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Gene and cell therapies are revolutionary methods in contemporary medicine,
enabling the treatment of severe and, until recently, incurable diseases by modifying
genetic material or using living cells. They are of immense importance for the future of
personalized medicine and for the fight against hereditary, oncological and autoimmune
diseases.

The dissertation thesis has been prepared in accordance with the requirements of
the Development of Academic Staff in the Republic of Bulgaria Act. The text comprises 133
pages and includes: an introduction, literature review, aim and objectives, materials and
methods, analysis of results, discussion of results, conclusions, recommendations, and a
bibliography comprising 201 literary sources.

The literature review presents a systematized synthesis of the scientific literature
related to the development, regulation, assessment and access to gene and cell therapies,
considered within the framework of Advanced Therapy Medicinal Products (ATMPs). The
main objective of this section is to clarify the theoretical, regulatory and economic
prerequisites for the introduction and financing of these innovative therapies in healthcare
systems. International experience and the primary mechanisms for assessing and financing
are analyzed.

The role of innovative payment mechanisms is emphasized, including Managed
Entry Agreements and payment models linked to clinical outcomes. A separate part of the
analysis is devoted to the European regulatory framework for ATMPs. The main legal acts
and procedures of the European Union are examined. New European policies in the field of
health technology assessment are presented, including the introduction of Joint Clinical
Assessments. The final part of the literature review analyzes the national regulatory
framework, the mechanisms for pricing and reimbursement of medicinal products, as well
as the role.of the National Council on Prices and Reimbursement of Medicinal Products and
the National Health Insurance Fund.

The analysis shows that despite the considerable clinical potential of these therapies,
their implementation poses serious regulatory, economic, and organizational challenges for
healthcare systems, hecessitating the development of new models for assessing, financing,
and managing therapeutic access.

The aim of the study is to conduct a comprehensive analysis of access to gene and
cell therapies as innovative health technologies in Bulgaria by evaluating the regulatory,
organizational and financial pathway from the granting of marketing authorization to actual
application in patients. A secondary aim is to develop applicable model(s) for sustainable
financing, adapted to the Bulgarian context and compatible with the European regulatory




and HTA frameworks. Seven objectives have been formulated, logically deriving from this
aim.

The following methods were used: historical method, descriptive analysis,
comparative analysis, trend analysis, and analysis of policies and the regulatory framework.
Several pharmacoeconomic approaches have also been appropriately applied.

The analysis of the results presents a comprehensive study of access to gene and cell
therapies (Advanced Therapy Medicinal Products - ATMPs) in both the European and
national contexts. The analysis is structured in several main directions: European trends in
the development of these therapies, models for their financing, the specific features of the
regulatory framework in Bulgaria, and a scenario analysis of opportunities for improving
access. The dynamics in the number of therapies authorized for use and their distribution
by category - gene therapies, somatic cell therapies and tissue-engineered products - have
been traced. The financing models for ATMPs in the Member States of the European Union
have been mapped. The Bulgarian regulatory and institutional framework for access to
innovative therapies is also examined. It has been established that, compared with many
other Member States of the European Union, Bulgaria is characterized by longer periods
until innovative therapies become actually available, due both to regulatory and
administrative procedures and to limited public resources. Particular attention is paid to
the economic and organizational barriers to implementing gene and cell therapies.

Among the main challenges are the high unit cost of the therapies, uncertainty about
their long-term therapeutic effect, the healthcare system's limited financial resources, and
the need for specialized infrastructure and expertise for their administration. A scenario
and modelk-based analysis has been developed for Bulgaria, assessing possible approaches
to improving access to ATMPs.

In the discussion of the results, the doctoral candidate demonstrates that access to
gene and cell therapies requires an integrated approach combining regulatory mechanisms,
pharmacoeconomic evaluation, and innovative financing models. The results highlight the
need to adapt national policy to the growing importance of these high-technology therapies
and to establish sustainable mechanisms to ensure equitable and timely patient access.

Conclusions and recommendations have been made to various institutions and
organizations.

Conclusion:

The topic of the dissertation thesis is unquestionably relevant and has substantial
scientific and practical significance. The work represents the dissertation candidate’s
independent scientific research and is distinguished by a high degree of diligence in
analyzing and interpreting the sources and data used. The results obtained are well
substantiated and based on contemporary scientific evidence.

The dissertation thesis fully meets the requirements of the Development of

Academic Positions at the National Center of Public Health and Analyses for the award of
the educational and scientific degree “Doctor” in the scientific specialty “Social Medicine
and Health Management”.




The considerations set out above give me grounds to confidently propose that the

members of the esteemed scientific jury vote in favor of awarding the educational and
scientific degree “Doctor” to Dr. Stamen Georgiev Bankovski.
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