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AKTyanHOCT Ha TeMaTa

06eKT Ha AMCePTaUVIOHHVIR TPYA Ha A-p CnaBeHa EHKOBa HVIKOJ10Ba e Bah{Ha h aKTyaTIHa 3a
MeAVIUVIHCKara Hayxa VI 3a KJIVIHVIMHaTa reHeTv1Ka TeMa, CBbP3aHa C reHeTV1'-1HL,1R CKPVIHVIHr 3a

qecrn MOHOreHHV1 ae$eKTL,1 cpep, ABOVIKVI. PeAKVITe 60necTL,1 VI MOHOreHHVITe 3a60JIRBaHV1fi
npeacTaBJIRBaT 3Hat-lVIM MeAVIUVIHCKV1, counaneH VI VIKOHOMV1qeCKV1 np06neM B

CbBpeMeHHOTO 3ApaBeona3BaHe. Pa3BVITVteTO Ha BMCoxonPOV13BOAVlTeJlHVITe reHOMHh

TexHonorVIV1, VI no-cneL.waJIH0 BbBe»qal-leTO Ha NGS, cb3AaBa npegnocTaBKh 3a npexoa KEM
pa3wmpeH CKPVIHVIHr 3a HOCMTenCTBO. Pa3wmpeHVIRT CKPVIHVIHr 3a HOCVITeJICTBO aonpL4Hacfi 3a
orpaHl,1qaBaHe Ha He6naronphATHMTe penpoAYKTL4BHV1 nocneAhL4h qpe3 VIAeHTV1$VIUVIPaHe
Ha cnyqanre C nowu.jeH nognoMaraHe aBTOHOMV1fiTa Ha ABOVIKVlTe qpe3
MH$0PMnpaH0 penpoAYKThBH0 nnaHL,1paHe. JlnncaTa Ha YHVl(bV1qnpaHV1 KPVITePL,1h 3a AV13aVlH
Ha naHenv1Te, 31-1aMVITeJIHaTa Bapna6mm-10cT B 6POR VI -rmna Ha BK,ruoqeHVITe 3a60JIRBaHL4R,

npeAL,13BYIKaTencTBaTa, CBbP3aHL4 C hHTepnpeTa14hRTa Ha pe3YJITaThTe h reHeTVIMHOTO

KOHCYJIThpaHe, nogqepTaBaT He06XOAVIMOCTTa OT BHVIMaTenHO VI OTrOBOPHO npnnaraHe Ha
Ta3V1 apaTerL4R VI npaBRT TemaTa Ha AhcePTaL!VIRTa V13KJ110HhTenH0 aKTyaTIHa VI 3HaHVIMa.

XapaKTepncThKa M oqeHKa Ha AhcePTaUhOHHhR TPYA

IlpegcTaBeHl.4RT AVICePTaUVIOHeH TPYA L.4Ma Knacnqecxa cTpyKTypa. HanucaH e Ha 177
CTaHaaPTHV1 MaLUMHonVICHVl CTPaHL.11.4V1 VI CbAbPh<a cneAHhTe pa3aenm: nmreparypeH 0630P,

uen M 3aaaMl,1, MaTepman 1-4 MeTOAV1, pe3YJlTaTl,1, 06Cbh{AaHe, "3BOAL4,
6h6nmorpa4)h9. Amcepraumqra e 0HarneaeHa c 5 npmno»qeklhfl, 64 Ta6JIL.414V1h 14 #rypn.
6m6nnorpa4)hRTa 06XBal-ga 197 V13TOHHVIKa, OT KOVITO 195 Ha naTVIHl,1ua h 2 Ha

Khpnnnua.

14eTITaHa AMCePTaUVIOHH1,1fi TPYA e ACHO $oponynnpaHa, nornqecKV1 VI KJIVIHVIMHO

060CHOBaHa. 110CTaBeHVITe 3aaaqv1 ca A06pe cTpYKTypnpaHL,1 VI HanbTlH0 CbOTBeTCTBaT Ha
($opmynnpaHara gen.

AKIAeHT B AVICePTaUVIOHHL,1R TPYA e npoYMBaHeT0 Bbpxy CKPVIHVIHra 3a HOCVITeflCTBO,

peanv13hpaH0 no eAVIHeH VI CTaHgaPTV13V1paH npoT0Kon 6a3npaH0 Ha pa3L.uV1peH reHeH

naHen OT 6699 reHa c npnnaraHe Ha ceKBeHL4paHe OT cneaaatuo noKoneHL4e, KoeTO

ocnrypna BL,1COKOMYBCTBVITeJIHaogeHKa Ha HOCVITenCTBOTO Ha naToreHeH BapnaHT.

CEC 3HaqeHV1e 3a KJIVIHVIHHaTa npaKTl,1Ka ce YCTaHOBRBa, ge npeABMA reHeTVIL-4HaTa

xeTeporeHHocT Ha 6bnrapcKara nonynauv1R, npnnaraHeT0 Ha pa3u.mpeH CKPVlHVIHr 3a

HOCVITenCTBO C eK30MeH nogxoa (nbJIH0 eK30MHO ceKBeHL4paHe v-tnvl KJIVIHV1qeH eK30M)

npeacTaBJIRBa onTv1MaJIHa crparerhfl 3a ngeHTV1+Vll-wpaHe Ha HOCVlTenCTBOTO Ha naToreHeH

BapnaHT.

L'13rpaaeH e KOMnneKCeH nogxoa 3a reHeThMH0 KOHCYJITV1paHe npl,l YCTaHOBRBaHe Ha

HaXOAKV1, KOVITO VIMaT OTHOUÆHL,1e KEM TIL,1MHL4R 3ApaBeH PVICK npl,l HOCVITUIR.

V13BOAVITe ca RCHO $opMynmpaHv1 VI 0Tpa3RBaT aHaJ11,13a Ha pe3Y"TaThTe, KaKTO VI

nocTaBeHYITe gen VI 3aaaML,1.

npL,1eMaM nphHocL,1Te Ha AVICePTa14VIOHHhA TPYA C opl,1rv1HaneH HayqeH VI HayMHo-npL,1f10hQH

xapaKTep.



ABTope+epaT

ABTope$epaTbT Ha aBTopa 0TroBapfl Ha V13MCKBaHV1flTa, KaKTO no CbAbPh<aHV1e, TaKa h no
0+opMneue VI 0Tpa3RBa KOPeKTHO CbU.!HOCTTa Ha AVICePTaL4VIOHHVIR Tpya. OHarneaeH e C

BMCOKO VIH$OPMaTVIBHM+nrypn VI Ta6J1hLAh.

npegeHKa Ha ny6nMKaL4hhTe Ha AhcePTaL4hOHHhR TPYA

BBB BPb3Ka C AVICePTaUVIOHHVIR TPYA A-p CnaBeHa EHKOBa HVIKOJlOBa npeacraBR 3

nbJIHOTeKCTOBM ny6f1L4Ka1AMM, ny6JIMKYBaHM B pe$epnpaHM M VIHAeKcupaHV1 HayMHV1

cnncaHhR, C KoeTO 0TroBapfl Ha M3VICKBaHVIRTa Ha MeAV114hHCKV1YHVIBePCVITeT — IlneBeH 3a

npna06v•1BaHe Ha OHC „AOKTOP"

3axmoqeHhe

AVICePTaUVIOHHVIRT TPYA Ha A-p CnaBeHa EHKOBa HhKOJ10Ba e eAHO 3aAbJ160qeH0 VI

KOMneTeHTHO npoYMBaHe Ha reHeTVIHHl,1R CKPVlHVIHr 3a qeCTV1 MOHOreHHV1 ae$eKTM cpea
ABOVIKVInpeapenpoAYKThBH0 — npoyqBaHe Ha qecT0TaTa, Pl,1CKOBeTe 3a penpoAYKl.AL.1R M

Bb3MOh<HOCTVITe3a reHeTL,1HHa npo#naKTMKa.

no 3HaMVlMOCT, aKTyaJIHOCT, MaUAa6HOCT VI OPVtrVIHaJIHOCT TPYAbT 0Tr0Bapfi Ha BCVIHHV•I

M3MCKBaHVIR Ha 3aKOBa 3a pa3BMTL,1e Ha at{aaeMMMHVIR CbCTaB B Peny6TlMKa 6bnraphR
(3PACP6), 3a npnnaraHe Ha 3PACP6 VI CbOTBeTHL,1R npaBMJIHMK Ha MeAMIAVIHCKV1

nneBeH. IlpeacTaBeHMTe MaTepnann VI AVICePTaUVIOHHV1 pe3Yf1TaTL,1YHVIBePCVITeT
CbOTBeTCTBaT Ha cneuv-14)hHHVITe V13VICKBaHV19 Ha BVICUjeTO yqunnu.ge.

AVICePTaUVIOHHVIRTTPYA noKa3Ba, ge AOKTOPaHTbT A-p HYIK0T10Ba e 0Bnaaqna MeTOAMKV1,

YMee aa aHaJ1h3Mpa, aa CVIHTe3V1pa pe3ynTaTY1 VI ga +opmynnpa V13BOAh. VIMa 3aAbn60qeHh
TeopeTVIMHL4 3HaHVIR VI npo+ecL,10HaJIHh YMeHVIR.

IlpeACTaBeHMRT AMCePTa14VIOHeH TPYA aonpM1-lacR CbUAeCTBeHO 3a pa36npaHe 3HaqeHMeT0 Ha

npeapenp0AYKThBHL,1R reHeTMqeH CKPMHVIHr 3a qecTv1 MOHOreHHh ae+eKTV1 cpea ABOVIKh
KaTO noAXOA 3a reHeTVIMHa npo$nnaKThKa.

nopaAL.4 ropenocoqeH0T0, aaBarv1 CBORTa ogeHKa Ha AVICePTaUVIOHHL,1R Tpya,
aBTope$epaTa, nocTmrHaTL.1Te pe3ynrau•1 VI npeanaraM Ha YBa»qaeMOT0 xypu ga
npVICbAV1 06pa30BaTeJIHaTa HaygHa cTeneH „AOKTOP"Ha A-p CnaBeHa EHKOBa HhK0J10Ba.
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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.

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