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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 

• 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



• 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 diagnosis



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

We start to introduce the standards of 
the best medical practice for  AATD patients in 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 
• only in the private practice 
• costs  fully covered by the patient.

Still in Romania … 



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



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-
2018,unpublished data



Preliminary results of Genetic Screening 

Romania



Protocol 

• October 2012-present

• Dry blood spots

• Testing in Warsaw 
The National Institute of  Lung Diseases:

– Plasmatic value

– Isoelectric focusing

– Genotyping

– Sequencing (rare cases)



Gender distribution 

October 2012 – October 2018

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

Ruxandra Ulmeanu, Ana Zaharie et al, Alpha 1 antitrypsin deficiency in Romania: preliminary results  from the genetic screening 2012-
2018,unpublished data

N=855 patients 
with available 
results

872 patientshave been tested 
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Reason for testing
N=855

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

*

Ruxandra Ulmeanu, Ana Zaharie et 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

• Minimum: 5 years

• Maximum: 85 years

• Median: 52.00 ±16.20 years

• Average: 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

Ruxandra Ulmeanu, Ana Zaharie et 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%)

Ruxandra Ulmeanu, Ana Zaharie et al, Alpha 1 antitrypsin deficiency in Romania: preliminary results  from the genetic screening 2012-
2018,unpublished data

October 2012 – October 2018



Prevalence of main genotypes in 
selected (at risk) population

Zaharie, Ulmeanu et al, STUDIU PILOT DE DETECTIE A DEFICITULUI DE ALFA-1 ANTITRIPSINA IN ROMANIA-FEZABILITATE SI PROVOCARI. 
REVCHIM(Bucharest) 2018;69:1152–5.



Rare genotypes ~25% of mutations
it may be a feature for this zone of Europe

Genotype Number Percent 
(%)

Median AAT 
level (mg/dl)

SD (mg/dl) Average 
AAT level 
(mg/dl)

MwurzburgM 4 0.47 85 36.54 88.75

IM 3 0.35 112 19.79 112

MprocidaM 2 0.23 91 0 91

IZ 1 0.11 75 - -

PlowellZ 1 0.11 undetect - -

FM 1 0.11 134 - -

MprocidaMprocida 1 0.11 12 - -

PlowellM 1 0.11 87 - -

MmaltonM 1 0.11 85

Very rare 3 0.35 NA NA NA



Reason for testing
of modified genotype

N=71 

*Others: Chronic bronchitis, interstitial fibrosis, vasculitis

*

Ruxandra Ulmeanu, Ana Zaharie et al, Alpha 1 antitrypsin deficiency in Romania: preliminary results  from the genetic screening 2012-
2018,unpublished data
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COPD remains 
the main indication for testing  at patients with  
modified genotype

• bronchiectasis in 2nd

• emphysema ranks in 3rd place

• siblings

• refractory asthma

• pneumothorax

until now

6% of patients with COPD
are carriers  of a modified gene 

Ruxandra Ulmeanu, Ana Zaharie et al, Alpha 1 antitrypsin deficiency in Romania: preliminary results  from the genetic screening 2012-
2018,unpublished data
Zaharie, Ulmeanu et al, STUDIU PILOT DE DETECTIE A DEFICITULUI DE ALFA-1 ANTITRIPSINA IN ROMANIA-FEZABILITATE SI PROVOCARI. 
REVCHIM(Bucharest) 2018;69:1152–5



What else have we done for AATD in 
Romania ?



AATD  Working  Group 

of  Romanian Society of Pneumology

Dr.Lavinia Davidescu
Coordinator 

Fouded in 2013         June 17th Sibiu 

32 founding members



We kept increasing 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
National representative Central- Eastern 
European Alpha-1 Antitrypsin Network 



Accession to the European 
AATD organizations



Romania 
become founding member of 

AATD Network 
of  Central Eastern Europe



The presence of 
Romanian team





Relevant publications      
2013 - 2016

• The incidence of severe alpha-1-antitrypsin (AAT) deficiency alleles in 
COPD patients — Preliminary results from Central Eastern European 
(CEE) AAT NETWORK

Joanna Chorostowska-Wynimko, Anna Kubincova, Nikolay Yanev, Ruxandra
Ulmeanu, Radoslaw Struniawski, Pavol Pobeha, Nikolay Kyuchukov, Oana
Deleanu, Beata Poplawska, Ruzena Tkacova, Yavor Ivanov, Florin Dumitru
Mihaltan, Arunas Valiulis, ERJ September 1, 2013 vol. 42 no. Suppl 57 P541

• The incidence of severe alpha-1-antitrypsin (AAT) deficiency alleles in 
COPD patients – Update from Central Eastern European (CEE) AAT 
Network

Joanna Chorostowska-Wynimko, Anna Kubincova, Nikolay Yanev, Ruxandra
Ulmeanu, Radoslaw Struniawski, Pavol Pobeha, Nikolay Kyuchukov, Oana
Deleanu, Beata Poplawska-Wisniewska, Ruzena Tkacova, Yavor Ivanov, Florin 
Mihaltan, Arunas Valiulis, ERJ September 2014 vol. 44 no. Suppl 58 2035;



Relevant publications      
2013 - 2016

• Alpha-1 Antitrypsin Deficiency in Romania – First Steps 
(Results of First Three Years of Screening)

R. Ulmeanu, A.-M. Zaharie, J. Chorostowska Wynimko, O.C. 
Deleanu, F.D. Mihaltan, American Journal of Respiratory and 
Critical Care Medicine 2016;193:A1574

• Alpha-1 antitrypsin deficiency – do we really understand 
it? Case presentations.

Ana-Maria Zaharie, Florin Dumitru Mihaltan, Cristian Popa, 
Oana Claudia Deleanu, Ruxandra Ulmeanu, American Journal 
of Respiratory and Critical Care Medicine 2016;193:A1576



Relevant publications
Journal of Romanian Society of Pneumology
2013 - 2016



Simona Olteanu 
Romanian patients 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

2015,2016,2017

…and starting with 2015 Romania  was repesented at 



Alpha -1 Global  website  
Romanian page

Bine ati venit la Pagina Romaniei –Deficitul de Alfa 1 Antitripsina



First flyer with information about AATD for romanian patients 



I have to mention
the special activity
of Mr. Marius Ene …



The  official Romanian website for Alpha-1 Antitrypsin Deficiency
www.alfa1.ro

Was founded in 2016
• with the support of the 

Romanian Society of 
Pneumology 



The  National Register of Alpha-1 Antitrypsin Deficiency
www.alfa1.ro/registru

Was founded in 2016, with the support of 
the Romanian Society of Pneumology 



The  National Register of Alpha-1 Antitrypsin Deficiency

a unique code, date of birth, sex, age, county



The  National Register of Alpha-1 Antitrypsin Deficiency

the menu for the first data - the reason for testing, other members tested, 
spirometry, phenotype and plasma value



The  National Register of Alpha-1 Antitrypsin Deficiency

1st evaluation, last evaluation, current evaluation



The  National Register of Alpha-1 Antitrypsin Deficiency

spirometry and plethysmography - successive assessments



The  National Register of Alpha-1 Antitrypsin Deficiency

other important clinical data – arterial  blood gases, 
6 minutes walking test



Frank Willersinn

Alpha-1 Global & Alpha-1 Foundation

Bruxelles, Belgium

Novelties

Interactive Session with  Patients Associations



Indeed Alpha 1 Global is a model to follow
we hope that this model will be essential for alpha patients from Romania

Alpha 1 Global  - guest of honor of
Romanian Society of Pneumology



Alfa 1 GLOBAL PATIENT 
CONGRESS 2017



Still does not exist associations for patients with lung 
diseases due to
• excessive bureaucracy
• fear of the authorities 
• the feeling of hopelessness

patients with chronic lung diseases
older than 50 years 

lived under communism 
when these mentalities were dominant

We must say that there 
is a significant problem 
in Romania



Romanian Society of Pneumology  attended for the 1st time

the  International Conference of Patients with Rare Diseases   
organized by 

Romanian Patients Alliance For Rare Diseases 8th February 2017



Romanian Society of Pneumology  attended

the  International Conference of Patients with Rare Diseases



Patients Alliance For Rare Diseases Romania
accepted the invitation to be  partner of

The 2nd National Conference of Rare Lung 
Diseases   12-14 October 2017 Oradea Romania





Relevant publications
Journal of Romanian Society of Pneumology
2018



Relevant publications
Revista de Chimie, ISI journal
2018



Patients efforts



International collaboration

• Specific aims
• To build a network of researchers and clinical experts in AATD to guide 

future clinical and research priorities in Europe
• To establish a consensus among patients and physicians on the main 

clinical and translational research priorities in the field of AATD
• To create the EARCO registry with a quality control system and with a self-

learning system, a European AATD registry to facilitate patient recruitment 
for research and quality improvement initiatives across healthcare systems

• To facilitate applications to industry and European Union funding sources 
to support the EARCO registry

• To support and encourage early career researchers in the field of AATD 
through involvement in network activities (including short-term 
placements)

• To increase the number and quality of clinical trials performed in AATD 
across Europe



• Registry

• The overall goal is to grow to a network of more than 
20 countries with 3,000 patients over 3 years.

• The aim of the pan-European AATD Registry is to 
collect prospective, standardised, longitudinal real-
world data on a pan-European level in more than 20 
countries necessary to understand:
– The natural history of the disease

– The influence of risk factors

– The role of augmentation therapy in the prognosis of the 
disease elements

International collaboration



What else?



Summarizing…



• More than 900 patients screened

• Mostly heterozygotes

• Rare genotypes

• Mostly in COPD patients

Screening for AATD 
in Romania goes on!



• Involved patients

• Increased awareness among doctors 

• International collaboration and support

• Wish to do things better





http://srp.ro/

http://www.alfa1.ro/  


