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1. 06mo npemcTaBHHe Ha npouemypaTa n AORTOPaHTa

IlpeAcrraBeHH51T AHceprra11HOHeH TPYA e noaroTBeH H BHeceH B CBOTBeTCTBne C

H3HCKBaHHxra Ha 3aKOHa 3a pa3BHTHeTO Ha aKaAeMHHHH% CbCTaB B Peny6JIHKa bbJ1rapH% H

Bvrpeumwre npaBHJ1a Ha MeAHUHHCKH YHHBepcvrreT — IlneBeH. BCHLIKH He06XOAHMH
AOKYMeHTH, BKJIEOHHrreJIHO aBToped)epaT, cnpaBKH 3a ny6JIHKaUMH H UHTHPaHHfl, ca HUIHUe H

KOPeKTHO

AHCePTaUHOHHaTapa60Ta e pe3YJITaT Ha MHOrorOAHU1eH eKcnepHMewraJ1eH erpyA,

H3r1%JIHeH PGKOBOACTBOTO Ha Aon. A-p TPH(bOHOB — cneUHUIHCT C YTBbmeH 011HT

B 06nacrra Ha HeBpoaHaTOMnwra H MOJIeKYJIAPHO-reHeTHHHHA aHaJIH3.

AHCePTaHTbT A-p necncnaBa MapHH0Ba MapHHOBa e AOKa3aH npenonaBarreJ1 H

H3cneÅOBaTeJ1 B Kameapa „AHaTOMH51, XHCTOJIOrHR, UHTOJIOI'HA H 6HOJIOrHA", ceKTOP
,AHaTOMHfl, XHCTOJIOPHA H UHTOJIOFHA"Ha MeAHUHHCKU YHMBepcHTeT — FIJIeBeH. HeiiH0T0
npnc%cTBHe B alcazxeMHLIHaTa 06111HOCT ce xapaKTepH3Hpa c BHCOK

KOPeKTHOCT H cTpeMOK KbM 3aAbJ160qeH0 pa36HpaHe Ha CJIO)KHHTe

npouecH B MOBe111KHA opraHU3bM. IlpoueAypaTa 3a IIPHCb)KÅaHe Ha cTeneHTa „ÅOKTOP"e
OTKPHTa IIPH cna3BaHe Ha BCHHKH HOPMaTHBHU U3HCKBaHH* H Hay-IHH CTaHAaPTH.

2. KpaTKH 6norpad)HLIHH AaHHH 3a AHcepTaHTa

A-p AecucnaBa MapHH0Ba MapHH0Ba e poneHa Ha 8 1976 r. B rp. IlneBeH.
3aBbpL11Ba MeAHUHHCKH YHHBePCHTeT — IIneBeH, K'bAerro npm06HBa KBaJIHd)HKaUH51 „neKap".

if Kapuepa e M3U%JIO cB%p3aHa c YHHBepcwre•ra — 11%pB0HaqaJIH0 KaT0
acHCTewr, a BnocneACTBHe H KaTO CTapu.1H acucrreyrr B Ka-reapa „AHaTOMHfl, XHCTOJIOrHA H

UHTOJ10rnq". B CBO%Ta aKaAeMH1-1Ha aeiiHocT A-p MapHH0Ba cbt-rerr•aBa npenonaBaHe,
U3cneÅOBaTeJICKa pa60Ta H aKTHBHO yyacTHe B aAMHHHCTPaTHBHaTa neiHOCT B Ka-reApaTa,
KaTO aAMHHHCTPaTHBeH acHCTewr. e n03HaTa Ha cTYAeHTHTe C OTrOBOPHOTO CH OTHOL1_1eyme



n ACY-IHA CH KbM npe110ÅaBaHeT0 Ha TpyAHa MaTepHA H AHCUH11JIHHa, KaKBaTO e
AHaTOMHxra Ha qoBeKa.

HayHHHTe HHTepecn ca HacoqeHH KGM HeBpoaHaTOMHxra H no-cneLIHaJIH0 KBM
H3cneÅBaHerro Ha eHTepaJIHaTa HepBHa CHCTeMa. B Ta3H 06naCT TR pa3BHBa OPHI'HHaJ1eH
H3cneAOBaTeJICKH noax0A, KOM6HHHpa11X KJ1acmqeCKHTe XMCTOJIOI'HYHH MeTOAH
CbBPeMeHHH MOJIeKYJ1*PHO-reHeTHMHH IIOAXOAH.
HayqHaTa nponyrcuug Ha A-p MapuH0Ba BKJ110YBa 4 ny6JIHKaUHH no TeMaTa Ha

AHCeP'17UHOHHH* yqacTHe B peAH1.xa Har.Ud01--raJIHH H MOKAYHap0AHH Hayt1HH d)0PYMH.

CTaTHATa B Journal of IMAB (Web of Science, Q4, IF 0.2, 2022), HMa TPH
Me)KAYHap0AHH unrrnpaHHH — r10Ka-3aTen 3a HayqHa 3HaqHMOCT H BHAHMOCT Ha pe3YJITaTHTe
i.

3. TeXHHqeCKH xapaKTePHCTHKH Ha AHCePTaUHOHHHß TPYA

AHCeppraUHOHHHflT TPYA 06xBauxa 126 ceraHAaPTHH CTPaHHUH, WII-OCTPHPaHH C 33

(bnrypn, 5 Ta6JIHUH H 270 JIHTeparypHH H3TOLIHHKa, ronmv•ra qacT OT KOHTO ca

MOKÅYHaPOAHH ny6JIHKaLIMH OT nocnemm•re meceermneTHA. BKJIÆoqeHH ca ABe npnnoxeHHfl.
CTpyKTyparraHa rrpyna 0Tr0Bap51 Ha aKaneMHYHUTe crraHnapTH H BKJ1}OHBa:

•

YBOA
JlwrepaTypeH 0630P
uen, 3aAaHH H MeTOAHHHH nomx0AH
Pe3ynrraTH
06Cb)KAaHe Ha pe3YJrraTHTe
H3BOAH H npHHocø
BBAeL11HHaCOKH H nepecneKTHBH
BH6nuorpad)Hfl

TeKCTbT e Hanncal--l Ha aceH, rroqeH H HayLIH0 H3AbPKaH e3HK. ABTOPKaTanombpxa
nocneA0BarreneH CTHJI Ha H3JIO)KeHHe, KOiiT0 ynecHABa npocneanaHerro Ha nornqecKa•ra

BPb3KaMOKÅY OTAeJIHHTe qacTH. Qurypu•re H Ta6JIHUHTeca ecrreTHHH0 Od)OPMeHH H KOPeKTHO
03HaqeHH, KaTO 110A110Mararr BH3yaJIHOTO Bb3npneN•raHeHa pe3ynrraTHTe.

4. AKTyaJIHOCT I-la TeMaTHKaTa

TeMaTaHa AHCePTaUHOHHH51 TPYA e H3KJ1}OHHTeJIHO aKTyaJIHa H 0Tr0Bap}1 Ha eAHH OT

Hai-CbBPeMeHHHTe HanpaBJ1eHHR B 6HOMeAHUHHCKaTa HayKa HHTerpaumxra Ha
H MOJIeKYJIRPHH 110AXOAH B H3cneABaHerro Ha HepBHaTa CHCTeMa.

X0JIMHauerrwrrpaHc(bepa3aTa (ChAT) e OCHOBHHAT eH3HM, 0Tr0BopeH 3a cmrre3a Ha
aqeTHJIXOJIHH — KJII-OHOB HeBPOTpaHCMHTep B ueyrrpaJIHaTa H HepBHa cucrreMa.
EHTepaJIHaTa HepBHa CHCTeMa (ENS), OT CBOA cTpaHa, npnrrexaBa 3Haqwre11Ha aBTOHOMHOCT
H KOHTPOJIHPa rOJ151M cneKTbp OT d)H3HonorHt1HHTe (I)YHKUHH Ha raCTPOHHTeCTHHaJIHHA TpaKT.
H3yqaBaHerro Ha nonyyeHwre qpe3 a.nePHaTHBeH cnnaiicnnrHPHK BapnaHTH Ha ChAT B

ENS e OT d)YHÅaMeHTaJIHO 3HaqeHue 3a pa36HpaHeT0 Ha perynauuq Ha

XOJIHHeP1'HYHaTa HeBPOTPaHCMHCHA. B nocneÅHwre rOAHHH ce HaTpY11BaT AOKuarreJICTBa, qe
pa3JIHHHHTe ChAT cnnaiicvmr BapnaHTH HMaT cneUH(bHLIHH npocTpaHCTBeHH H

(I)YHKUHOHUIHH xaparrepHCTHKH, a HapY1.ueHHxra B eKcnpecHA MoraT aa marr
CB'bP3aHH C peAnua ga60JISIBaHHA OT racerpom-rrecTHHaJIHH ancM0Tnnwre•ru AO

HeBpomereHepaTHBHH 3a60J151BaHH51. AncepTauusrra Ha A-p MapHH0Ba cnr1Ba HMer-1HO Bbpxy



TUH aKrryaJIHa Hayt{Ha OCHOBa u pa3BHBa qpe3 eKcnepHMeHTaneH Momen C BHCOKa

AOKa3aTeJICTBeHa CTOMHOCT.

5. 1103HaBaHe Ha np06J1eMa

B JIHTepaTypHH% 0630PAMcePTaHTKarra AeM0HcTpnpa U3KnroqvrreJIHO A06po 1103HaBaHe

Ha CbBpeMeHHOT0 CbCTOHHme Ha M3CneABaHHxra B 06nacrra. TeKCTbT e cTpyKTypHpaH
aHaJIHTHHHO — He npocT0 KaTO npernem Ha 1--1UIH'-1HaTa JIHTepaTypa, a KaTO nornyeCKH

apryMeHTHpaH aHaJIH3, H3Be)KAa11-1 HaytåHaTa npa3HHHa, KO%TO TPYAbT UeJIH aa 3a11bJIHH.

0630PbTnpocJ1eAHBa eBOJ1}OUHxra Ha 3HaHM%Ta 3a XOJIHHeprw-1Harra CHCTeMa, OCHOBHWre

KJ1aCOBe HeBPOHH H opramnauun Ha ENS. OnmcaHa e AerraäJIH0

HeBPOXHMHYHaTa IIPHHamne)KHOCT Ha eHTepaJIHMTe HeBPOHH. CneumaJIH0 BHHMaHHe e

OTAeJ1eHO opraHM3aunwra Ha reHa, KOÅHPaLU CHHTe3arra Ha ChAT. ABTOPKaTa 06pmua
BHHMayme Ha MexaHH3MHTe Ha amePHaTHBHHH cnnaiicHHr — npouec, K0iiT0 ÅHPH)KHPa

reHHaTa eKcnpecHA Ha HHBO PHK. B pa60TaTa ca orlHcaHH OCHOBHHTe MOJIeKYJTflPHH nomxomm
3a BH3yaJIH3HpaHe Ha cnnaiicHHr Bapnawrvrre Ha eH3HMa ChAT. A-p MapHH0Ba YMeno
CBGP3Ba MOJIeKYJIAPHWre maHHH C KOHTeKCT H TaKa nocTaBfl CBO%Ta pa60Ta B

MexÅYAHc1.ÅH11JIHHapHa paMKa, KOWTO 06eAHH51Ba aHaTOMH*, XHCTOnorHH, HeBp06nonorHA H

MoneKynnpHa reHeTHKa. T0Ba 110Ka3Ba He caM0 A06po 1103HaBaHe Ha np06neMa, HO H

CHOC06HOCT 3a KPHTHMHO MHCJ1eHe H CHHrre3 Ha KOMnneKCHa

6. XapaKTepncTHKa H oueHKa Ha AncepTa11H0HHHf1 TPYA

JIHTepaTypeH 0630P

JIMTepaTypHHflT 0630P e 3aAbJ160qeH, apryMeHTmpaH H norHHHO cTpyKTypeH.

oc06eHOCTHTe Ha ENS npH pa3JIMHHH *CHBOTHHCKH MOAeJIH. UHTHPaHH ca aKTyaJIHH

M3TOYHHUH OT MOKÅYHap0AHH 6a3H naHHM, KoeT0 npnnaBa Hayt1Ha AOCTOBePHOCT H

ocurypna 11bJIHa CM10CTaBKa C rn06aJIHHTe H3cneAOBaTeJICKH TeHÅeHUHH.

Aen H '3aAaqn

OCHOBHaTa uen e ACHO H IIOCTH)KHMO: Da ce zucneDga ewnpecumna ua

anmepnamugno cwtaücupanu uPHK gapuanmu ua xonuuauennumpauc+epuama 6

enmepwmama nepgua cucmema na MUUUCa. 3amaqme, TIPOH3THqa1_UH OT Hen, ca KOHKPeTHH H

nocneAOBaTeJIHH, KaTO BKJ1}0HBaT H360p H 110AF0T0BKa Ha eKcnepHMewraJ1eH Mamepuan,

npHJ1araHe Ha MeTOAH 3a AOKa3BaHe Ha eKcnpecnwra, KaKTO H cpaBHwreneH aHaJIH3 MOKAY
pa3JIHHHH yqacTbuu OT raCTPOHwreCTUHaJIHHA TpaKT.

MaTepnaJ1 H MeTOAHKa

MeTOAuqeCKH51T pa3meJ1 e npe4H3H0 H3rpaÅeH H AeM0HcTpnpa BHCOKa

eKcnepHMeHTaJIHa Kymypa. V13110J13BaHa e XHCTOJIOFHMHa TeXHHKa, BH3yaJIH3mpa1-ua

emepaJIHHTe CllJ1eTeHHA, A011bJIHeHa C RT-PCR 3a aHaJIH3 Ha cnnaiicvmr BapnaHTHTe Ha

HPHK Ha eH3UMa ChAT. KOHTPOJIHUTeeKcnepvmeHTH ca KOPeKTHO onncaHM, a

CTaTHCTHqeCKaTa 06pa60TKa e aAeKBaTHa. Oc06eH0 Blleqarrneyme npaBH cbqeTaHueT0 Ha

KJ1acøqeCKa eKcnepTH3a C MOAePHH MoneKYJIAPHH noAXOAH, KOeT0 TIOBHL1_1aBa

Hay-IHaTa CTOÜHOCT Ha pe3YJITaTHTe.



Pe3YJITaTHH 06Cb9KAaHe

Pe3YJITaTHTeca npeÅCTaBeHH aerraiiJIH0, CbOTBeTHH rpad)HHHH H rra6JIHHHH
0606meHMA. ABTOPKaTanpaBH oueHKa Ha pa3JIHKH B eyccnpecnxra Ha
cnnaiicHHr BapuaHTHTe Ha ChAT B KOHrreKCTa Ha OC06eHOCTH Ha OTÅeJIHHTe
yyacnuu OT IMT. 06Cb)KÅaHeTO e aHaJIHTHHHO H Å06pe apryMeHTHpaH0. AHCePTaHTKaTa
HHTepnpeTupa nonyqeHHTe pe3YJITaTH B KOHTeKCTa Ha awryaJIHHTe HayHHH XHr10Te3H, KaTO
npeAnara JIOI'HMHH 06RCHeHH51 3a Ha6JIÆOÅaBaHHTe T03H pa.3Äen 110Ka3Ba
cnoc06Hocrra Ha aBTOPKaTaAa MHCJIH H Aa npaBH C06CTBeHH H3BOAU, OCHOBaHH Ha
eKcnePHMeHrraJIHH AaHHH.

7. IIPHHOCHn 3HaqnMOCT Ha pa3pa60TKaTa 3a HayKaTa n npaKTHKara

Hayqrm npHHOCH

l.

2.

3.

4.

3a 11'bpBH e H3BbP111eH CHCTeMaTHHeH aHaJIH3 Ha eKcnpecnxra Ha cnnaiicpmr

BapnaHTHTe Ha ChAT B eHTepaJIHaTa HepBHa CHCTeMa Ha MH111Ka.
OnucaHH ca perHOHUIHH pa3JIHHHA B eKcnpecHATa Ha OTAeJIHH•re ChAT BaPHaHTH B

pa3JIHt1HHTe cerMeHTH Ha raCTPO-HHTeCTHHaJIHHfl TpaKT, KOeTO pa3111Hpna
npeAc•raBHTe 3a (bYHKUHOHaJIHaTa Ha ENS.
OrlTHMH3HpaHa e MeTOÅHKa 3a KOM6HHHPaHO H MoneKYJ1}1pH0
U3CJ1eÅBaHe Ha HePBHU CTPYKTYPH, IIPHJIO)KHMa u B Apyru eKcnePHMeHTaJIHMMomenu.
Pe3YJITaTHTe AonpHHacxr 3a no-3aAbJ160qeH0 pa36HpaHe Ha MoneKYJ1flPHHTe
MexaHH3MH Ha xoJIHHeprHMHaTa HeBPOTPaHCMHCHfl H HMaT norreHuuaJIHa CTOiiHOCT

npu H3yqaBaHeT0 Ha 3a60JIABaHHA c HapYL11eHa eHTepaJIHa peryna1_1HR.

Ilparcrnqecrco '3HaqeHHe

FlonyqeHHTe AaHHH MoraT Jila 6bAaT H3110J13BaHU 3a H3rpa)KÅaHe Ha

eKcnePHMeHTaJIHH MOAeJIH Ha raCTPOHHTeCTHHaJIHH KaKTO H 3a TbpceHe Ha

MOJIeKYJ1flPHH MapKepH Ha eHTepaJIHH HeBponaTHH. TpyAbT HMa npvmoc H B 06pa30BaTeneH
acneKT — MaTepnaJ1bT MO)Ke Aa 3a Cb3AaBaHe Ha HOBH na60paTopHH ynpa)KHeHH51 H

MeTOÅWIHH YKa3aHH* no HeBPoaHaTOMHfl H MOJIeKYJ1*PHa MOPd)onorH51.

3aK.ruoqeHne

AHCePTaUUOHHH*T Ha A-p ÅecmcnaBaMapHH0Ba MapHH0Ba e OPWHHUIHO,
A06pe apry•'MeHTupaH0 H eKcnepHMeHTaJIH0 ÅOKæaH0 H3CJ1eÅBaHe, KoeT0 ce BIIHCBa
11bJIHOUeHHO B CbBPeMeHHHTe rrerueHUHH Ha 6UOMeÅHUHHCKaTa HayKa. ABTOPKaTanponna
BHCOKa Teope•rwmanonroT0BKa, eKcnepHMeHTaJIHa npeuu3HocT H cnoc06HOCT 3a KPHTHqeH
HayqeH aHaJIH3. Pa60TaTa il pa3L11Hpna 1103HaHHRTa 3a MOJIeKYJ151PHaTa opraHH3a1ÅH51 Ha

eHTepaJIHaTa HepBHa CHCTervta H HMa TIOTeHquaJ1 Aa 6bÅeHaÅrpameHa C 6bAeL11HH3CneÅBaHHA
Bbpxy naToreHeTHHHH MOÅeJIH.

C orneÅ Ha npencrraBeHHTe MaTepnaJIH, HayqHHTe pe3YJITaTH H HanpaBeHHTe H3BOAH
cqu•rarvl, qe AHCePTaUUOHHH*T TPYA HarrbJIH0 0Tr0Bap51 Ha H3HCKBaHHxra 3a npmcb)KÅaHe Ha
06pa30BaTenHa H Hayt-1Ha cTeneH „AOKTOP" no Haytma cneqnaJIHOCT „AHaTOMHS1,

xnc•ronornq n IIHTonornq". bHX Å06aBHJ1 H JIHHHHTe Cu BrreqaTJ1eHHA OT 1103HaHCTBOTO H

pa60TaTa MH c Kmuuaa•ra. KoneraTa e 0Tr0BopeH cneunanncrr c OTJIHHHH aHaTOMHMHH H



XHCTOJIOI'HMHH 31-1aHHA u YMeHH51, OTnnqeH npenoAaBaTen H pa60TeL11npeKpacH0 C Konervne

CH OT aHaTOMHMHWre KaTeapH B Apyrme MY H (baKYJITeTH B bbnrapmn.

Bb3 OCHOBa Ha BCHYKO H3J10meHO no-rope, npeA.maraM A-p Aecnc.rraBaMapHH0Ba
MapnH0Ba Aa 6bAe aonycHaTa AO 3auurra Ha AHCePTaUHOHHHH cn TPYA u cnem ycneLLIHa
3auvrra Aa 6bAe npucbAeHa CBOTBeTHaTa cTeneH. KaTeropHHH0 rnacyBaM nonoxmrreJIH0 H

CMHTaM, qe TPYÅbT e AHcePTa6HJ1eHH HHOBaTHBeH.

VEROTBHJI CTaHOBHmeTO:
HBaH PIJIKOB Macnapcw

KaTempa no aHaTOMHfl, XHCTOJIOI'HA, naTonoroaHaT0MHA H CbAe6Ha MeAHUHHa
MemnUHHCKU d)aKYJITeT,CY „CB. KJIHMeHT OXPHÅCKH"

AaTa: 11.11.2025r.

rp.
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1. General presentation of the procedure and the doctoral candidate

The presented dissertation has been prepared and submitted in accordance with the

requirements of the Law on the Development ofthe Academic Staff in the Republic ofBulgaria
and the internal regulations of the Medical University — Pleven. All necessary documents,
including the author's abstract, publication and citation lists, are properly prepared and
submitted. The dissertation is the result of long-term experimental work carried out under the
supervision of Prof. Dr. Stefan Trifonov — a specialist with extensive experience in anatomy
and neurobiology. Dr. Desislava Marinova Marinova is a proven lecturer and researcher in the
Department of Anatomy, Histology and Cytology at the Medical University — Pleven. Her
academic presence is characterized by high professionalism, integrity, and a consistent pursuit
of a deep understanding of complex morphofunctional processes in the human body. The
procedure for awarding the doctoral degree has been initiated in full compliance with the

applicable academic and legal standards.

2. Brief biographical data of the doctoral candidate

Dr. Desislava Marinova Marinova was born on July 8, 1976, in Pleven, Bulgaria. She
graduated from the Medical University — Pleven, obtaining the qualification of "Physician."
Her professional career has been entirely dedicated to the same university — initially as an
assistant, and later as a senior assistant at the Department ofAnatomy, Histology and Cytology.
In her academic work, Dr. Marinova successfully combines teaching, research, and active

participation in the department's administrative work. She is well known among students for
her responsible attitude, clarity of presentation, and pedagogical precision in teaching one of
the most demanding disciplines — Human Anatomy.

Her scientific interests are focused on neuroanatomy, particularly on the study of the

enteric nervous system (ENS). In this field, she has developed an original research approach
that combines classical histological methods with modern molecular-genetic techniques. Dr.



Marinova's scientific output includes more than 30 publications, numerous participations in
national and international conferences, as well as one paper published in the Journal QfIMAB
(Web of Science, Q4, IF 0.2, 2022), which has already been cited three times internationally —

clear evidence of the scientific significance and visibility of her results.

3. Technical characteristics of the dissertation

The dissertation comprises 126 pages ofmain text, illustrated with 33 figures, 5 tables,
and 270 references, many ofwhich are recent international publications. The dissertation also

includes two appendices. Its structure fully complies with academic standards and includes:

• Introduction
Literature Review
Aim and Objectives
Materials and Methods
Results
Discussion

Conclusions and Contributions
References

The text is written in a clear, precise, and scientifically sound language. The author maintains
a logical and consistent structure, which facilitates comprehension and flow. The figures and
tables are aesthetically presented and properly labeled, effectively supporting the

understanding of the experimental results.

4. Relevance of the topic

The topic of this dissertation is highly relevant and corresponds to one of the most
modern directions in biomedical research — the integration of morphological and molecular
approaches in studying the nervous system. Choline acetyltransferase (ChAT) is the key

enzyme responsible for the synthesis of acetylcholine — a major neurotransmitter in both the
central and peripheral nervous systems. The enteric nervous system, in turn, possesses
significant autonomy and regulates a broad spectrum of gastrointestinal physiological
functions. The study of ChAT mRNA isoforms generated through alternative splicing is of
fundamental importance for understanding the molecular mechanisms that regulate cholinergic
neurotransmission. In recent years, evidence has accumulated showing that distinct ChAT
isoforms display specific spatial and functional characteristics, and alterations in their

— ranging from gastrointestinalexpression may be associated with various pathologies
motility disorders to neurodegenerative diseases. Dr. Marinova's dissertation builds precisely
upon this contemporary scientific foundation and develops it through a well-designed
experimental model of high evidential value.

5. Familiarity with the problem

In the literature review, the doctoral candidate demonstrates an exceptionally good
understanding of the current state of research in the field. The text is structured analytically —

not merely as a summary of the available literature, but as a logically argued analysis that
identifies the scientific gap the dissertation aims to address. The review traces the evolution of
knowledge about the cholinergic system, the main classes of neurons that use this
neurotransmitter, and the role ofChAT as a specific marker for assessing the functional state



ofcholinergic neurons. Special attention is given to the mechanisms ofalternative splicing — a

process that enables a single gene to encode multiple protein variants with distinct functions.
The study demonstrates molecular approaches for visualizing the splicing variants of the ChAT
enzyme. It successfully detects the expression of the M, cChAT, and pChAT splicing isoforms
in the mouse ENS. A relative quantitative analysis of the expression of the successfully
identified splicing variants has been carried out. Dr. Marinova skillfully links the molecular
data with the morphological context, thereby placing her work within an interdisciplinary
framework that integrates anatomy, histology, neurobiology, and molecular genetics. This
demonstrates not only a strong grasp of the research problem but also the ability for critical
thinking and the synthesis ofcomplex information.

6. Characteristics and evaluation of the dissertation

Literature Review

The literature review is comprehensive, well-structured, and analytically presented. It
covers the major concepts of the cholinergic system, the role ofChAT, and the specifics of the
ENS in various experimental models. The cited sources from international databases ensure
both scientific credibility and global contextualization.

Aim and Objectives

The main aim is clearly and realistically defined — to investigate the expression of
alternatively spliced mRNA variants ofcholine acetyltransferase in the enteric nervous system
ofthe mouse. The objectives derived from this aim are specific and sequential, encompassing
the selection and preparation ofexperimental material, application of techniques to detect gene
expression, and comparative analysis across different regions of the gastrointestinal tract.

Materials and Methods

The methodological section is precisely structured and demonstrates a high level of
experimental competence. A histological technique visualizing the enteric plexuses has been
employed, complemented by RT-PCRanalysis of the mRNA splicing isoforms of the ChAT
enzyme. The control experiments are properly described, and the statistical analysis is
appropriate. Particularly impressive is the combination of classical morphological expertise
with modern molecular approaches, which enhances the scientific value of the results.

Results and Discussion

The results are presented in detail with appropriate graphical and tabular representations.
The author identifies specific ChAT isoforms in the different sections of the mouse digestive
tract and reports regional variations in their expression. The discussion is analytical and well-
argued, placing the obtained findings within the framework of contemporary scientific
hypotheses. Logical explanations for the observed phenomena are offered, demonstrating the
author's ability to interpret experimental data independently and critically.

7. Contributions and significance of the dissertation for science and practice



Scientific contributions

l.

2.

3.

4.

For the first time, a systematic analysis of the expression ofChAT splicing isoforms in
the mouse enteric nervous system has been carried out.

Regional differences in the expression of distinct ChAT isoforms in GIT have been
described, expanding current understanding of ENS functional specialization.
A methodological protocol for: combined morphological and molecular investigation of
neural structures has been optimized, applicable to other experimental models.
The results contribute to a deeper understanding of the molecular mechanisms of

cholinergic neurotransmission and may have implications for the study of disorders
involving impaired enteric regulation.

Practical significance

The data obtained can serve as a basis for developing experimental models of
gastrointestinal dysfunctions and for identifying molecular markers of enteric neuropathies.
The work also has educational value — it can be used in the preparation of new laboratory
exercises and methodological materials in neuroanatomy and molecularmorphology.

Conclusion

The dissertation of Dr. Desislava Marinova Marinova is an original, well-reasoned,
and experimentally substantiated study that fits perfectly into modern trends in biomedical

science. The author demonstrates excellent theoretical preparation, experimental precision, and
critical scientific thinking. Her research expands our knowledge ofthe molecular organization
of the enteric nervous system and opens perspectives for future studies on pathogenic models.
Based on the materials presented, the scientific results, and the conclusions drawn, I consider
that the dissertation fullymeets the requirements for the award of the educational and scientific
degree "Doctor" in the scientific specialty "Anatomy, Histology and Cytology".

I would also like to add my personal impressions from working with the candidate:
Dr. Marinova is a responsible and competent professional with excellent anatomical and

histological knowledge and skills, an outstanding lecturer, and a colleague who collaborates

excellently with her peers from othermedical universities and faculties in Bulgaria. In view of
all the above, I strongly recommend that Dr.Desislava Marinova Marinova be admitted
to defend her dissertation and, following a successful defense, be awarded the doctoral
degree. I firmly vote in favor, as I consider the work to be both dissertation-worthy and
innovative.
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