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To the Chaiman of the Scientific Jury
Appointed by the Order

Of the Rector of

Medical University — Plovdiv

REVIEW

by Prof. Dr. Tonyo Iliev Shmilev, DM

Department of Pediatrics and Medical Genetics, Medical University — Plovdiv

Address: 400(

l 3anmMyeHo Ha ocCHOBaHWe
Mobile phone ., 5 g1, 6.B“ Pernament (EC)2016/679 QM

In reference to competition for the academic position “Professor” in higher education area 7.
Health and Sports; professional field 7.1. Medicine; scientific specialty “Pediatrics™ for the
needs of the Department of Pediatrics and Medical Genetics, Medical University — Plovdiv, as
announced in State Gazette, issue 32/26.4.2022.

General presentation of the procedure. The competition for the academic position
“Professor” for scientific specialty “Pediatrics” has been duly announced by the Academic
Board and a request has been placed of the Department of Pediatrics and Medical Genetics.
Medical University — Plovdiv. All the required documents are available, in need of the
procedure.

The reviewing of the materials is in accordance with the Law of the Development of the
National Academy of Sciences and the Regulations for the Academic Staff in Republic of
Bulgaria (ADASRB), the Regulations of its application and the Regulations for terms and
conditions for acquiring science degree and occupation of academic position at Medical
University — Plovdiv and Qualification Criteria for Academic Staff Development at Medical
University — Plovdiv.

Just one candidate had applied for the open competition, admitted by the Documentation
Committee: Assoc. Prof. Dr. Mariya Ivanova Spasova MD, PhD

The procedure for appointing the Scientific Jury members has been followed by Order
No1688/12.7.2022 of the Rector of Medical University — Plovdiv.

1. Career profile assessment of Assoc. Prof. Dr. Spasova



The candidate has acquired “Master” degree in Medicine at the Medical University of
Plovdiv (1991)

The candidate has acquired medical specialties in Pediatrics (1997) and clinical
Pediatric hematology and oncology (2012). She graduated the Faculty of Public
Health, Medical University — Plovdiv with Master degree in “Public health and health
management” (2013).

The candidate attained academic scientific degree Doctor of Medicine (DM) entitled
“Bacteremia and fungemia in febrile neutropenia in children with malignancies on
chemotherapy™.

She worked as an Ordinator in Pediatric Clinic (1992) and consistently, since 1996, as an
associated professor, chief associate professor, senior associate professor in the Pediatric
Clinic of the Medical University “I. P. Pavlov”, Plovdiv.

Since 2011, the candidate has become an Associate professor at the Pediatric and Medical
Genetics Department at Medical University, Plovdiv; Clinic Director of Oncohematological
Division, Pediatric Clinic, UMHAT “Sveti Georgi” (2018).

She has excellent knowledge of English, French and German languages, Microsoft Office as
well.

She has been trained and certified in pediatric and oncohematological subjects; joint and
stomach echography, pediatric gastroenterology (Netherlands), 2 courses in pediatric
oncohematology (Austria, Italy), inhibitors in hemophilia (Germany), individual educational
training in pediatric oncohematology in Vienna and et al.

The candidate is a member of many Bulgarian and foreign Scientific organizations.

The candidate is a member of an Expert Committee, Ministry of Health and external expert at
National Health Insurance Fund.

The progressive gradation can be seen in professional career development of Assoc. Prof.
Spasova, according to the above-mentioned information and her willingness to expand her
knowledges in the field of pediatric science, especially in the field of Pediatric Clinical
Hematology and Oncology.

2. General description of the submitted materials. Assoc. Prof. Dr. Spasova, as a
participant in the competition, has submitted all the documents, listed in the Regulations for
acquiring academic position “Professor” determined in Rules and regulations of Medical
University — Plovdiv. They are verified and supported by detailed submission of evidence,
structured according to the requirements.

3. Scientific researches assessment for the complete academic development of Assoc. Prof.
Dr. Spasova:

e General characteristic of the scientific issues: The candidate presents , for the needs of

the competition procedure after PhD Docent Habilitation, 54 scientific researches:
Thesis (Dissertation) study, monography, 24 publications in scientific journals,
refereed and indexed in Scopus and/or Web of science (5 in journal with IF), 21
articles in non-refereed scientific journals with scientific reviews or published in



edited co-authorship volumes, 9 chapters in co-authorship monographies, 2
publications in university educational manuals.

The following materials have been presented in addition: lists and summaries of
reports, presented to national congresses after acquisition of PhD Associate professor
(38) and summaries of international congresses (12), one of these summaries has been
quoted in refereed and indexed scientific journal.

The materials contain also a list of reports of Assoc. Prof. Dr. Spasova, submitted to
the competition for the academic position “Professor” (26): - habilitation thesis, 26
publications in Bulgarian language and 4 in international journals, 5 self-written
chapters in co-authorship monographies. There were 6 reviewed ones at the time of
acquiring the academic degree “Doctor”.

Assessment of the scientific issues and scientific contributions. Main tendencies
and achievements in scientific researches of Assoc. Prof. Dr. Spasova are related to:

v' Diagnosis and treatment of the children’s oncohematological diseases: solid
tumors (neuroblastoma; nephroblastoma; Ewing sarcoma, severe and chronical
leukemias; primary tumors of the central nervous system; children’s
lymphomas; rare solid and generalized tumors; secondary neoplasms in
multiple myeloma; pediatric palliative care for malignant diseases; emergency
conditions in pediatric oncohematology). The integrating moment in these
articles is the willingness to improve the diagnosis and treatment of the
patients to a higher level. In this field, the merits of Assoc. prof. Dr. Spasova
Phd. have been determined and are related for introducing the flowcytometric
tests within a national scientific project, which she conducted and it has been
completed with the successfully defended thesis by D-r Hasan Burnusuzov.
followed by founding a competency national center named “Personalized
Innovative Medicine” at the Medical University. Therefore, I'd like to
emphasize the unique monography “Targeted and immunotherapy in solid
tumors in childhood” whose scientific contribution is indisputable. A solid
literary reference has been made and the acquired experience by the team of
Assoc. Prof. Dr. Spasova, showed in many preceding publications connected to
this innovative therapy in cases with high-risked primary and metastatic
tumors. Thus, the contemporary tendencies of personalized oncological
therapy have been outlined based on the genetic examination of the tumor.

v Inborn and acquired diseases, occurring with hemorrhagic diathesis.

The publications related to this topic are also with a certain scientific
contribution, especially the ones related to the hemophilia researches. A multi-
center team has been examining the problems and care for the patients with

that particular disease in Middle and Eastern Europe. In other publications
Assoc.Prof. Dr. Spasova has discussed certain questions concerning some
difficulties in diagnosis of the clinical symptoms of the disease, the individual
hemophilia treatment, using extended coagulation factors and inhibitors in

hemophilia. I'd like to draw a particular attention to the publications connected
to the hemophilic arthropathy and introducing the rheumatic echography as a
reliable method for finding the early changes in joints and the possibilities for
examining them. Its potentials correlate to these of the magnetic resonance



tomography but the advantages of the ultrasound testing are well-known.
These researches are the base of the scientific thesis, defended successfully by
D-r N. Spasov, under Prof. Bosheva’s guidance. We have to mention the
researches, related to different causes of thrombocytopenia and the algorithm
for reacting in these cases, also the publication concerning the congenital
factor X111 deficiency, hemorrhagic diathesis as well, in the newborn period
and the challenge of emergencies in these cases.

Infectious complications of immunocompromised patients. This third tendency
in the scientific researches of Assoc. Prof. Dr. Spasova is strongly connected to
the first one — oncohemathological diseases in childhood and it can be well
understood. Hereby, we can find the scientific thesis contribution of the
candidate, which, altogether with the related publications, has been repeatedly
cited. In this relation, a scientific thesis has been defended by D-r Anna
Karastaneva under the guidance of Assoc. Prof. Dr. Spasova — *“ Diagnosis and
prognostic value of procalcitonin for children with invasive bacterial
infections”. But that is not what the candidate is interested in but her interest
expands towards primary immune deficiency and the infections that occurs.
These publications draw attention to the big number of nosological units,
included in the concept of primary immune deficiency and clearly outlines the
way to the diagnosis for every one of them. She examines infections etiology
of these patients. By means of molecular-epidemical research of an inner-
hospital epidemy among the patients of pediatric oncological division, she has
proven the relation between particular patients through genetic identity of the
isolated Ps. Aeruginosa strains. In a publication, related to pneumocystic
pneumonia in breastfeeding age, concluded that at that age, the proof of
pneumocystic pneumonia etiology requires compulsory the exception of
congenital immune deficiency, that, according to other publication of Assoc.
Prof. Dr. Spasova, is at the root of that infection. The team of Assoc. Prof. Dr.
Spasova introduces substitution therapy as well with hypodermically applied
IgG. In an article that is practically oriented, she examines the advantages of
that therapeutic method and she recommends its application. The whole
described work turned the division, managed by Assoc. Prof. Dr. Spasova into
a second center in Bulgaria for diagnosis, treatment and study of children with
primary immune deficiency. Her scientific researches Assoc. Prof. Dr. Spasova
is also interested in common pediatric questions, but related to the first and
main tendency of her work as well. I can understand the articles, related to the
children’s pain, in that context. She examines the pain with its neuroanatomy
and neurophysiology; raises the question “to treat or not to treat the pain™ and

gives a positive answer. In another publication, she presents
nonpharmacological and pharmacological ways to affect the procedural pain.
In the same aspect, Assoc. Prof. Dr. Spasova is interested in parenteral
nutrition in childhood, which is often indicated in patients with

oncohematological diseases. The publications of Assoc. Prof. Dr. Spasova can
be also related to practically discussed questions concerning the diagnosis

process of children’s acute hemolysis. including one very rare pathology
reason — Wilson disease. We can say the same about describing hypersensitive

reactions towards cytostatic when they are used in their normal dose. The
conclusion is that they are rare adverse drug reactions (ADRs), but they always



raise serious questions because of severe proceeding and because very often
the particular drug must be excluded from the standard therapeutic protocol.

The scientific contributions of Assoc. Prof. Dr. Spasova are notable with an
original and clinic-applicable characteristic. They all deserve attention.

I’d like to indicate the following among the first to be mentioned:

@)

o

Introducing, researching and publishing of the results from new strategies in
prognostic adverse neoplasms in childhood. The monography of the candidate
is also included;

A research based on interleukins and widely used CRP in comparative tracing
in dynamic of febrile neutropenia with children at chemotherapy;

Prognostic model of bacteriemia in febrile neutropenia preceding the result of
the microbiological results.

Introducing standardized and confirmed methodology for 8-coloured
multiparameter flow cytometry for children with acute lymphoblastic
leukemia;

Researching and proving the high sensitivity of joints echography in
hemophilic arthropathy;

The innovative and good results, received by conducting targeted and
immunotherapy for high risked, metastatic and recurrent neoplasm in
childhood.

Scientific contributions with clinic-applicable characteristics:

Introducing of diagnosis therapeutical algorithms in some cases in pediatric
oncohemathology;

Summarizing the republican knowledge regarding the therapeutical results,
prognostic factors and the experience in some neoplasms in childhood:

Description of rare clinical symptoms in case of some tumors and genetic
predisposition towards some oncological diseases;

Description of complications caused by chemotherapy and secondary infection
of children with malignant diseases;

Researches in the field of palliative care for children with oncological diseases.

Publishing activity — distribution and application of the scientific-practical
achievements of the candidate among the academic community. Assoc. Prof. Dr.
Spasova has published her scientific studies in Bulgarian and international specialized
scientific issues: Pediatrics, F. Medica, Hematology, BUON, Haemophilya, Arch.
Surg. Clin. Case Rep., Blood, J.Pediatr. Hematol. Onc., Nosocomial infections,
Practical pediatrics, Oncology, Pharmacology science, Medical Magazine, MedicPlus,



Health care policy and management, Collection with materials “Emergency
pediatrics”, internet.

Thus. Assoc. Prof. Dr. Spasova has shared the concepts of her scientific demands and
gained results with the world-wide academic community.

Assoc. Prof. Dr. Spasova is an author in18 (33,3%) of publications, in 5 (9,3%) — first
author, in 15 (27,8%) — second author and in 16 (29,6%) — third and following author.

In the international journals have been published 4 articles and 1 is in process of reviewing.

I have to note that many of the publications are a result of her co-authorship team work from
other university departments and clinics of UMHAT “Sveti Georgi”, colleagues from the
three pediatric oncohematological centers in Bulgaria and colleagues from international
institutes, hospital (3 from the articles are with international co-authorship teams). This
indicates that the candidate has established wide contacts in the process of her work and
shows the given possibilities.

The total IF from the articles of the candidate is 27,68.

Preceding the habilitation 4 articles have been published in international journals and 1 of
them is with IF.

e Participation, completing and conducting projects. Assoc. Prof. Dr. Spasova has
participated in 6 scientific and academic projects as follows:

v" 3 inner university projects (she has managed one of them)
v' 2 national projects (she has managed one of them) and
v One international project.

As a participant and manager of scientific projects, she concentrated her attention over the
infection causes in febrile neutropenia with children of chemotherapy, the minimal residual
disease of acute lymphoblastic leukemia and joint damages with hemophilia.

The project activity of Assoc. Prof. Dr. Spasova is related to a number of publications. It
presents well-structured and determined scientific activity, with different teams of colleagues
from other specialties — pediatric surgery, medical imaging, microbiology, immunology.

e Managing doctoral candidates. Assoc. Prof. Dr. Spasova, as a result of her scientific
activity, has successfully defended two doctoral studies and she is still working on her
third one.

e The first one is related to procalcitonin in invasive bacterial infections, that is often
noticed in people with oncological disease and chemotherapy. Doctoral candidate Dr.

Karastaneva.

o The second one - related to minimal residual disease. children with acute
lymphoblastic leukemia. Doctoral candidate Dr. H. Burnusuzov



e The third one, which is in process of developing, is related to the testing a new marker
for kidney damage for children with chemotherapy. Doctoral candidate Dr. P.

Markova.

4. Assessment of the monographic thesis “7Target and immunotherapy for solid tumors in
childhood.” The basic aim of the monography is present the latest profound and detailed
achievements in the wide implementation specter of target and immunotherapy in solid
tumors in childhood: neuroblastoma, brain tumors and sarcomas. That is an attractive new
field in oncology the attention towards it is a logical continuation in the scientific
development of Assoc. Prof. Dr. Spasova. The monography is in unison with the new
knowledge supervisions in malignant tumors treatment in childhood and as an overview of the
great world-wide scientific experience, supported by own observations, all that links the
fundamental science and clinical specialties. It is very topical and unique, I may say,
concerning our scientific medical literature. The exposition is academically sustained and
reveals rich professional experience, it sounds authoritative from the rank of a leading
specialist in the field of the pediatric clinical oncology in our country. The book is visualized
by a certain photographic material, tables and charts, figures. As a valuable information
source, it tends to enlarge the pediatricians’ view, oncohemathologists and all the colleagues
who are interested in the discussed above topics. I am strongly convinced that the scientific
community in our country is going to warmly welcome the presented information.

5. Overall, qualitative assessment of the academic methodical and educational activity,
including scientific manual for students, doctoral candidates, post-graduate students.
The presented official report, issued by the Study department in Medical University —
Plovdiv, shows that the study load (auditorium occupancy, scientific research and non-
auditorium occupancy) of Assoc. Prof. Dr. Spasova for 2019, 2020 and 2021 varies between
755 and 956 hours per year and far exceeds the minimum academic teaching hours for
habilitated person from a diagnostic-treatment division. It is related to giving lectures,
practical classes and exams for students in medicine and dental medicine; the scientific
activity is connected to designing the articles, participation in inner university/ national and
international scientific projects, in national and international academic forums; non auditorial
activity, related to preparing education manuals, an instruction manual for doctoral candidates
and post-graduate students. She has been managing two doctoral candidates and, at the
present moment, she is managing a third doctoral candidate; She is a head of practical
education of three post-graduate students in “Pediatric clinical hematology and oncology”,
also one post-graduate student in “Pediatrics”. She actively participates in developing the
educational programs, thematic practical class plans, current tests for conducting colloquiums
and exams in pediatrics and pediatric hematology and oncology. The teaching experience of
Assoc. Prof. Dr. Spasova is impressive — more than 25 years, repeatedly, she has been
nominated for the best assistant professor in students’ inquiries. The result of her work with
students and doctoral candidates is the publication, named “Analysis of immunophenotypic
characteristic in acute lymphoblast leukemia in childhood”, collected in a collection of

materials from the competition “Science and Youth” of “Asclepius”, in co-authorship with N.
Burnusuzov and A. Stoyanova in 2009/2010, the same article has been praised with an award

by the Rector of the Medical Univerity. In the same collection, another article has been
published, in co-authorship with I. Sotkova, Kr. Shukeski, R. Yordanova, D. Stoycheva, E.
Chepisheva, A. Malinova and L. Ivanov on topic: “Valproate-associated thrombocytopenia in
children with epilepsy.” Assoc. Prof. Dr. Spasova presented Certifications for participating in

a Seminar according to a project “Practical education in palliative medicine for medical



students” in 2009 and 2010 and a participation certificate from a seminar in post-graduate
medical education “Young hematholog™.

The overviewed certifying assessment of Assoc. Prof. Dr. Spasova for the period 2016 — 2020
issued in protocol 14/28.10.2020 is satisfactory, with recommendations to write a
monography (written already) and to habilitate for the academic position *“Professor™.

7. Critical notes and recommendations. There are no critical notes. Recommendations — I
consider that Assoc. Prof. Dr. Spasova is qualified enough to prepare and defend scientifical
thesis for acquiring the academic rank Doctor of Medical Science, related to the results of her
team in treatment of malignant oncohematological diseases in childhood.

8. The overall assessment regarding the compliance of the candidate to the minimal
national requirements under Article 2b, art. 2 and 3, in accordance with the
requirements under Article 2b, art. 5 of the Law for the Development of the Academic
Staff in the Republic of Bulgaria and the specific requirements of the Medical University
— Plovdiv, departments directed and for divisions with clinical activity, science metric
indexes confirmed by the Regulations for the academic development in Medical
University of Plovdiv, in accordance with Regulations for Development of the Academic
Staff and acquiring the academic rank, in accordance with the Regulations of Medical
University — Plovdiv. Assoc. Prof. Dr. Spasova has enclosed a self-evaluation chart in
accordance with the National minimal science metric indicators of the Medical University of
Plovdiv concerning medicine (medico-clinical divisions) and the total number of points in
accordance with the confirmed methodology. The presented materials covered thoroughly and
even exceeded all the assessment criteria and minimal requirements, in grouped indexes for
acquiring the academic rank “Professor”.

9. CONCLUSION. The scientific research work, diagnosis-therapeutical activity,
organization and methodology oriented activity, educational teaching activity and publication
activity of Assoc. Prof. Dr. Spasova, DM has defined as an excellent prepared professional
specialist, explorer, researcher, clinical specialist and responsible university educator. Her
scientific researches are unique, profound, precisely executed, with reliable results and
applicable to the clinical practice.

My individual impressions of Assoc. Prof. Dr. Spasova are excellent. I have been strongly
affected by her personal qualities during our mutual cooperative work, namely by her
politeness, accuracy, benevolence, her capability to work in a team, her tolerance towards the
other people’s opinion and that she can provide well-grounded defense of her personal views,
if it is necessary.

The above itemized qualities of the candidate allow me, convinced and with pleasure, to vote
with “Yes” for the nomination of Assoc. Prof. Dr. Mariya Ivanova Spasova, MD, PhD and |
strongly propose to the esteemed scientific jury to vote positively for her acquiring the
academic rank “Professor” in Pediatrics in the Department of Pediatrics and Medical
Genetics, Medical University — Plovdiv.
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