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Mo Ilpeacenares Ha HAy4YHO KYpPH, HA3HAYEHO
cbe 3anoBea N-4432/25.11.2025 na Pexropa Ha

Meauuuncku ynuepeureT IlneBen

CTAHOBHIIE
ot npo¢. n-p Yeanka Mnuesa KocraguHosa,nm,
MYV- I1noBaus, kateapa “@apmakonorus 1 K1MHUuHa papmaxkonorus”

3a JUCEPTALMOHEH Tpy] Ha Tema ,,EdekT Ha HOBHM aHaNO3M Ha HOUMUENTHHA BHPXY
GonkoBaTa nepLenLus npu OCTbp U XPOHUUEH HMOOUIU3aLMOHEH cTpec

3a npucwxaane Ha OHC «Jloktop»

Ha Wsenuna MBaHoBa XuMueBa, JOKTOPAHT Ha CaMOCTOSITE/IHA NOArOTOBKA

B o6s1acT Ha BucLie o6pa3zoBaHue 7. 3apaBeona3BaHe U COPT, NPOPECHOHATHO HanpaBieHHe
7.1 MeauuuHa,

JlokTopcka nporpama: @U3HOI0OrKs Ha YOBEKa

Hayunu pbkoBoaurenu: npod. a-p I'ans CraBpeBa-MapunoBa, A.M.

npod. a1-p Aapuana bouesa, a.m. ()

OO6wo npeacraBsiHe HA npoueaypara u A-p Xumyena

J-p XumueBa e oTuucieHa ¢ nmpaBo Ha 3awMra che 3aanosen N 1061/08.04.2024
roauHa Ha Pektopa Ha MY-IIneBeH. ETanuTte Ha 1OKTOpaHTypara 3a AonycKaHe A0 nyOauyHa
3awiuTa ca cnaszeHu. JI-p XumueBa e npeacTaBuia BCUUKM HEOOXOAMMHU NOKYMEHTH, CbIJIaCHO
usuckBanusatTa Ha MYVY-Ilnesen. JlokymeHTHTE ca noapeHU KopekTHO. ToBa ynecHsBa
YJI€HOBETE Ha JKypUTO TMpH NpocieisBaHe Ha mnpoBeaeHaTta mnpoueaypa. OueHsBam
MOJIOKMTENHO CEPHO3HOTO OTHOLIEHWE Ha AOKTOpaHTKaTa M HayuyHUTE W PBKOBOAMUTENU U

rocnoxka Pycea no Bpeme Ha BCHYKH €Tanu Ha NMpoBeXaaHara rnpouenypa. Hama HapyleHue

Ha npouenypata. Hamam o6wu tpynose ¢ a-p Xumuesa.



HuceprauMOHHMAT TpyAa Ha A-p Meenuna XumueBa € ¢ obem 188 crpanuum.
CTpyKTypHpaH € MpaBHJIHO, CbIJIaCHO M3MCKBaHHUsATa 3a npuaodusanHe Ha OHC ,JlokTop® Ha
MY-IIneBeH. Cna3eHO € CbOTHOLUEHUETO MEXY OTAEIHUTE YaCTH HA JMCEPTALMEHEH TPYA:
[Tony4enure pe3ynratu ca npeacraseHd B 40 ¢purypu. B avcepTalMoHHMA TPY/ ca MoKa3aHH
M 2 Tabnuum. OHarnensBaHeTO Ha JaHHUTE YJIECHSBA OLIEHKaTa M KOHTpOJa MpH
peLeH3upaHeTo Ha Tpyaa. B kHuronuca ca nocoveHu 573 3arnaBus, 96 - OT NOCAEAHUTE MET
roagvHy. JIOKTOpaHTKaTa e W3MoJi3Bajia CbBpeMeHHa JUTepaTypa B JMTepaTypHHus 0630p U B
obchxaaHeTo Ha pesynrtaatute. JIUTepaTypHUST 0030p, OOCHKAAHETO Ha pE3yNTAaTUTE ,
M3BOJMTE Ha [MCEpPTAUMOHHHUS TpyA ca CbOOpa3eHW C Hal- HOBUTE Hay4YHH [aHHH B

JOCTBIIHATA TUTEpaTypa Mo TeMara.
Kpatku 6norpadguunu JaHHH U NpodeCHOHAIHO Pa3BUTHE HA A-p XHM4YeBa

JI-p UBenuHa XumueBa 3aBbpliBa CpeAHOTO cU oOpazoBaHre B CHAMCTPa B TMMHA3Ms
C pa3wKpeHo u3yyasate Ha (ppeHcku e3uk.ITpe3 2001 Ts ce aMnIOMMpa KaTo MaTUCTBLP JieKap
B MVY- Ilnesen. Ot 01.09.2002 roauna no 01.09.2007 roguna padoru B LICMII Tpan
Cunucrpa. Ot 01.05. 00 30.11.2007 roauHa a-p Xumuena pa6ot B Cneuyanusupana 6onHu1ua
3a aKTMBHO JjieueHue no kapavonorus B [Inesen. Ot 01.04.2008 roguHa 10 MOMEHTa €
npenojasaten B kareapara no ®@usuonrus u [laropusnonorua, cekrop “@usunonorus” HaMV-
[1nesen. [Ipenonasa ¢pu3ronorus Ha 6bArapcky ¥ aHrNMIACKU €3UK Ha CTYICHTH M0 MEAULIMHA,
(apmalus, MEAULIMHCKH CECTPH, aKyLuepku, pexadunuraropu. [Iposena e 00y4eHue B KypcoBe
3a BBTPELUHW OAMTOpPH, 3a paboTa C 1aGOPaTOPHHU XKMBOTHM, MO MEAMLMHCKA MENArOruka,
METOMI0JIOrHsl Ha Hay4HO-U3CeloBaTenckara JeHHOOCT, MPUIJIOKEHHE Ha EMUAEMHUOJIOTUATA 1
OMOCTATHCTUKATA B MEAMLIMHCKM Hay4dHM u3cnensaHus. JI-p XumueBa € OTFOBOPHHMK IO
KauecTBO M akpeauTauus B cekuus “@usuonorus”. [lpez 2013 roaumna T4 npuaobusa
crnienuanHocT *“ duznonorus Ha yoBeka”. [I-p XvMueBa € 4jieH Ha bbarapckoTo Apy»KecTBo 1o
(u3ronornuny Hayku W BbarapckoTo menTMAHO ApYxkKecTBO. .Bnanee oTaMuHO (peHCKH U

aHTJIMHCKH €3ULM.
AKTyaJIHOCT H 3HAYHUMOCT HA uncepTaunouﬂuﬂ TPYA

Temara Ha IMCEepPTaLMOHHHUS TPY] € aKTyaslHa W 3HaurMa: CTPEChT € OCHOBEH NpobJiem
Ha 001IECTBEHOTO 3/IpaBe, CBbP3aH ¢ PU3UUECKH U MPUXHUUECKH PA3CTPOMCTBA, MKOHOMUYECKH
TEXECTH W COLMAIHHU Mpean3sukaresnctsa. [To nanuu Ha uskneasane Ha [anwn ¢ Hag 300000
yuacTHuum oT 131 abpxaBu kato usno 35,1% oT aHKeTHpaHUTE CHOOLIABAT, Y€ U3MMTBAT

CTpeC, MO.YECTO INpH XCHUTEC U B AbpXKaBU C MO-BUCOKA AOXOAHOCT. XpOHH'-lHHﬂT CTpeEC

2



3HAUMTEJHO NPOMEHS MeHHaTa eKCNpPecHs KaTo BAMsEe Ha Bb3MNaJCHUETO, HUMYHHHUS OTIOBOP U
Pa3BUTHETO HA ThKAHUTE. XPOHWYHUAT CTPEC BOAM 10 OMOXUMUYHU U HEBPOPU3UOIOrHYHU
NPOMEHH, KOMTO 3acsraT GONKOBAaTa YYBCTBMTENIHOCT, BKJIOUMUTENHO perynauusta NOS u
moaynauusita Ha NOP peuentopHara cuctema. Eaun ot nobpe uscnenaHute GeHOMEHH,
CBbP3aHU CbC CTpECOBATa peaklMs, € CTpec-uHAyuupaHarta aHanre3us (SIA) B oTtroBop Ha
OCTpH CTPECOBU CTUMYJIU KaTO UMOOUIU3ALIMS, KpaltHU TEMNIEPATypH UM COLMATHA U30J1aLus.
SIA ce meauMupa OCHOBHO OT €HJOreHHaTa ONMMOMIHA cucTeMa. MiHTepec mpencraBisBa Kak
HOLIMLIENTHHOBATa CUCTEMA, CbCTaBEHa OT HeBponenTuaa HouuuentuH/opdanun FQ (N/OFQ)
v HeroBus cneurduueH peuentop NOP. nosnusBar tasu 6oka.

BbB BbBEAEHMETO HA AMCEPTALMOHHMS TpyA A-p XumuyeBa o0OOocHOBaBa H30opa Ha
TEMa KakTO U HEO0OXOAMMOCTTa OT MpOYyUYBaHE Ha MPOMSAHATa Ha OonKoBaTa nepuenuus Mnpu
OCTbP M XPOHHWYEH UMOOMIIM3ALMOHEH CTPEC U HEHHOTO MOBAMSIBAHE OT HOBOCHHTE3UpPaHU

aHaJlIO3M Ha HOUMLUECNTHHA.

B nutepartypHus 0630p A-p XuMueBa npeacTaBs JaHHU Ha JPYrd aBTOPH MO TeMara Ha
JMCEepTalUMOHHUSA Tpyd. HsKkou OT mocTaBeHUTE BHIIPOCH U TEMHU HE Ca MPOy4eHH NoApoOHO B
JIOCTBIIHATA JIUTEpaTypa WM MMa MPOTMBOPEYMBHM AAHHH U MHEHHUS MO MOCTABEHUTE 3a
pasraexaaHe Bbrnpocu.. O630pbT € pa3ziesieH Ha HIKOJKO YacTH, CBbp3aHU C MOCTaBeHaTa Liel
¥ 3agaud. B o03opa pokropaHTkara € pasriejana BbIPOCUMTE 3a HOLMLENTHH, HEroBHSA
peuentop, 6onkata u crpeca. O6CbAEHM ca OTKPUBAHETO M HOMEHKJATypaTra, MeHETHUYHMS,
CTPYKTYPEH W MOJEKYJEeH NMPOM3X0J Ha HOUMLENTHHA, MOJieKyJiHaTta opranu3auus Ha NOP
peuenTopa, (GyHKUMOHanNHUA npodun v ¢usronoruuHa pojs Ha HouuuentuHa (N/OFQ),
HeroBust OMocuHTE3 U pasrpaxaare. OnucaHo e CBbP3BaHETO Ha HOLMLENTHH C  peuenTopa.
WHTepec npeacraBnsiBaT OaHHUTE 3a BUAoBeTe Oonka, knacuukauusra Ha Ooskara,
HOLMLIENTOPH, nepudepHaTra CeHCUTU3aUMs M Bb3NAIMTENHATA XUMEpANre3us, LeHTpalHaTa
CEHCUTU3ALMsl U HEBPOHHA MJIACTUYHOCT, AECUEHAEHTHOTO yCuiBaHe Ha OosnkaTta. OO6CchaeH!
ca CTpec pealu3upallluTe CUCTEMM, PaHHUTE CUIHAJIHU MEAMaTOpPU Ha CTPECOBUSI OTrOBOP,
CbLIHOCTTA U (PU3UOJIOTMUHUTE OCHOBH Ha CTPEC MHAYLMpaHaTa aHaare3usi U Bb3MOXKHOCTUTE

3a HEHHOTO MOBJIUSIBAHE.

Llenta e popmynupana TOYHO ¥ KOpeKTHO. [locTaBeHUTE B AMCEPTALMOHHUS TPYH 5
3ajauy MOANOMaraT M3MbJHEHWETO HA MocraBeHaTa uen, Llenta W 3agaunte UMaT KakTo
Hay4yHO TaKa W MpaKTHYeCKO 3HauyeHue. B  guceprauMOHHMS  Tpy[ 3a M3MBbJIHEHUE Ha
MOCTaBEHMTE 3ajauu XMMY€EBa € W3M0J3Bajla CbBPEMEHHH, YTBbPAECHH METOAHM 32 U3C/Ie/IBaHE.

3a onuTMTE MH BUBO ca u3non3saHu 402 MBxKH nibXa OT nopoaa Bucrtap ¢ terno 180-200



rpama. Pe3synratute ca npeacTaBeHH, OnMCaHM M OOCBHAEHM MHOro 3aababoueHo. 3a
0o0paboTka Ha JAHHUTE Ca M3MON3BAHM MNOAXOAALIM CTAaTUCTHYECKU TECTOBE, KOWTO
OCHUTypsiBaT JOCTOBEPHOCT M CHIIOCTABUMOCT Ha MOJYYEHUTE pe3yiTaTh C JaHHM Ha ApYru
aBTOpHU. JIOKTOpaHTKaTa MpUTEeKaBa MHOTO JOOPH KOMMIOTbPHU YMEHMs, KOUTO H nomaraT
Npy TMpPEe3eHTHPAHETO M MNYOJWMKYBaHETO Ha TOJyuyeHuTe pesyatatd. Pesyaratute oOT
M3CIENBaHETO M OOCHKAAHETO MM  ca 0000IIEHM B HAKOJIKO pasfena, CBbp3aHu C
U3M'bJHEHUETO Ha MOCTaBEHAaTa 1ie U 3ajaun: B 00ChLKIaHEeTO € MpeacTaBeH CpaBHUTENEH
aHa/lK3 Ha MOJyYEHUTe pe3y/TaTH M JIMTepaTypHUTE JaHHM OT AOCTBbIHATa JIMTEPATypa.
HanpaBeHO € KOpeKTHO 0OCHX/JaHe Ha pe3y/TaTHTe MO HanpaBieHHs Ha MpoyuyBaHeTo. JI-p
XumyeBa Mo3HaBa MHOro 106pe uTeparypara no TeMaTa Ha JMCEepTaLUMOHHHS TPy, U3Ka3Ba
CBOAITA MO3MLMSA, aHAJIM3Upa apryMEHTUPAHO MOJYYEHUTE pe3yiNTaTd W HanpaseHuTe 13
u3Bona. Pesynrature W 0OCHKAAHETO ca CBBP3aHM JOrH4yHO. M3BoauTe ca TOUHO
(dopMynupaHu, OTrOBapsT Ha JAHHMUTE, MOJyYeHW B HayuHusi excnepumeHT..Ilpuemam 6e3
3a0eNeXKH MOCOUYEHUTE OPUTHHAIHU MPUHOCH, KOUTO PEaNHO MPOU3THUAT OT W3BbPLUEHHTE
€KCMePUMEHTAIHY M3CNEeBaHUS M OTpa3siBaT BAXXHU PE3YJITATH, MONYYEHHU 3@ MbPBU MBT.

HaqunTe NMPUHOCHU MUMAT 3HA4YUTEJIHA TCOPETUYHA WU p€allHa NMPUJI0XKHA CTOMHOCT.

[Io Temara Ha MJMCEpPTAlLIMOHHMS TpyA A-p XHMueBa €  mnpeicraBuia 8
MbJAHOTEKCTOBU MyONHKaLKK, 3 B CIMCaHUs ¢ UMNAKT (akTop,. 19 yyacTus B HayuHu (opyma
M yyacThe B 3 HayuyHM mnpoekra. [locoueHMTE HAyKOMETPUYHM JAHHW MNOTBbPXKAaBaT
aKTyaJIHOCTTa Ha TeMaTa Ha AMCepTaLMOHHUS TPYA Ha A-p XHMMuYeBa U Hay4Ha CTOMHOCT Ha
MOJIyYEeHUTE pe3yITaTH..

ApTopedepaTbT Ha AUCEpTaLMOHHMS TpPyA  ,Edexkty Ha  HOBM aHano3u Ha
HOLMLENTHHA BbPXY 60JIKOBATA NepLEnLus MpH OCTbP U XpPOHUUYEH UMOOHIM3aLIMOHEH CTpec™
chabpka 69 crpanuuu. Pesynrarure ca oHarneneHu ¢ 30 ¢urypu. ApropedeparsT oTpasssa
OCHOBHOTO ChIbP)KaHBE Ha AMCEPTALIMOHHUS TPYA W monydyeHute pesyntatv. Cnasenu ca
M3UCKBAHUATA, MOCOYEHH B HOPMATUBHUTE JOKYMEHTHU Ha MY -IInesen.

[IpenopbkaTa MM KbM A-p XMMUeBa € Aa NPOABIIKHM C U3CEABAHETO Ha BOJIKOBATA MEPLIENLIUs
¥ HEHHOTO MOBMSIBAHE NPU Pa3IMUHU CTPECOBU MOJEIIH.
3akaro4yenue:

KommniekcHaTa My OLEHKaTa 3a AMCEpTALMOHHUS Tpyad ,.EdexkTH Ha HOBM aHANO3M
Ha HOLMLENTHHA BbPXY OONKOBaTa Mepuenuus Npu OCTbP U XPOHMYEH WMOOMIM3ALMOHEH
ctpec” Ha a-p MBenuna XumueBa, aBropedepara, HaNnpaBeHUTE M3BOAM, MPUHOCH, HAay4YHH

CTaTHU U y4aCTHA B HaAYUHH ('l)Op)/Ml/l e noyioykurenHa. Temara Ha AUCEpTalusaTa € aKkTyaslHa.



JlokTopaHTKaTa mo3HaBa A00pe npeacTaBeHus npobaem, oBlaasia € CbBPEMEHHU METOIUKH,
KOWTO M3MOj3Ba npu pa3paboTBaHETO Ha JOKTOpCKaTa cu Te3a. JlaHHUTE MpeacTaBisBar
OpPHMIMHAJIEH MPUHOC B HayKaTa WU OTrOBapsT Ha W3UCKBAaHWATAa HAa 3aKOHA 3a Pa3BUTHE Ha
akageMuuyHus coctaB B Penybnuka bbarapus (3PACPB), IlpaBunHuka 3a npusaraHe Ha
3PACPb u IlpaBunnuka Ha MY - [TneBeH.. Pa3zpaboTkata Ha aucepTalMOHHUS TPy MOKa3Ba,
ye JOKTOPAaHTKaTa MMa 3a4bJ00UEHN TEOPETUUHM 3HAHUS, PUTEKABa KAYE€CTBA U YMEHHUS 32
CaMOCTOSITENIHO  NpOBeXJaHe Ha Hay4yHH u3cnensaHus. JI-p XumueBa Moxke na GopaBu
cB00OOZHO ¢ (hakTUTE OT AOCTBNHATAa W JMTepaTypa, M3Ka3Ba W 3alllMTaBa apryMeHTHpPaHO
cobcTBeHaTa CH MO3MLIMsA, CPaBHABA U CbIOCTABS MOTY4YEHUTE COOCTBEHH PE3YTATH C TE3U HA

APYryd aBTOPH KaTO TbPCH MPUUYUHUTE 3a pas3jinvyuiaTa U NPUIUKUTE MEXKAY TAX.

VYenewnure 3awuti 3a OHC ,,JIokTop® 3aBUCAT OT Ch3a/ieHaTa TBOpUECKa aTMocdepa
B KaT€ApUTE, CbTPYAHUUYECTBOTO HaA pa3/IMUHHU CrieHaJIuCTH, pa60TaTa B €KHuIl, TIUYHOCTHHUTE
H npod)ecuona.nﬂu KayecTBa Ha TEXHUTEC PBKOBOAUTEJIH, KOHWTO Ca YTBLPACHHW Hay4HH
pabOTHHLIM U aAMUHHMCTPATOPU U YJIEHOBETE HA TEXHUTE eKUMM. JIMCepTalMOHHUAT TPYA Ha
I-p XMMueBa € MOpeaHOTO J0KAa3aTeCTBO 3@ YCMNELHO ChTPYAHHUUYECTBO H MPO(ECHOHATIU3BM.

Bb3 0CHOBa Ha ropeun3IoKeHOTO, yOe1eHO AaBaM CBOSITA MOJIOKHTEIHA OL€HKA Ha Ha
AUCEPTALlUMOHEH  TpyA ,,EQ)CKTH Ha HOBHW aHaJlIO3W Ha HOUMUENTHHaA BBPXY OonkoBara
nepuenuus Npu OCTbP U XPOHUHYEH UMOOMIIM3ALMOHEH CTpec™ M yOeAeHO nmpenopbuBaM Ha
NOYMTAEMOTO HAYUYHO XXypHW Ja rjacyBa NOJIOKMTENHO 3a NMpUCHXKAaHe Ha oOpa3oBaTenHa U
HayuHa cteneH “ Jlokrop” Ha a-p MBenuna MBaHoBa XuMmueBa no JOKTOpCKa nporpama

dusunonorusa Ha yoseka”

Ha ocHoBaHue 4n.59 ot 33J/114

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

.I1pod. n-p HU. Kocranunosa,am



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 of new 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 (%)

General presentation of the procedure and Iv. Himcheva MD,

I. Himcheva was discharged with the right to defend by order N
1061/08.04.2024 of the Rector of MU-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



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.In 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



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 of the 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 of the dissertation, Iv. 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 Iv. 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 of MU-Pleven have been met.



My recommendation to Iv. 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 of the 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 of new 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".

Ha ocHoBaHue 4n.59 ot 33714

Prof. 1. Kostadinova, MD, PhD



