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MY -IlneBeH
PELEH3HT Bx. Ne H.@:X.?SZQ&/?? A

Ha

AMCCPTALMOHEH TPY/ 33 NMPHUCHKIAHE HA HAyYHA CTETEH ,,J0KTOP HA HAYKHTe® B 06JaCT Ha
BACUIETO oOpasoBaHue 7. 371paBeomasBaHe M CHOPT, NPOQECHOHAIHO HaIpaBJICHHUE

»MenuumHa®, CielanHocCT ,,AHECTe3HOJIOTHS M HHTEH3UBHO JICUeHHE"
C aBTOp
MMPO®. I-P KAMEJIHSI TOAOPOBA [IBETAHOBA, A.M.,
Karenpa ,,AHECTE3HOIOTUS 1 HHTEH3UBHO nevenue”, dpaxkynrer ,,Meauuuna“,
MenuumHckn yauBepcuter - I[nesew,
Ha TeMa:

»BJIUSIHUE HA TEHETUYHUTE, IICUXOJOTAYHUTE W COoIHno-
AHTPOIIOJIOTMYHU ®AKTOPU BHPXY CHJIATA HA CJIEJIONIEPATUBHATA
BOJIKA ITP CPEJHM M T'OJIEMH ITO OBEM OIIEPALIUM*

PELIEH3EHT:
Hou. 1-p JIio6omup Crepanos Bakaimpanos, a.m.,
Havannnk na ,,KiiMHHKA 00 ChbpAEYHO-CH0BA AHECTe3Us] M HHTEH3HBHO JedeHue,
MBAJI-HKB-EA/l, Codns,

HIICH Ha HAay4HO XYpH, onpe/eneHo cbe 3anosen Ne 2974 ot 30. 11. 2021 r. na Pexropa Ha
MY -Ilnesen, usrotss penensus cbo6pasto pemrenne ot ITpotoxon Ne 1 Ha II'BPBO 3aCEAaHuE

(HEMPHUCHCTBEHO) HA HAYYHOTO XKYPH.

Penensusita e M3roTBEHa BB3 OCHOBA Ha NPENCTABCHHTE MATEPHAIM IIO Ipoleypara,
CbOOPasHO M3HCKBAHMATA 3aJ0XKEHH B 3aKOHA 3a Pa3BHTHE HA AKAJIEMHUYHMS CHCTAB HA
PenyGmuka buirapus (3PACPB), IlpaBuiuuka 3a npunarane va 3PACPB u IIpaBunHMKa 3a
pasBUTHE Ha aKaleMH4HHMs ChCTaB Ha MVY-Ilnesen, 3a NpuCHKIaHEe Ha HaydyHATa CTEIEH

,»JJOKTOp Ha HayKHUTE",

JucepTaunoHHuAT Tpya € oOChIeH M HacodeH 3a 3amuTa oT Karenpa “AmecTe3wosorus u

MHTEH3UBHO JieueHue" npu MY -ITnesen na 21. 10. 2021 r.



I. Buorpaduynmn JaHHU U NPodecHOHATHA Kapuepa
[Ipo¢. a-p Kamenus LigeranoBa, .M., € poaesa Ha 21. 05. 1977 r. B rp. IlneseH.

[pes 2004 r. zapppmBa MY-ITneBen, a mpe3s 2010 r. mpuaoOuea CHEUMATHOCT MO
,Z2AHecresnonorus W wHTeH3uBHO jedeHue . IIpes 2015 r. mpuaobmuBa obpasosarenHa u
Hay4Ha crereH ,,JIOKTOp® cies yCHeIlHO 3allUTeH AMcepTalHoHeH Tpya B MYVY-Bapua Ha
Tema: ,,MHOToacneKkTeH CPaBHUTEJICH aHAIM3 HA HAKOM IEPHONEPATHBHU IOKA3aTeNld IPU

JTaIIapOCKOIICKU ¥ pOOOTH3HPAHH OHKOTHHEKOJIOTHYHH OTIepauu’’.

Ot 2017 r. e xoHOpyBaHa kaTo ,,JloueHt" kbM MY -Ilnesen, a or 2020 r. ,IIpodecop® kM

Karenpa ,,AHeCTE3MO0JIOTUS U UHTEH3UBHO JleueHune, MY -Iliesen.

[Tpod. IiBeraHoBa 3amoyBa CBOSI MPOGECHOHATEH BT KaTO aHECTE3HOJIOT-PEAHNMATOp B Tp.
OpsX0BO, MO-KHCHO 3aeMa ChlaTa JIBKHOCT mociaenosarenHo B MBAJI-Kuexa, YMBAJI

,J-p Teopru Ctpancku® EAJ] - [Tneser u MBAJI-BMA-IInesen.

B momenrta ¢ Havanuuk nHa ,KIMHUKA 10 aHECTE3MOJIOrMS U MHTEH3UBHO JICYCHHE KBM

YMBAIJI ,,Csera Mapuna“- rp. ITnesen.

Ot 2021 r. e PeroBomuren Ha Karempa ,,AHECTE€3MOJIOTHSI MU MHTEH3MBHO JIEYEHHE" KBM

Memuuuncku ¢akynrer Ha MY -I1nesen.
II. AHanu3 ¥ oleHKA HA AMCePTAlHOHHHS TPYA

JlucepTaMOHHUAT TPY/ € MpeacTaBeH B o0mo 550 cTaHAapTHU CTPaHHUIM, Pa3JIeleHH Ha
CIICTHUTE YaCTH:
1. Cobabprkanue, H3M013BaHN CHKPALLICHUS U BbBEIECHHE — 6 CTP.
Jluteparypen 0630p - 83 cTp.
Len 1 3aauu, XUIIOTE3H - 7 CTP.
Marepuan u Mmetoau Ha paboTa - 12 cTp.

Pesynraru - 198 ctp.
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Huckycus - 88 cTp.
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WzBomm - 5 cTp.
8. 3akmouenue - 4 cTp.

9. IlpuHOCH HA HAy4YHHS TPYAQ - 3 CTP.



10. IIyGnukanuu Ha QUCEpTaHTa, CBbP3aHHU ¢ HAYYHHA TPYA - 1 cTp.
11. Bubnuorpadwus - 128 crp.

12. Tpunoxenns - 25 crp.

JucepTanMoOHHUAT TPy € oHaryeneH ¢ 79 tabmuum u 45 ¢urypu. bubnnorpadckara crpaska
ceabpka 1100 m3tounmka (64 Ha xupwmua W 128 Ha natuHuna). [omsiMa dYacT oT
Oubnuorpadusara € ¢ U3TOUYHHUIM OT MOCIAETHUTE 5 FOAUHHU, KOETO MOKa3Ba aKTyaJHOCTTa Ha

npo6iieMaTHKaTa B JUCEPTALUOHHUS TPY.
2. AHajIM3 HA 3HAYHMOCTTA M CbBPEMEHHOCTTA Ha mpoliema

IIpencraBenusaT qucepTanuoHeH TpyzA 3a 3amura Ha OHC ,,JIokTop Ha METUIMHCKUTE HAYKH”
U3y4aBa U aHAJIM3Upa NpobIeMHU CBBP3aHH ChC cieponepaTuBHaTa 6onka. CiaegoneparuBHaTa
6oJKa e IeHTpasIeH Npo6ieM B aHECTE3UOJIOTHATA, HUHTCH3UBHUTE IPHKH, PeaHMMAIHIOHHOTO
HaOmIoeHne M KIMHUYHOTO noBeaeHue. To3u mpobneM B MOCIeAHAaTa JeKaga IpeThpIis
CEpPHO3HO DPa3BUTHE, KaTO IPOMEHH M3 OCHOBU pa3OMpaHETO 3a IPOU3X0Ja, Xapakrepa H
TPETUPAaHETO Ha ciejonepatuBHarta Ooska. B mocnmenHo Bpeme sedeHHeTo Ha OoNeBHS
CHHIPOM C€ MpEeBbpHA B HHTEPAUCLUIUIMHApEH npolieM, B KOWTO CH CHTPYAHHYAT
AHECTE3HOJIO3H-PEaHUMATOPH, HEBPOJIO3H, HEBPODHU3MOIO3H, I€HETHIIM, OHKOJIO3H H APYTH
MEIULIMHCKH CTIEIHAIHCTH.

ITpoGnemsT cbe cneponepaTuBHaTa GOJKa B CBeTOBeH Mamab e Bce Mo-akryaieH. Pomisra u
MSACTOTO Ha CIEJ0NEPAaTHBHOTO 06e300BaHe € OT U3KIIOYUTEIHO CHUIECTBEHO 3HAYECHHE 3a
NIEPUONIEPATUBHHS NIEPHOJ, KOM(OPTA U INAAKUS CIIEIOTIEPATHBEH MEPUO IPH MAlHEHTHTE.
B mocnennara ngekaga 3amgpn0o4eHO ce W3ydaBa BIMSHHETO Ha COLMANHATA Cpena,
TIICHXOJIOTUYHH ¥ TCHETHYHH (aKTOpPH, yIacTBAIIN U HMALIH OTHOLICHHE KbM BB3IPUEMAHETO

Ha ClieaornepaTuBHaTa 6om<a, HYXXIUTE U IIPOABJDKUTEIIHOCTTA Ha ob6e30osBane.

B nocnenHo BpEME HAYIHO-H3CJIEAOBATCJIICKUTE YCHUJIMA Ca HACOYE€HHU KbM HU3Y4YaBaHE Ha
CHCIII/IQ)I/I‘-IHPI ICHETHYHHU H (bapMaKOFeHCTI/I‘IHI/I ocoﬁenocm, CBBP3aHN C BB3IIPUEMAHETO HaA
0oJikaTa ¥ HEHHOTO MOBJIMsABAHE. B Ta3u mocoka HAaY4YHUTE JOKa3aTCJICTBA BCE OIIEC Ca MAJIKO,

npeoﬁnanaBaT BBIIPOCUTE, YAUTO OTTOBOPH Ca HE3aAOBOJIUTCITHH.

Couno-aHTpONOJIOTHYHM (DakTOpH, CTeNeH Ha oOpa3zoBaHUE M IPYrd (aKTOpH CBBP3aHU C
BB3IPUEMAHETO Ha ClIE0NepaTHBHATA OOJIKa CE CUMTAT, Y€ CHIIO UMAT OTHOLIEHHE KbM TO3H

pobiem. ‘



Pa36upaHeTo 3a pa3JIMYHHUTC BHIOBE 60HK3, HEUHOTO BBb3HHUKBAHE, MOAOBPKAHE U BCHUYKHU
CpeICTBa U METOIH 3a MOBIHUIBAHETO M €a OT OCOOEHO 3Ha4YeHHUE, Thil KATO YECTO TOBA CTABA
IIpUYrMHAa 3a BB3HMKBAHETO Ha peauna CJICOONCPATUBHU YCJIOKHEHHUS, He6HaFOHpPIHTHO

Pa3BUTHEC HA XO04a Ha eueOHMUsI nponec, NpOABIIKUTEIIHO CTpAaJaHUe U UHBAJIMAU3AIHS.

PaspaGortenus ot npo¢. LiBeTaHoBa qucepTalMOHeH TPy A0KA3Ba BIMSIHUETO HA pas3IuyHHUTE
TEHCTHYHH (AKTOpU M TaKkuBa OT 3a00MKANAWATaA HU Cpeaa BbPXY CHIATa Ha

creonepaTuBHaTa GoJIka ¥ IPUYMHHTE 3a TPYAHOTO M OBJIAJSBAHE.
3. Ananus na JluteparypHus 0630p

Boe BBEBCICHUETO HA OUCCPTAllMOHHHUA TPpyA € HallpaB€H KPaThK NpErjea OT KIaCU4YECKOTO
CXBalllaHE Ha CJICAONECpaTHBHATa 6oJka A0 MACTOTO Ha (bapMaKOI“CHeTI/IKaTa B CbBpPEMCHHATa
AHECTE3HUOJIOTHSI M HMHTEH3UBHO JieyeHwe. CUiIHO BIi€YaTIEHHE IIpaBHu HOILpOGHI/ISIT 54
3anbJI00UEeH aHauM3 Ha I[IOHATHUATA, C KOUTO € pa60TeHo, KakKTO M IIbJIHOTAaTa Ha

ChAbPKAHUETO, KOCTO JAJICY HaAXBBPIIS KaHAUAATCKUS MHUHHMYM.

Jlnteparypuust 0630p o6xBama 83 cTpannuy. B nentspa Ha o630pa e XMpyrUyHaTa TpaBMa
KaTo OCHOBEH (aKTOp OTroBOPEH 3a BB3HHKBAHETO Ha OCTpaTa CieNoNepaTHBHa Goyka. B
HETO MOJPOOHO, BKIFOYHTENHO M YPE3 MHOXKECTBO CXeMH, QUIypH M TabJHIM € H3BBpLICH
NozpoOeH MpEervIeN Ha TUTepaTypara, 3aHUMaBalla ce ¢ pobrema Ha GoJIKaTa, pasrieaHy ca
BCHYKH BUJOBE 0ONKa ¢ HEBPODU3MONOrMYHUTE W AHATOMMYHH IBTHINA U MEXaHHU3MH HA
HEHHOTO BB3HUKBAHE, IPOBEX/IAHE, BB3IPHEMaHe OT OPraHU3Ma U IIPOMEHHTE HACTHIBALIH B

HETO, KaTO OTrOBOp Ha 6osteBus CTUMYIIL.

B nuTeparypuus 0630p e HampaBeH mperies M Ha XpOHWYHATA CIEJONEpATHBHA GONKA OT
[JIeflHa TOYKA Ha COLMAIHO-MKOHOMMYECKMTE H JIMYHOCTOBH IPOGIEMH M IIPOMEHH,
HACTBIBAlIM KaTO IOCICACTBHE OT Hes. JIMCEpTaHTBT NEMOHCTPHpA H3KIIOYMTENHO H06pa
MH(OPMUPAHOCT, CMOCOGHOCT 3a aHANM3 M CHHTE3 Ha HayyHa JUTEPaTypa M (akTH, KAKTO B
ofiacTTa Ha aHECTE3HOJNOTHATA W MHTEH3UBHOTO JIGUEHME, TAKa W B OOJACTH KAaTO eMH- M
(hapMakoreHeTHKaTa ¥ MEIMIMHCKATA TICHXONOTHs. KOMEHTHPAHH ca MHOXECTBO pasIMdyHH
(hakTOpH, MMAIIM OTHOIIEHHE KBM CJIEONepaTHBHATA GONKA M IPHYMHUTE 33 IPOBATUTE 110

OTHOLICHUE Ha CJIICOOIICPATHBHOTO obe3bosBane.

B nureparypuus 0630p mompoGHO ca aHAaIM3MpaHW reHeTMUHUTE NOIMMOPGH3MH SNP
OPRMI, COMT 1947 G>A, MDR1 ABCBI u pasmu4HHTE HCHXOJOTHYHH BJMSHHUS KATO

TPEBOXKHOCT, NEMPECHs M KAaTacTpo(u3anus, KakTo M BPB3KATa MEXIY KPLBHUTE TPYIH IO




ABO cucremara, pa3sIMYHH =~ COUMAIHHTE (AKTOPH, HMAIIM  OTHOLICHHE KBbM

BB3NIPUCMYHUBOCTTA U ITIOBJIUSIBAHETO Ha CJIEAOIIEpAaTUBHUA 0oJieBU CHUHOPOM.

B snmrepatyprusaT 0630p MOAPOGHO € aHAIM3MPaHO BCHYKO, KOETO BEYe € M3BECTHO HA
Hay4HO-TIPAKTHYECKaTa OOIIHOCT 0 OTHONIEHHE HAa MOXe OH Haii-crapus U Jo6pe mpoydeH
ONUaTeH aHANreTHK 3a 00e360J11BaHe B CIIEONEPATHBHIS IEPUOA M HE CAMO TaM — MOP(HHA.
Onucanu ¥ CTENEHYBaHU Ca YECTOTATA HA YCIOKHEHMSITA CIIe] HErOBOTO NPUJIOKEHHUE KaTo:
TajJIcHe, TMOBPBIIAHE, YECTOTa HA KapIAHO-UMPKYJIaTOpPHATA M PECIUPATOPHA AETPECHs, NPH
TAMCHTHTE HOCUTE/IM Ha MYTAaHTHH ajeId Ha TeHeTHYHHTE noiaumopdusmu SNP, OPRMI,

COMT 1947 G>A, MDR1 ABCBI.

Jlureparypuusar 0630p 3aBbpmBa ¢ 14 moapoGHM M JIOTHYHO M3BEHEHH OT HM3II0KEHHETO
H3BO/IH.

4. Ananus ua ,,Ien u 3agaun

LJenma na nucepTalMOHHMS TPYX, MOCTaBEHA OT AMCEPTaHTa, e: ,,Ha Gasara oT aHammsa Ha
TCHETHYHUTE, TICHXOJIOTHYHUTE M COLMO-aHTPOTIOJOTHYHHUTE XapaKTEPUCTHKM Ha TMALUEHTHTE
NOJVIOXKEHH Ha CPEIHM M roneMu 1o obem omepanuu (poGOTU3MPAHH, JANAPOCKOIICKH H
KOHBCHIIMOHAIHM) B TPBAHMA KOII, KOpEMHATa KyXMHA M MAaJKHA Ta3, [a Ce Ch3Jale
QIrOpUTbM HA MOBEJACHHE 33 e(PEKTUBHO CleJONepaTHBHO 00e360/11BaHe MOCPEICTBOM
NpUIAraHeTO HAa ONMOMIHM AaHAIrCTHUM, OCHOBAHO Ha [OKa3aHarta e(EeKTHMBHOCT Ha
poGoTn3upanara XUpyprus, KaTo eAMHCTBEHA BB3MOXKHA AITEPHATHBA HA KOHBEHIMOHATHATA
XUpYyprys IpHU Xopa ¢ reHetrHueH nonumoppussm SNP, OPRMI 118 A>G, COMT 1947 G>A
u MDRI ABCBI%, e scno nedunmpana. Iloctaenute 3anaqu ca Ha Gpoit 11 u HambiHO

KOPENMpAT C LIeJITa Ha HAyYHHS TPY/I.

S. Ouenka na pasnen ,Marepuajn u MeToan

Ipencrasenn ca 410 mauueHTH, MOANOXEHN HA ONEPATHBHA MHTEPBEHIHMH ¢ 13 pasmmdnu
AMarHosy, BcUukH u3BbpiueHr B YMBAJI ,,Cs. Mapuna” Ilnesen, B nepuoga 2018-2020 r.
M3BbpiieHO € aMOMCTIEKTHBHO /aHAIM3 KAakTO IpO- Taka M PETPOCHEKTHBHO 3a LiIaTa
KOXOpTa NAaUMeHTH/ KIMHMKO-EMHAEMHONIOTHYHO mpoyysaHe. W3pbpmien e mnompoGeH
neMorpadcku aHanu3 Ha obcreBaHMs KOHTHHIEHT. PaGoTeHO € ¢ pasHoOOpa3sHM MeToau
/KTMHWYHY, TEHETHYHH, MICHXOJOTHYECKH M CHBPEMEHHM CTATHCTHYECKW/ 3a J0Ka3BaHe Ha
TMOCTaBeHaTa OT AOKTOPAaHTa Ll Ha ANCEpTauMOHHusA Tpya. CraTHcTHyeckaTa 00paboTka Ha
JAQHHHUTE € MPOBEACHA C INMPOK HAOOp OT CHBPEMEHHH CTATHCTHYECKH IMaKeTH, kato IBM

SPSS Statistics 25.0. m MedCalc Version 19.6.3. ToBa e npeamocraBka 3a BHCOKA



CTaTUCTHUYECKA JOCTOBEPHOCT Ha PE3y/ITaTUTe, KaTo 3a HUBO Ha 3HAYMMOCT npu oOpaboTkaTa
e npuero p<0,05.

6. Anasin3 Ha pasgea ,,PesynraTu

Pesynratute OT AMcepTAllMOHHMS TPy[d Ca IIPEJCTABEHH AHAIHTHYHO, CHCTEMATHYHO MU

nocyenoBaTenso. Pesynrarure ca npencraBeHu 3aaba0049€HO M IETAMIHO.

AHANM3UPAHO € BIMSIHMETO Ha reHernyHure nomumopdusmu SNP OPRMI1, COMT 1947
G>A n MDR1 ABCBI1 BbpXy HMBOTO Ha IIPEA U CIICAONIEPATHBHATA TPEBOXKHOCT U JICTIPECHS],
KaKTO M CWjara Ha cjefonepatuBHata Oonka. [IpeAcTaBeHO € BIMAHMETO HA Pa3IMYHHTE
couranHu (pakTOpH KaTO CEeMEHHO IOJIOKEHHE, HalH4Yue Ha POAEHH Jella, oGpa3oBaTeneH
uen3 1 BMI, npobmKUTENHOCT Ha aHECTE3HATA M ONEPATHBHATA MHTEPBEHLHUS M KPHBHUTE

rpynu BepXy 6OJIKaTa, ACTIpECHsATa U CTCIICHTA Ha TPEBOXKHOCT.

[Ipoyyena e u Bpb3KaTa MeXAy BHJAA e4eOHO 3aBelEHUE, B KOETO CE JIEKyBAaT MALMEHTUTE
(4aCTHO W IBPKABHO) M CHJIATAa HA CJIENONEpaTHBHATa 0OJIKA, CTENEHTAa Ha TPEBOXHOCT M
4eCcTOoTaTa Ha JCNPECHBHUTE €MU30QM IIOCTONEPATHBHO MpPH ManueHTuTe. HampaBeHuTe
OLICHKM Ha HMBOTO Ha IIPEJOIEepaTHBHA TPEBOKHOCT W JACIPECHUs Ca H3CIAEIBAHU C TECT HA
Teitmep u PHQ-9 Tect. IIpmnoxen e cpmo u ,,HBeHTap Ha Bek* 3a cremeH M TexecT Ha
nenpecusta. Ilo oTHOWIEHME Ha aHanmM3a HMHTEH3UTETAa Ha ClEIONepaTMBHATAa 0OJIKa

pEe3yNTaTUTE ca MOAPEACHH CBITIaCHO BU3yalHO-aHaoroBara ckaja /VAS/ 3a Goikara.
7. Ananau3 Ha pasjen ,,JIuckycusi®

B paspmen ,/Jluckycus® ca pasrinenanu moapoGHO M aHATUTHYHO TOJYYEHHTE PE3YNTaTH OT
coOCTBeHOTO HaOmOAEHWE M H3CIe[BaHe, KAaTO YCIOPEAHO C TOBAa Ca LWTUPAHH U
KOMCHTHDAHH pE3YJITaTUTE OT MOAOOHM H3CNEIBaHUS Ha OPYTHM aBTOPH, JOCTBHIIHH B
cBeTtoBHaTa 6asa JaHHM. Beska elHa OT IOCTaBeHHTE 3aJa4 € JUCKYTHpaHa M 0OChHEHa,

KaTo CJIe/ BCsIKA 3a/1a4ya IMCEPTaHTa NPAaBU KPaTKO 0000ILEHHE HA TTOYYEHUTE PE3YIITATH.
Pasnena e no6pe opraHu3upaH, OTAETHO 3a BCSKA OT MPEACTABEHUTE 3a0a4M

8. Ananu3 ua pasgen ,,A3Boau® u ,,3aK/Ja04enne’
b 9

IIpencraenn ca 41 u3Boma, ¢GopMylHpaHH B CHOTBETCTBHE C ITOCTaBEHATa L€ Ha
JUCEPTAUOHHHUS TPY/, HAIIBJIHO KOPEIHPAIIH ChC 3aJaUUTE U MOJYYEHUTE PEe3y/ITATH.

Haii-cpiecTBeHHTE H3BOAU OT AUCEPTALMOHHHUS TPY/ Ca:



1. Cumara Ha crnepnoneparuBHaTa GONka KOpENHpa ¢ Hpef M CIeIONEpaTHBHATA

TPEBOXXHOCT U ACTIPECHUS.

2, BmeaTa MCXKOY Clae€aoIepaTuBHaTa Ooska u TPEBOXHOCTTA € MO-CHUJIHO H3pa3eHa

IIpU MaMUCHTHUTE OT XXE€HCKH I10JI.

3. CnenoneparuBHaTa GOJIKA € B MPSAKA 3aBUCHMOCT OT FeHETHYHHTE HOTUMOPhHU3MH

(SNP OPRMI, COMT 1947 G>A u MDR1 ABCB]1).

4. Ilpn naumentyn ¢ reernysn noaumopdusmu SNP OPRM1, COMT 1947 G>A u
MDRI ABCBI, npu oTBopeHa XWpyprus, pHCKbT OT MOSBaTa Ha YCIIOKHEHHS
CBBP3aHH C 00€300JI5BAHETO CTPAMO OCTAHAIATE ABA BHMJA XHDPYPrHYHH METONA

(Manapockoncky u poGoTU3MpPanH), € OKOJIO 44 ITBTH 10-BHCOK.

5. C Haii-BHCOK pHCK (52 mbTH) 3a Pa3sBHTHETO Ha cnenonepatuBHa 6onka mo VAS-
CKalata Hajx 5 ca IMALMEHTHTE NPETBPIENH OTBOPEHA ONEPATHBHA HHTEPBEHLHS

CIIPAMO JIAIIapOCKOIICKUTE U po60m3npaHH OIlI€palyu.

6. EpO)IT Ha 00e300/11BaHuATa B CJICNONEPATUBHUS IIEPHOT KOpe€upar CbC CHJIaTa Ha

M3NUTBaHaTa 00JIKa B INICPHUONIEPATUBHUS IIEPHO.

7. Haii-cumna cnenomepatBHa GONKa Ce  DETHCTpPHpA  IIpH OTBOPEHHTE
(KOHBEHLMOHAITHM OMEpaLUHu), CIIEABAHU OT JANAPOCKOICKHTE M poboTu3upanuTe

OIIepalHH.

8. Ilpunaranero Ha T. Hap. NEPCOHATM3MPAHA MEIHMIMHA, T.€. KIMHMYEH MOIXOM B
JICYEHUETO Ha OOJNHHTE CIOpEN TEXHHTE MHIAMBHLYAIHH HYXKIM M XapaKTePHCTHKA
(TCHETHYHH, TNCHXOJIOTHYHH, COLHMO-AHTPOTNOJOTHYHH H 1p.) M W3IM3AHETO OT
KIAIETO ,37aTeH CTaHAapT® Ce OKa3Ba Hal-NIPaBHICH M OpPUEHTHPAH KbM

KOHKPCTHHA ITAITUECHT.

B kpas na mucepranuonHus Tpya npo¢. L{BeTaHOBa BBBEXKIA TOHATHETO ,»[IEPCOHATIN3HpaHa
MEJMILMHA™ [0 OTHOLICHHE HA TEPaNuATa Ha [OCTONEPATHBHATA GOJKA NPH MALHEHTH C
TCHETHYEH NOIUMOP(H3BM, acCOLMUpPaH ¢ BB3IPHATHETO 3a Gonka. IIpH 1amapockoncKuTe u
pOGOTH3NpaHUTE OTEpAlMH, NPH MALUEHTH C TEHETUYHH MOJTHMOPhU3MH, CBBP3aHH ¢
bonkara kato SNP OPRM1, COMT 1947 G>A u MDR1 ABCBI, ce mocTMrHar MHOTO
100pu pe3yntaty, H30ATBAMKH YCIOKHEHUATAa OT MPUIATAHETO HA ONHATHH AHAITeTHIH. OT
CBIICCTBEHO 3HAYEHHUE, CIIOPE] AUCCPTAHTA, NIPU €PEKTUBHOTO 0Oe3neyaBaHe U AUPHIKUPAHE

Ha 1iponeca 1no CJIeaonepaTuBHO 06636011518&1‘16, € HHOAMBHUAYAJIHUS IOAXOJ U BHUMATEIHATA



NNpeaornecpaTiBHa OICHKAa Ha IICHXOJOTHYECKHSA CTaTyC Ha IIallMCHTUTEC - o0ekT Ha
MHUHHHAHBA3UBHU OIIEPAaTUBHU IPOLEOYPH. Bcuuko ToBa rmocraBsi B LCHTBpPA HAa MEOHUKO-
AWArHOCTHYHHSA IOAXOA, HHAMBHIYAJTHOCTTAa HA MAallUEHTa H yCuiauATa nOa C€ HaMepu
KOHKPCTHHUSA MEOUKAMEHT 3a KOHKPETHHS ITal[UECHT, CIIpsIMO HMHIMBUAYAJIHUSA TECPAlleBTHYCH

IIJIaH U HYXOH.
9. Anaans Ha pa3snen ,IIpuHocu®
IIpencraBeHnTe MPUHOCH MPOM3X0XKAAT NIPSKO OT HANIPaBEHHTE M3BOIH. Te ca:

1. 3a mepBu meT B BBarapus ce mscieqsa BAMSHHETO Ha HUBOTO Ha npeaonepaTHBHATA
TPEBOXKHOCT (TeCT Ha TeHabp) M mpen M clenonepaTHBHATA JAETIPECHS (,luBeHTap* Ha
bex 3a nenpecus u PHQ-9 Tect 3a nemnpecus), BbpXy HHTEH3HBHOCTTA Ha GONKATa CiIej
omepamust  (VAS-ckanmata 3a Gonka) mnpu  poGOTM3HMpaHW, JamApOCKONCKH M
KOHBEHIIMOHATHH OIEepaIiu.

2. 3a mepBM OBT B CTpPaHAaTa Ce IpaBM OIEHKA HA YECTOTATA HA TeHETHYHHS
nomumopduzsm SNP OPRMI 118 A>G (cnopen anenute AA, AG, GG), Ha reHeTHYHHUS
nomumoppuzem COMT 1947 G>A (cmopex anenmure AA, AG, GG), kakTo u Ha
nonumopgusma MDRI1 (C3435T) ABCBI1 (cnopey anen CC, CT TT), u TAXHOTO BIHSHHE
BbPXY MHTEH3UBHOCTTA Ha cienonepaTusHara 6onka (VAS-ckanara 3a 6onka).

3. 3a mbpBY BT B CTPAHATA Ce M3cineaBa B3auMoBpb3kata SNP 118 A>G na rena OPRM1
(cmopen anenure AA, AG, GG), renernunus nonumopduzsm COMT 1947 G>A (cnopen
anenute AA, AG, GG) u nonumopdusma MDR1 (C3435T) ABCBI (cnopen anen CC, CT
TT) u npefonepaTHBHOTO MCHXONOTHYECKO ChCTOSIHUE HA MALMEHTHTE (TECT Ha Telnsp 3a
TPEBOXKHOCT, ,,IHBeHTap* Ha bek 3a nenpecus u PHQ-9 tect 3a nenpecus).

4. 3a mbpBu BT B Bbarapus ce nmpaBu OLEHKA HA BPB3KATa MEXY NPENONEPATHBHOTO H
CJI€IOTIEPATUBHO IICUXOJOTUYHO ChCTOssHME Ha manueHTure (Teinbp, bex u PHQ-9 Tecra
3a jempecus) ¢ reHeTHuHuAT nomumopduzsm SNP 118 A>G na rena OPRMI (cnopen
anenute AA, AG, GG), renetnunns nomumopdussm COMT 1947 G>A (cnopen anenute
AA, AG, GG) n nomumopdusma MDR1 (C3435T) ABCBI1 (cnopen anen CC, CT TT),
VAS-ckanara 3a Gonka u 6pos Ha mHpHIOKeHOTO oGe3bonsBane 3a 24 uyaca BBPXY
4eCTOTaTa M BHJAa Ha BB3HMKHAIMTE B pE3YITAaT Ha MPHIOKEHOTO 00e3001BaHe
yClOXHeHHs (TaleHe, TMOBpBIIAHE, IMXATeTHA [JENPECHS W  ChPACYHO- CHIOBH
YCIOXXHEHHS). «

5. 3a OBpBM OBT B CTPaHaTa Ce THPCH BPB3KATA MEXAY AMATHO3aTA, H3IION3BAHMS

XMPYPTH4€H MeTOJ (OTBOPEHA XMPYPrHs, JNAMapoCKONCKa XWUPYPrUs M poOOTH3HpaHa



XUPYPrusi), BUAA XUPYprHs (KOpeMHa, TPBAHA M MAaJKOTa30Ba) M Pa3IHYHHUTE COIHO-
aHTPOTOJIOTHYHU (akTopu (BB3pacT, moi, BMI, cemeitHO mnonoxkenue, oGpasoBaHHe,
MECTOXKUTEICTBO, HAIMYMETO Ha pOJAEHH JAena, oOpasoBaHHe, NPOABLKMTENIHOCT HA
OINepaTHBHATa HaMeca M aHECTe3Ws) BBPXY CHJIATa Ha M3IHUTBAHATA B CJEJONEPATHBHHA
nepuoz Gonka (VAS-ckana 3a 6011ka) Ipy MALKEHTH ¢ FeHeTHYHH noauMopdusmu COMT
1947 G>A, SNP OPRM 118 A>G u MDRI1 (C3435T) ABCBI.

6. 3a mbpBM MBT B BBarapus ce m3cnenBa M aHaNM3Mpa 3aBHCUMOCTTA MEXIYy TPHTE
reHeTHYHH noaumopdusma (SNP OPRMI1, COMT 1947 G>A, MDR1 ABCB1), cunara Ha
Gonkara (VAS-ckanara 3a Gonka) u Gpost Ha oGe3GonsBammaATa 3a 24 dyaca, KaKTO M
HaJMYHETO Ha IIPEIXOJHH OIEpPalMH MNPEXUBIHH OT MNANUEHTATE ¢ [0SBaTa HA
karactpousauus  (Rumination, Magnification wu  Helplessness) 1mo  moJsosa
NPHHAICKHOCT M XUPYPrHYeH MeTOA (OTBOPEHA XMPYPTHsl, JIANAPOCKONCKA XUPYPrHs H
poGoTusnpana Xupyprus).

7. 3a IBPBH WBT B CTPaHATa € MOTHPCEHA CHIIECTBYBAINA BPb3Ka MEXKIY KPBBHOTPYIIOBA
NPUHAIEKHOCT, TPUTC ICHCTHYHH MOJIUMOpPDHU3MA M CHJIATa Ha ClIef0NepaTHBHATA
GoJiKa, Ienpecus ¥ TPEBOXKHOCT.

8. Ilpoyuena € Bpb3KaTa MeXAy Haauuuero Ha Gonka (VAS-ckana) u Buaa JeueGHO
3aBEJICHHUE, B KOCTO C€ JICKYBAT MALMEHTHUTE (IBPKaBHO U YACTHO).

9. OueHeHn ca pasNTMYHMTE INCHXOJOTMYHH TECTOBE 3a TPEBOKHOCT M JICTIPECHS B
NepHonepaTuBHUs nepuoxa (tecra Ha Teinsp, ,MHBeHTapa“ Ha Bek m PHQ-9 Tect 3a
AempecHs) ¥ Bb3MOXKHOCTTA Ja 6T B3aHMO3aMEHsI€MH B KIMHUYHATA TPAKTHKA.

10. OTKpuTH Ca HAKOJKO IPOrHOCTHYHM IPYIHU U PEAMIA B3aUMOBPB3KH.

M3Kim0unTeNHO BrieYaTIeHHE TpaBH 0OCTOSATENICTBOTO, Y€ TOJIAMa YacT OT MPHHOCHTE ca
pealu3upaHy 3a MBPBH BT B bbarapus, koeTto mnpuaaBa Ha AUCEPTALHOHHHSA TPYI
YHUKQJIHOCT M CEPHO3HA IPAKTUYECKA HACOYEHOCT.

ChluecTBeHa 4acT OT AMCEPTALMOHHHUS TPY/ 3a€MaT [IOMECTEHUTE 8 PUIIOKEHHS, B KOUTO
noApoGHO ca NpPeJCTABEHH AHKETHUTE KapTH, MH(QOPMHMPAHHTE CBLIACHS |
TICHXOJIOTHYHHUTE TECTOBE, M3II0JI3BAHHU IIPH NMPOBEKIAHE HA MPOYYBAHETO M LAJOCTHATA
paspaboTka.

10. Hay4yna npoxyKums:



IIpHIOKEHUAT CIIMCHK HA HAyYHUTE TPYIOBE CBBP3AHH C AUCEPTALMOHHHSAT TPY/ Ha IPod. 1-
p Kamemmsa Tonoposa I[BetanoBa, a.m., BKIrouBa 6 cratiu, ot kouto 4 B SCOPUS u Web of

Science u 2 B Google Scholar.
CnuchbK Ha HayYHHUTE MyGJHKANNN CBbP3aHH C AMCEPTALMOHHUS TPY:

1. IlBeranosa K., Haukos Bi. ,,Acouunpane Ha eJHOHYKICOTHIHUS OJTMMOP(HU3BM
C3435TBABCB1/ MDRI rena ¢ onuonaHata 4yBCTBHTENHOCT KbM Mopguna npu
JICYUEHHETO Ha caenonepatuBHata Oonka“. Crm. ,,AHECTE3MOJOTHS M HHTEH3UBHO

negenne”. 6p. 1/ 2021 r. Ctp. 4-9. ISSN: 1310-4284. SCOPUS, SJR 0.1.

2. leeranosa K. BiusHne Ha pasiMyHHTE COLMAIHH, neMorpad)CKu, I0JIOBH H
BB3paCTOBH (aKTOpPH BBPXY CNENONEPATHBHATA JENPECUS IPH MALHEHTH C
OHKONIOrH4Hu 3abonssanus. Crucanue ,,CectpuHcko aeno®, bp. 2/ 2021 r. Ctp. 20-
27.ISSN: 1310-7496. Web of Science.

3. IBeranosa K. CpBpeMEHHHN aceKTH CBBP3aHM ChC CIIEAONEPATHBHATA GONKATA,
JICYCHHETO ¥ M HEHHOTO mporHosupane. Crncanue ,,Cectpuncko aeno®, bp. 2/ 2021 r.

Crp. 45-51. ISSN: 1310-7496. Web of Science.

4. lleeranosa K. BiusHue Ha npenornepaTHBHATa JENpPecHs, COLHAIHATA cpena,
BB3pacTTa U BUJA ONEPaTHBEH METOJ BbPXY CHMJIaTa Ha CIefoIepaTiBHaTa 60JKa mpu
NAUMEHTKU C THArHO3a KapUMHOM Ha IIMiikata Ha Martkara. Ci. ,,AHeCTe3HOJIOTHs U
MHTEH3UBHO Jeuenue”, bp. 2/ 2021 r., C1p. 12-16. ISSN: 1310-4284. SCOPUS, SJR
0.1

5. Tsvetanova K. Pharmacofenetics Aspects of Anesthesia and Postoperative
Anesthezation. International Journal of Science and Research (IJSR), Vol. 10, Issue
2, February 2021. P. 888-891. ISSN: 2319-7064. Google Scholar.

6. Tsvetanova K. The Patient Target of Personalized Medicine. International Journal
of Science and Research (IJSR), Vol. 10, Issue 1, January 2021. P. 1551-1553. ISSN:
2319-7064. Google Scholar
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The dissertation thesis was discussed and referred for defense by the Anesthesiology and

Intensive Treatment Department with the Medical University - Pleven on 21.10.2021.
I. Biographic data and professional career
Prof. Dr. Kamelia Tsvetanova, MD, was born on 21.05.1977 in the city of Pleven.

In 2004 she graduated from the Medical University — Pleven and in 2010 she acquired
specialty in Anesthesiology and Intensive Treatment. In 2015 she acquired academic and
scientific degree “Doctor” after a successfully defended dissertation thesis in the Medical
University — Varna on the subject-matter: “Multifaceted Comparative Analysis of Some

Perioperative Indicators in Laparoscopic and Robotized Onco-Gynecological Operations”.

From 2017 she was habilitated as “Associate Professor” with the Medical University - Pleven
and from 2020 as “Professor” to the Anesthesiology and Intensive Treatment Department,

Medical University Pleven.

Prof. Tsvetanova started her professional career as an anesthesiologist — resuscitator in the
town of Oryahovo, later she occupied the same position consecutively in Multi-Profile Active
Treatment Hospital - Knezha, University Multi-Profile Active Treatment Hospital Dr. Georgi
Stranski EAD - Pleven and Multi-Profile Active Treatment Hospital — Military Medical

Academy - Pleven.

At the moment she is the Anesthesiology and Intensive Treatment Clinic Manager with

University Multi-Profile Active Treatment Hospital Saint Marina — city of Pleven.

From 2021 she is the Head of the Anesthesiology and Intensive Treatment Department with
the Medical Faculty of the Medical University - Pleven.

II. Analysis and evaluation of the dissertation thesis

The dissertation thesis is presented in a total of 550 standard pages, divided into the
following parts:
1. Content, used abbreviations and introduction — 6 pages
. Literary review - 83 pages
. Goal and tasks, hypotheses - 7 pages

2
3
4. Material and methods of work - 12 pages
5

. Results - 198 pages




6. Discussion - 88 pages

7. Conclusions - 5 pages

8. Inference - 4 pages

9. Contributions of the scientific work - 3 pages

10. Publications of the dissertation author related to the scientific work - 1 page
11. Bibliography - 128 pages

12. Appendices - 25 pages

The dissertation thesis is illustrated with 79 tables and 45 figures. The bibliographic reference
contains 1100 sources (64 in Cyrillic and 128 in Latin). A great part of the bibliography is
with sources from the last 5 years, which shows the topicality of the problems in the

dissertation thesis.
2. Analysis of the significance and the modernity of the problem

The presented dissertation thesis for the defense of the scientific degree "Doctor of Medical
Sciences" studies and analyzes problems related to postoperative pain. Postoperative pain is a
central problem in anesthesiology, intensive care, resuscitation, and clinical behavior. This
problem has undergone serious development in the last decade, fundamentally changing the
understanding of the origin, nature and treatment of postoperative pain. Recently, the
treatment of the pain syndrome has become an interdisciplinary problem in which
anesthesiologists-resuscitators, neurologists, neurophysiologists, geneticists, oncologists and
other medical specialists cooperate with each other.

The problem of postoperative pain worldwide is becoming more and more pressing. The role
and the place of postoperative analgesia is extremely important for the perioperative period,
comfort and smooth postoperative period in patients. In the last decade, the influence of the
social environment, psychological and genetic factors involved and related to the perception

of postoperative pain, the needs and duration of analgesia were studied in depth.

Recently, research efforts have focused on the study of specific genetic and pharmacogenetic
features associated with the perception of pain and its response. In this direction, the scientific

evidence is still scarce, with questions which are unsatisfactory.

Socio-anthropoiogical factors, level of education and other factors related to the perception of

postoperative pain are considered to be relevant to this problem.



Understanding the different types of pain, its occurrence, maintenance and all means and
methods for its response are of particular importance, as this often causes a number -of
postoperative complications, adverse development of the treatment process, prolonged

suffering and disability.

The dissertation thesis developed by Prof. Tsvetanova proves the influence of various genetic
factors and those of our environment on the strength of postoperative pain and the reasons for

its difficult control.
3. Analysis of the literary review

A brief overview is made in the introduction to the dissertation thesis from the classical
concept of postoperative pain to the place of pharmacogenetics in modern anesthesiology and
intensive care. The detailed and in-depth analysis of the concepts used has made a strong
impression, as well as the completeness of the content, which far exceeds the candidate

minimum.

The literature review covers 83 pages. Surgical trauma as the main factor responsible for the
occurrence of acute postoperative pain is in the center of the review. In it, in detail, including
through numerous schemes, figures and tables, a detailed review of the literature dealing with
the problem of pain is performed, all types of pain with neurophysiological and anatomical
pathways and mechanisms of its occurrence, conduction, perception and changes occurring in

it in response to a pain stimulus.

The literature review also reviews chronic postoperative pain in terms of socio-economic and
personal problems and changes that occur as a consequence. The dissertation demonstrates
extremely good awareness, ability to analyze and synthesize scientific literature and facts,
both in the field of anesthesiology and intensive care, and in areas such as epi- and
pharmacogenetics and medical psychology. Many different factors related to postoperative

pain and the reasons for failures in terms of postoperative analgesia have been commented on.

The literature review analyzes in detail the genetic polymorphisms SNP OPRMI1, COMT
1947 G> A, MDR1 ABCBI and various psychological influences such as anxiety, depression
and catastrophism, as well as the relationship between blood groups in the ABO system,

various social factors related to susceptibility and influence. of postoperative pain syndrome.

Everything which is already known to the scientific and practical community regarding

perhaps the oldest and well-studied opiate analgesic for analgesia in the postoperative period



and not only there — morphine is analyzed in detail in the literary review. The frequency of
complications after its administration has been described and graded as: nausea, vomiting,
frequency of cardiovascular and respiratory depression, in patients carrying mutant alleles of
genetic polymorphisms SNP, OPRM1, COMT 1947 G> A, MDR1 ABCBI.

The literature review ends with 14 detailed and logically derived conclusions from the

exposition.
4. Analysis of “Goal and Tasks”

The goal of the dissertation thesis, set by the dissertation author, is: "Based on the analysis of
genetic, psychological and socio-anthropological characteristics of patients undergoing
medium and large-scale operations (robotic, laparoscopic and conventional) in the chest,
abdomen and pelvis , to create an algorithm of behavior for effective postoperative analgesia
through the use of opioid analgesics, based on the proven effectiveness of robotic surgery, as
the only possible alternative to conventional surgery in people with genetic polymorphism
SNP, OPRM1 118 A> G> A, COMT 1947 and MDR1 ABCBI ”is clearly defined. The set
tasks are number 11 and fully correlate with the purpose of the scientific work.

5. Evaluation of Section “Material and Methods”

410 patients undergoing surgery with 13 different diagnoses, all performed at the University
Hospital "St. Marina “Pleven, in the period 2018-2020 are presented. A detailed demographic
analysis of the surveyed contingent was performed. It has been worked with various methods /
clinical, genetic, psychological and modern statistical / to prove the goal of the dissertation set
by the doctoral student. Statistical data processing was performed with a wide range of
modern statistical packages, such as IBM SPSS Statistics 25.0. and MedCalc Version 19.6.3.
This is a prerequisite for high statistical reliability of the results, as the level of significance in
the processing is assumed to be p <0.05.

6. Analysis of Section “Results”

The results of the dissertation thesis are presented analytically, systematically and

consistently. The results are presented in depth and detail.

The influence of the genetic polymorphisms SNP OPRMI1, COMT 1947 G> A and MDRI1
ABCBI on the level of pre- and postoperative anxiety and depression, as well as the strength
of postoperatiye pain was analyzed. The influence of various social factors such as marital
status, presence of children, educational qualifications and BMI, duration of anesthesia and

surgery and blood groups on pain, depression and anxiety is presented.



The relationship between the type of medical institution in which patients are treated (private
and public) and the severity of postoperative pain, the degree of anxiety and the frequency of
depressive episodes in patients postoperatively was also studied. Estimates of the level of
preoperative anxiety and depression were examined with Taylor’s test and a PHQ-9 test.
Beck’s inventory for the degree and severity of depression is also included. Regarding the
analysis of the intensity of postoperative pain, the results are arranged according to the visual-

analog scale /VAS/ for pain.
7. Ananu3s Ha paszea ,,Jluckycus®

The "Discussion" Section examines in detail and analytically the results of own observation
and research, and at the same time cites and comments on the results of similar studies by
other authors available in the global database. Each of the set tasks is discussed and discussed,

and after each task the dissertation makes a brief summary of the results.
The section is well organized, separately for each of the tasks presented.

8. Analysis of Section “Conclusions” and “Inference”

41 conclusions are presented, formulated in accordance with the goal of the dissertation

thesis, fully correlated with the tasks and the results obtained.
The most significant conclusions from the dissertation are:

1. The strength of postoperative pain correlates with pre- and postoperative anxiety and

depression.

2. The relationship between postoperative pain and anxiety is more pronounced in female

patients.

3. Postoperative pain is directly dependent on genetic polymorphisms (SNP OPRMI,
COMT 1947 G> A and MDR1 ABCBI).

4. In patients with genetic polymorphisms SNP OPRM1, COMT 1947 G> A and MDRI
ABCBI, in open surgery, the risk of complications associated with analgesia compared to
the other two types of surgical methods (laparoscopic and robotic) is about 44 times
higher .

5. With the highest risk (52 times) for the development of postoperative pain on the VAS
scale over 5'patients have undergone open surgery compared to laparoscopic and robotic

operations.




6. The number of analgesia in the postoperative period correlates with the strength of

the pain experienced in the perioperative period.

7. The strongest postoperative pain is registered in open (conventional operations),

followed by laparoscopic and robotized operations.

8. The application of the so-called personalized medicine, ie. clinical approach in the
treatment of patients according to their individual needs and characteristics (genetic,
psychological, socio-anthropological and so on) and the departure from the cliché

"gold standard" is the most correct and the specific patient-oriented.

At the end of the dissertation thesis Prof. Tsvetanova introduces the concept of "personalized
medicine" in relation to the treatment of postoperative pain in patients with genetic
polymorphism associated with the perception of pain. In laparoscopic and robotized
operations, in patients with genetic polymorphisms associated with pain such as SNP
OPRMI1, COMT 1947 G> A and MDR1 ABCBI, very good results are achieved, avoiding
the complications of opiate analgesics. According to the dissertation, the individual approach
and the careful preoperative assessment of the psychological status of the patients - subject of
minimally invasive operative procedures - are essential in the effective provision and
conducting of the process of postoperative anesthesia. All this puts at the center of the
medical-diagnostic approach, the individuality of the patient and the efforts to find the
specific medicine for the specific patient, according to the individual therapeutic plan and

needs.
9. Analysis of Section “Contributions”
The contributions presented originate directly from the conclusions drawn. They are:

1. The influence of the level of preoperative anxiety (Taylor’s test) and pre- and postoperative
depression (Beck’s inventory for depression and PHQ-9 test for depression) on the intensity
of postoperative pain is being studied for pain) in robotized, laparoscopic and conventional

operations is investigated for the first time in Bulgaria.

2. An assessment of the frequency of the genetic polymorphism SNP OPRMI1 118 A> G
(according to the alleles AA, AG, GG), of the genetic polymorphism COMT 1947 G> A
(according to the alleles AA, AG, GG) is made, as well as and the MDR1 (C3435T) ABCBI
polymorphism (according to the CC allele, CT TT), and their effect on postoperative pain

intensity (VAS-pain scale) is made for the first time in the country.



3. The country the interrelation SNP 118 A> G of the gene OPRM1 (according to alleles AA,
AG, GG), the genetic polymorphism COMT 1947 G> A (according to alleles AA, AG, GG)
and the polymorphism MDRI1 (C3435T) is studied ABCB1 (according to allele CC, CT TT)
and the preoperative psychological state of the patients (Taylor’s test for anxiety, Beck’s
inventory for depression and PHQ-9 test for depression) is investigated for the first time in the

country.

4. An assessment of the connection between the preoperative and postoperative
psychological state of the patients (Taylor, Beck and PHQ-9 test for depression) with the
genetic polymorphism SNP 118 A> G of the gene OPRM1 (according to alleles AA, AG,
GG), genetic polymorphism COMT 1947 G> A (according to alleles AA, AG, GG) and
polymorphism MDR1 (C3435T) ABCBI (according to allele CC, CT TT), VAS-scale for
pain and the number of applied analgesia for 24 hours on the frequency and the type of
complications resulting from the applied analgesia (nausea, vomiting, respiratory
depression and cardiovascular complications) is made for the first time in Bulgaria.

5. The connection between the diagnosis, the used surgical method (open surgery,
laparoscopic surgery and robotic surgery), the type of surgery (abdominal, thoracic and
pelvic) and the various socio-anthropological factors (age, sex, BMI, family) situation,
education, place of residence, presence of children, education, duration of surgery and
anesthesia) on the strength of the pain experienced in the postoperative period (VAS-pain
scale) in patients with genetic polymorphisms COMT 1947 G> A, SNP OPRM 118 A > G
and MDR1 (C3435T) ABCBI is sought for the first time in the country.

6. The dependence between the three genetic polymorphisms (SNP OPRM1, COMT 1947
G> A, MDR1 ABCBI), the strength of the pain (VAS-pain scale) and the number of
anesthetics for 24 hours is studied and analyzed, as well as the presence of previous
operations experienced by patients with the onset of catastrophic (Rumination,
Magnification and Helplessness) by gender and surgical method (open surgery,
laparoscopic surgery and robotized surgery) is investigated and analyzed for the first time

in Bulgaria.

7. An existing link between blood type affiliation, the three genetic polymorphisms and
the strength of postoperative pain, depression and anxiety was sought for the first time in

the country.

8. The relationship between the presence of pain (VAS-scale) and the type of medical

institution in which patients are treated (public and private) was studied.



9. The various psychological tests for anxiety and depression in the perioperative period
(Taylor’s test, Beck’s "Inventory" and PHQ-9 test for depression) and the possibility-of
being interchangeable in clinical practice were evaluated.

10. Several prognostic groups and a number of relationships have been found.

The circumstance that a large part of the contributions were realized for the first time in
Bulgaria is extremely impressive, which gives the dissertation thesis uniqueness and
serious practical orientation.

A significant part of the dissertation thesis is occupied by the 8 appendices, which present
in detail the questionnaires, informed consents and psychological tests used in the conduct
of the study and the overall development.

10. Scientific production:

The attached list of scientific papers related to the dissertation thesis of Prof. Dr. Kamelia
Todorova Tsvetanova, MD, includes 6 articles, of which 4 in SCOPUS and Web of Science
and 2 in Google Scholar.

List of the scientific publications related to the dissertation thesis:

1. Tsvetanova K., Nankov VI. "Association of the Single Nucleotide Polymorphism
of the C3435TbABCB1/MDRI1 Gene with the Opioid Sensitivity to Morphine in the
Treatment of Postoperative Pain". Mr. Anesthesiology and Intensive Care. No.
1/2021. Pages 4-9. ISSN: 1310-4284. SCOPUS, SJR 0.1.

2. Tsvetanova K., Influence of Various Social, Demographic, Gender and Age
Factors on Postoperative Depression in Patients with Cancer. Nursing Magazine, Vol.
2/2021. Pages 20-27. ISSN: 1310-7496. Web of Science.

3. Tsvetanova K., Modern Aspects Related to Postoperative Pain, Its Treatment and
its prognosis. Nursing Magazine, issue 2/2021. Pages 45-51. ISSN: 1310-7496. Web

of Science.

4. Tsvetanova K., Influence of Preoperative Depression, Social Environment, Age
and Type of Operative Method on the Strength of Postoperative Pain in Patients
Diagnosed with Cervical Cancer. Journal "Anesthesiology and Intensive Treatment",
issue 2./2021, Pages 12-16. ISSN: 1310-4284. SCOPUS, SJR 0.1

5. Tsvetanova K. Pharmacofenetics Aspects of Anesthesia and Postoperative



Anesthezation. International Journal of Science and Research (IJSR), Vol. 10, Issue

2, February 2021. P. 888-891. ISSN: 2319-7064. Google Scholar.

6. Tsvetanova K., The Patient Target of Personalized Medicine. International Journal
of Science and Research (IJSR), Vol. 10, Issue 1, January 2021. P. 1551-1553. ISSN:
2319-7064. Google Scholar
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A Indicator 1 50 50 Over 2 6, 734
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TOTAL NUMBER OF POINTS OF THE CANDIDATE: 910 points
II1. Inference:

The dissertation thesis has extremely useful practical value, as it offers the scientific
community the creation of a personalized scheme for postoperative analgesia and

treatment based on analysis of the genetic profile of the patient, with the possibility to




improve treatment outcomes, response to acute and chronic pain and postoperative

outcome generally.

The dissertation contains scientific, scientific-applied and applied results, which
represent an original contribution to science and far exceed the requirements of the
Development of the Academic Staff of the Republic of Bulgaria (DASRBA), the
Regulations for Application of the LDASRBA - Pleven. The presented materials fully

comply with the requirements of the Medical University - Pleven.

Based on the above, I convincingly give my POSITIVE assessment of the dissertation
of Prof. Dr. Kamelia Todorova Tsvetanova, MD, and I propose to the scientific
jury to award Prof. Tsvetanova the scientific degree "Doctor of Medical Sciences"
in the field of higher education 7. Health and sports, professional field 7.1.

"Medicine", in the scientific specialty "Anesthesiology and Intensive Treatment".

07: 12, 2021 Respectfully yours:., il

Sofia Assoc. Prof. Dr. L. Bakalivanov, MD



