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Genetics "Prof. Dr. lvan Andreev"” of MU-Plovdiv, announced in Official Gazette
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Reviewer: Assoc. Prof. Boriana Emanuilova Avramova, MD, PhD,
Department of Pediatrics, Medical University - Sofia

In the competition for two part-time academic positions of "Associate Professor" in
the scientific specialty "Pediatrics" at the Department of Pediatrics and Medical Genetics of
MU-Plovdiv, two candidates applied. This opinion is for Dr. Margarita Vasileva Panova,

MD, PhD.

The materials submitted for participation in the competition are complete, clearly

arranged and comply with the requirements of the Law on Academic Staff Development

and the regulations for its implementation of the Medical University of Plovdiv. They

include: application to the Rector for participation in the competition; CV; notarized copies
of diplomas; certificate of teaching activity and teaching load; list of publications in

specialized scientific journals; references for impact factor; publications in refereed and

indexed in world databases journals; lists and copies of scientific works and publications,
published teaching materials, participation in scientific forums; evidence of participation in
scientific projects; list of citations from NACID and CMB; author's reference - self-

assessment of scientific indicators; declaration of originality; certificates; testimonies and

other documents.

Biographical data:
Dr. Margarita Vasileva Panova graduated from the Medical University in Plovdiv

with a degree in medicine in 1986. In 2003, she acquired a specialty in pediatrics and in




2013 in pediatric neurology. In 2017, after successfully defending her dissertation thesis,
she obtained the degree Doctor.

Dr. Panova's professional and academic development includes: 1986-1992 -
doctor in a pediatric clinic in Pazardzhik; 1992 - 2000 doctor - resident in ICU - pediatric
clinic - Plovdiv; from 2000 to the present, consecutively a doctor at the Clinic for Pediatric
and Genetic Diseases - Neurological Department of the University Hospital "Sv. Georgi" -
Plovdiv, from 2012 to 2017, assistant professor in the Department of Pediatrics and
Medical Genetics of the Faculty of Medicine in MU-Plovdiv, and from 2017 to the present,
chief assistant professor at the same department.

In 2016 she successfully defended her dissertation on "Health status of children
with shunted hydrocephalus”.

Publications: total 47:

Dissertation and abstract - 1 pc.

Scientific monographs, textbooks, teaching aids, collections and manuals - 3,
including @ monograph from 2021, which meets the requirements for a habilitation thesis.

Articles - 44, of which 17 in Bulgarian journals, refereed in international
databases, 7 in international jdurnals, refereed in international databases and with impact
factor, 17 in Bulgarian and 3 in foreign non-refereed journals with scientific peer review or
in edited collective volumes.

Participation in research projects:

Dr. Panova has participated in 3 national scientific or educational projects.

Teaching: conducts lectures, exercises, seminars, participation in examinations of
students, trainee doctors and PhD students. For the period from 2019 to 2022 (3 academic
years in total), there are 471 hours of teaching activity.

Scientific productivity:

1. IF - refereed and indexed Scopus/WOS publications - 16.42
2. Citations (IC) - in scientific journals, refereed and indexed in world-known
databases with scientific information - 70; in monographs and collective works and non-

refereed journals with scientific review - 15; h-index-5.

Dr. Panova has extensive clinical experience in pediatrics and pediatric neurology.
Her scientific development and contributions are in several areas of pediatrics and
pediatric neurology:

A. CONTRIBUTIONS RELATED TO SCIENTIFIC ACTIVITY




Dr. Panova's scientific articles are in different areas of pediatrics, but mainly in the
field of pediatric neurology and clinical genetics:
1. Disorder in early childhood development:
1a. Lag in NDP(( R No 19, NR No 10,16),
1b. Cerebral palsy (RNe 3,5,6, NR Ne 1,7,12)
1c. autism spectrum disorders (ASD)- (RNe 8,10,11,12, NR Ne 13)
2. Epilepsy, epileptic syndromes and epileptic encephalopathies in childhood (RNe
1,2, 9,10, NR Ne16,17)
3. Genetic and rare neurodegenerative diseases (RNe 4, 13, 16, 17, 22, NR5)
4. Inborn errors of metabolism (RNe 6,17, 21, 23, NR 13)
5. Cerebrovascular diseases (RNe3,5, 20, NR Ne 2,3,4, 11)
6. Inflammatory and infectious diseases in childhood
6 a. Central nervous system (RNe 14,15,19, 24)
6 b. Other infections- (RNQ 18, NR Ne 4,15,19, 20)
7. Diseases of the peripheral nervous system and PMS (NR Ne 8,9, 14)
8. Hydrocephalus (R#1,2, NR#2,10, 18)
9. Therapy of childhood diseases (RNe 14,21,23,19 NR Ne 3, 7, 8, 9)
10. Other (RNe7, NR12)

The dissertation for the educational and scientific degree "Doctor" entitled "Health
status of children with shunted hydrocephalus" presents for the first time in Bulgaria data
on the quality of life of children with this diagnosis. For the first time in the available
literature, an algorithm for the management of complications of shunting and follow-up of
children with shunted hydrocephalus is proposed, as well as the functional status score
(FSS) test in such children.

This dissertation confirms the adverse prognostic role of low gestational age, low
birth weight, posthemorrhagic and postinfectious etiology of hydrocephalus, frequent shunt
revisions, and infectious complications. The poorer prognosis of patients with
hydrocephalus and myelomeningocele in terms of motor development and higher risk of

death is also confirmed.

The monograph on "Acute Hemiparesis in Childhood" is an attempt at a thorough
and systematic presentation of a difficult problem for diagnosis. The individual chapters
present historical data, definition, clinical and anatomical correlation and diagnosis of

hemiparesis. The nosological entities presenting with hemiparesis are divided according to




the current classification of cerebrovascular diseases/strokes/ and those mimicking
strokes. A large number of cases are illustrated with 66 cases from clinical practice. In the
last chapter of the monograph, for the first time in the Bulgarian literature, an algorithm for

management of a child with acute onset of hemiparesis is presented.

The publications and reports published in scientific journals, refereed and indexed
in world-known databases with scientific information (only Scopus and Web of science) are
24, 7 of them are in international journals with IF - 16,427. Publications and papers in non-
refereed peer-reviewed journals or edited collective volumes are 20

Dr. Panova is first author in 14 of the scientific papers: 3 in refereed journals in
Scopus and Web of science (R Ne 1,2, 3 ) and in 11 non-refereed peer-reviewed journals
or edited collective volumes) (NR Ne 1,2,3,6,7,8 , 10,13,15,17,18); second author in 1 of
the scientific papers (NR No. 14); third author in 7 publications (R Nos. 14,15, 21, NR No.
11, 12,16, 19); fourth and next author in 19 (R4,6,7,8,9,10,12,13,16,17,18,19,20,23,24 NR
No. 4,5,9,20)

The author participates in the authorship team of two textbooks: 'Behaviour in
emergency conditions in paediatrics' edited by Shmilev and Ivanov ISBN 978-619-237-
084-8 and 'Emergency conditions in pre-hospital care' edited by Shmilev (2023) ISBN978-
954-9666-74-8

B. Original contributions

1. Based on clinical observations and description of 31 patients of Roma origin with
congenital lactic acidosis from Bulgaria, homozygosity for the R446* mutation in the PDHX
gene was identified as the most common cause of the disorder in this ethnic group. The
publication (R#17) has been cited multiple times in the international literature since its
publication in 2014.

2. We demonstrate specific symptoms of the known for several years disease
hypomyelination with atrophy of cerebellum and basal ganglia (H-ABC) in patients from
Roma ethnic community. When this diagnosis is monitored in collaboration with geneticists
from the National Genetic Laboratory, DNA analysis of the specific gene is performed, and
a timely diagnosis is made (R Ne 4).

3. The developed rapid genetic diagnostics after identification of typical clinical and
imaging findings of another rare genetic disorder EXOSC3 - related pontocerebellar
hypoplasia type 1 with mutation - ancestral in the Roma population (R Ne 13) also




=

represents an original scientific contribution. Again, in collaboration with a genetic team
from the National Genetic Laboratory, an accurate diagnosis was achieved within a few
weeks. Publication R#13 has multiple citations in the international literature since its
publication in 2018.

4. A case of lenticulostriate vasculitis complicated by ischemic stroke after minimal
brain injury is described for the first time in the world literature. The role of lenticulostriate
vasculopathy as a predisposition to ischemic stroke is emphasized. The publication (R#20)
has multiple citations in the international literature since its publication in 2012.

3. For the first time in Bulgaria, the prevalence, frequency of clinical manifestations,
risk factors and predictive ability of clinical manifestations of CMV infection in hospitalized

infants during the first year of life (R18) and the development of children with selectively
treated cytomegalovirus infection (R#20) are described.

6. The first case of laboratory-confirmed subacute sclerosing panencephalitis after
the measles outbreak in 2009-2011 is described (R#15). The first confirmed cases in
Bulgaria in 3 children under 5 years of age at the time of examination who had measles
under 2 years of age by a positive laboratory result for SSPE. Diagnosis was made
through collaboration with the National Reference Laboratory (NRL) "Measles, Mumps and
Rubella" at the National Center for Disease Control and Prevention (NCPC), where
serological (indirect ELISA test for detection of specific IgG/IgM antibodies to measles in
serum samples and cerebrospinal fluid) and molecular (RT-PCR for detection of viral RNA)
methods were used.

7. We describe the first Bulgarian case of a globally rare cerebrovascular

malformation in childhood - infantile DAVF (NR 2) in a girl aged 8, presenting with
exophthalmos, cognitive regression, hydrocephalus and seizure status. The patient was
the first child to undergo embolization of a vascular anomaly in Bulgaria.

8. For the first time in Bulgaria a methodology for endoscopically placed

percutaneous gastrostomy for prolonged enteral feeding in children under 10 kg with
chronic neurological diseases was introduced (R Ne 7).

9. We present a rare case of probable Jobber sy without characteristic MRI findings,
with concomitant NPD delay, autistic features and epilepsy. Whole exome sequencing in a

case with NPD retardation revealed a double heterozygous mutation in the SER 120 gene
and implicated Jobber sy. (NR4).

B. Scientific and applied contributions




1. A broad differential diagnosis of acute hemiparesis in childhood has been
published. Clinical examination and appropriately selected brain imaging are key in the
differential diagnostic approach (R#3).

2. On the basis of our own study on patients over a 7-year period, the etiology;,
clinical manifestations, and prognosis of acute hemiparesis (R#5) were determined.

3. A selected literature review and overview of the most common causes of
ischemic stroke in children, their treatment and prevention is presented (NR#3).

4. The role of Doppler sonography in critically ill pediatric patients for differential
examination and monitoring of blood flow at different levels - heart, trunk and cerebral
vessels is discussed (NR#11).

5. Important algorithms for the management and therapy of emergency conditions
such as cyanosis, acute hemiparesis, and facial paresis are presented, consistent with
current scientific advances and our own experience (NRNe 6,7 8, 14).

6. The early diagnosis of RAS is introduced into clinical practice/ before 3 years of
age/ which is a challenge for medical professionals and the role of the paediatrician in this
age is emphasised. Early interventional therapy before the age of 3 is essential for the
future development of children with RAS (R#8, 11).

7. The comorbidity of epilepsy in childhood RAS was studied for the first time in
Bulgaria (RNe 10). |

8. Developmental SCN1A epileptic encephalopathies are described, adding to the
literature by phenotypic diversity and revealing novel gene mutations (R#9).

9. The first systematic screening of the SCN1A gene in Bulgaria has been
conducted, which expands the spectrum of SCN1A pathology with five new variants from
Bulgaria (R Ne 9, NR16).

10. Rare and difficult-to-diagnose genetic disorders diagnosed for the first time in
Bulgaria are published: ring chromosome 22 (R Ne 16) and Jacobsen syndrome (R Ne 22).

11. The described case of Molybdenum Co factor deficiency (R#6) points to
differentiation of cerebral palsy from metabolic diseases, which are its mimics.

12. The criteria for early diagnosis of tuberculous meningitis are presented, as well
as the reasons that hinder its timely diagnosis based on our own study on 5 children with
TB meningitis. (R Ne24)

13. Clinical symptoms and major factors contributing to the increased incidence of
congenital syphilis are discussed (NR#19)




14. For the first time in Bulgaria, a study was conducted to determine the incidence
and type of acute encephalopathies associated with viral infections (AEAVI) among
children treated in a tertiary level paediatric clinic in Bulgaria (R# 14).

15. Guillain - Barre syndrome in childhood with different clinical course including
acute respiratory failure requiring mechanical ventilation (NRNe 9) is discussed.

16. A detailed classification of the different types of hypoglycaemia with a diagnostic
and therapeutic algorithm (R21) has been published, as well as the diagnostic and
therapeutic difficulties in congenital hyperinsulinism (R23)

17. The complications of ventriculoperitoneal shunts in children with hydrocephalus
are presented (NR#18).

C. Contributions of a scientifically valid nature

1. All factors provoking epilepsy in patients with shunted hydrocephalus are
discussed in detail, corresponding to the current literature data and own experience
(RNe1). Own observations on epilepsy in children with shunted hydrocephalus are
presented for the first time in Bulgaria (RNe2).

2. Motor disorders in ch_ildren with shunted hydrocephalus are studied for the first
time in Bulgaria with a description of the characteristic of muscle tone, type of paralytic
syndrome, risk factors for paralysis (cerebral and flaccid) and their impact on quality of life
and functional status.

3. For the first time in Bulgaria, a literature review and own results on neuro-mental
and intellectual development in children with shunted hydrocephalus are presented (NRNe
10).

4. The results on the etiology, clinical manifestations, and comorbidities of RA
confirm the literature data (R#11).

D. Contributions of a theoretical nature
The metabolic Autism Spectrum Disorders (ASD) found in the literature, their clinic
and diagnostic methods are discussed in detail (NRNe13)

From the quantitative scientific indicators for the academic position "Associate
Professor” presented by Dr. Panova:
1. Scientific production meeting the minimum quantitative requirements - total

number of points 365 with a mandatory minimum of 200 points.
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2. Citations reflecting the candidate's scientific activity - total number of points
1100.
3. Full-text publications in scientific journals and collections, beyond the minimum

quantitative scientific requirements - total points 268,9.

Overall assessment of Dr. Panova's compliance with the mandatory
conditions:

After analyzing the submitted evidence material for the competition, | can conclude
that Dr. Panova fully meets the mandatory scientific criteria according to the

=

regulations for the academic position of associate professor, even exceeds them
significantly. | believe that the scientific and applied value of Dr Panova's work
characterise her as an excellent paediatrician and specialist in paediatric neurology, with
in-depth knowledge and experience in the main areas of paediatrics, and an experienced
teacher. Her teaching workload, scientific indicators and contributions fully meet the
requirements of the Law of the Republic of Bulgaria and the regulations for its application
at the Medical University of Plovdiv for the award of the academic position "Associate
Professor".

Conclusion: | recommend the members of the esteemed scientific jury to award to
Margarita Vasileva Panova, MD, PhD, the academic position of Associate Professor.

Assoc. Prof. Boryana Avramova, MD PhD
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