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Ho IlpeacenaTe/isi HA HAYYHOTO KYPH,
Ha3Ha4eHo cbce 3anoBeq N-4432/25.11.2025
Ha PexTopa na MY-Iliesen

CTAHOBHUIIE
ot jou. a-p Kpacumup Kocros ['iHeB, A.M.
MV- IneBeH, kateapa “@usnonorus v natodusnonorus’
3a npucbxaade Ha OHC «JlokTop»
Ha n-p MBenuHa MiBaHOoBa X1MMueBa, JOKTOPAHT Ha CAMOCTOATE/IHA MOArOTOBKA
B 06/1aCT Ha BUCLUE 0Opa3oBaHue 7. 3ApaBeona3BaHe U CropT, NPO(PECHOHAIHO HanpaBieH e

7.1 Menuuuna, JJoktopcka nporpama: GU3MOJ0rKs Ha YOBEKa

Tema Ha qucepTalMOHEH TpYyH: ,,EQEeKTH Ha HOBM aHajo3M Ha HOLMLENTHHA BBPXY

GosKoBaTa MepLENLHUs MPpH OCTbP ¥ XPOHHYEH UMOOHIIM3aLIMOHEH CTpec™

Hayunu pwroBoautenu: npod. a-p ['ang CraBpeBa-MapuHOBa, .M.

npod. a-p Anpuana bouesa, a.M. ()

OO610 NpeacTaBsiHe HA NpouUeaypaTa

J-p XumueBa € TpEACTaBUIa BCHYKH HEOOXOAMMHM [OKYMEHTH, CBIJIACHO
u3KcKBaHuATa Ha MY-ITneBeH U e OTYMCIEHa C NPaBo Ha 3allUTa Cbe 3anoBes Ha Pekropa Ha

MY-Inesen (Ne 1061/08.04.2024 r). Hsamawm 0Oy Hay4HH TpyaoBe C A-p XHMueBa.

JucepraunoHHuar Tpya e ¢ obem 188 ctpanmuu. CTpykTyprpaH € CBIJIaCHO
u3uckBanuaTa 3a npuaodusane Ha OHC ,,Jlokrop* B MY-IlneseH. B kHuronuca ca nocoueHu
573 sarnasus, 96 - OT MOCAEJHMTE NET rOAMHM. JluTepaTypHUAT 0030p, OOCHKIAAHETO HA
pe3yATaTUTE ¥ M3BOAMTE HA [MCEPTALMOHHHMS TpPYA ca CboOpa3eHH ¢ HaH-HOBUTE HAyuHH

JJAHHH B JIATEpaATypara no Tremara.



buorpaguynu JaHHH U npodecHoHaNHO pa3BHTHE HA A-p XHMYeBa

Ot 01.04.2008 r. ronuHa 1o MOMeHTa € mpenojaasaren B kareapara ,,Ousnonorus u
naropusnonorua“, cekrop “@usuonorus” Ha MY-Ilnesen. [1pe3 2013 roauHa s npunobusa
cneuranHocT “ @usnonorus Ha yoseka”. [lpenonasa dusnonorus Ha GBIrapcKu U aHIJIMIACKH
CTYIEHTH 110 MEAULIMHA, apmaLus, MEIULIMHCKH CECTPH, aKyLlIepKu 1 pexabunuratopu. I-p
XHMueBa € OTTOBOPHHUK IO Ka4eCTBOTO M aKkpeauTauusTa B cekrop “@Dusnonorus”. UneH e Ha
BbarapckoTo apy»kecTBo mo (PU3MONOrMYHM HAayKW M BBArapckoTo MenTUAHO JApPYXKECTBO.

Bnanee ¢ppeHcku U aHrnuiicku e3uy.
AKTYa/IHOCT ¥ 3HAYHMOCT HA JHCEPTALMOHHHS TPYA

Temata Ha IMCEepTaLMOHHHUA TPYA € aKTyallHa W 3HauuMa: CTpechT e OCHOBEH npobiem
Ha OOLLECTBEHOTO 3/1paBe, CBbp3aH C (PU3UUYECKH U NPUXUUECKH Pa3CTPOiCTBA, MKOHOMHYECKH
TEXECTH M COUMAIHM NpEAW3BUKATENCTBA. XPOHUUHUAT CTPEC BOAM A0 OMOXMMHYHM M
HEBPO(M3HONIOTMYHH NMPOMEHH, KOWUTO 3acsraT OOJIKOBaTra 4yBCTBMTENHOCT, BKJIKOUMTENTHO
perynauusita NOS u mopynauusta Ha NOP peuentopnara cucrema. Eaun ot nobpe
u3cnenBaHUTe (EHOMEHH, CBBP3aHM CBbC CTpPECOBaTa peakLus, € CTpec-MHAyLHpaHaTa
aHanre3ust (SIA) B OTroBOp Ha OCTpPU CTPECOBM CTHUMYJM Karo MMOOMIM3alUMs, KpaiHH
TEMNepaTypu WM counanHa uzonauus. SIA ce Meauupa OCHOBHO OT €HAOr€HHaTa ONMHOMAHA
cuctema. MuTepec npeacTasispa Kak HOLMLIENTHHOBATA CHCTEMA, CbCTABEHA OT HEBPOMENTHAA
HouuuentiH (N/OFQ) u HeroBus cneunduuen NOP peuentop nosnusBar OoskoBara
CETHBHOCT.

BbB BbBENEHMETO HA AMCEPTALMOHHUS TPYA A-p XuMueBa oOocHOBaBa H300pa Ha
TEMa KaKTO U HeoOXOJAMMOCTTa OT MpOoyuBaHEe Ha MpoMsHaTa Ha GoaKoBaTa nepuenuus npu
OCTBP U XPOHWYEH UMOOMIIM3AaLMOHEH CTPEC U HEWHOTO MOBAMABAHE OT HOBOCMHTE3MPAHH

aHaJI0O31 Ha HOUMLUENTHHA.

B nurepatrypHus o0630p A-p XuMMueBa € pa3sriefana BbIPOCUTE 3a HOLMLENTHHA,
HeroBust peuentop, Oonkara W crpeca. OOCbIEHH ca OTKPUBAHETO, HOMEHKJATypara,
CTPYKTYPHHSI MU MOJIEKYJISIDHUSI TPOM3XOZ HAa HOUMLENTHHA W (U3MOJIOrMYHATa MY pOJsl.
WHTepec npencraBnsBaT NaHHUTE 3a BUAOBeTe Ooska, kiacudukauuara Ha Oonkata H
HOLMLIENTOPUTE, NepudepHaTa U LeHTpalHaTa CEHCHMTH3alUUs W HEBPOHHATa IMJIACTHYHOCT.
O6GcbaeHH ca CTpec peanu3upaluTe CUCTEMH, paHHUTE CUTHAIHU MEAMaTOPHU Ha CTPECOBHS

OTroOBOp, CbLIHOCTTA U (PU3MOJOrMYHHUTE OCHOBU HA CTPEC—UHAyLIMpaHaTa aHaIre3us.



Llenta e hopmyaupaHa TOUHO U KOpekTHO. [locTaBeHUTe B QUCEPTALMOHHHUS TPy S
3a7a4y noAanomaraT M3MbJHEHUETO HA MOCTABEHATa Led. 3a W3MbJIHEHHUE Ha 3ajjauyuTe J-p
XuMueBa € u3non3pasa CbBpEMEHHH U YTBBPACHU METOAM Ha U3cienBaHe. B ekcnepumeHTHTe
ca u3noassanu 402 MBxKH nabxa oT nopoaa Bucrap ¢ terno 180-200 rpama. Pesynratute ca
NpeJCTaBEHU M ONUCaHU 3aAb1004YeH0. 3a 00paboTka Ha AAHHUTE ca U3MOJI3BAHU MOAXOAAILIM
craTicTyecku TectoBe. [-p XvMMU€eBa aHan131pa apryMEeHTUPaHO MOSyYEHUTE Pe3yaTaTH, OT
KOMTO ca popMyvpaHu 13 u3BOAa, OTroBapsllM Ha JaHHUTE OT eKcriepuMeHTUTe. Hayunure
MPUHOCH Ca C OPUIMHAJIEH XapaKTep U MMaT TEOPETUYHA U MPUJIONKHA CTOHHOCT.

[lo Temara Ha aucepTaUMOHHMS TpPYA H-p XuMmueBa €  mpeactaBuia 8
NbJIHOTEKCTOBM MyOnMKauuu, 3 B cnucaHus ¢ UMnakT ¢akrop, 19 yyactusi B HayuHu popymu
1 3 yyacTHs B Hay4HH NpoeKTH. [IocoueHnTe HayKOMETPUUHH JaHHH MOTBbPIKAaBaT BUCOKATA
Hay4yHa CTOMHOCT Ha MOJyYEHWUTE PEe3yATaTH M aKTYaJHOCTTa Ha AWUCEPTALMOHHHUS TPYH.
AsTtopedepaTbT 0Tpa3siBa OCHOBHOTO ChAbpPKaHUE HA NUCEPTALMATA, OTYUYEHUTE PE3YNTATH,

HU3BOJU U NMPUHOCH.

3akiiouenue:

KomnnexkcHara My OoueHKaTa 3a AMCepTauMOHHUS TpyA ,.EdexTn Ha HOBM aHano3u
Ha HOLMUENTHHA BbpXy OOJIKOBaTa mepuenuus Npu OCTbP U XPOHHWYEH MMOOMJIM3aLMOHEH
ctpec” Ha A-p MBenuHa XumueBa e mosoxutenHa. TemaTa Ha AUCEPTALMATA € aKTyallHa.
JlokTopaHTKaTa mno3HaBa MHOro Jobpe npexacraBeHuss mnpobnem. Paspaborkata Ha
JAMCEPTaLMOHHUA TPYJ MNOKa3Ba, e JOKTOpaHTKaTa MMa 3abl1004YeHH TEOPETUUHH 3HAHUS
MpUTEXKABa KAuecTBa U YMEHMs 32 CaMOCTOSATENIHO MPOBEXAAHE HAa HayYHU W3CIIEABaHUS.
[Tonyuenure pe3yntaTd NpeACTaBsBaT OPUTHHAIEH MPUHOC B HaykaTa M OTroBapsT Ha
M3MCKBAHMATa Ha 3aKOHa 3a pa3BUTUE Ha akaJeMM4HUs cbcTaB B Penybauka Bbarapus
(3PACPB), IlpaBunnuka 3a npunaraie Ha 3PACPbB u [IpaBunuuka na MV - [1neseH.

Bb3 oOCHOBa Ha TrOpEeU3NIOKEHOTO, J[aBaM CBOSiITA MOJIOKHTEJIHA OIeHKa Ha
JQMCEpTALMOHEH TpyA ,EQexkTd Ha HOBM aHaAlO3M Ha HOLMUENTHHA BBPXY OojKoBaTa
nepuenuus Npy OCTbP U XpOHUUEH HMOOUIM3ALIMOHEH CTPEC M MPEnopbuBaM Ha YBaXKaeMOTO
Hay4HO JXYpHM [Jia rjacyBa MOJOXKUTEHO 3a NMPUCHKAAHEe Ha 00pa3oBaTeHa U HayYyHa CTENEeH
“Jloktop” Ha n-p VBenuna MBaHoBa XumMueBa mo JOKTOpcka mporpama  ®U3MONOrHs Ha

yoBeka” .

Ha ocHoBaHue 4n.59 ot 33714

.......................................................

/Hou. a-p K. Koctos, a.m./



To the Chair of the Scientific Jury,
appointed by Order No. N-4432/25.11.2025
of the Rector of the Medical University of Pleven

OPINION
by Assoc. Prof. Krasimir Kostov Ginev, MD, PhD
Medical University — Pleven, Department of Physiology and Pathophysiology
regarding the awarding of the Educational and Scientific Degree “Doctor”
to Dr. Ivelina Ivanova Himcheva, independent PhD student
in Higher Education Area 7. Healthcare and Sports,
Professional Field 7.1 Medicine,
Doctoral Program: Human Physiology
Title of the Dissertation:

“Effects of New Nociceptin Analogues on Pain Perception in Acute and Chronic
Immobilization Stress”

Scientific Supervisors:
Prof. Galya Stavreva-Marinova, MD, PhD
Prof. Adriana Bocheva, MD, PhD (%)

General Presentation of the Procedure

Dr. Himcheva has submitted all required documents in accordance with the regulations of the
Medical University of Pleven and has been deregistered with the right to defend her dissertation
by order of the Rector of MU-Pleven (No. 1061/08.04.2024). I have no joint scientific
publications with Dr. Himcheva.

The dissertation consists of 188 pages and is structured according to the requirements for
obtaining the educational and scientific degree “Doctor” at MU—-Pleven. The bibliography
includes 573 references, 96 of which are from the last five years. The literature review,
discussion of the results, and conclusions are aligned with the most recent scientific data on the
topic.



Biographical Data and Professional Development of Dr. Himcheva

Since 01.04.2008, she has been a lecturer in the Department of Physiology and
Pathophysiology, Section “Physiology,” at MU-Pleven. In 2013, she obtained a specialty in
“Human Physiology.” She teaches physiology to Bulgarian and international students in
medicine, pharmacy, nursing, midwifery, and rehabilitation. Dr. Himcheva is responsible for
quality assurance and accreditation in the Physiology Section. She is a member of the Bulgarian
Society of Physiological Sciences and the Bulgarian Peptide Society. She is proficient in French
and English.

Relevance and Significance of the Dissertation

The topic of the dissertation is both relevant and significant. Stress is a major public health issue
associated with physical and psychological disorders, economic burdens, and social challenges.
Chronic stress leads to biochemical and neurophysiological changes that affect pain sensitivity,
including NOS regulation and modulation of the NOP receptor system. One well-studied
phenomenon related to the stress response is stress-induced analgesia (SIA), triggered by acute
stressors such as immobilization, extreme temperatures, or social isolation. SIA is primarily
mediated by the endogenous opioid system. Of particular interest is how the nociceptin system-
comprising the neuropeptide nociceptin (N/OFQ) and its specific NOP receptor-affects pain
sensitivity.

In the introduction, Dr. Himcheva substantiates the choice of topic and the need to investigate
changes in pain perception under acute and chronic immobilization stress, as well as its
modulation by newly synthesized nociceptin analogues.

In the literature review, she examines nociceptin, its receptor, pain, and stress. The review
discusses the discovery, nomenclature, structural and molecular characteristics of nociceptin,
and its physiological role. Particularly noteworthy are the sections on types of pain, pain
classification, nociceptors, peripheral and central sensitization, and neuronal plasticity. Stress-
response systems, early signaling mediators of the stress reaction, and the physiological basis
of stress-induced analgesia are also discussed.

The aim is clearly and accurately formulated. The five tasks set in the dissertation support the
achievement of this aim. To accomplish them, Dr. Himcheva used modern and well-established
research methods. The experiments involved 402 male Wistar rats weighing 180-200 grams.
The results are thoroughly presented and described. Appropriate statistical tests were applied
for data analysis. Dr. Himcheva provides a well-argued interpretation of the findings, from
which 13 conclusions are formulated, fully corresponding to the experimental data. The
scientific contributions are original and possess both theoretical and applied value.

On the topic of the dissertation, Dr. Himcheva has presented 8 full-text publications, 3 of which
are in impact-factor journals, 19 conference participations, and 3 participations in scientific
projects. These scientometric indicators confirm the high scientific value and relevance of the
obtained results. The abstract accurately reflects the main content of the dissertation, the results,
conclusions, and contributions.

Conclusion

My overall assessment of the dissertation “Effects of New Nociceptin Analogues on Pain
Perception in Acute and Chronic Immobilization Stress” by Dr. Ivelina Himcheva is positive.
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The topic is relevant, and the doctoral candidate demonstrates excellent knowledge of the
subject matter. The dissertation shows that she possesses deep theoretical understanding and
the skills necessary to conduct independent scientific research. The obtained results represent
an original scientific contribution and meet the requirements of the Law on the Development
of the Academic Staff in the Republic of Bulgaria (ZRASRB), its implementing regulations,
and the regulations of MU-Pleven.

Based on the above, I give my positive evaluation of the dissertation “Effects of New
Nociceptin Analogues on Pain Perception in Acute and Chronic Immobilization Stress” and
recommend that the esteemed scientific jury vote in favor of awarding the educational and
scientific degree “Doctor” to Dr. Ivelina Ivanova Himcheva in the doctoral program “Human
Physiology.”

Ha ocHoBaHue 4n.59 ot 33514

.......................................................

/Assoc. Prof. K. Kostov, MD, PhD/



