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1.General presentation of the procedure and the doctoral student

By order No. R-983/ 19.04.2023 of the Rector of MU-Plovdiv, the composition of a
scientific jury was determined, based on the decision of the Faculty Council, protocol No. 87/
31.08.2022. The opinion is in accordance with the requirements of the law on the development
of the academic staff in the Republic of Bulgaria, the Regulations on the terms and conditions

for acquiring scientific degrees and occupying scientific positions at the MU-Plovdiv.



Master Pharmacist Nikolay Borisov Yanchev has correctly submitted the necessary
documentation, having complied with the requirements of the procedure for the public defense
of a dissertation for the acquisition of the Doctorate of the National Academy of Sciences,
approved at the MU-Plovdiv. The presented set of materials on an electronic medium is in
accordance with Art. 70 (1) of Section I. Acquisition of educational and scientific degree
"DOCTOR" and scientific degree "DOCTOR OF SCIENCES" at MU-Plovdiv; Regulations of
MU-Plovdiv from 28.01.2021

The accurate and complete presentation of the necessary documents facilitates my work
as a member of the jury in the assessment of the qualitative and quantitative criteria specified
in the Regulations for the conditions and procedures for acquiring scientific degrees and holding

academic positions at MU-Plovdiv.

The doctoral student has attached 6 publications on the topic of the dissertation work.

Brief biographical data

Master pharmacist Nikolay Yanchev graduated in 2007 from language high school,
German profile with English language studies. From 2007 to 2013 he studied at the Free
University of Berlin, Faculty of Pharmacy. In 2013 to 2014, he conducted a practical year and
a mandatory course in law and pharmaceutical practice at the Chamber of Pharmacy Berlin.
After successfully passing the third state exam, he received the approval and qualification of a
master pharmacist. Since 2019, he is a full-time doctoral student in the scientific specialty
Pharmacology /including Pharmacokinetics and Chemotherapy/ at the Department of
Pharmacology and Clinical Pharmacology, Faculty of Medicine, Medical University of Plovdiv.
As a full-time doctoral student, he participates in the educational activities of the department as
a pharmacology teacher for medical and dental students in Bulgarian and English. From
November 2022 until now, he has been working as a master pharmacist, health communication
and drug information expert. His excellent command of German, English and Russian
languages and his computer literacy help him in the processing of literary data on the topic of
the dissertation, in the preparation of scientific articles and communications and their
presentation. Has completed courses and training in: "Statistical software package SPSS,
"Protection and humane treatment of experimental animals used for scientific or educational
purposes," participation in seminar training organized by the vitamin manufacturer Orthomol

to acquire competence in the field of orthomolecular medicine. During the December session



of 2023. master pharmacist Nikolay Yanchev must take a state exam to acquire a specialty in

Pharmacology and Pharmacotherapy.
2. Relevance of the topic

The topic of the dissertation work is relevant because it is related to the study of
pharmacological effects of compounds of plant origin, used since ancient times for the treatment
of diseases of social importance. The choice of Sideritis Scardica was determined by its wide
distribution in the Republic of Bulgaria, easy access and use, as well as the lack of data on acute
and chronic toxicity, contradictory and insufficient studies to establish an antidepressant, anti-

stress effect, as well as influencing cognitive abilities in Alzheimer's disease and dementia.
The significance of the research is related to:

O A large percentage of medicinal preparations /about 40% / of plant origin. They have
been applied since ancient times, but their in-depth experimental study can expand the
indications for their application and explore the mechanisms of action of their active

ingredients.

O The advantages of plant products, which are used for curative and prophylactic
purposes, ensure better participation of the patient in the prevention and treatment of various

socially significant diseases;

O Natural products have unique chemical structures, which are the basis for creating
medicinal preparations after experimental studies of the relationship between pharmacological

effects and chemical structure.

O A small percentage of plant species have been studied for chemical composition and

pharmacological effects;

O According to the WHO, about 80% of the world's population of the world's population

use medicinal products of plant origin for prevention and primary health care;

Knowledge of the problem

Master pharmacist Nikolay Yanchev uses up-to-date information on the topic of the
dissertation work. This enables the doctoral student to discuss the most recent theories and

hypotheses related to the pharmacodynamic features of an extract of Sideritis Scardica,

Lamiaceae.



In the introduction of the dissertation, the doctoral student indicates the significance of
the chosen topic. Examines the relevance of the problem and the reasons for choosing the topic
of the doctoral thesis. Medicinal plants have been and are used as a universal medicine for the
treatment of anxiety and stress and related disorders. in cardiovascular, immune system,
learning and memory functions. Advantages of herbal preparations are their low or no toxicity,
fewer side effects when using them. The stages of the creation of new medicinal preparations
of plant origin include the in-depth study of the chemical composition and pharmacodynamic

features of products of plant origin in preclinical and clinical studies.
4, Research methodology

The experimental studies were carried out in the Department of Pharmacology and
Clinical Pharmacology, Department of Anatomy, Histology, Embryology at the Faculty of
Medicine of the Medical University of Plovdiv, Department of Medical Microbiology and
Immunology, Prof. Dr. Elisey Yanev", Faculty of Pharmacy, MU Plovdiv, Department of
"Organic and Inorganic Chemistry" - University of Food Technologies, Plovdiv. To solve the
set goal and tasks, Yanchev uses modern methods and models, which gives him the opportunity
to adequately answer the tasks solved in the dissertation work. The obtained results are

comparable and comparable with those of other authors
5. Characterization and evaluation of the dissertation work and contributions

The dissertation "Experimental Pharmacological Study of an Extract of Sideritis
Scardica, Lamiaceae" contains 151 standard typewritten pages. Illustrated with 46 figures, 39
tables and an appendix.303 literary sources are cited, all in Latin. 128 of the cited sources are

from the last 10 years

In the introduction, the author states the reasons for choosing the topic and the study
design of Sideritis Scardica extract, Lamiaceae. At the beginning of the literature overview, a
historical reference is made and the names of Sideritis Scardica, Lamiaceae are indicated. The
morphology of the plant, its habitat, its antioxidant properties, the role of oxidative stress as a
factor in the development of socially significant diseases. Mursala tea chemical composition,
antioxidant activity and types of antioxidants are discussed. The study of antioxidant activity
of the studied plant is of primary importance for the prevention and treatment of

neurodegenerative diseases.



The features of: Acteoside (Verbascoside), Apigenin, Luteolin, Phosiditoside A,
Isoscutellarein, Chlorogenic acid, Ferulic acid, Para-coumaric acid were examined. Of interest
is the effect of apigenin against amyloid-beta toxicity in mice, the adaptogenic properties of
apigenin in different behavioral models of stress in mice, accounting for changes in
noradrenergic, dopaminergic and serotonergic activity. Current studies on the effects of Sideritis
on the CNS are of interest. Useful information is summarized in table 1. The toxicity and
pharmacokinetic features of Sideritis are discussed. Nikolay Yanchev compared the results of
studies in which the anti-inflammatory activity of extracts from different species of the genus
Sideritis was registered, as well as substances isolated from their composition as
monopreparations. Summarized data from various studies of anti-inflammatory activity are
presented in Table 2. and Table 3. Features and types of stress are described, as well as stress
induction models, changes in cytokine levels in a stress model, and a lipopolysaccharide
injection model of inflammation. Nikolay Yanchev has commented on the advantages and
disadvantages of models of cognitive deficit and non-degenerative changes in the CNS. I

appreciate the conclusion and conclusions of the literature review as very useful.

The goal is precisely stated. "To carry out a systematic study of toxicity and anti-
inflammatory, anxiolytic and neuroprotective.effects of mursal tea extract (Sideritis scardica)'.
The 7 tasks set in the dissertation support the fulfillment of the set goal. I believe that the set

goal and tasks make it possible to carry out the planned experiments in a complex manner.
Material and methods:

The Mursal tea extract was obtained by water-methanol maceration (70% v/v) using a
spray dryer at a temperature below 45°C in Vesselino Ltd., Kazanlak. The phytochemical
studies were carried out in the laboratory of the Department of "Organic and Inorganic
Chemistry" - University of Food Technologies, Plovdiv. Total phenols, bioflavonoids,
antioxidant activity were determined by 4 methods as required for reliability of the results.
Acute and subchronic toxicity of the extract, clinical laboratory and biochemical indicators,
cytokines in acute cold stress and chronic stress model and in chronic inflammation model with
lipopolysaccharide were studied. The studies of cytokine levels were carried out in the
Department of Microbiology and Immunology, Medical Faculty of MU Plovdiv. Enzyme-
linked immunosorbent assay ELISA was used. Assessment of depression in rodents with the
forced swim test. Elevated plus maze test and social interaction test were used to assess
anxiolytic effect. Behavioral tests were performed on memory-impaired models. A rat hindpaw

edema model and lipopolysaccharide chronic inflammation were used to induce inflammation.



Appropriate statistical tests were used to process the data from the experimental studies, which
ensure reliability and comparability of the obtained results with the data of other authors.
Nikolay Yanchev has very good computer skills, which help him in presenting and publishing
the obtained results. The results are processed and presented correctly. In the discussion,
Nikolay Yanchev compares the results of the present study with data from other authors. I
appreciate as very useful the summary of the results obtained from the large number of
conducted experiments in the implementation of the set tasks. The data from the conducted
experiments are summarized in 7 conclusions. The doctoral student knows very well the
literature on the topic of the dissertation work, expresses his position, analyzes the obtained
results and the conclusions drawn in a reasoned manner. Results and discussion are linked
logically. The conclusions are precisely formulated, correspond to the data obtained in the
scientific experiment. The dissertation of master pharmacist Nikolay Yanchev has contributions
of scientific-theoretical and scientific-applied importance. I accept and appreciate as significant

the contributions indicated in the dissertation work.
6. Evaluation of the publications and personal contribution of the doctoral student

Nikolay Yanchev has presented 6 publications on the subject of his dissertation. One of
the publications is in the journal Trop.J.Nat.Prod. Res. with SJR for 2021 0.13, one - in Folia
medica under print, one in "Nauka Pharmacology" and three in Scientific works of the Union
of Scientists in Bulgaria - Plovdiv. Two of the articles are in English and 4 in Bulgarian. One
citation of Nikolay Yanchev's scientific publication is noted in Scopus. The PhD student has
presented a list of 6 participations at scientific forums. Of them -1 abroad and 5 in Bulgaria. In
scientific publications and participation in scientific forums at home and abroad, mag.
Pharmacist Nikolay Yanchev is the first author. The points collected from the presented
publications, according to the requirements of the National Assessment and Accreditation
Agencyre 77. With the presented publications, Master Pharmacist Nikolay Yanchev meets the
requirements of the National Assessment and Accreditation Agency for PhD. He has
professional qualities and skills for independently conducting research studies. He can the
conclusion was made that the presented publications and participation in scientific forums at

home and abroad are the personal merit of the doctoral student

7. Abstract

The abstract for the dissertation work "Experimental pharmacological study of an

extract of Sideritis Scardica, Lamiaceae" meets the requirements specified in the rules of the



MU-Plovdiv for awarding the PhD. The auto-abstract has a volume of 54 pages. The data are
presented with 35 figures and 6 tables. I accept the presented abstract without any objections,

because it fully and accurately reflects the content of the dissertation work.

Conclusion:

My assessment of the presented dissertation work "Experimental pharmacological study
of an extract of Sideritis Scardica, Lamiaceae" by master pharmacist Nikolay Yanchev is
positive. Experimental research is part of the direction that develops in the Department of
Pharmacology and Clinical Pharmacology at the Medical University of Plovdiv for the study
of pharmacokinetic and pharmacodynamic features of products of plant and synthetic origin.
The dissertation is current, with scientific-theoretical and scientific-applied significance. The
topic of the dissertation is interesting and well chosen for a current problem related to
neuroprotection, cognitive disorders, dementia, Alzheimer's disease, depressive disorders,
hyperkinetic disorder with attention disorder. Master pharmacist Nikolay Yanchev knows the
presented problem well, he has mastered many modern methods, which he uses in the

development of his doctoral thesis.

The topicality of the problem, the excellent knowledge of the issues under consideration,
the possibility of the doctoral student to work in a team, to interpret and compare the obtained
results with data from experimental studies of other authors, the expressed hypotheses,
conclusions and contributions of theoretical and practical importance to me -th reason to
positively evaluate the dissertation work of Master Pharmacist Nikolay Yanchev, the author's
reference to it and the scientific production on the subject of the dissertation, the conclusions
and contributions made and to vote with conviction for awarding the educational and scientific
degree "Doctor" to Master Pharmacist Nikolay Yanchev in the field of higher education 7.0
Health care and sports, professional direction 7.1 Medicine and doctoral program in

Pharmacology / incl. pharmacokinetics and chemotherapy/. \
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