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1. General presentation of the procecure

The suamitted set of aterials cn papzr and electronic media is complete and in accordance with Art.
70 (1) of Section 1 of the Regulatiot s for Academic Deve .cpment 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
Acadenic Staff of the Republic of Bulgara end the Regulatiors for the Implementation of the Law. The
doctoral scudent has completed all .nodutes of the training of the Doctoral School at MU-Plovdiv. She has
faifillec th & criteria of the minimur, reguiremens for acquiring tne scientific and educational degree of
"Doctor".

Brief blographical data of the doctoral student
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Dr. viariya Nedkeva Todorova giaduated from Medicine at MU-Pleven in 1996, with excellent results.
She spacialized in Rheumatology at MU-Sofia and MU-Varna with training bases at MMA-Sofia and
UMHAL -Burgas. She obtaired her specialty in 2016. Sh= has a postgraduate qualification in health
management since 2021 Dr. Maviya Nedwcova Todorova was enrolled as a doctoral student in an
independent form of studv on 10.12.2024 at the Department of Propaedeutics of Internal Medicine "Prof.
Dr. Anton Mitov", MF, MLU-Plovdiv, with training base at the Clinic of Rheumatology at UMBAL "Kaspe.a",
Plovdiv. During the one-year training period n the doctoral program "Rheumatology”, Dr. Nedkova fuliills
t1e tass set out in the individial curriculum ahead of schedule, according to the uniform form for MU -
Flovdiv.

2. Relevance of the problem considered in the dissertation, in scientific and scientific-applied terms

The topic of the dissertation is extremely relevant. Over the past 50 years, there has been greaat
progress m the management of osteoporosis, covering its diagnosis, fracture risk assessment, the
cevelopment of therapies to reduce the risk of fractures and the preparstion of cinical guidelires.
Osteoporosis is among the leading socialy significant diseases with the possibility of early diagnosis and
effective treatment. Currently, various there peutic options for the treatment of ostaoporosis have been
registered, and almost all of them havz zeen proven to reduce the risk of vertebral and non-vertebral
f-actures, although the strength of the eviderce may vary depending on the study design used, baseline
risk before starting treatment, the dose stud:ed and the t-eatment regimen. Treatment of patients at high
fracture risk requires the sequentia’ use o multiple med cetions and is associated with sudden and rapid
bone loss upon discontinuation. Cur-ent recommendatio 1s do not encourage the long-term use of potant
antiresorptive csteoporosis medica:iors due to efficacy and safety concerns. Sequential aoministration
cf two ar more “herapies poses a challenge to clinicians due to the extreme remodeling of bone turnover
vi-en switching therapies. Tne correct therapeutic choice after reassessment of antiosteoporotic therapy
viil. reduce fracture risk and zosts tc heal:n systems.

Currently, many methods are available ta help identfy patients at different fracture risk categories,
tut they lack specificity. Stratification o* t -2atment according to baseline fracture risk may allow targeting
the mest effective treatments to patients at highest fracture risk. Such a strategy would provide the
greatest levels of fracture risk reduction and would contribute to overcoming current treatment gaps, as
well as maximizing benefits for the most vulnerable patients.

The practical and scientific importance of the problem is undeniable. The data published on this topic
in the world litarature are difficulr to cornpare, due tc the different toois used for stratification and
assessrent, as well as the different specificities of health systems. There are few sources that track
fracture risk during antiosteoporoti. therapy in such a large number of patients.

The presented national data will enrich the global recommendations for high-risk patients with
osteoporcsis and optimize therapeutic solut-ons.

3. Krowledge of the problem

The doctoral candidate demonsirates in-depth knowledge of the problem, the ability to interpret the
availabie literature, and scientific maturity ir analyzing the data from the literature review. The literature
review is in-depth, contemporary, anc written in an academic style. This demonstrates her ability to
cricically select and analyze the necessary rfcrmation. Tne lizerature review is comprehensive, focused
cn the zoals and objectives of the cissertation !t ends with correctly defined conclusions from the global



literature, outlining “he main unme: neads in high-risk patients with pastmenopausal osteoporosis. The
bibliography includes 286 literary scurces - 4 of them are ir: Cyrillic, and the rest are in Latin.

4. Scope and structure of the dissertation

The dissertation ‘s written on 149 stendard typewritien pages and is illustrated with 51 figures, 11
tables and 2 appendices.

An introduction is presented wi h well-outlined guide'ines for the problem urder consideration. This
introduction also contains the justification for the need for its development.

The goal is precisely and clearly formulated, containirg the essence of the development, namely the
study of cirategies for re-evaluation of antiostecpaorotic therapy based on changes in fracture risk In
womer from the Bulgarian population.

Dr. Nedkova has defined 7 tasks tha* fzllow the set goal.

Inth e presert study, the tumber of sarticipants is sufficient to fulfill the set tas<s and ensure statist cal
reliability -f the results. Tre inclusion and exclusion criteria used for the selection of patients in the clin,cal
study 3re set correctly, are corsistent with the werd recommendations foo the treatment of
postmenopausal osteoporosis with antiresorptive and arabolic medications.

The materials and methods are precisely selected and adequately targeted at each of the set tasks.
The study is a three-year retrospective obhservational cohcrt. It includes 300 femaie participants, of which:
up to 65 years old - 99 participants /33%), between 65-74 years old - 155 participants (52%) and over 75
years oid - 46 participants (15%). Tre protocol for conducting the trial is described in detail, as well as the
chrono.ogy of participation in it.

The stetistical evaluation was pe formed using the STATISTICA 8 version 13.3 program.

The results of the study are wel! cystemetizec! and comprehensively illustrated by ables and figures.
In addition to monitoring and str_tifying patients according to fracture risk c'uring antiosteoporotic
tnerapy, bone turnover markers were monitored in three groups of patients and the significance of
f-acture risk and readiness among tne Bugarian female population for fong-term treatment and
adherece to therapy was analyzed.

The discussion of the results shows the zuthor's ability to analytically and coraprehansively compare
the data based on her own observations ard research with those reported in the warld literature. The
laclk of 1ational stratagies for reassessment of fracture risk and clearly defined algorithms for therapeutic
behavior in the Bulgarian female population are the basis for vrriting the dissertation.

The aissertation has defired 11 conclu sicns, which are clearly formulated and | fully accept.
5. Contiibutions and significance of the development tor science and practice

For -he first time in a Bulgarian study, the change in fracture risk from two initial therapeutic regimens
is compared and the fracture risk is manitored during the course of antiosteoporot ¢ therapy, which allows
for the dzrivation of an up-to-date theraseutic algor thm in the Bulgarian female population. “he
validated sansitive predictors in the monttoring of fracture risk will support the correct and
comprehensive use of the available risk assessment tools in the Bulgarian female population.

6. Assessment of publications 01 the tissertation wevk



The numoer of publications relatec to the dissertat on work covers the guezntitative scientometric
criteria set out in the Regulations of VIU-Plovciv 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.

7. Personal participation of the doctoral student

The doctoral candidate has perscnally participatea in conducting the research related to ‘he
dissertation work, their stmmary and gnalysis. Ir all publications, Dr. Nedkova is the first or sole auttor,
which supports that the dissertatio~ work is her persona. work.

8. Abstract

The zbstract meets the requireraents. It contains 56 oages and presents the most i nportant aspects
cf the discertation work ir a synthesized form. It allows for a clear and sufficiently complete introduction
to the goals, objectives, results, discussion, conclusions a id contributions of the work. It reflects the main
rasults achieved in the dissertation.

9, C:itizal remarks and recomm=ndat ons
| have ~2 critical remarks and re-ommendations for the dissertation work.
10. Conclusion

The presented dissertation on the topic: “Fracture risk monitoring during antiostecporotic therapy”
is a cur-ert and in-depth compiex study with a clearly formulated goal, tasks and resuits with an original
contribution to modern rneumatology. The topic of the dissertation is unexplored in Bulgaria, and the
results obrained are of scientific and practical contributioas to rheurnatology in Bulgaria and abroad. “he
dissertation fully meets the requirements of the Law, the Regulations for the implementation of the Law
and the relevant Regulations of MU-2lovdiv. Tne author shows in-depth thecretical knowledge and
professional skills on the presented topic and specialty.

Due to ~he ahove, | give my positive assessment for awarding the scientific and educational degree of
“Doctor” to Dr. Meriva Nedkova Todorova in the Field of higher education: 7. hHealth and spo-ts,
professional field: 7.1 Scientific specialty “Rheumatology”.
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