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Dear friends, 

 

A month after the National Conference for Rare 

Diseases and Orphan Drugs, we have a lot of news to 

inform you. 

First, we want to thank all of you who were able 

to come on 14 and 15 September in Plovdiv. Thank you 

for the expressed opinion and shared experience. 

During the conference, many valuable suggestions and 

recommendations on the issue of rare diseases expert centres in the country were submitted, which sure 

would greatly contribute to the designation and operation of these structures Bulgaria, something which we 

all hope will happen very soon. 

We return to this topic in the new edition. In the editorial comment on page 3-6 you will find what is 

next for the rare diseases centres of expertise, and what should happen in Bulgaria after the implementation 

of the European Directive on the application of patients’ rights in cross-border healthcare. The new Directive 

affects significantly the rare diseases field and it is expected to contribute significantly for improving access to 

expert diagnosis and treatment all across Europe. 

On page 7-13 you can read a direct feedback from the conference by the blitz-interview of Elena 

Eneva, Assoc. Prof. Margarita Genova and Nadezhda Tsekulova, whom we are extremely grateful. The three 

ladies are not randomly chosen – they have been working on the problems of rare diseases in Bulgaria for 

years and they represent three very important groups – patients, doctors and media. 

Furthermore, you can explore information about the access to orphan drugs in the country (p. 2), the 

rare disorder osteogenesis imperfecta (p. 14-15) and the upcoming workshop on health technology 

assessment in Bulgaria (p. 16). 

 

HAVE INTERESTING AND USEFUL MINUTES WITH “RARE DISEASES & ORPHAN DRUGS”! 
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AACCCCEESSSS  TTOO  OORRPPHHAANN  DDRRUUGGSS  IINN  BBUULLGGAARRIIAA  
 

ICRDOD continues its review series, discussing various aspects of rare diseases in Bulgaria. A year and a 

half since the last review of this particular topic (March 2011), we return to the access to orphan drugs. At the 

end of 2011, there were major changes in the national legal framework on this issue. As of September 2012 

the list of available and accessible orphan drugs in Bulgaria is as follows: 

Trade name  Active substance Indication PDL 

Atriance nelarabine T-cell acute lymphoblastic leukaemia, T-cell lymphoblastic lymphoma A2 

Cayston aztreonam lysine Cystic fibrosis A2* 

Elaprase idursulfase Mucopolysaccharidosis type II A1, A2 

Evoltra clofarabine Acute lymphoblastic leukemia A2 

Exjade deferasirox Beta thalassemia major A1, A2 

Fabrazyme agalsidase beta Fabry disease A1 

Glivec imatinib 

Ph+ chronic myeloid leukemia, Ph+ acute lymphoblastic leukemia, myelodysplastic/myeloproliferative 

diseases, advanced hypereosinophilic syndrome and/or chronic eosinophilic leukemia, gastrointestinal 

stromal tumours 
A1, A2 

Litak cladribine Hairy cell leukemia A2 

Lysodren mitotane Advanced adrenal cortical carcinoma A2 

Mozobil plerixafor 
Collection of haematopoietic stem cells to the peripheral blood for transplantation in patients with 

lymphoma and multiple myeloma 
A2 

Nexavar sorafenib Hepatocellular carcinoma, advanced renal cell carcinoma A1, A2 

Nplate romiplostim Chronic immune thrombocytopenic purpura A2 

Revatio sildenafil Pulmonary arterial hypertension A1 

Revolade eltrombopag Chronic immune thrombocytopenic purpura A1, A2 

Somavert pegvisomant Acromegaly A1, A2 

Sprycel dasatinib Ph+ chronic myeloid leukemia, Ph+ acute lymphoblastic leukemia A1, A2 

Tasigna nilotinib Ph+ chronic myeloid leukemia A1, A2 

Tobi Podhaler tobramycin Cystic fibrosis A1, A2* 

Torisel temsirolimus Advanced renal-cell carcinoma, mantle-cell lymphoma A2 

Tracleer bosentan monohydrate Pulmonary arterial hypertension, scleroderma A1 

Ventavis iloprost Pulmonary arterial hypertension A1, A2 

Volibris ambrisentan Pulmonary arterial hypertension A1, A2 

Votubia everolimus Subependymal giant cell astrocytoma A1, A2 

Xagrid anagrelide Essential thrombocythaemia A2 

Yondelis trabectedin Advanced soft tissue sarcoma, ovarian cancer A2 

Zavesca miglustat Gaucher disease type 1, Niemann-Pick type C disease A1, A2 

* In the Positive Drug List of Bulgaria (PDL) is included a medicinal product with the same active substance, but in a different medicinal form than the one in the 

EMA authorisation decision. 
 

 

 

 

 

 

 

 

 

 

 

Currently, the European Medicines Agency (EMA) has authorised 67 orphan drugs for use. In Bulgaria, 

two thirds of them are practically inaccessible due to the fact that they are not reimbursed. You can find more 

on the reasons for that in ICRDOD paper Challenges to orphan drugs access: the case of Bulgaria, which was 

recently published in the prestigious international journal Health Policy. 
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The Third National Conference for Rare Diseases and Orphan Drugs is now behind us. It is time to make 

a balance what happened and what lies ahead. It is a little more than a year left until the deadline for 

transposing the Cross-Border Healthcare Directive – 25 October 2013. It seems that the next 12 months will 

be full of news for the rare diseases. It depends on all of us – doctors, patients, industry and media – how 

efficient and effective would be the upcoming regulatory and organisational changes. 

163 participants, including officials from the Parliamentary Health Committee, the Ministry of Health 

and the National Health Insurance Fund attended this year’s conference. The event accomplished its task – to 

collect and summarise the attitudes and perceptions of the centres of expertise for rare diseases in the 

country. Given the wide range of rare diseases and problems associated with them, it is difficult to approach 

uniformly all these issues. However, requirements such as multidisciplinarity, recognised expertise and 

reputation, networking with other similar national and European structures, cooperation with patient 

organisations were unanimously supported as criteria for designation of these centres. On the other hand, not 

all experts believe that the criteria for scientific contribution and participation in clinical trials can be fully met, 

mainly due to the insufficient human and material resources for these activities in the hospitals here. Apart 

from better care and follow-up of patients, the designation of a medical structure as a centre of expertise for 

rare diseases will provide new opportunities for the development of the institution – increasing knowledge 

and experience of professionals, attracting additional external funding through participation in European 

reference networks and research projects. Logically, both doctors and patients are united behind the need for 

the status of these centres in Bulgaria to be as fast as possible officialised by the Ministry of Health. A 

proposal for the development of appropriate regulations will be submitted to the Minister of Health. 

European and international experience has clearly demonstrated the importance and benefits of such public 

health institutions – better quality of treatment and care, better organisation of medical services, more 

efficient use of funds for rare diseases. 

This acquired European experience lies precisely in the heart of Directive 2011/24 for the exercise of 

patients’ rights in cross-border healthcare. Its adoption last year was met with great hopes especially from 

patients with rare diseases. This is because the document is to solve fundamental issues such as access to 

timely and appropriate treatment. But there are a few peculiarities. The Directive is a legal act of the 

European Union, which together with the Regulations and Recommendations form the EU legislation. Unlike 

Regulations that are applied directly, Directives sets targets to be achieved by the Member States in a given 

time period. National governments 

are asked to adapt its legislation. 

Bulgarian health authorities and 

legislators are to decide what 

measures to take in order to fulfill 

the objectives of the Directive. 

Patients, medical professionals and 

media can participate in this 

process by ensuring transparency 

and actual effect of planned and 

taken and changes. A main 

principle in the functioning of the 

EU is the informed and equal 

participation of all stakeholders, 

public consultation and 

consideration of all attitudes and 

opinions. 
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What objectives are set in the Directive on cross-border healthcare? The basic idea is to facilitate 

access to safe and high-quality cross-border medical treatment and to promote cooperation between 

Member States in the field of healthcare. Applying the principles of universality, access to good quality care, 

equity and solidarity, the Member States should define clear rules and responsibilities regarding the right of 

patients to seek healthcare in other Member States, when it is impossible to obtain adequate treatment 

within a reasonable timeframe in the country by insurance. An important point here is the reimbursement of 

medical expenses abroad. Member States should determine baskets of health insurance services that will be 

entitled to reimbursement, as well as the reimbursement level, regardless of where health care is provided. 

Conditions for prior authorisation for treatment in another Member State must be set – when it is mandatory 

and when to proceed without it. Regarding rare diseases, the Directive continues the line of the European 

Commission that has established this topic as one of its public health priorities. Rare diseases have been 

identified as an area requiring concerted efforts of the Member States to develop capacity for diagnosis and 

treatment. Specific objectives include improving early diagnosis and treatment of rare diseases, using the 

capacities of European reference networks and raising awareness of patients, medical professionals and 

health authorities of the possibilities 

offered by Regulation (EC) No 

883/2004 for referral of patients with 

rare diseases to other Member States 

even for diagnosis and treatments 

which are not available in the Member 

State of affiliation. 

The Directive sets ambitious 

targets to address fundamental rights 

and needs of the EU citizens. After the 

EU enlargement to the East, European 

healthcare is facing new challenges. 

Member States apply different 

organisations of their health systems, 

combined with different ways of 

financing. Respectively, when it comes 

to an insured European patient to seek 

treatment abroad for one reason or 

another, many questions arise, such as 

prior authorization, health insurance 

coverage, reimbursement, etc. This is 

a particularly acute problem in rare diseases field where diagnosis and treatment are not always available and 

accessible on national level. 

The so-called “Elchinov” case is a generally already known in Europe example for the need of the new 

Directive. A number of lawyers, NGOs and patient groups define it as one of the most significant contributions 

to the development of EU legislation on the free movement of people and access to services within the 

Community. The European Court of Justice in Luxembourg (ECJ) ruled that the Bulgarian National Health 

Insurance Fund (NHIF) should pay the treatment abroad of every Bulgarian insured citizen, when he/she can 

not get it in the country within the required time. The decision explicitly states that prior authorisation can 

not be denied when a promptly and equally effective alternative treatment can not be offered in Bulgaria. The 

practical relevance of this court case is that it shows a possible way by which citizens can seek and ensure 

their right to a treatment in the EU at the expense of NHIF without prior authorisation. 

It is an important precedent in European legal practice that affects many other areas. The issue is not 

only financial. The case concerns a universal human right, such as access to medical care and the ECJ decision 

is fully defending it. Another essential dimension is that a national court should not be bound by the legal 

conclusions of a superior court, when these findings are not in compliance with EU law. 

 

Copyright © European Union, 2012 
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“ELCHINOV” CASE – BULGARIA'S CONTRIBUTION 

TO THE DEVELOPMENT OF THE EUROPEAN LAW 
 

Mr Elchinov, who is resident in Bulgaria and has health insurance cover with the Bulgarian National Health 

Insurance Fund (NHIF), was diagnosed with a malignant oncological disease of the right eye. On the advice of his 

doctor, the patient was recommended treatment consisting of the attachment of radioactive plates or proton 

therapy. Mr Elchinov applied to NHIF for the issue of a Form E 112 (document authorising medical treatment 

abroad), so that he could receive the prescribed treatment in a special clinic for eye diseases in Berlin with the cost 

to be covered by his Bulgarian health insurance. The application was based on the fact that it was impossible to 

receive the prescribed treatment Bulgaria, where he was only offered an alternative treatment consisting of the 

complete removal of the diseased eye. In the light of the seriousness of his medical condition and before NHIF had 

replied to his application, the patient travelled as a matter of urgency to the German clinic where the prescribed 

treatment was carried out. 

A few weeks later, after receiving a report from the Ministry of Health which confirmed that the treatment 

concerned was not provided in Bulgaria, NHIF decided to refuse Mr Elchinov’s application. The patient brought an 

administrative appeal before the Administrative Court of Sofia, which gave judgment in his favour, annulling the 

contested decision and referring the case back to the NHIF in order for it to issue Form E 112; in addition, the Court 

ordered NHIF to pay the costs. The reasoning of the judgment rejected the interpretation of Article 22 of 

Regulation No 1408/71 given by NHIF and concluded that the treatment prescribed is provided for in the Bulgarian 

legislation. According to it, the fact that the treatment is provided for in the legislation, even though it cannot 

actually be carried out in Bulgaria, is sufficient for the application of that article, and therefore it held that it was 

appropriate to grant authorisation for the treatment to be carried out abroad. 

NHIF appealed against the judgment at first instance before the Supreme Administrative Court. That court 

gave judgment allowing the appeal, setting aside the judgment of Sofia Administrative Court and referring the case 

back for a new ruling by a different chamber of the lower court. The higher court found that the interpretation of 

Article 22 of Regulation No 1408/71 by the lower court was incorrect since the fact that it is impossible to provide 

the treatment in issue in Bulgaria, even though it is referred to in the national legislation, establishes a 

presumption that it is not included among the benefits that are lawfully payable. During the reconsideration of the 

case, Mr Elchinov requested that a reference for a preliminary ruling be made to the Court of Justice of the 

European Union (ECJ). 

Referring court asked detailed questions about the the reimbursement of medical costs incurred in another 

Member State as a result of the material impossibility patient to receive these services in Bulgaria, after having 

established that there are alternative treatments, but are less effective and more radical to his health. ECJ 

preliminary ruling gives the following important answers: 

European Union law precludes a national court which is called upon to decide a case referred back to it by a 

higher court hearing an appeal from being bound, in accordance with national procedural law, by legal rulings of 

the higher court, if it considers, having regard to the interpretation which it has sought from the Court, that those 

rulings are inconsistent with European Union law.  

Articles 49 EC and 22 of Regulation (EEC) No 1408/71 of the Council of 14 June 1971 on the application of 

social security schemes to employed persons and their families moving within the Community, as amended and 

updated by Council Regulation (EC) No 118/97 of 2 December 1996, as amended by Regulation (EC) No 1992/2006 

of the European Parliament and of the Council of 18 December 2006, preclude a rule of a Member State which is 

interpreted as excluding, in all cases, payment for hospital treatment given in another Member State without prior 

authorisation. 

With regard to medical treatment which cannot be given in the Member State on whose territory the 

insured person resides, the second subparagraph of Article 22(2) of Regulation No 1408/71, as amended and 

updated by Regulation No 118/97, as amended by Regulation No 1992/2006, must be interpreted as meaning that 

that authorisation required under Article 22(1)(c)(i) cannot be refused: 

• if, where the list of benefits for which the national legislation provides does not expressly and 

precisely specify the treatment method applied but defines types of treatment reimbursed by the competent 

institution, it is established, applying the usual principles of interpretation and on the basis of objective and non-

discriminatory criteria, taking into consideration all the relevant medical factors and the available scientific data, 

that the treatment method in question corresponds to types of treatment included in that list, and 

• if no alternative treatment which is equally effective can be given without undue delay in the 

Member State on whose territory the insured person resides. 
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That article precludes the national bodies called upon to rule on an application for prior authorisation from 

presuming, in the application of that provision, that the hospital treatment which cannot be given in the Member 

State on whose territory the insured person resides is not included in the benefits for which reimbursement is 

provided for by the legislation of that State or, conversely, that the hospital treatment included in those benefits 

can be given in that Member State. 

Where it is established that a refusal to issue the authorisation required under Article 22(1)(c)(i) of 

Regulation No 1408/71, as amended and updated by Regulation No 118/97, as amended by Regulation No 

1992/2006, was unjustified, when the hospital treatment has been completed and the related expenses incurred 

by the insured person, the national court must oblige the competent institution, in accordance with national 

procedural rules, to reimburse that insured person in the amount which it would ordinarily have paid if 

authorisation had been properly granted. 

That amount is equal to that determined in accordance with the provisions of the legislation to which the 

institution of the Member State on whose territory the hospital treatment was given is subject. If that amount is 

less than that which would have resulted from application of the legislation in force in the Member State of 

residence if hospital treatment had been provided there, complementary reimbursement corresponding to the 

difference between those two amounts must in addition be made by the competent institution. 
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The Third National Conference for Rare Diseases and Orphan Drugs happened just in time. The Cross-

Border Healthcare Directive and the Council Recommendation for action in the field of rare diseases create an 

environment in which rare disease community is obliged to act. National authorities of Member States have 

certain EU obligations to implement over the next year. There are two possible scenarios. The first one is to 

adopt minor measures which merely to redistribute some responsibilities between institutions and practically 

not to change anything for doctors and patients. And second one, all stakeholders to actively participate in the 

process of proposing, discussing, adopting and most importantly – implementing the changes in relation with 

the Directive and the Recommendation. This can ensure that the concept of the centres of expertise will work 

effectively for everyone – patients, physicians, health authorities. The stakes are high, that is why all rare 

diseases stakeholders have to fulfill now their professional obligation and human duty, so to allow witnessing 

the first officially designated centres of expertise for rare diseases in Bulgaria in 2013. 
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WWHHAATT  IISS  NNEEXXTT??  

TTHHEE  VVIIEEWWSS  OOFF  AA  PPAARREENNTT,,  AA  DDOOCCTTOORR  AANNDD  AA  JJOOUURRNNAALLIISSTT  
Elena Eneva: A man is not a simple set of the component parts, that’s why a combined expertise of 

various experts is required to offer the most appropriate solution. 

Assoc. Prof. Margarita Genova: You learn to think of each patient as a separate universe, and to 

approach each patient as a unique case. 

Nadezhda Tsekulova: In times like today, passing beneath the leitmotif of the global crisis and increasing 

healthcare costs, medical professionals should uphold the right to apply their expertise at the highest 

level. 

For a full and impartial coverage of the conference and its direct impact, we decided to approach various 

rare diseases stakeholders. These are the people who are closely tied to the idea of centres of expertise for 

rare diseases in the country. We asked them to comment on the benefits and challenges of this change that 

is supposed to come. 
Our team takes this opportunity to thank Elena Eneva, Assoc. Prof. Margarita Genova and Nadezhda 

Tsekulova for their sincere replies and time spent! 

 

Would you present yourself to the readers of "Rare Diseases & Orphan 

drugs"? 

Elena Eneva (EE): My name is Elena Eneva and I am a board member DEBRA 

Bulgaria – patient organisation of persons, affected by epidermolysis bullosa. I`m a 

mother of two children who suffered from this disease. 

Assoc. Prof. Margarita Genova (MG): I am head of the Laboratory of 

Immunology and Hematopathology at the National Hospital Hematological Diseases 

in Sofia (NSBALHZ). Associate Professor in Hematology and Blood Transfusion. 

President of the Bulgarian Medical Society of Hematology (BMSH). 

Nadezhda Tsekulova (NT): My name is Nadezhda Tsekulova, a journalist at 

the Bulgarian National Radio. I have been focused on health journalism from 10 

years. 

 

When was the first time you “encountered” the rare diseases problem? 

EE: I first heard the term “rare disease” 5 years ago when my youngest 

son was born. Diagnosis was set on the second day after birth, really fast. The senior 

dermatologist, who consulted us, said that she has never personally seen a person 

with this disease. She could not offer us concrete ways to treat or at least take care 

of our son. With the help of friends and search on the Internet, we got in contact 

with a disease specialist – Dr. Yordanova from Pleven University Hospital, and later 

on with doctors of epidermolysis bullosa centres in London and Salzburg. Thanks to 

their extensive experience with such patients and work in an interdisciplinary team, 

they were able to meet more comprehensively the diverse issues of this disorder and 

helped me a lot for my son’s care. 

Epidermolysis bullosa patients have a very fragile skin and mucous 

membranes. It is important that healthcare professionals who treat such persons, to 

be specially trained. Otherwise, they could cause serious harms. In 2009 we visited 

the specialised centre in Salzburg and there we were convinced that patients with 

this rare illness need care from a team of specialists in a separate unit. 

MG: In 1988 I began my professional career in the diagnostic section of the 

NSBALHZ in Sofia. I immediatlely faced the challenge of rare diseases and this issue 

has played a significant role in whole my professional development. 

 

Elena Eneva 

© Personal archive 

 

Assoc. Prof. Margarita Genova 

© CETRH 

 

Nadezhda Tsekulova 
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Most of the diseases of hematopoietic and lymphoid tissues are rare – the prevalence of each nosology 

is extremely low. Diagnosis and proper classification require timely referral of patients and implementation of 

a set of laboratory approaches. The changes of classification systems and the differentiation of separate 

hematological nosological entities during the last 1-2 decades set high standards, both for diagnostic and 

clinical teams. For example, there were a dozen of leukemia subtypes in the 80s, nowadays the current 

classification of hematological malignancies of the World Health Organization states over 45 different types. If 

the classic microscopic methods and experience of the expert were sufficient before, current diagnosis is 

based on a set of morphological, immunophenotype, clinicochemical, cytogenetic and molecular tests, 

refracted through the clinical information of each case, which supposes the need of a whole team of experts. 

You learn to think of each patient as a separate universe, and to approach each patient as a unique case. 

Because of their rarity hematological diseases share similar challenges with the other rare diseases. Patients 

often reach proper diagnosis after considerable time, after a difficult way from one specialist to another, 

hoping to finally find a solution, but also doubting if this time it will happen. Thus, our work places the need 

and obligation for continuing professional training, search of new and unknown approaches, but also for 

simple human understanding to the patient and his relatives. Meeting these expectations led me to take a 

number of professional and personal commitments that have guided me through my career both as a mecial 

professional, a researcher and an active member of BMSH. 

NT: Nine years ago. Then a family member was diagnosed with a rare disease and I first personally 

faced the problems of people with rare diseases. 

 

What are your impressions of this year's National Conference for Rare Diseases? 

EE: The theme of this year's conference was very relevant and I am glad that the issues related to 

rare diseases policy move towards more practical aspects of organising healthcare for these patients. I think 

the shared experience will be useful to all who have built centres of expertise yet or are preparing for their 

designation criteria. 

 

 

The official opening of the 3rd National Conference for Rare Diseases and Orphan Drugs. From left to right: 

Prof. Rumen Stefanov (BAPES/Med Uni of Plovdiv), Dr. Plamen Tsekov (NHIF), Dr. Daniela Daritkova 

(Committee on Healthcare at the 41st National Assembly), Dr. Emilia Tasheva (MoH) , Assoc. Prof. Radka 

Tincheva (NCCRD / Uni Pediatric Hospital of Sofia), Vladimir Tomov (NAPRD), Assoc. Prof. Janet Grudeva 

(Uni Hospital “St. George” / Med Uni of Plovdiv), Prof. Viktoria Sarafyan (Med Uni of Plovdiv) 
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MG: Held on 14-15 September 2012 in 

Plovdiv, the National Conference was an important 

event that for third consecutive year in a row made it 

clear that the issue of rare diseases and orphan drugs 

has permanently taken place in the agenda of medical 

professionals, but it has also concentrated patient 

seminars, providing an environment for beneficial 

meetings and contacts among all rare diseases 

stakeholders. The meeting reinforced the expectations 

that the event would set out key rare diseases issues for 

Bulgaria. So the focus of the Third national conference 

outlined the rare diseases centres of expertise as a real 

platform to overcome the difficulties in diagnosis, 

prevention of complications and development of 

treatment plans and comprehensive support of patients 

with rare diseases and their families. Participants met 

with a significantly complete concept through the 

perspective of health professionals, experts and 

patients and their stated desire for practical 

implementation. One of the most important 

breakthroughs of the conference was the involvement 

of the institutions in the face of the National Assembly, 

the Ministry of Health and the National Health 

Insurance Fund, giving a political commitment to the 

rare diseases cause 

NT: Contradictory. I met with people who 

have the desire, ambition and willingness to work to 

change the system in a positive direction in order to provide treatment and care for patients with rare 

diseases. Among them – both patients and doctors have enthusiasm and readiness to sacrifice personal time, 

effort and work to achieve the final result. But I also met people, who, after more than 20 years after the so-

called “transition”, are still waiting for the change to start from the top. I heard a call to institutionalise 

communication between different medical units and many, many complaints about the lack of clinical 

pathways and adequate funding. 

I can not deny the defficit 

of resources and the unenviable 

position that medical professionals 

take today. However, it is an 

indisputable fact that the expert 

community namely is the one 

which is expected to give impetus 

to change. By legislation and by 

default experts are those who 

have to write a clinical pathway, to 

justify it to the appropriate 

medical society and the Bulgarian 

Medic Union, which in turn to defend it when negotiating with the National Health Insurance Fund the annual 

national healthcare framework contract. I can not accept experts with large a huge CV, who admit with no 

fear that patients are not treated as by standard, because the “State” do not “provide” the necessary 

conditions. In times like today, passing beneath the leitmotif of the global crisis and increasing healthcare 

costs, medical professionals should uphold the right to apply their expertise at the highest level. Otherwise, I 

do not see a point in their acclaimed scientific and professional titles. 
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You personally connect the concept of centres of expertise for rare diseases with what? 

EE: For me, the concept of the centres of expertise is a humane and effective way to provide care 

for people suffering from chronic diseases, which often affect several organ systems. These patients require 

complex treatment and it is impossible to get it going from one doctor’s office to another one where they 

treat only one of the many problems. A man is not a simple set of the component parts, that’s why a 

combined expertise of various experts is required to offer the most appropriate solution. I think we are no 

longer discussing whether to have centres of expertise or not, but how to organise and fund them. 

MG: The concept of centres of expertise is very close to me as a professional with extensive 

experience in the field of hematology. With the easy access to information, the significant advances in 

technology and pharmacy, and the raised expectations of patients, physicians and society in general over the 

last decade, it is now neither technically feasible nor financially justified nor ethical to leave patients with rare 

diseases to the random access to medical care. There is a long lasting belief that the broad spectrum of needs 

of people with rare diseases can be best satisfied only in specialised centres through the coordinated delivery 

of comprehensive healthcare by a multidisciplinary team in accordance with national guidelines for diagnostic 

and therapeutic behavior that gets a clearer formulation from the European institutions thanks to specific 

quality criteria and recommendations for the establishment of centres of expertise for rare diseases in the 

Member States. In my opinion, centralisation has major advantages, such as the application of uniform criteria 

for the diagnosis, treatment and follow up of various diseases, equal access to highly specialised medical 

diagnosis and adequately controlled treatment for a large number of patients, flexibility and rapid 

implementation of advanced scientific and technological developments, new diagnostic tests, medication, 

modern approaches to rehabilitation and social adaptation of patients and their families, economic efficiency, 

building a database of diseases, possibilities for analysis and epidemiological studies, opportunities for 

research, and last but not least, expert training and qualification of medical professionals. 

My long year work in NSBALHZ, that concentrates one of the most difficult to diagnose and treat 

patients in the country, has convinced me of the importance of the coordinated multidisciplinary team 

approach, particularly when it comes to rare cases which are hardly recognisable. It is not accidentally that 

our hospital is known among the medical community as “the Centre” because it actually exists for decades not 

only close collaboration between clinical laboratories and specialised units, but also well defined 

interdisciplinary teams and structures, such as the Sector for thalassemia and hemoglobin pathologies, the 

Sector for hemostaseology, the Transplantation centre, the Specialised hematology laboratory block, etc. The 

concept of centres of expertise has long been a recognised need that had become a philosophy and mission 

for generations of hematologists who have devoted their lives to the hospital and its patients. 
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As president of BMSH, the issue of centres of expertise for rare diseases also poses for me specific 

tasks and responsibilities. The formed within the society working groups for congenital anemia and 

coagulation disorders, leukemias, lymphomas and myeloproliferative diseases have taken the very important 

task to enforce the best modern professional approach – that of the interdisciplinary care, focusing on a wide 

range of professional specialists in close collaboration with institutions and patient organisations. BMSH has 

always been and will remain the most natural partner of hematology professionals, patients and their families 

in their efforts to not only raise the level of professional expertise in this very difficult to work field, but also to 

actively contribute to the dissemination of knowledge among the medical community and among the general 

public, to mobilise the efforts of experts, prominent public figures, policy makers and decision takers, patients 

and their relatives, media and pharma industry in solving the vital problems of people with rare diseases. In 

this regard, it is quite understandable that the concept of centres of expertise for rare hematological diseases 

is at the center of our activities – organisation of workshops dedicated to interdisciplinary care of patients 

with rare blood diseases, preparation of proposals for specific criteria and indicators for centers for congenital 

anemia and coagulopathies to be included in the legislation, communication with official institutions, patient 

organisations, etc. 

NT: With improving communication both within the community of experts on rare diseases, as well 

as between them and other medical professionals, and between the medical community and patients. I think 

the administration of these centres has a simple mission – to make the already existing expertise recognisable 

and visible for the society. 

Simply put – both doctors and patients to have easy and quick access to information on how to reach 

the best experts when there is suspicion for some rare disease or a range of rare diseases. 
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Is it realistic to see the first officially designated centres of expertise for rare diseases in Bulgaria in 

2013? 

EE: The name and function are two different things. Yes, I think it is entirely possible to create 

centres of expertise within this year, but I think it will take more time until they become truly effective. The 

important thing is to launch these structures, and subsequently to fill them with staff and resources in order 

to improve the organisation of treatment and care. 

MG: During the National Conference it was presented data that clearly demonstrate that Bulgaria 

has created conditions for creating centres of expertise, in particular in the field of hematology – centres for 

complex treatment of congenital anemia and coagulation disorders. 

This is no coincidence. If you review the internal structure of rare diseases in Bulgaria, it is easy to see 

that hematological diseases comprise the majority of these cases. Only the patients with thalassemia major 

and hemophilia are nearly 1 000 people across the country of the estimated total number of 5 000 rare 

diseases patients. Looking at the distribution of patients with thalassemia and hemophilia in the country, it's 

easy to see where is concentrated the largest number of patients and follow-up treatment: total thalassemia 

major patients in Bulgaria 255, of which 98 are followed up in Sofia, 56 – in Varna, 55 – in Plovdiv, 24 – in 

Stara Zagora and 22 – in Pleven. Congenital coagulopathies, including hemophilia A and B, and Willebrand's 

disease – total of 720 patients, 252 – Sofia, 163 – Plovdiv, 123 – Varna, 92 – Stara Zagora, 90 – Pleven. 

It can be identified experts and long existing units in which a system for in-depth therapy and follow-

up is established: NSBALHZ and University Pedaitric Oncohematological Hospital (SBALDOHZ) in Sofia, 

University Hospital “St. George” in Plovdiv, University Hospital “St. Marina” in Varna. The analysis shows that 

EUCERD quality criteria for centres of expertise are largely applicable to the mentioned structures. 
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On this basis, I believe that the health 

authorities’ idea for the creation of pilot projects for 

the diagnosis, treatment and follow-up of rare diseases 

is extremely important and could be further refined by 

serious discussions and collaboration with the medical 

professionals, and sure not without the participation of 

patient organisations and patient perspective. Prompt 

legislative changes regarding the quantitative and 

qualitative criteria which the centres for complex 

treatment of rare congenital anemia and 

coagulopathies must meet, as well as regulation of 

their activities and adequate funding would allow the 

official designation of the first centres of expertise for 

rare hematological diseases as early in 2013. 

NT: It is necessary. However, it’s a subject of 

another discussion whether certain legislative drafting 

positions will lead to a real solution of the system’s 

problems. I think the greater challenge is not when, but 

how to create and formalise these centres of expertise. 

Because if it’s just another administrative unit, that 

does not bring real added value to the quality and 

comfort of medical professionals and patients, it is 

pointless. 

 

What is your message to the readers of "Rare Diseases & Orphan drugs"? 

EE: Be proactive in solving problems and do not be afraid of the big goals – although with tiny 

steps, they are ultimately achievable. 

MG: I would like to finish with the message of the European Conference on Rare Diseases and 

Orphan Drugs – “The diseases are rare, but the support doesn’t have to be”. 

NT: I wish all of us – no matter what field we are engaged in – to believe more that change starts 

from each of us. Expecting problems to be solved by someone else or some external force rarely leads to real 

results. 
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OOSSTTEEOOGGEENNEESSIISS  IIMMPPEERRFFEECCTTAA  
 

Definition and prevalence 

Osteogenesis imperfecta (OI) is a congenital hereditary disorder, in which there is increased bone 

fragility, muscle weakness, dental problems, spine curvature, breathing problems, triangular face shape, etc. 

Other names include Lobstein disease, blue sclera syndrome, brittle bone disease and others. The prevalence 

of OI is about 1 per 20 000 live born infants. However, mild forms of the disease often go unrecognised, so the 

actual incidence is likely to be higher. Both males and females are equally affected.  

 

Etiology 

Osteogenesis imperfecta congenita is caused by a mutation of the type 1 pro-collagen gene (COL1A1 

and COL1A2). Type I collagen is important for the bone, fascia, cornea, sclera, meninges and skin formation. It 

constitutes approximately 30% of body weight. 

 

Clinical picture 

The onset of the disease varies – in mild forms of the disease no fractures are observed until old age is 

reached. In severe clinical forms, intra-uterine fractures might be present. Most cases of the disease are due 

to a newly emerged mutation. 

Clinical features usually vary according to disease type but they might also vary within the same family: 

• Type I (mild form) – there are no deformations of long bones. Sclerae are white or blue. The number of 

fractures ranges from 1-2 to 60 throughout life time. They are more frequent in childhood. Patients’ 

stature is usually unaffected. Dentinogenesis imperfecta (disorder of dental formation) might be 

present. Deafness and scoliosis might be present as well. Patients’ physical activity is diminished.  

• Type II (very severe form) – it is usually lethal. Sclerae are blue. There is a characteristic facial 

dysmorphism – small nose and lower jaw. Intra-uterine fractures are seen in all patients – affecting the 

scull, long bones, ribs and vertebrae. Rib fractures, pulmonary hypoplasia, malformations or CNS 

hemorrhage are usually the cause of lethality. 

• Type III (severe from) – it is characterised by loose joints, muscular weakness, chronic intermittent 

bone pains and deformations of the scull, usually due to early fractures. Face is frequently triangular 

with frontal bossing. Patients’ mobility and functioning are affected. There is dentinogenesis 

imperfecta. The color of sclera varies. Intra-uterine fractures are frequent. Deformation of extremities 

is progressive and leads to their shortening. Kypho-scoliosis results in respiratory compromise. 

• Type IV (moderately severe form) – the onset of fractures is usually in childhood. Intra-uterine 

fractures are present as well. Long bones are deformed.  

• There are other types of OI, but they occur very infrequently and most are considered subtypes of the 

moderately severe form (type IV). 

 

Genetic counseling 

Osteogenesis imperfecta is an inherited disorder. It is due to either autosomal dominant mutation or 

to a newly emerged mutation. There are family cases and autosomal recessive mode of inheritance as well. 

Prenatal diagnosis is possible by chorion villus sampling and DNA analysis. Intra-uterine long bone and rib 

fractures are diagnosed by US in the 15-18th week of gestation. 

 

Treatment 

Treatment is symptomatic and patients’ monitoring requires a team of specialists. 

So far, there is no unanimous agreement on the biphosphonates, which are used to treat osteoporosis 

and may increase the strength and density of bones in OI. Nutrition is important – it should be rich in calories, 

calcium and vitamin D. 
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In more severe cases the use of metal braces or even surgery may be considered to increase bone 

strength, to correct deformities and to reduce risk of fractures. Reconstructive surgery may be beneficial for 

overall mobility. 

Despite prevention and treatment, fractures occur. Most of them heal quickly, but prolonged 

immobilisation of the patient after surgery should be avoided. 

  

Rehabilitation and follow-up care 

Management of children and infants OI poses difficult decisions for pediatricians, orthopedists, and 

physiatrists. Physical therapy has a major place in the overall care of these patients and most of them benefit 

from physical activity programmes. Properly prescribed based on the specific strengths and needs of each 

child, they demonstrate positive outcomes in posture and stamina. 

Treatment plans should promote and maintain optimal function. They should include early 

intervention, muscle strengthening, aerobic conditioning, and, when possible, protected ambulation. Infancy 

offers many opportunities to develop strength and avoid some of the deformities, such as torticollis, that are 

often seen in children with OI. Positioning is critical to avoid contracture and malformation. It is important not 

to leave a child with OI in a fixed position, either recumbent or sitting, for long periods. Immobilisation 

reduces lean muscle mass and cardiovascular fitness, and it causes bone density to decline rapidly. 

Postfracture therapy is necessary to reduce the effects of immobilization on bone density and strength. 

Swimming and water therapy are highly recommended. 

A comprehensive rehabilitation programme results in a high level of functional activity for children 

with OI with an acceptable level of risk for fracture. Involvement in school and social activities complements 

the psychological side of this process. 
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UUPPCCOOMMIINNGG  RRAARREE  DDIISSEEAASSEESS  CCOONNFFEERREENNCCEESS,,  

WWOORRKKSSHHOOPPSS  AANNDD  IINNIITTIIAATTIIVVEESS  

  
• 16-17 October 2012 – Conference on Childhood Immunisation, Luxembourg 

http://ec.europa.eu/health/vaccination/events/ev_20121016_en.htm 

• 17-18 October 2012 – 2
nd

 Annual orphan drug congress, Barcelona 

(www.pharma.flemingeurope.com/orphan-drug-congress/category/home) 

• 18 October 2012 – Building a Framework for Societal Benefits Approach to Health Technology 

Assessment, Brussels 

http://www.epposi.org/index.php/events/details/17-AIP-HTA-Building-a-Framework-for-

Societal-Benefits-Approach-to-Health-Technology-Assessment 

• 24-26 October 2012 – 3
rd

 Pan-European Conference on Haemoglobinopathies and Rare 

Anaemias, Limassol 

http://www.thalassaemia.org.cy/pan_euro_3rd.html 

• 19 November 2012 – International Conference on Newborn Screening, Brussels 

http://med.kuleuven.be/Faculteit_Geneeskunde/english/borders/erasmus-mundus-

bioethics/documents/flyer-def-1.pdf 

• 20-21 November 2012 – International Scientific and Practical Symposium on Rare Hereditary 

Diseases, Kharkiv 

http://clingenetic.com.ua/news_new.html 

• 5 December 2012 – An Optimal European Chronic Care Model: Towards Implementation and 

Benchmarking, Brussels 

http://www.epposi.org/index.php/events/details/14-aip-ccm-all-stakeholder-workshop 

________________________ 

 

HHEEAALLTTHH  TTEECCHHNNOOLLOOGGYY  AASSSSEESSSSMMEENNTT  ––  PPRROOSSPPEECCTTSS  FFOORR  BBUULLGGAARRIIAA  
 

ICRDOD is among the organisers of the workshop “Health Technology Assessment – Prospects for 

Bulgaria”, which will be held on 1 November 2012 in Sofia. The event is under the auspices of and hosted by 

the Healthcare Commission at the 41st National Assembly of Bulgaria. 

The term “health technology assessment” (HTA) denotes any process of examining and reporting the 

properties of medical technology used in health care – safety, efficacy, indications and instructions for use, 

cost effectiveness, social, economic and ethical implications. Regulation and application of modern and 

appropriate methods of health technology assessment in Bulgaria will provide the policy makers and decision 

takers with sophisticated tools to analyse different policy options and evaluate their economic, 

environmental, social, political and legal impact. 
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