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Ha PeKTopa Ha M Y-IIJ1eBeH

CTAHOBHUIE

OT nou. A-p Kpacmmp KOCTOB rHHeB, A.M.

MY- IIneBeH, KaTeApa "0H3V10norH% H

3a npmcb)KAaHe Ha OHC

Ha A-p P'IBeJIHHa PiBaH0Ba XHMHeBa, AOKTOPaHT Ha carviOCTOHTeJIHa 110Ar0T0BKa

B 06naCT Ha BHCU1e 06pa30BaHue 7. 3ApaBeona3BaHe H cnopT, npo(beCHOHaJIH0 HanpaBneHHe

7.1 Mennuna, LOKTOPCKanporpaMa: OH3nonorH51 Ha qoBeKa

TeMa Ha AVICePTaUHOHeHerpyx. „E(beKTH Ha HOBH aHaJ103H Ha HOUPtqer1TMHa Bbpxy

60JIKOBaTa nepuenuldfl npH ocnp H XPOHHHeH HM06HJIH3aUHOHeH CTpec"

HayLIHH PbKOBOAHTenm•. npod). A-p ram CTaBpeBa-MapHH0Ba, A.M.

npod). A-p AapnaHa boqeBa, A.M. (t)

061110 npeAc•raBHHe I-la npoueAypaTa

A-p XHMqeBa e npemcTaBHJ1a BCHLIKH He06XOÅHMH AOKYMeHTH, CbrnaCHO

M3HClCBaHHflTa Ha MY-IIneBeH H e 0TqucneHa C npaB0 Ha 3auxwra CbC 3a110BeA Ha PeKTopaHa

MY-IIneBeH (N! 1061/08.04.2024 r). I-IHMaM 06Lum Hayt1HH TpyA0Be c A-p XHMqeBa.

AHCePTaUHOHHH51T TPYA e c 06eM 188 CTPaHHUH. CTpYKTypupaH e CbrnacH0

H3HCKBaHMRTa ga npHA06HBaHe Ha OHC „AOKTOP"B MY-11neBeH. B KHMronmca ca nocoqeHH

573 3arnaBHA, 96 - OT nocneAHHTe neT rOAHHH. JIHTepaTypHHflT 0630P, 06Cb)KAaHeTO Ha

pe3YJITaTHTe m H3BOAHTe Ha AHCePTaUHOHHMA TPYA ca Cb06pa3eHH C Han-HOBHTe HayHHH

AaHHH B JIHTepaTypaTa no TeMaTa.
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BHOrpa(bH'1HH Aar-II-IH H npo(becH0HaJIH0 pa3BHTHe Ha A-p XHMqeBa

OT 01.04.2008 r. rOAHHa AO MOMeHTa e npenonaBaTeJ1 B rcaTenpaTa „ØH3HOJ101'HflH

ceKTop Ha MY-IIneBeH. Flpe3 2013 roAHHa npHA06HBa

cneunaJIHOCT
" OV13nonorH51 Ha qoBeKa". ElpenonaBa (l)H3HOnorH9 Ha 6bnrapcKH H aHrJIHViCKH

CTYAeHTH no MeAHUHHa, (bapMaLIHR, MeAHUHHCKH cecTpH, aKYLUePKH H pexa6HJIHTaTOPH. A-p

XHMqeBa e OTrOBOPHHK no KaqeCTBOTO H aKpeA1.,rraUHSITa B ceKTOP "(bH3nonorH51". LIneH e Ha

bbnraPCKOTOAPPICCTBO no (l)H3HonorHHHH HayKH H bbnrapcK0T0 ner1THAH0 npyxecTB0.

Bnanee (bpeHCKH H aHrJIHMCKH e3HUH.

AKTyaJIHOCT n 3Hat1HMOCT Ha ancepTauH0HHHß TPYA

TeMaTaHa AHCePTaUHOHHHfl TPYA e aKTyaJIHa H 3HaLIHMa.• CTPeCbT e OCHOBeHnp06neM

Ha 06UteCTBeHOTO 3ApaBe, CBbP3aH C (l)H3HqeCKH H npuxmqecKH pæcTpoäcTBa, HKOHOMHqeCKH

-rexeCTH u COUHUIHH npeAH3BHKaTencTBa. XPOHHLIHHflTcTpec BOAM AO 6HO,XHMHqHH H

npoMeHH, KOHTO 3acqraT 60JIKOBaTa MYBCTBHTe11HOCT,BKJUOMMTeJIHO

perynauwna NOS H MOAynaUVtq-ra Ha NOP peuer1TopHaTa CHCTewta. EAHH OT Å06pe

H3CJ1eABaHHTe (beHOMeHH, CBbP3aHH CbC cTpecoBaTa peaKL(Hfl, e cTpec-HHAYLIHpaHaTa

aHanre3H51 (SIA) B 0Tr0BOP Ha OCTPH CTPeCOBH CTHMYJIH KaTO HM06HJIH3aUHfl, rcpaiiHH

TeMnepaTypH HJIH coumaJIHa H30naUHA. SIA ce MeAHHPa OCHOBHO OT eHnoreHHaTa orlHOHAHa

CHCTeMa. HHTepec npencTaBJ1flBa KaK HOUHUer1THHOBaTa CHCTeMa, CbCTaBeHa OT HeBponenTHAa

HOUHLte11THH (N/OFQ) H HerOBHfl NOP peue11Top noBJIH51BaT 60JIKOBaTa

ceTHBHOCT.

BBB BbBemeHneTO Ha AHCePTaUHOHHHR TPYA A-p XHMqeBa 060CHOBaBa H360pa Ha

TeMa KaKTO H He06XOAHMOCTra OT npoYLIBaHe Ha npoM51HaTa Ha 60JIKOBaTa nepuenuuq IIPH

ocnp H XPOHnqeH HM06HJIH3aUHOHeH CTpec H HeiiHOTO r10BJIHflBaHe OT HOBOCHHTe3UPaHH

aHaJ103H Ha HOUHUenTHHa.

B JIHTepaTYPHH51 0630P A-p XHMqeBa e purnenana Bbnpocn•re 3a HOUHL.xenTUHa,

HeroBHH peuenTop, 60JIKaTa H cTpeca. 06CbÅeHH ca OTKPHBaHeTO, HOMeHKJ1aTypaTa,

CTPYKTYPHHSI u MoneKYJ1flPHH51 npoH3XOA Ha HOUHqer1THHa H (l)H3HOJIOrHt1HaTa MY ponq.

MH-repec npencTaB11flBaT aaHHHTe 3a BHAOBeTe 60JIKa, Ha 60JIKaTa H

Houuuenmpurre, nepH(bepHaTa H ueHTpaJIHaTa ceHCHTH3aUHR H HeBPOHHaTa nnaCTHLIHOCT.

06CbAeHH ca cTpec peaJIH3Hpau-1HTe CHCTeMH, paHHHTe CVTHUIHH Menua-ropH Ha CTPeCOBHR

0Tr0BOP, CbLLIHOCTra H (l)H3HOJIOrHLIHHTe OCHOBH Ha CTpec—HHAYLIHpaHaTa aHa.nre3Hfl.
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I-lema e (bopMynmpaHa TOLIHO KOPeKTHO. FIOCTaBeHHTe B AUCePTaUHOHHMR TPYA 5

3amaqn 110A110MaraT H3r1b11HeHHeT0 Ha IlocTaBeHaTa uen. 3a H311bJIHeHme Ha 3amaLIHTe A-p

XHMqeBa e H3n0J13Bana CbBPeMeHHM H YTBbPAeHH MeTOAH Ha H3cneABaHe. B eKcnepHMeHTHTe

ca H3r10J13BaHH 402 Mb)KKH 11J1bxa OT nopona BHcTap c Terno 180-200 rpaMa. Pe3YJITaTHTeca

npexxcTaBeHH H onucaHH 3aAbJ160qeH0. 3a 06pa60TKa Ha AaHHHTe ca H3r10J13BaHH IIOAXOARI_IIH

CTaTHCTmqeCK1d TeCTOBe.n-p XHMqeBa aHaJIH3upa aprYMeHTnpaH0 110J1yqeHHTe pe3YJITaTH, OT

KOHTO ca 4)0PMYJIHpaHH 13 H3BOAa, 0Tr0BaP%1Å1d Ha maHHMTe OT eKcnepHMeHTHTe. Hayt1HHTe

IIPHHOCH ca C opmrHHaneH xapaKTep H HMaT TeopeTMLlHa H npHJ10)KHa CTOMHOCT.

110 TeMaTa Ha AHCePTaUHOHHHfl TPYA A-p XHMqeBa e npemcTaBHna 8

11bJIHOTeKCTOBH ny6JIHKaUHH, 3 B cnncaHHfl C HMnaKT d)aKTop, 19 yqacTHR B Hayt1HP1 (bopyMH

H 3 yqacTHA B Hayt1HH npoeKTH. nocoqeHHTe HayKOMeTPUHHH naHHH rlOTBbPKÅaBaTBHCOKaTa

Hayt1Ha CTOMHOCT Ha nonyqeHHTe pe3YJITaTH H aKTyaJIHocrra Ha AHcePTaÅHOHHPIA TpyA.

ABTope(bepaTbT 0Tpa3flBa OCHOBHOTO CbAbP)KaHHe Ha nucepTauuma, nonyqeHHTe pe3YJITaTH,

H3BOAH u npHHocm.

3aKJ110qeHHe:

Korv1nneKcHaTa MH oqeHKaTa ga AHCePTaUHOHHH51 TPYA „E(beKTH Ha HOBH ar-1U103M

Ha HOUHUenTHHa Bbpxy 60JIKOBaTa nepuenuldfl npH ocnp H XPOHHqeH HM06HTIH3aUHOHeH

CTpec" Ha A-p ViBeJIHHa XHMqeBa e rlOJIO)KHTeJIHa. TeMaTa Ha AHcepTauH9Tae aKTyaJIHa.

AOKTOPaHTKaTa n03HaBa MHOro A06pe npencTaBer-1M9 np06neM. Pa3pa60TKaTa Ha

AHCePTaUUOHHHfl TPYA 110Ka3Ba, qe AOKTOPaHTKaTa UMa 3aAb1160qeHH TeopeTHHHH 3HaHHfl H

npHTemcaBa KaqecTBa H YMeHHA 3a caMOCT09TeJIHO npoBe)KÅaHe Ha Hayt1HH H3cneABaHW.

FlonyqeHHTe pe3YJITaTH npemcTaBJ151BaT opurHHaneH npHHOC B HayKaTa H OTFOBaPAT Ha

H3HCKBaHHATa Ha 3aKOHa 3a pa3BHTne Ha aKaneMHLIHHR CbCTaB B Peny6JIHKa Bbnrapmq

(3PACPb), IlpaBHJIHHKa 3a npmnaraHe Ha 3PACPb H IlpaBWIHHKa Ha MY - IlneBeH.

Bb3 OCHOBa Ha ropeH3J10)1CHOT0, AaBaM cB0HTa 110JIO>KHTeJIHa oneHKa Ha

AHCePTaUHOHeH „E(beKTH Ha HOBH aHU103H Ha HOUHUer1THHa Bbpxy 60JIKOBam

nepuenuH51 IIPH ocnp u xp0HmqeH HM06HJIH3aUUOHeHCTpec" H npenopbLIBaM Ha YBOKaeMOTO

1--1ayHH0 )Kypm na rnacyBa nono)KHTeJIH0 3a npmcb)KAaHe Ha 06pa30BaTeJlHa u HayqHa cTeneH

"LOKTOP"Ha A-p VIBeJIHHa HBaHOBa XMMqeBa rro AOKTOPCKa nporpaMa
" OH3HOJ10rHfl Ha

40Berca" .

/Åou. A-p K. KOCTOB, A.M./
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To the Chair of the Scientific Jury,

appointed by Order No. N-4432/25.11.2025

of the Rector of the Medical University ofPleven

OPINION

by Assoc. Prof. Krasimir Kostov Ginev, MD, PhD

Medical University — Pleven, Department of Physiology and Pathophysiology

regarding the awarding ofthe 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 ofNew Nociceptin Analogues on Pain Perception in Acute and Chronic
Immobilization Stress"

Scientific Supervisors:

Prof. Galya Stavreva-Marinova, MD, PhD

Prof. Adriana Bocheva, MD, PhD (t)

General Presentation of the Procedure

Dr. Himcheva has submitted all required documents in accordance with the regulations of the
Medical University ofPleven 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.
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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 ofPhysiological Sciences and the Bulgarian Peptide Society. She is proficient in French
and English.

Relevance and Significance of the Dissertation

The topic ofthe 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 oftopic 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 ofthe dissertation, Dr. Himcheva has presented 8 full-text publications, 3 ofwhich

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 ofthe 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 ofMU-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."

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