatitissyndrome history, ACO

*

RuxandraUlmeanu, Ana Zaharieet al,Alpha 1 antitrypsin deficiency in Romania: preliminary results  from the genetic screening 2012-
2018,unpublished data

The main reason for  testing   
COPD (47%), bronchiectasis
(36%) or emphysema (25%)

followed by
asthma, siblings, other

in accordance with 
ERS / ATS  guidelines 



Age distribution

ÅMinimum: 5 years

ÅMaximum: 85 years

ÅMedian: 52.00 ±16.20 years

ÅAverage: 50.26 years

N=855

The average age for testing fluctuated 
around 50 years,

in accordance with the decade
when commonly

AATD is symptomatic and diagnosed

years

RuxandraUlmeanu, Ana Zaharieet al,Alpha 1 antitrypsin deficiency in Romania: preliminary results  from the genetic screening 2012-
2018,unpublished data
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Modified 
genotype: 8.07% 

Normal genotype: 
91.93%

8 % of screened patients were identified to have 
genetic modification
heterozygous, more rarely homozygous

N=855
available 
results

Classical mutations (76.37%) Rare mutations (24.63%)

RuxandraUlmeanu, Ana Zaharieet al,Alpha 1 antitrypsin deficiency in Romania: preliminary results  from the genetic screening 2012-
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