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1. General presentation of the procedure and the doctoral student

The presented set of materials on paper and electronic media is complete and is in accordance with
Art. 70 (1) of Section | 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,.

Brief biographical data of the doctoral student

Dr. Mariya 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. She holds a postgraduate
qualification in health management since 2021. 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 in the Rheumatology Clinic at the University Hospital "Kaspela", Plovdiv. For the period
of one-year training in the doctoral program "Rheumatology”, Dr. Nedkova fulfills the tasks set out in
the individual curriculum ahead of schedule, according to the uniform form for Medical University of
Plovdiv.

2. Relevance of the topic

Osteoporasis is among the leading socially significant diseases with the possibility of early diagnosis
and effective treatment. Currently, various therapeutic options are registered for the treatment of
osteoporosis, and almost all of them have been shown to reduce the risk of vertebral and non-vertebral
fractures, although the strength of the evidence may vary depending on the study design used,
baseline risk before starting treatment, the dose studied and the treatment regimen. Treatment of
patients at high fracture risk requires the sequential use of muitiple medications and is associated with
sudden and rapid bone loss upon discontinuation. Current recommendations do not encourage the
long-term use of potent antiresorptive osteoporosis medications due to efficacy and safety
considerations. Sequential administration of two or more therapies is a challenge 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.

Late diagnosis of osteoporosis with already existing low-energy fractures, often incorrect
reassessment of fracture risk and suboptimal therapy is associated with significant unmet needs in
high-risk patients.

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
and assessment of fracture risk, as well as the specifics of health systems, There are few sources that
track fracture risk during the course of antiosteoporotic therapy in such a large number of patients.

3. Knowledge of the problem



The literature review covers in detail all aspects of the problem under consideration, All sources are
comprehensively compared. The analysis of data that are difficult to compare, due to the different
methods for stratification of high-risk patients and the different designs of studies for evaluating
therapeutic regimens, shows very good awareness of the dissertation. The doctoral student
demonstrates in-depth knowledge of the problem and the ability to interpret the available literature
when analyzing the data from the literature review.

The developed algorithm of antiosteoporotic therapy in the Bulgarian female population in relation
to changes in fracture risk will address the gaps in the monitoring and treatment of high-risk patients
and will enrich global strategies regarding which tools for assessing the risk of fractures have the best
predictive effectiveness.

4, Appropriateness of the set goals and tasks

The goals of the dissertation are clearly and precisely formulated. The 7 tasks identified are specific,
consistent with the set goals and are sufficient for their implementation.

5. Research methodology

The materials and methods are precisely selected and adequately targeted at each of the set tasks.
The study is a three-year retrospective observational cohort. It includes 300 female participants, of
which: up to 65 years. - 99 participants (33%), between 65-74 years - 155 participants {52%)} and over
75 years - 46 participants (15%). Patients were recruited and followed for a period of 3 years (36
months) from January 2020 to December 2023. They were allocated at month 0 into two arms of 150
participants each {ratio 1:1). One group was initiated on antiresorptive therapy with Bisphosphonate
parenterally, and the other group with Denosumab subcutaneously.

The trial protocol is described in detail, as well as the chronology of participation in it.
Characteristics and evaluation of the dissertation work

The presentation of the results of the own study is thorough and very wel! iHustrated by 11 tables
and 51 figures. The methods used and the results of the statistical analyses are described in detail. The
large amount of data is well thought out and systematized.

The Discussion demonstrates the good understanding of the doctoral student of the problem being
developed and an excellent ability to compare and interpret the results, made on the basis of his own
observations and research, with those reported in the world literature.

The conclusions are clearly formulated, both for each individual task and for the general topic of
the work. Dr, Maria Nedkova thoroughly and in detail investigates the methods for re-assessment of
fracture risk during its annual follow-up during the course of antiosteoporotic therapy in the Bulgarian
female population, defining sensitive predictors and an algorithm for therapeutic behavior.

7. Contribution and significance of the development for science and practice

The development contains important scientific-applied and scientific-theoretical contributions



For the first time in a Bulgarian study, the change in fracture risk from two initial therapeutic
regimensis compared and the fracture risk is monitored during the course of antiosteoporotic therapy,
which allows for the derivation of an up-to-date therapeutic algorithm in the Bulgarian female
population. The validated sensitive predictors in the monitoring of fracture risk will support the correct
and comprehensive use of the available risk assessment tools in the Bulgarian female population. The
developed own questionnaire on the significance of ostecporosis and fracture risk will also allow its
use in scientific and clinical studies.

The presented national data will enrich the global recommendations for high-risk patients with
osteoporosis and will optimize therapeutic decisions.

8. Assessment 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 and the Law on the Development of the Academic Staff of the Republic
of Bulgaria. 4 publications are presented - 2 in foreign journals and 2 in national journals.

9, Abstract

The abstract contains 56 pages and is a summary of the dissertation, It allows for a clear and
sufficientty 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 notes and recommendations

| have no critical notes and recommendations for the dissertation. The waork has a completely
finished appearance, the set goals and objectives have heen met. The conclusions are logical and
useful.

CONCLUSION

The presented dissertation on the topic: "Fracture risk monitoring during antiosteoporotic therapy”
contains scientific and applied results that represent an original contribution to science and fully meet
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 possesses in-depth theoretical knowledge and professional skills on the presented topic
and specialty, demonstrating qualities and skills for independent conduct of scientific research.

Due to the above, | confidently give my positive assessment of the conducted study, presented by
the above-reviewed dissertation, abstract, achieved results and contributions, and | propose to the
esteemed scientific jury to award the scientific and educational degree of "Doctor"” to Dr. Mariya
Nedkova Todorava in the field of higher education: 7. Health and Sports, professional field: 7.1
Scientific specialty "Rheumatoclogy".
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