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B 06naCT Ha BHCLLle 06pa30BaHue 7. 3mpaBeona3BaHe H cnopm, npo(becH0HaJlH0 HanpaBneHue

7.1 MeÅHUHHa,

ÅOKTOPCKanporpaMa: OH3HOJ10rHfl Ha L10BeKa

Hayt1HH PbKOBOAHTenm: npo(b. A-p ra.llfl CTaBpeBa-Ma1)HH0Ba, A.M.
npod). A-p AAI)HaHa BoqeBa, A.M. (t)

061110 npencTaBHHe Ha npouemypaTa n A-p XHMqeBa

A-p XMMqeBa e orrqmcneHa c npaB0 Ha 3aLIÅHTa 3aar10BeA N 1061/08.04.2024

roAHHa Ha PeKTopa Ha MY-IIneBeH. ETa11HTeHa AOKTopaHTypaTa 3a nonycrcaHe AO ny6JIHHHa

3a1ÅHTa ca cnueHH. A-p XidMqeBa e npeACTaBHJ1a BCHLIKH He06XOAUMH AOKYMeHTH, cbrnacH0

H3HClCBaHHflTa Ha MY-IIneBeH. AOKYMeHTHTe ca nonpeHH KOPeKTHO. TOBa ynecHfiBa

qneH0BeTe Ha )KYPMTO npu npocneAflBaHe Ha npoBemeHaTa npoueAypa. OqeHflBaM

nono)KHTeJIH0 cepH03HOT0 OTHOme1--1He Ha AOKTOPaHTKaTa H Hayt1HHTe PbKOBOAHTeJIH H

rocnoxa PyceBa no BpeMe Ha BCHLIKH eTarlH Ha npouenypa. 1--151Ma HapymeHme

Ha npouenypaTa. I-IHMaM 0611-1MTIDYA0Be C A-p XHMqeBa.
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AHCePTaUHOHHMRT TPYA Ha A-p IdBeJIHHa XHMHeBa e C 06eM 188 CTPaHHUH.

CTpYKTypvtpaH e npaBH11H0, CbrnacHO H3HCKBaHHHTa 3a npHA06HBaHe Ha OHC „ÅOKTOP"Ha

MY-IIneBe1-1. Cna3eH0 e CbOTHOURHHeTO MOKAY OTAeJIHHTe qacTH Ha AHcePTaumeHeH TP)'A:

IlonyqeHHTe pe3YJITaTH ca npeAcTaBeHH B 40 d)HrypH. B AHCePTaUHOHHHfl TPYÅ ca 110Ka3aHH

H 2 Ta6JIUUH. OHarneAflBaHeT0 Ha AaHHUTe ynecHflBa oueHKaTa H KOHTPOna IIPH

peueH3npaHeT0 Ha Tpyna. B KHuronnca ca nocoqeHH 573 3arnaBHfl, 96 - OT nocneAHHTe neT

rOAHHH. AORTOPaHTKaTa e H3r10J13Bana CBBpervreHHa JIHTeparrypa B nurrepaTypHHR 0630P H B

06Cb)KAaHeTO Ha pe3YJITaaTHTe. JlurrepaTypHHflT 0630P, 06Cb)KnaHeTO Ha pe3yma-rwre

H3BOAHTe Ha AHCePTaUHOHHHfl ca cb06pæeHH C HaM- HOBHTe HaytlHH naHHH B

nocnrmama JIHTeparrypa no TeMaTa.

KpaTKH 6norpad)Ht1HH aaHHH H npocpecH0HaJIH0 pa3BHTne Ha A-p XHMqeBa

A-p VIBeJIHHa XMMqeBa 3aBbPUIBa cpeAHOT0 CH 06pa30BaHme B CHJIHCTPaB rHMHa3HH

C pa3wmpeH0 H3yqaBar-1e Ha (l)peHCKH e3HK.flpe3 2001 TA ce AH11J10Mnpa KaTO MaTHCTbP neKap

B MY- EIneBeH. OT 01.09.2002 roAHHa AO 01.09.2007 rOAHHa pa60TH B UCMFI erpaA

CHJIHCTPa.OT 01.05. AO 30.11.2007 roAHHa A-p XHMqeBa pa60TH B CneuvraJIH3HpaHa 60JIHHUa

3a aKTUBHO neqeHne no rcaPAnonorVIR B EIneBeH. OT 01.04.2008 roAHHa AO MOMeHTa e

npenonaBaTeJ1 B KaTenpaTa no OH3HOJ11'HA H ceKTop "Ovnmonorm" HaMY-
IlneBeH. ElpenoaaBa (l)M3uonorHR Ha 6bnrapCKM u aHrJIHMCKH e3HK Ha CTYAeHTH no MeAHUHHa,

(bapMaum, MeAHUUHCKH cecTPH, aKYLlEPKH, pexa6HJIHTaTopu. IlpoBena e 06yqeHme B KypcoBe

3a BbTpe1-m-1H OAMTOPH, 3a pa60Ta c na60paTOPHH )KHBOTHH, no MeAHUHHCKa nenarornyca,

MeTOAonorMR Ha Hayt1H0-H3cneA0BaTencKaTa neäHOOCT, npHJIO)KeHHeHa enumexmonornma H

6HOCTaTHCTHKaTa B MeAHUHHCKH Hayt1HH H3CJ1eABaHH9. A-p XHMqeBa e OTrOBOPHHK no

KaqecTB0 u arcpeAHTaLIH51 B ceKl_lHA "OLBHOJIOFH*". FIpe3 2013 roAMHa TSI npHA06HBa

cneUVWIHOCT
" (DH3HonorHfl Ha qoBeKa". L-p XViMHeBa e qneH Ha bbnrapcK0T0 APPICCTBO no

(l)H3HonorHHHH Hayw H bbnraPCKOT0nenTHAH0 Apy)KecTB0. .BnaÅee OTJIHHHO (bpeHCKH u

aHrJIHMCKH e3HUH.

AKTyaJIHOCT H 3Ha'1HMOCT Ha AHCePTaUnOHHHS1 TPYA

TeiMaTaHa AHCePTaUHOH1-1URTPYA e aKTyaJIHa H 3HaHHMa: CTpecbT e OCHOBeHnp06neM

Ha 061UeCTBeHOTO '3ApaBe, CBbP3aH C (l)M3uqecKH H npmxmqecrcn pæcTpoMcTBa, HKOHOMmqeCKH

TexeCTH H COUVWIHH npeAH3BHKaTeJICTBa. 110 AaHHH Ha H3KneABar-1e Ha r ajibn C Haa 300000

yqaCTHUUH OT 131 AbpxaBH I-caTO U*JIO 35,1% OT aHKeTmpaHHTe Cb061UaBaT, qe H3r1HTBaT

cTpec, no.qecT0 )KeHHTe u B AbpxaBH C no-BHCOKa AOXOAHOCT. XPOHHLIHHflTcTpec
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3HaLIHTeJIHO npoMeH51 reHHaTa el€cnpecmn KaTO BJIU51e Ha Bb3nueHneT0, HMYHHHR 0Tr0BOP M

pa3BVITmeTO Ha TbKaHHTe. XPOHHLIHHRTcTpec BOÅH AO 6HOXHMHHHM H

npoMeHH, KOUTO 3acqraT 60JIKOBaTa HYBCTBHTe11HOCT, BKJ1}OLIVITeJIHO perynaumma NOS u

MOAynaUV1%Ta Ha NOP peue11TopHaTa CHCTeMa. EAHH OT A06pe H3cneABaHHTe (l)eHOMeHVi,

CBbP3aHH cTpecoBaTa peaK1_1Hfl, e cTpec-HHAyuupaHaTa aHa.nre3HR (SIA) B 0Tr0BOP Ha

OCTPH CTPeCOBH CTMMYIIH ICaTO UM06UJIH3aUHR, KPaVIHUTewmepaTypH HJIH COUHUIHa H30naUHH.

SIA ce MeAHHpa OCHOBHO OT eHAoreHHaTa OllHOHAHa CHCTeMa. HHTepec npemc-raBJ19Ba KaK

HOUHUe11TUHOBaTa CHCTeMa, CbCTaBeHa OT HeBpone11TMAaHOUMqe11THH/OP(baHMH FQ (N/OFQ)

H HeroBHR cneuH(lmqeH peuernop NOP. noB11HHBa-r 6011Ka.

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

TeMa KaKTO H He06XOAHMocrra OT npo)'LIBaHe Ha npoM51HaTa Ha 60JIKOBama nepuenuv•ifl

OCTbP H xp0HnqeH HM06HJIH3aUMOHeH cTpec H HeMHOTO 110BJIHHBaHe OT HOBOCHHTe3HPaHH

aHaJ103H Ha HOUHUerlTHHa.

B JIHTepaTYPHH51 0630PA-p XMMqeBa npeAcTaB51 naHHH Ha ,apyru aBTOPH no TeMaTa Ha

AHCePTaUHOHHH% erpyn. HAKOH OT 110CTaBeHPITe Bb11POCH H TeMH He ca npoyqeHM nonp06H0 B

mocTb11HaTa JIHTepaTypa WIH HMa rlPOTHBOPeqHBH mm-IHH H MI-leHHA no nocTaBeHHTe 3a

purne)KAaHe Bb11POCH.. 0630PbT e paueneH Ha HAKOJIKO qacTH, CBbP3aHH C nocTaBeHaTa uen

H 3aaaHH. B 0630pa AOKTOPaHTKaTa e purnenana BbnpocHTe 3a HOUUUenTHH, HeroBHfl

peuemop, 60nKaTa H cTpeca. 06CbAeHH ca OTICPHBaHeTO H HOMeHKJ1amypaTa, reHeTHHHHfl,

cTpyKTypeH u MonercyneH npoH3x0A Ha Houmue11THHa, MoneKYJIHaTa opraHVi3aUHfl Ha NOP

peuenTopa, (I)YHKUHOHUIHUSI npod)HJ1 H (l)H3monorHLIHa ponn Ha HOUHUer1THHa (N/OFQ),

HeroBV1% 6UOCHHTe3 H pa3rpa)KAaHe. OnvtcaH0 e CBbP3BaHeT0 Ha HOUHUer1TUH C peue11Topa.

VIHTepec npeACTaBJIRBaT Aam-IHTe 3a BHAOBeTe 60JIKa, Ha 60JIKaTa,

HOUHUe11TOPH, ceHCHTH3auun H Bb3naJIHTe11HaTa xnnepanre3H51, UeHTpaJIHaTa

ceHCHTH3aUH51 H HeBPOHHa nnaCTHLIHOCT, neCUeHmeHTHOTO ycHJIBaHe Ha 60JIKaTa. 06CbAeHH

ca cTpec peanvnupauvne CUCTeMH, par-IHHTe CHI-HUIHH Menuarropm Ha CTpec0BHH 0Tr0BOP,

CbLUHocvra H (l)H3HonorHLIHHTe OCHOBH Ha cTpec HHAYUHPar-1aTa ar-1anre3H51 u Bb3MO)KHOCTHTe

3a HeiiHOTO 110BJIHRBa1--1e.

LienTa e (bopMYJ1mpaHa TOMHO H KOPeKTHO. flOCTaBeHHTe B AHCePTaUHOHHHR TPYA 5

3aAaLIH 110A110MaraT Vi311bJIHeHneTO Ha nocTaBeHaTa uen, LleJITa H 3aAaHMTe HMaT KaKTO

HayqH0 •raKa u npaKTmqecK0 3HaqeHHe. B AHCePTaUHOHHHR TPYA 3a M311bJIHeHHe Ha

nocTaBeHHTe 3aAaqu XHMqeBa e Vi3110J13Bana CbBpeMeHHH, YTBbPAeHH MeTOAH 3a H3cneABaHe.

3a orlHTHTe HH BHBO ca PB110J13BaHH 402 Mb)KKH rillbxa OT nopma BmcTap C Terno 180-200
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rpaMa. Pe3YJITaTHTeca npeAcTaBeHH, onucaHH u 06CbAeHH MHOro 3aAbJ160qeH0. 3a

06pa60TKa Ha AaHHHTe ca H3110J13BaHH nonx0ÅRIÅH CTaTHCTHHeCKH TeCTOBe, KOHTO

ocurypflBaT AOCTOBePHOCT H CbflOCTaBHMOCT Ha nonyqeHHTe pe3YJITaTH C naHHH Ha ApyrH

aBTOPH. ÅOKTOPaHTKaTa npvrrorcaBa MHOro A06pu KOMIUO%PHH YMeHHfl, KOHTO N0MaraT

rlPH npe3eHTupaHeT0 H ny6JIHKYBaHeT0 Ha nonyqeHHTe pe3YJITaTH. Pe3YJITaTHTe OT

Vi3CJ1eÅBaHeTO H 06Cb)KÅaHeTO VIM ca 06061ueHH B HAKOJIKO pa3Åena, CBbP3aHH C

H3r-1%JIHeHmeT0Ha nocTaBeHa-ra uen H 3anaqvr. B 06Cb>KAaHeTO e npemcTaBeH cpaBHHTeneH

aHUlH3 Ha nonyqeHn-re pe3YJITaTH H JIHTeparrypHHTe OT mocrb11HaTa JIHTepaTypa.

HanpaBeH0 e KOPeKTHO 06Cb)KAaHe Ha pe3YJITaTHTe no HanpaBneHHR Ha npoYHBaHeT0. A-p

XHMqeBa r103HaBa MHOro A06pe IIHTepaTypaTa no TeMaTa Ha AHCePTaUHOHHHR Tpyn, H3KUBa

CBOATa r103HUM9, aHaJIH3upa aprYMeHTupar-10 nonyqeHHTe pe3YJITaTH H HanpaBeHHTe 13

H3BOAa. Pe3YJITaTHTe H 06Cb)KAaHeTO ca CBbP3aHM JIOPHLIHO. H3BOAHTe ca TOHHO

(bopMynupaHH, 0Tr0BaPflT Ha naHHHTe, nonyqeHH B Hayt-1HH51 eKcnepHMeHT..11pmeMaM 6e3

3a6ene)KKH nocoqeHHTe OPVWHHUIHU npHHocu, KOHTO peanH0 IIPOH3THqaT OT U3BbPU1eHHTe

ewnePViMeHTaJIHH U3cneABaHUR H 0Tpa3RBaT BOKHU pegyma-rn, nonyqeHH 3a 11bT.

Hayt1HHTe rlPHHOCH UMaT 3HaqHTeJIHa TeopeTHLIHa H peaJIHa npHJ10)KHa CTOMHOCT.

8110 TeMaTa Ha AHCePTaUHOHHH51 TPYA A-p XHMqeBa e npemcTaBuna

nbJIHOTeKCTOBH ny6JIHKaUHH, 3 B cnucaHHA C VIMnaKT (baKTop,. 19 yqacTHH B Hayt1HH (bopyMa

m yqacTme B 3 HayqHH npoeKTa. IlocoqeHHTe HayKOMeTPHLIHH AaHHH 110TBbPKÅaBaT

aKTyaJIHocrra Ha TeMaTa Ha AHCePTaUHOHHHfl TPYA Ha A-p XHMqeBa H HayHHa CTOMHOCT Ha

nonyqeHHTe pe3YJITæru..

Ha HOBH aHaJ103H HaABTope(bepaTbT Ha AHCePTaUHOHHHA TPYA

HoumuenTHHa Bbpxy 60JIKOBaTa nepuenuuq npu ocnp u XPOHHqeH UM06HJIM3aUHOHeHCTpec"

cbAbp)Ka 69 CTPaHHUH. Pe3YJITaTHTeca OHarneAeHH c 30 (l)Hrypm. ompa3RBa

OCHOBHOTO CbAbP)l€aHBe Ha AHCePTaUHOHHHR TP)'A H nonyqeHHTe pe3YJITaTH. CnueHH ca

V13HCKBaHH51Ta, nocoqeHH B HOPMaTMBHUTe AOKYMeHTH Ha MY-IIneBeH.

mpenopbKaTa MH KbM A-p XHMqeBa e ma npoAbJl)KH C Vi3CJ1eABaHeTO Ha 60JlKOBaTa

u HejiHOTO 110BJIHflBaHe npm pa3JIHLIHH CTPeCOBH MOAeJIM.

3ar«moqeHHe:

KOMnneKCHama MH OL(e1-1KaTa 3a AHCePTaUHOHHHS1 TPYA „E(beKTH Ha HOBH aHaJ103H

Ha HOUVIUenTHHa Bbpxy 6011KOBaTa nepuenuuq npu ocnp H xp0HmqeH HM06HJIH3aUMOHeH

CTpec" Ha A-p ViBeJIMHa XMMqeBa, aBTope(bepaTa, HanpaBeHHTe H3BOÅH, IIPHHOCH, Hayt1HH

CTaTUH u yqac-rmn B Hayt1HH (bopyMH e 110110)KHTeJIHa.TeMaTa Ha AHcePTaL(H51Ta e aKTyaJIHa.
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ÅOKTOPaHTKama1103HaBa A06pe npemcTaBeHH51 np06neM, 0BnaAflJ1a e CbBpeMeHHH MeTOAHKH,

KOHTO H3nOJ13Ba npH pa3pa60TBaHeT0 Ha AOKTOPCKaTa CH Te3a. nay-IHHTe npencTaBTl%BaT

OPVffHl-1aJ1eH npHHoc B HayKaTa H OTI"0BaP51T Ha H3HCKBaHHflTa Ha 3aKOHa 3a pa3BHTme Ha

arcaAeMHLIHHR CbCTaB B Peny6JIHKa bbJ1rapHH (3PACPb), ElpaBHJIHHKa 3a npmnaraHe Ha

3PACPb H IlpaBHJIHUKa Ha MY - EIneBeH.. Pa3pa60TKaTa Ha AHCePTaUHOHHH% TPYA 110Ka3Ba,

qe AOKTOPaHTKaTa HMa 3aAbJ160qeHH TeopeTHHHH 3HaHH51, 111)HTOKaBa KaqecTBa H YMeHViR 3a

caMOCTowreJIHO npoBe>KAaHe Ha HayqHH H3cneABaHHfl. A-p XHMqeBa MO)Ke na 60paBH

CB060ÅHO C d)aKTHTe OT nocnr1HaTa nvnepaTypa, H3KUBa H 3aU.1HTaBa aprYMeHTupaH0

C06CTBeHaTa CH n03HLIHH, cpaBHflBa H Cb110CTaBAnonyqeHHTe C06CTBeHH pe3YJITaTH C Te3H Ha

npyrH aBTOPH ICaTO TbPCH npHLIHHHTe 3a punnqwn-a H npHJIHKHTe THX.

YcneLUHHTe 3alUHTH 3aOHC „ÅOKTOP"3aBHCflT OT Cb3AaneHaTa TBopqecKa aTMoc(bepa

B KaTenpnrre, CBTPYAHmqeCTBOTO Ha pa3JIHLIHH cneqmaJIHCTH, pa60TaTa B eKmn, JIHHHOCTHHTe

H npocbecH0HaJIHH KaqecTBa Ha •rexHHTe PbKOBOAHTeJIH, KOUTO ca YTBbPneHH HayqHH

pa60THHUH H aAMHHHCTPaTOPH H qner-10BeTe Ha TeXHHTe eKHflH. AHCePTaUHOHHMflT Ha

A-p XHMqeBa e nopeAH0T0 AOKuaTencTB03a ycneumo CbTPYAHHqeCTBO H npo(becH0HaJIH3bM.

Bb3 OCHOBa Ha ropeH3noxeHOT0,y6eAeH0 AaBarv1 CBOATa 110J10HGHTeJIHa ouemca Ha Ha

AHCePTaUHOHeH TPYA „E(beKTH Ha HOBH aHaJ103H Ha HOUHUer1THHa Bbpxy 60JIKOBaTa

nepuenuHfl npn OCTbP H XPOHmqeH HM06H11H3aUHOHeH CTpec" H y6emeH0 npenopbLIBaM Ha

not-IHTaeMOT0 HayqH0 mcypn Aa rnacyBa nono)KHTeJIH0 3a npmcb)KAaÆ-1e Ha 06pa30BaTeJIHa H

HaytlHa cTeneH
" AOKTOP" Ha A-p HBeJlHHa HBaHOBa XHMqeBa no AOKTOPCKa nporpaMa

OH3nonorH51 Ha qoBeKa"

.Xlpod). A-p H. KOCTaAHHOBa,AM
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To the Chairman of the Scientific Jury, appointed

by order N-4432/25.11.2025 of the Rector of
Medical University of Pleven

OPINION
by Prof. Dr. Ivanka Ilieva Kostadinova, MD,

MU- Plovdiv, Department of "Pharmacology and Clinical Pharmacology"

for the dissertation work on the topic "Effects ofnew nociceptin analogues on pain

perception in acute and chronic immobilization stress"
for awarding the PhD to Ivelina Ivanova Himcheva, doctoral student of independent

preparation

in the field of higher education 7.0 Health and Sports professional field 7.1 Medicine,

Doctoral program: Human Physiology

Scientific supervisors: Prof. Dr. Galya Stavreva-Marinova, MD
Prof. Dr. Adriana Bocheva, MD (t)

General presentation ofthe procedure and lv. Himcheva MD,
I. Himcheva was discharged with the right to defend by order N

1061/08.04.2024 ofthe Rector ofMU-Pleven. The stages of the doctoral program for

admission to public defense have been met. Dr. Himcheva has submitted all the

necessary documents, according to the requirements of MU-Pleven. The documents

are filed correctly. This makes it easier for the jury members to follow the procedure.

I positively assess the serious attitude of the doctoral student and her scientific

supervisors and Mrs. Ruseva during all stages of the procedure. There is no violation

of the procedure. I have no joint works with Himcheva.

The dissertation of Ivelina Himcheva is 188 pages long. It is structured

correctly, according to the requirements for acquiring the PhD of MU-Pleven. The

ratio between the individual parts of the dissertation is observed: The results obtained

are presented in 40 figures. 2 tables are also shown in the dissertation. The

visualization of the data facilitates the evaluation and control during the review of the
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work. The bibliography lists 573 titles, 96 of which are from the last five years. The

doctoral student has used contemporary literature in the literature review and in the

discussion of the results. The literature review, the discussion of the results, and the

conclusions of the dissertation are consistent with the latest scientific data in the

available literature on the topic.

Relevance and significance of the dissertation

The topic of the dissertation is relevant and significant: Stress is a major

public health problem, associated with physical and mental disorders, economic

burdens and social challenges. According to a Gallup poll of over 300,000

participants from 131 countries, 35.1% of respondents reported experiencing stress,

more often among women and in countries with higher incomes. Chronic stress

significantly alters gene expression, affecting inflammation, immune response and

tissue development. Chronic stress leads to biochemical and neurophysiological

changes that affect pain sensitivity, including NOS regulation and modulation of the

NOP receptor system.One of the well-studied phenomena related to the stress

response is stress-induced analgesia (SIA) in response to acute stressful stimuli such

as immobilization, extreme temperatures, or social isolation. SIA is mediated

primarily by the endogenous opioid system. Of interest is how the nociceptin system,

composed of the neuropeptide nociceptin/orphanin FQ (N/OFQ) and its specific

receptor NOP, mediates this pain.

In the introduction to the dissertation, . Himcheva justifies the choice of topic

as well as the need to study the change in pain perception during acute and chronic

immobilization stress and its influence by newly synthesized nociceptin analogues.

In the literature review Himcheva presents data from other authors on the

topic of the dissertation. Some of the questions and topics raised have not been

studied in detail in the available literature or there are contradictory data and opinions

on the questions raised for consideration. The review is divided into several parts

related to the set goal and objectives.ln the review, the doctoral student has

considered the issues of nociceptin, its receptor, pain and stress. The discovery and

nomenclature, the genetic, structural and molecular origin of nociceptin, the

molecular organization of the NOP receptor, the functional profile and physiological

role of nociceptin (N/OFQ), its biosynthesis and degradation are discussed. The

binding of nociceptin to the receptor is described. Of interest are the data on the types

of pain, the classification of pain, nociceptors, peripheral sensitization and
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inflammatory hyperalgesia, central sensitization and neuronal plasticity, and the

descending amplification of pain.Stress-realizing systems, early signal mediators of

the stress response, the essence and physiological foundations of stress-induced

analgesia and the possibilities for its influence are discussed.

The goal is formulated precisely and correctly. The 5 tasks set in the dissertation work

support the implementation of the set goal. The goal and tasks have both scientific

and practical significance. In the dissertation work to implement the set tasks,

Himcheva used modern, established research methods. For the in vivo experiments,

402 male Wistar rats weighing 180-200 grams were used. The results are presented,

described and discussed in great detail. Appropriate statistical tests were used to

process the data, ensuring the reliability and comparability of the results obtained with

data from other authors. The doctoral student has very good computer skills, which

help her in presenting and publishing the results obtained. The results ofthe study and

their discussion are summarized in several sections related to the implementation of

the set goal and tasks:The discussion presents a comparative analysis of the obtained

results and the literature data from the available literature. A correct discussion of the

results by areas of study has been made. Himcheva knows the literature on the topic

of the dissertation very well, expresses her position, analyzes the obtained results and

the 13 conclusions made in a reasoned manner. The results and the discussion are

logically connected. The conclusions are precisely formulated, correspond to the data

obtained in the scientific experiment. I accept without reservation the indicated

original contributions, which actually arise from the experimental studies carried out

and reflect important results obtained for the first time. The scientific contributions

have significant theoretical and real applied value.

On the topic ofthe dissertation, lv. Himcheva has presented 8 full-text publications, 3

in journals with an impact factor, 19 participations in scientific forums and

participation in 3 scientific projects. The indicated scientometric data confirm the

relevance of the topic of lv. Himcheva's dissertation and the scientific value of the

obtained results.

The abstract of the dissertation "Effects of new nociceptin analogues on pain

perception in acute and chronic immobilization stress" contains 69 pages. The results

are illustrated with 30 figures. The abstract reflects the main content of the

dissertation and the obtained results. The requirements specified in the regulatory

documents ofMU-Pleven have been met.
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My recommendation to lv. Himcheva is to continue with the study of pain perception

and its influence under different stress models.

Conclusion:

My comprehensive assessment of the dissertation work "Effects of new

nociceptin analogues on pain perception in acute and chronic immobilization stress"

by Dr. Ivelina Himcheva, the abstract, the conclusions made, contributions, scientific

articles and participation in scientific forums is positive. The topic of the dissertation

is relevant. The doctoral student knows the presented problem well, has mastered

modern methodologies, which she uses in the development of her doctoral thesis. The

data represent an original contribution to science and meet the requirements ofthe Act

on the Development of Academic Staff in the Republic of Bulgaria,The Regulations

for the Implementation of the Law and the Regulations of MU - Pleven.. The

development of the dissertation work shows that the doctoral student has in-depth

theoretical knowledge, possesses qualities and skills for independent conduct of

scientific research. Himcheva can freely handle the facts from the literature available

to her, expresses and defends her own position with arguments, compares and

contrasts her own results with those of other authors, looking for the reasons for the

differences and similarities between them.

Successful defenses for the PhD depend on the creative atmosphere created in

the departments, the cooperation of various specialists, teamwork, the personal and

professional qualities of their leaders, who are established scientists and

administrators and the members of their teams. Himcheva's dissertation is another

proof of successful cooperation and professionalism. Based on the above, I

confidently give my positive assessment of the dissertation "Effects ofnew nociceptin

analogues on pain perception in acute and chronic immobilization stress" and I

confidently recommend that the esteemed scientific jury vote positively for awarding

the educational and scientific degree "Doctor" to Ivelina Ivanova Himcheva in the

doctoral program "Human Physiology".

Prof. 1. Kostadinova, MD, PhD
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