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Theme of the dissertation project:

"Fracture risk monitoring during antiosteoporotic therapy”

Scientific supervisor: Assoc. Prof. Tsvetanka Petranova, MD, PhD

1. General introduction to the procedure and the doctoral student

The presented set of materials on paper and electronic media is complete and in accordance
with Art. 70 (1) of Section I of the Regulations for Academic Development of MU-Plovdiv
(dated 28.01.2021), for the acquisition of the scientific and educational degree of “’Doctor’’,

the Law on the Development of the Academic Staff of the Republic of Bulgaria and the
Regulations for the Implementation of the Law.

Dr. Maria Nedkova Todorova has published four articles and participated in two scientific
forums in connection with her dissertation work.

2. Brief biographical data of the doctoral student

Dr. Mariva Nedkova Todorova graduated from Medicine at MU-Pleven in 1999, with
excellent results. She specialized in Rheumatology at MU-Sofia and MU-Varna with training
bases at MMA-Sofia and UMHAT, Burgas. She obtained a specialty in Rheumatology in
2016, and since the same year has been working at UMHAT, Burgas as a rheumatologist. She
has a postgraduate qualification in health management since 2021. Since 2023. is a part-time
assistant at the Bulgarian State University "Prof, Dr. Asen Zlatarov". Dr. Mariya Nedkova
Todorova has been enrolled as a doctoral student in an independent form of study (on
10.12.2024) at the Department of Propaedeutics of Internal Medicine "Prof. Dr. Anton
Mitov", Faculty of Medicine, Medical University of Plovdiv, with a training base at the Clinic
of Rheumatology at the University Hospital "Kaspela", Plovdiv.

3. Relevance of the problem considered in the dissertation work in scientific and
scientific-applied terms

Osteoporosis is among the leading socially significant diseases with the possibility of early
diagnosis and effective treatment. The increased life expectancy and associated osteoporotic
fractures represent a significant burden on public health. The treatment of patients with high
and very high fracture risk requires the consistent use of multiple medications and in some of
them is associated with sudden and rapid bone loss upon discontinuation. The current
recommendations do not encourage the long-term use of potent antiresorptive osteoporosis
drugs due to efficacy and safety considerations. Sequential administration of two or more
therapies is challenging for clinicians due to the extreme remodeling of bone turnover when



switching therapies. The correct therapeutic choice after re-evaluation of antiosteoporotic
therapy will reduce fracture risk and costs to health systems.

Despite the evolution in osteoporosis management, a small proportion of women at high
fracture risk receive freatment.

The literature review is well structured, informative and sufficiently comprehensive. It is
written in sufficient volume and shows very good awareness of the author.

The practical and scientific significance of the problem is undeniable. The data published
on this topic in the world literature are difficult to compare, due to the different tools used for
stratification of high-risk patients and assessment of fracture risk, as well as the specifics of
the health systems. There are few sources that track fracture risk during the course of

antiosteoporotic therapy in such a large number of patients. To date, no Bulgarian study has
compared the change in fracture risk of two initial antiresorptive regimens.

4. Knowledge of the problem

The dissertation presented to me is written on 140 standard typewritten pages and is
illustrated with 51 figures, 11 tables and 2 appendices. The dissertation candidate shows very
good knowledge of the problem. He has made a detailed, balanced and in-depth literature
review, which shows his rich knowledge of the topic and his ability to select and critically
analyze the necessary information. The bibliography includes 286 literary sources — 4 of them
are in Cyrillic, and the rest are in Latin. The review is comprehensive, focused on the goals
and objectives of the dissertation work, without extending to information unrelated to the
topic. It ends with a conclusion, which states arguments in support of the possible benefit of
national studies defining sensitive predictors in monitoring fracture risk and creating up-to-
date therapeutic algorithms that would contribute to prioritizing the disease in national health
systems and reducing the social and economic burden.

5. The goals, objectives and methodology of the problem

The introduction is clearly formulated and reflects the directions of the problem under
consideration and the need for its development,

The goal of the dissertation is clearly formulated and responds to the tasks set. It is
scientifically and practically set.

The tasks logically follow the goals set. The number of participants is sufficient to fulfill
the tasks set and to achieve statistical reliability of the - wlts. The inclusion and exclusion
criteria used for the selection of participants in the clinical study are set correctly and are
consistent with the global recommendations for the treatment of postmenopausal osteoporosis
with antiresorptive and anabolic medications.

The section “Materials and Methods™ is detailed and consistently developed. Patients were
allocated at month O into two arms of 150 participants each (ratio 1:1). One group was
initiated on antiresorptive therapy with parenteral Bisphosphonate, and the other group with



Denosumab subcutaneously. According to the annual reassessments of fracture risk in both
arms, patients are switched to Bisphosphonate, Denosumab, Teriparatide, supplemental

therapy or continue guided therapy. The protocol of the clinical trial is described in detail, as
well as the chronology of participation.

6. Results of the study

The results of the tasks are clearly presented and well illustrated in tables and figures. The
methods used and the results of the statistical analyses are described in detail. Patients were
followed up and stratified according to fracture risk during the course of anti-osteoporosis
therapy using the assessment tools - FRAX probability, BMD and T-score. Bone turnover
markers were monitored in three groups of patients, the significance of fracture risk and

readiness among the Bulgarian female population for long-term treatment were analyzed
using a self-developed questionnaire.

The discussion of the results logically compares the results made on the basis of the own
research with those reported in the world literature. The lack of national strategies for
reassessment of fracture risk and clearly defined algorithms for therapeutic behavior in the
Bulgarian female population are the basis for writing the dissertation.

The conclusions are clearly formulated both for each individual task and for the overall
topic of the work.

7. Assessme~“ of publications on the dissertation

The number of scientific works related to the dissertation covers the quantitative criteria

set out in the Regulations of MU-Plovdiv. 4 publications are presented - 2 in foreign journals
and 2 in national journals.

8. Personal participation of the doctoral student

The doctoral student has personally participated in carrying out the studies related to the
dissertation, their surnmarization and analysis. In all publications, Dr. Nedkova is the first or
sole author, which supports that the dissertation is her personal work.

9. Abstract

The abstract meets the requirements. It contains 56 pages and presents the most important
aspects of the dissertation in a synthesized form. It provides a clear and sufficiently complete
introduction to the goals, objectives, results, discussion, conclusions and contributions of the

work. It reflects the main results achieved in the dissertation. It is well illustrated with tables
and graphs.

10. Critical remarks and recommendations

I have no critical remarks and recommendations for the dissertation. The work has a

completely finished appearance, the set goals and objectives have been met. The conclusions
are logical and useful.



11. Conclusion

The presented dissertation on the topic: “Fracture risk monitoring during antiosteoporotic
therapy” is a current and in-depth complex study with a clearly formulated goal, tasks and
results with an original contribution to modern rheumatology. The topic of the dissertation is
unexplored in Bulgaria, and the results obtained are of scientific and practical contributions to
rheumatology in Bulgaria and abroad. The dissertation fully meets the requirements of the
Law on the Development of the Academic Staff of the Republic of Bulgaria, the Regulations
for the implementation of the law and the relevant Regulations of MU-Plovdiv. The author

shows in-depth theoretical knowledge and professional skills on the presented topic and
specialty.

Due to the above, I give my positive assessment for awarding the scientific and educational
degree of “Doctor” to Dr. Mariya Nedkova Todorova in the field of higher education: 7.
Health and Sports, professional field: 7.1 Scientific specialty “Rheumatology”.
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