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What is alpha-1 antitrypsin deficiency (AATD)? 

• one of the three most common genetic diseases in 
Caucasians 
 

• ↑ considerably the risk of obstructive lung disease 
 

• under-diagnosed pathology in patients with COPD 

James K. Stoller, A Review of a1-Antitrypsin Deficiency, Am J Respir Crit Care Med Vol 185, Iss. 3, pp 246–259, Feb 1, 2012 
Darren N. Saunders, A Novel SERPINA1 Mutation Causing Serum Alpha1-Antitrypsin Deficiency, PLoS One. 2012; 7(12): e51762. 



AATD - a disease slowly  investigated 

• time between first symptoms and diagnosis  

        7.2 years ± 8.3 years 

 

• at least 3 doctors before the diagnosis was established 

 

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



AATD - a disease slowly  investigated 

Time between first symptoms and 
diagnosis  

• 7.2 years ± 8.3 years 

 

Before the diagnosis is established 

• at least 3 doctors evaluation 

 

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



 
2011- many CEE countries don’t have available 
studies!  
 
 

Photo: uknetguide.co.uk 
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Ruxandra Ulmeanu et al, Epidemiology of AADT in Central-Eastern Europe – where are we now?,First CEE -AATD Network 
Conference,Warsaw,19th April 2013 



• represents an iceberg 

 

 

 

  

5% of patients diagnosed 

AATD in other countries  

1. K. Stoller, A Review of a1-Antitrypsin Deficiency, Am J Respir Crit Care Med Vol 185, Iss. 3, pp 246–259, Feb 1, 2012 
2. Darren N. Saunders, A Novel SERPINA1 Mutation Causing Serum Alpha1-Antitrypsin Deficiency, PLoS One. 2012; 7(12): e51762 
3. Ruxandra Ulmeanu et al, Epidemiology of AADT in Central-Eastern Europe – where are we now?,First CEE -AATD Network Conference,Warsaw,19th April 

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



 

 

 

•   frozen lake 

 

we just know … that it exists 

…before 2012 
AATD in Romania 

Ruxandra Ulmeanu et al, Epidemiology of AADT in Central-Eastern Europe – where are we now?,First CEE -AATD Network Conference,Warsaw,19th April 2013 
http://patamateria.com/tag/glass/ 
http://www.earthporm.com/30-amazing-photos-frozen-things/ 

• frozen diagnostic 



• The disease was usually identified  only  by the 
plasmatic values 

 

Genetic testing - only in the private practice  

• with samples worked abroad 

• and costs  fully covered by the patient. 

 
Ruxandra Ulmeanu et al, Epidemiology of AADT in Central-Eastern Europe – where are we now?,First CEE -AATD Network 
Conference,Warsaw,19th April 2013 

…before 2012 
AATD in Romania 



Genetic screening for AATD in Romania 

        



Genetic Screening for AATD in Romania 
 

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

since 2012 



“Introducing standards of the best 
medical practice for the patients with 
inherited Alpha-1 Antitrypsin 
Deficiency in Central Eastern Europe” 



Start: October 2012 

The National Institute of Tuberculosis and Lung Diseases Poland  Coordinator 

Hannover Medical School Germany 

Institute of Pneumophtysiology “Marius Nasta”  Romania 
 Safarik University, Faculty of Medicine Slovakia 

Leiden University /Academisch Ziekenhuis Leiden  Netherlands 

 Pleven EAD, Clinic for pneumonology and phthisiatry Bulgaria 

Vilnius University Faculty of Medicine  Lithuania 

Università degli Studi di Pavia  Italy 

 

8 partners 

Introducing standards of the best medical practice for  AATD patients  
in Central Eastern Europe 

The Leonardo da Vinci programme   
funded by EU Lifelong Learning Programme  



”Marius Nasta” Institute of Pneumology   
partnership 2011-2013 

 
• partnership with national number LLP-LdV/PAR/2011/RO//129 

• approved for finance by the National Agency for Community Programmes 
in the Field of Education and Vocational Training 

•  is funded by EU Lifelong Learning Programme, The Leonardo da Vinci 
programme  

 



The National Institute of Tuberculosis and Lung Diseases/ Poland   

    (Coordinator) 

Hannover Medical School/ Germany 

Institute of Pneumophtysiology “Marius Nasta”/ Romania 

PJ Safarik University, Faculty of Medicine/ Slovakia 

Leiden University Medical Center h/o Academisch Ziekenhuis Leiden/ 
Netherlands 

UMHAT “Dr.Georgi Stranski” Pleven EAD, Clinic for pneumonology and 
phthisiatry"/ Bulgaria 

Vilnius University Faculty of Medicine/ Lithuania 

Università degli Studi di Pavia/ Italy 

 

8 partners 



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 the Romanian team 
 



 
 

 

 

 

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

Genetic Screening for AATD in Romania 
 goes on    

…. although Leonardo project came to an end 
 
 

 

with the support of 

 The National Institute of  Lung Diseases - Warsaw 



Continue collaboration with  

Central-Eastern European Alpha-1 antitrypsin Network 

 

Continuation of screening in Romania 
The possibility of testing for suspected cases in Poland 

  

MM     MZ       FM               MS                    MZ              ZZ  



• Capillary blood collection 
 

 DBS = dry blood spots 
 Specific cards  
 Filled, dried  
 
      chim. Cristina Teleaga 
 
 sent in Poland  

 
• Results: 

– Phenotype/Genotype 
– AAT plasmatic value 

Screening for AATD in Romania,2012-2014; Marius Nasta Institute of Pneumology, Bucharest-The National Institute of  Lung Diseases, Warsaw 

Collection and transport of specimens 



Whom to test? 

  

• in accordance with AATD Romanian Guideline indications 2013 

A genetic cause of the premature cases of  
• COPD  
• emphysema   
• bronchiectasis 
• incomplete reversibility asthma 
 
 



AATD in Romania ?  

Certainly AATD in Romania  

 
• is an under-diagnosed pathology in patients with COPD 

Ruxandra Ulmeanu,Ana Nebunoiu et al, Alpha 1 antitrypsin deficiency in Romania: preliminary results  from the genetic screening 2012-
2015,unpublished data 
 



       

   Preliminary results for Romania 



 
Gender distribution  
 

Have been  tested  

more than 486 patients 
  

october 2012 - august 2015 

 

 

AATD  suspicion  is higher among men 
Sex ratio: 1.33:1 

277 
57% 

209 
43% 

N=486 

men 

women 

Ruxandra Ulmeanu,Ana Nebunoiu et al, Alpha 1 antitrypsin deficiency in Romania: preliminary results  from the genetic screening 2012-
2015,unpublished data 
 



Age distribution 

• Minimum: 5 years 

• Maximum: 85 years 

• Median: 52.00 ±16.20 years 

• Average: 50.26 years 

N=486 
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The average age for testing fluctuated  
around 50 years, 

in accordance with the decade 
when commonly 

AATD is symptomatic and diagnosed 

Ruxandra Ulmeanu,Ana Nebunoiu et al, Alpha 1 antitrypsin deficiency in Romania: preliminary results  from the genetic screening 2012-
2015,unpublished data 
 



Reason for testing 
N=486 

183 
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* Other: association of: lung cancer, pulmonary fibrosis, autoimmune cirrhosis, neonatal hepatitis syndrome history 

* 

The main reason for  
testing  remains 

COPD 
in  40% of the cases 

followed by 
in accordance with ERS / ATS  guidelines 

bronchiectasis, 
emphysema, asthma 

 

Ruxandra Ulmeanu,Ana Nebunoiu et al, Alpha 1 antitrypsin deficiency in Romania: preliminary results  from the genetic screening 2012-
2015,unpublished data 
 



Modified genotype: 
6.55%  

Normal genotype:  
93.45% 

443 
93% 

14 
3% 

12 
3% 

3 
1% 

1 
0% 

1 
0% 

31 
7% 

Identified genotypes 
MM MS MZ ZZ SZ PlowellZ 

6.5 % of screened patients were identified to have 
genetic modification 
 heterozygous, more rarely homozygous 

N=474 
available 
results 

Rare cases  
 1  SZ  and  1 PZ. 

Ruxandra Ulmeanu,Ana Nebunoiu et al, Alpha 1 antitrypsin deficiency in Romania: preliminary results  from the genetic screening 2012-
2015,unpublished data 
 



Reason for testing 
for modified genotype 

N=32 

10 
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2 

2 
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1 

4 
COPD 

Bronchiectasis 

Siblings 

Asthma 

COPD+emphysema 

Emphysema+pneumothorax 

COPD+bronchiectasis 

ACOS 

COPD+cirrhosis 

Others 

*Others: Chronic bronchitis, interstitial fibrosis, neonatal hepatitis syndrome history 

* 

COPD  is  the main indication 

Ruxandra Ulmeanu,Ana Nebunoiu et al, Alpha 1 antitrypsin deficiency in Romania: preliminary results  from the genetic screening 2012-
2015,unpublished data 
 



COPD and the association COPD+ emphysema  
are the main indications for testing  for 
patients with  modified genotype 

• bronchiectasis ranks in 2nd place 

• screening of first-degree relatives in 3rd 

•  refractory asthma 

• ACOS 

• COPD+cirrhosis 

          until now 

         8.20% of patients with COPD 
           are carriers  of a modified gene  

                     ( 15 from 183 COPD tested patients ) 

 Ruxandra Ulmeanu,Ana Nebunoiu et al, Alpha 1 antitrypsin deficiency in Romania: preliminary results  from the genetic screening 2012-
2015,unpublished data 
 



Gender distribution  
in patients with modified genotype 

 

N=32 

Sex ratio (M:F) 
 1.13:1 

17 
53% 

15 
47% male 

female 

is higher among men 
 

Ruxandra Ulmeanu,Ana Nebunoiu et al, Alpha 1 antitrypsin deficiency in Romania: preliminary results  from the genetic screening 2012-
2015,unpublished data 
 



Characteristics of group with modified 
genome 

Parameter Median SD Minimum Maximum 

Age (years) 47 18.61 7 76 

FEV1 (%) 52.00 32.55 22 122 

AAT plasmatic 
value (mg/dl)* 

102.5 36.99 Below the 
sensitivity 

186 

*NB: NV: 83-220 mg/dl 

N=32 

 The average FEV1is 52% 
•  with large variations between 22% and 122% 
Fortunately, from the 3 homozygotes  identified 
•  2 are children - their lung function is still in the normal range 

Ruxandra Ulmeanu,Ana Nebunoiu et al, Alpha 1 antitrypsin deficiency in Romania: preliminary results  from the genetic screening 2012-
2015,unpublished data 
 



What to do? 

• Focus on COPD patient 

• Search for specific indications 

• Limit to lower age (thinking of measures) 

 

• Do more… 



 
What else have we done for AATD in 

Romania ? 



Romania  
 become member of  

AATD Network of  
Central Eastern Europe 



… we founded  

AATD Working Group of the Romanian Society of Pneumology  

Lavinia Davidescu        
Coordinator  

Sibiu June 15th 2013 
32 founding members 



We increase the AATD awareness 
 in romanian medical community  



We have the guideline for the diagnosis and 
management of AATD  
 the version in Romanian language  



Lavinia Davidescu        
Coordinator of AATD Working Group  
of the Romanian Society of Pneumology 
  

Ruxandra Ulmeanu        
Elected President of the Romanian Society  
of Pneumology (2016-2018) 
National representative Central- Eastern 
European Alpha-1 Antitrypsin Network  
 
 



 
 

 

 

 

 

Joanna Chorostowska-Wynimko   
Scientific Director  
National Institute of Tuberculosis & Lung Diseases, Warsaw, Poland 
Head of Central-Eastern European Alpha-1 Antitrypsin Network 

 

 



Overview of the preliminary data for AATD screening  
for Romania in 2015 

 



over 400 participants 



Experts from 9 medical 
specialties 



An exceptional 
involvement of 
young 
specialists, 
residents, 
students 



 
Simona Olteanu   
Romanian patient representative 
 
Lavinia Davidescu  
Coordinator of  romanian AATD 
Working Group  
 
 

Hillegonda Guttierez  
 Alpha-1 Global Director 

 

The Romanian stand 

The Biennial Alpha-1 Global Patient Congress and 
International Research Conference 
 Barga-Italy 2015 

…and starting with 2015 Romania  was repesented at  



Alpha-1 Association Global  
website in Romanian language 



Summarizing… 



• Almost 500 patients screened 

• Mostly heterozygotes 

• 3 PIZZ, 1 PISZ, 1 PIPLowellZ 

• Mostly in COPD patients 

• Still a low proportion of screened patients with 
modified genotype 

 



Future purposes 



• continuing screening among risk persons  

• establishing a national reference laboratory  

• creating a national database for patients 
identified with AATD 

 

AATD in Romania 



We are here ,TOGHETHER ,again. 


