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OTHOCHO [lucepTtaLiMOHeH TpyA Ha Tema:

,TEHETUYEH CKPUHMHT 33 YeCTM MOHOreHHU AedeKTU cpea ABOMKU NpeapenpoAyKTUBHO —
npoy4yBaHe Ha 4YecToTaTa, pUCKoBeTe 3a penpoAayKuua UM Bb3MOXHOCTUTE 33 reHeTu4Ha
npodunakTMka“ 3a npugobusaHe Ha obpasoBaTenHa M HayyHa cTeneH ,JlokTop”,
npodecmoHanHo Hanpasnenue 7.1. ,MepuumHa“ no [Joktopcka nporpama ,MeauuuHcka
reHeTuka“.

AsTtop: [-p CnaBeHa EHKoBa Hukonosa

Karegpa: ,MeauumHcka reHetuka, ®Pakyntet ,Papmauma”, MeauumHckn YHuUBepcuUTeT -
MNneseH
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AKTYanHOCT Ha Temara

O6eKT Ha AucepTaLMOHHMA TpyA Ha A-p CnaBeHa EHKOBa HMKONOBa e Ba)KHa U aKkTyanHa 3a
MeAMLMHCKaTa HayKa U 3 KAMHUYHATA reHeTUKa TeMa, CBbP3aHa C reHEeTUYHUA CKPUHUHT 33
4YecTM MOHOreHHU aedekTu cpen ABOMKU. Peakute 6onect 1 MoHoreHHuTe 3abonasaHuA
npeacTaBnABaT 3HAaYUM  MEAMUMHCKM, COUManeH MW  UKOHOMMYecku npobnem B8
CbBPEMEHHOTO 3ApaBeona3BaHe. Pa3BUTMETO HA BMCOKONPOM3BOAUTE/NHUTE TEHOMHM
TEXHONOrMK, 1 No-cneuunanHo BbeexaaHeto Ha NGS, cb3faBa NpeAnoCTaBKU 3a NPEXO KbM
paswnpeH CKPUHUHT 32 HOCUTENCTBO. PasWMPEHUAT CKPUHUHT 332 HOCUTENCTBO AONpPUHAcA 3a
orpaHuMyYaBaHe Ha HebnaronpuATHUTE PENnPOAYKTUBHU MOCAEAULU uYpe3 uAaeHTUdUuMpaHe
Ha C/Ay4yauTe C NOBUWEH PUCK M NOANOMaraHe aBTOHOMMATA Ha [ABOWKUTE uypes
MHOOPMUPAHO PENnPOAYKTUBHO NaaHMpaHe. Jiuncata Ha YHUPUUMPaHU KpUTepun 3a Au3anH
Ha naHenuTe, 3HauMTeNHaTa BapuabuaHOCT B 6poa U Tuna Ha BKAYeHUTe 3abonsasaHus,
npeau3BuMKaTeNCTBaTa, CBbP3aHM C MHTEPNpeTauuaTa Ha pe3ynTaTute M FeHeTUYHOTO
KOHCYNTUpaHe, noaYyepTaBaT HeobXo04MMOCTTa OT BHUMATENIHO M OTrTOBOPHO NpuUAaraHe Ha
Tasu cTpaTerns v NPaBaT TemaTa Ha AMCepTauuATa U3K/IOYUTENIHO aKTyaslHa U 3HaYMma.

XapaKTepuCTUKa U OL,eHKA Ha AUCEPTALMOHHUA TPYA

lNpeacraBeHUAT guUcepTauMOHEeH TPyA MMa Kaacuyecka CTpyKTypa. Hanucan e Ha 177
CTaHAAPTHU MALUMHOMUCHU CTPAHULU U CbAbPIKA CNeaHUTe pasgenu: nutepaTtypeH 063op,
Uen W 3agaun, matepuan U MeToaMm, pesyntati, obCbKAaHe, U3BOAU, NPUHOCH,
6ubnuorpadua. [lucepraumaTta e oHarnegeHa ¢ 5 npunoxkenus, 64 Tabnauum u 14 durypu.
Bubnuorpadunara obxsawa 197 autepaTtypHU U3TOYHUKA, OT KOUTO 195 Ha NaTMHULA U 2 Ha
Kupuaunua.

Llenta Ha AuMcCepTauMOHHUA TPYA € ACHO GOPMY/IMPaHa, IOMMYECKU U3AbPXKAHA U KIMHUYHO
obocHoBaHa. lMocTaBeHMTe 3agauu ca Aobpe CTPYKTYpUpPaHM M HAMbAHO CbOTBETCTBAT Ha
dopmynupaHaTa uen.

AKUEHT B AMCEepTauMOHHUA TPyL € MPOy4yBaHETO BbPXY CKPUHUHIA 3a HOCUTENCTBO,
peanusupaHo No eAMHEH M CTaHAaPTUM3UPaH NPOTOKOA M 6a3MpaHO Ha paswWMpeH FeHeH
naHen ot 6699 reHa C npunaraHe Ha CeKBEHWpaHe OT C/eABallo MOKOJIeHUe, KOeTo
OCUrypsaBa BUCOKOYYBCTBUTE/IHA OLLEHKA HA HOCUTENCTBOTO HA NAaTOreHeH BapMaHT.

CbC 3HayeHMe 3a KAMHMYHATA MpaKkTMKa Ce YCTaHOBfABa, Y€ npeaswus reHeTuyHaTa
XeTeporeHHOCT Ha 6barapckata nonynaums, NPUAAraHeTo Ha pPasWUPEeH CKPUHWUHT 3a
HOCUTENICTBO C EK30MeH noaxod, (MbAHO EK30MHO CEeKBEHMpPaHe MU KAUHUYEH eK30M)
npeacraBniABa ONTUManHa cTpaterna 3a ugeHTuduumMpaHe Ha HOCUTENCTBOTO HA NATOreHeH
BapuaHT.

Marpap,eH € KOoMnaekCceH noaxod 3a reHeTUYHO KOHCYyNTUpaHe npu yCrtaHOBABAHE Ha
Haxo4KN, KOUTO UMaT OTHOLUEHUE KbM JINYHUA 34paBEH PUCK NPU HOCUTENA.

U3BoguTe ca AcHO ¢GOpMyaMpaHM UM OTPas3ABaT aHaAM3a Ha pe3ynTaTuTe, KaKTo M

NOoCTaBeHUTe uen v 3agayu.

Mpuemam npuMHOCUTE Ha AUCEPTALUOHHUA TPYA C OPUTMHANEH HAyYeH U HAYYHO-NPUOXKEH

Xxapakrep.



Astopedepar

AsTopedepaTbT Ha aBTOpa OTroBapsA Ha M3UCKBAHWATA, KAaKTO MO CbAbp’KaHWe, Taka U no
odopmieHMe U OTpa3snBa KOPEKTHO CbLLHOCTTA Ha AucepTauuoHHuAa Tpya. OHarnegeH e ¢
BMCOKO MHPOPMATUBHU durypu u Tabauum.

MpeueHka Ha Nny6AnKauunTe Ha AUCEPTALMOHHUA TPYA

BbB Bpb3Kka € AucepTaumoHHua Tpya A-p CnaseHa EHKoBa HuKkonosa npepacrasa 3
NMbAHOTEKCTOBU nybauKauum, nybavkysaHu B pedepupaHn U UHAEKCUMPaAHU Hay4YHU
CNUCAHUA, C KOETO OTroBapA Ha M3UCKBaHMATA Ha MeauuuHCKK yHuBepcuTeT — lNneseH 3a
npuaobusaHe Ha OHC , [lokTop“.

3aknouyeHue

OucepTtaumMoHHMAT Tpya Ha A-p CnaseHa EHKoBa HuKonoBa e egHO 3agbnboyeHo u
KOMMNETEHTHO MPOy4YBaHe Ha FeHEeTUUYHUA CKPUHUHT 33 YeCTU MOHOreHHu aedektu cpep,
ABOWKM NpeapenpoayKTMBHO — NpOy4YBaHe Ha YectoTaTa, PUCKOBETE 33 penpoaykuua u
Bb3MOXKXHOCTUTE 3a FreHeTUYHA NPodUNaKTUKA.

Mo 3HAYMMOCT, aKTya/IHOCT, MALABHOCT U OPUIMHANHOCT TPYALT OTroBapA Ha BCUYHM
M3UCKBaAHMA Ha 3aKoBa 3a pa3BUTME Ha aKagemuyHua cbctaB B Penybnuka Bbarapus
(3PACPB), MpaBunHuKa 3a npunaraHe Ha 3PACPB u cboTBeTHUA paBuaHUK Ha MeanuMHCKK
YHusepcuter — [lneseH. [lpeacraseHuTe martepuann M AUCEPTALUOHHU pe3ynTaTu
CbOTBETCTBAT Ha cneuuPUIYHUTE N3UCKBAHUA HA BUCLLETO YYUAULLE.

[ncepTaumMOHHUAT TPYA NOKa3Ba, Yye AOKTOPaHTHLT [-p HUKONOBa e 0Bnagsana MeToamKw,
ymee Aa aHanu3upa, Aa CUHTe3upa pesyntatv u ga opmynupa ussoau. Mma 3agbnboyequ
TEOPETUYHU 3HAHUA U NPOPECUOHANHN YMEHUS.

MpeacTaBeHUAT AUCepTaLMOHEH TPyA AONPUHACA CbLLECTBEHO 3a pa3bupaHe 3Ha4YeHUEeTo Ha
npeapenpoayKTUBHUA FeHETUYEH CKPUHUHI 33 4eCTM MOHOTreHHU aedekTu cpep, ABOMNKM
KaToO NOAX0Z 3a reHeTU4YHa NpoduNakTmKa.

Mopaau ropenocoYyeHOTO, AaBamM CBOATA NONOXKUTENHA OLEHKA Ha AUCepTaUUMOHHUA Tpya,
asTopedepara, NOCTUrHATUTE pe3ynTaTM M NpuUHOCKU. Mpeanaram Ha yBa)KaemoTo Xypu Aa
npucbam obpasosBaTenHaTta U Hay4yHa creneH ,Jloktop“ Ha a-p CnaseHa EHKoBa Hukonosa.
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Relevance of the topic

The subject of the dissertation work of Dr. Slavena Enkova Nikolova is an important and
relevant topic for medical science and clinical genetics, related to genetic screening for
common monogenic defects among couples. Rare diseases and monogenic diseases
represent a significant medical, social and economic problem in modern healthcare. The
development of high-throughput genomic technologies, and in particular the introduction of
NGS, creates prerequisites for a transition to expanded carrier screening. Expanded carrier
screening contributes to limiting adverse reproductive consequences by identifying cases
with increased risk and supporting the autonomy of couples through informed reproductive
planning. The lack of unified criteria for panel design, the significant variability in the number
and type of diseases included, the challenges associated with the interpretation of results
and genetic counseling, emphasize the need for careful and responsible implementation of
this strategy and make the topic of the dissertation extremely relevant and significant.

Characteristics and evaluation of the dissertation work

The presented dissertation work has a classical structure. It is written on 177 standard
typewritten pages and contains the following sections: literature review, aim and objectives,
material and methods, results, discussion, conclusions, contributions, bibliography. The
dissertation is illustrated with 5 appendices, 64 tables and 14 figures. The bibliography
includes 197 literary sources, of which 195 are in Latin and 2 in Cyrillic.

The aim of the dissertation is clearly formulated, logically sound and clinically justified. The
tasks set are well structured and fully correspond to the formulated aim.

The emphasis in the dissertation is the study on carrier screening, implemented according to
a single and standardized protocol and based on an expanded gene panel of 6699 genes with
the application of next-generation sequencing, which provides a highly sensitive assessment
of carrier status of a pathogenic variant.

With relevance for clinical practice, it is established that, given the genetic heterogeneity of
the Bulgarian population, the implementation of expanded carrier screening with an exome
approach (whole exome sequencing or clinical exome) represents an optimal strategy for
identifying carrier status of a pathogenic variant.

A comprehensive approach has been developed for genetic counseling in identifying findings
that are relevant to the personal health risk of the carrier.

The conclusions are clearly formulated and reflect the analysis of the results, as well as the
set goals and objectives.

| accept the contributions of the dissertation work with an original scientific and scientifically

applied character.



Abstract

The author's abstract meets the requirements, both in content and layout, and correctly
reflects the essence of the dissertation work. It is illustrated with highly informative figures
and tables.

Assessment of the publications of the dissertation work

In connection with the dissertation work, Dr. Slavena Enkova Nikolova presents 3 full-text
publications published in refereed and indexed scientific journals, thereby meeting the
requirements of the Medical University - Pleven for acquiring the ONS "Doctor".

Conclusion

The dissertation work of Dr. Slavena Enkova Nikolova is a thorough and competent study of
genetic screening for common monogenic defects among couples pre-reproductive - a study
of the frequency, risks for reproduction and the possibilities for genetic prophylaxis.
In terms of significance, relevance, scale and originality, the work meets all the requirements
of the Law on the Development of the Academic Staff in the Republic of Bulgaria (LAADRB),
the Regulations for the Implementation of LAADRB and the relevant Regulations of the
Medical University - Pleven. The presented materials and dissertation results correspond to
the specific requirements of the higher education institution.

The dissertation shows that the doctoral student Dr. Nikolova has mastered methodologies,
is able to analyze, synthesize results and formulate conclusions. She has in-depth theoretical
knowledge and professional skills.

The presented dissertation contributes significantly to the understanding of the significance
of the pre-reproductive genetic screening for common monogenic defects among couples, as
an approach to genetic prevention.

Due to the above, | give my positive assessment of the dissertation, the abstract, the
achieved results and contributions. | propose to the esteemed jury to award the educational
and scientific degree "Doctor" to Dr. Slavena Enkova Nikolova.

17.04.2026 . Reviewer:
Pleven

(Assoc. Prof. Dr. Dobrinka Gincheva, MD)

Ha ocHoBaHwme 4n.59 ot 33J/14



