HaydeH cexpeTap

MY -Ilnesen |
Bx. Ne #8008 14.4041

J0
HNPEACEJATEJISI HA HAYYHO XKYPU
OINIPEJAEJIEHO CBC 3AIIOBE/] Ne 2974

HA PEKTOPA HA MY-TP. IIVIEBEH

PELIEH3US

Ha

AUCEPTAlMOHEH TPYX 3a MPHUCHK/IAHE Ha Hay4yHAT CTEIEH ,,/JOKTOP Ha HAYKUTe*, B 00JacT
Ha BHCHIETO oOpasoBaHMe 7. 3xpaBeomasBaHe M CIOPT, NPO(ECHOHATHO HaIpaBJeHUE

»AHECTE3UOJIOTHS U MHTEH3UBHO JIeUeHUe
C aBTODp
IMPO®. I-P KAMEJIUSI TOAOPOBA IIBETAHOBA, /I.M.,
Karenpa ,,Anecre3nosnorus u MHTEH3UBHO JeyeHue", pakynrer ,,Meaumuaa®, MY IlneseH,

Ha TEMa.:

»BJIUSAHUE HA TEHETUYHHUTE, TNCUXOJOIHMYHUTE U COIHUO-
AHTPONTIOJIOTNYHU ®AKTOPHU BBPXY CHUJIATA HA CJEJJOIIEPATUBHATA
BOJIKA IIPU CPEJTHU Y TOJIEMH 110 OBEM OIIEPAITUU“

PEIIEH3EHT:
IMMPO®. I-P XPUCTO CTOSSTHOB BO30B, /.M.,

PeroBoauren Karenpa nmo Anecre3nosiorus, MOpcka ¥ MHTEH3MBHA MeaunuHa, MBAJT —

Bapna, BoeHHOMeqHIIMHCKA aKaqeMHUsl

CrneuuanHocT u HayyHa creneH- [Ipodecop 10 AHECTE3HOJIOTHS ¥ MHTEH3UBHO JICUEHHE,

JOKTOp II0 MEIUIIUHA.



Ynen na Hayuno ’Kypu Bb3 ocHoBa Ha 3anmosen Ne 2974 ot 30. 11. 2021 r. na Pekropa Ha
MY Ilnesen; MsrotBs Peuensusi cboOpazno pemenne Ha IIporokon Ne 1 na IInpBO

3acenenue (HenpechcTBeHO) Ha HIOK.

PenensusAra € M3roTBeHa BB3 OCHOBA Ha IPEACTABEHUTE MaTepHAlM [0 NpoueAyparta,
CbOOpa3HO M3HMCKBAHMATA 3aJ0KEHW B 3aKOHA 32 pPa3BUTHE HA aKaJEeMHUYHHS CHCTaB Ha
Peny6nuka beirapus, [lpaBunnauka 3a npunarane Ha 3PACPB u [IpaBuiHuka 3a pa3Butue Ha
akanemuvnus cberaB ([TIPAC) ma MV IlneBeH 3a NpUCHKIaHEe HAa HaydHATa CTEITEH ,,JJOKTOP
Ha Haykute”. JlucepTanmMoOHHHAT TpyAd € OOChJEH W HACOYEeH 3a 3aluTa Ha

Karenpa*“Anecre3nonorust u nHTeH3uBHO JiedeHue™ npu MY Ilnesen Ha 21. 10. 2021 r
|. BuorpauuHm JaHHU U KAPHEPHO pa3BUTHE

[Ipod. n-p Kamenus [{BeranoBa, n.m., € ponena Ha 21. 05. 1977 1. B rp. [IneBen. 3aBbpiiBa

COY , . Xpucro CmupHeHcku ¢ mpodunupano usyyaBane Ha buonorus, Xumus nu Ousuka.

IIpe3 2004 r. 3aBppmBa MY- rp. IlneBen, a mpe3 2010 r. mpumoOWBa CrenUamIHOCT IO
»AHecTesnoyorus U WHTeH3WBHO JieueHue™. I[Ipe3 2015 r. mpumoOuBa oOpa3oBaTenHa U
Hay4Ha CTeMneH ,,JJoKTop* ciel ycrnenHo 3aiuTeH JucepTaiioneH Tpya B MY - rp. Bapua Ha
TeMa: ,,MHOroacrnekTeH CpaBHUTEJICH aHAJU3 Ha HSAKOW MEPHUONEPATHBHU IMOKAa3aTelnH Mpu

JIANapOCKOIICKU ¥ poOOTH3UPAHU OHKOTHHEKOJIOTUYHHU OTepauu‘.

IIpe3 2017 r. e xoHopyBaHa kato ,Jlonent* kbM MVY-rp. IlneBen, a npe3 2020 r. u kato

S Ipodecop kpM Katenpa ,,AHecTe3r0JIOrusl 1 HHTCH3UBHO JeueHue, MY - rp. [1neBen.

[Ipo@. LBeranoBa 3amouBa cBosi MpodeCHOHANIEH MT KaTO aHECTE3UO0JIOT-PEaHuMAaTop B Ip.
OpsixoBo, MO-KbCHO 3aema cbiara anbxHOCT B MBAJI- Kuexa, YMBAJI ,,JI-p ['eopru

Crpancku‘ EA/] -rp. [1neBen u MBAJI- BMA- rp. [1neBeH.

B MmomenTa e Havannuk nHa KionHukara mo ,,AHECTE3MOJOTHS U MHTEH3UBHO JIEUeHHE X KBM

YMBAIJL ,,CBera Mapuna“- rp. Ilnesen.

Ot 2021 r. e PrroBoauten Ha Karempa ,,AHECTE3UOJIOTUA M WHTEH3WBHO JE€UYECHHUE - TP.
pa ., p

IIneBen.

Il. Onenka Ha qUcepTALMOHHUS TPYI
1. O0mu faHHHU 32 AMCEPTALMOHHUSA TPYI

JlucepTallMOHHUAT TpPyHd € mpeincraBeH B 550 craHAapTHU CTpaHMIM, pa3jeicHa Ha
CIIEJHUTE YaCTH.



Coabpixanue- 3¢Tp.

W3nomn3Banu chkpamieHus- 2 cTp.

BoBenenue- 1 crp.

Jluteparypen 0030p- 83 cTp.

Len u 3agauu, xunore3u- 7 CTp.

Marepuan (u3cie/iBaH KOHTUHICHT) U METO M- 12 CTp.
Pesynraru- 198 crp.

Huckycus- 88 ctp.

© 0 N o g B~ w N PE

H3Bou- 5 ctp.

10. 3akmouenne- 4 crp.

11. Mpunocn- 3 crp.

12. My6nukanuu BBB Bpb3Ka ¢ AUCEPTALMOHHMS TPYA- 1 CTp.
13. bubnuorpadus- 128 crp.

14. Tpunoxenus- 25 crp.

Pesynrarure moslydeHM B AMCEPTAI[MOHHUS TPy W HAlPaBEHUs aHAJIM3 ca OHATJIJACHU C
79 tabmuim u 45 ¢urypu. bubmmorpadusra crnpaBka ceabpika 1100 m3rounuka (64 Ha

kupuiauia u 1036).
2. OneHKa HA AKTYAJIHOCTTA M 3HAYMMOCTTA HA TeMaTa
ITpoGieMa che crieionepaTuBHaTa 60JIKa B CBETOBEH Malllad HaMupa BCe MO-IIMPOK OT3BYK.

ToBa e CBBpP3aHO C 06CTO$ITCJ'ICTBOTO, Y€ BBIIPCKHU, Y€ IIOBEYCTO OT IMIPUYUYMHHUTEC 3a
BB3HMKBAHETO M U YECTO TPYAHOTO H Hee(beKTI/IBHO OBJIaJs1BaHC Ca z[06pe HU3BCCTHU, IIPE3
IOCICAHNUTEC HAKOJIKO TI'OJHMHHM BCC IIOBCYC HM3CICAOBATCIN HACO4YBaAT IIOIJICA KbM CIHH
CPAaBHHUTCIIHO HOBH KJIOHOBC Ha I'CHCTHUKAaTa KaKBUTO ca Enurenerukara nu
CDapMaKOFCHCTI/IKaTa, KOUTO MOrar aa JAaaarT OTroBOp Ha HAKOH BBIPOCH, KOUTO KbM

MOMCHTA HC 1TOJIydaBaT 3aI0BOJIMTCIICH OTTOBOP.

Or Apyra CTpaHa, peauna (I)aKTOpI/I CBBpP3aHU C TPYAHOTO OBJIAAABAHC Ha CJICAOIICPATUBHATA
0O0JIKa KaTo HIKOU CONHUO-aHTPOIIOJIOTHIHHN Q)aKTOpI/I, O6pa3OBaHI/Ie 1 TICUXOJIOTHYCCKH
HpO(bI/IJ'I Ha MAaOUCHTHUTC, KOUTO IIPETHPIIABAT CPCIHU U TOJIEMH II0 00eM U CJIOXKHOCT

omnepanuu c€ J0ITyCKa, Y€ ChII0 UMAT OTHOICHUC KbM TO3U HpO6J'ICM.



PazOupanero Ha €cTECTBOTO Ha pa3JMYHUTE BHJOBE OOJKAa ¥ TNPUUYMHUTE 34
HE3aJ10BOJINTEIIHUTE PE3yIATaTU CBBbP3aHU C HEMHOTO KyNMpaHe ca 0COOCHO BaXKHH, Th KaTO
YCCTO TOBa CTaBa IIpUYMHA 3a BB3HUKBAHCTO Ha pcaula CICAOICPATUBHU YCIIOKHCHHA U

He6narononqu{ B X0Ja Ha JIeucOHuUs mnmpounec.

AKTyaJIHOCTTa Ha TEMara € B YHHCOH C IMOCJICIHUTEC IMPOYyYBAHUA OCHIICCTBCHU B pcaulla

CTpaHH IO CBETA.

Pazpabotkara Ha IIpod. I{BeTanoBa 1enu na JOoKake BIUSHUETO HA PA3IUYHUTE COIMAIHH,
TeHEeTUYHU M TICUXOJIOTUYHM (akTOpu BBPXY cUjaTa Ha cliefonepaTuBHara OoJika H

MPUYMHUTE 32 TPYAHOTO ¥ OBJI/ISIBAHE.
3. Ouenka Ha BoBenenunero u pasaen ,,Jlureparypuus 0630p*

BbBenenuero e B o0em 1 ctpanuna. B Hero e npezacraBeH npobiema ¢ Xupypruyiara TpaBMa
KaTo €/1Ha OT OCHOBHMTE MIPUYMHU 32 Bb3HUKHAJATa CUJIHA ClIeJloTiepaTHBHA 00JIKa U MIACTOTO

Ha (DapMaKOFeHeTI/IKaTa B CbBpEMCHHATAa aHCCTC3UOJIOTHA.

Jluteparypaust 0630p obxBarmia 83 crpanunu. B Hero aucepranTa mokasBa MHOTO JoOpaTa cu
WHPOPMHUPAHOCT M TMO3HAHHUS HE caMO B 00JacTTa Ha aHECTE3HMOJIOTHUATA W MHTCH3UBHOTO

JICYCHHUEC, HO U B 001aCTHTE TEHETHKA U TICUXOJIOTHS.

Onucann ca BIMAHUATA Ha Pa3IN4YHUTE (baKTOpI/I, KOHUTO HMAT OTHOIICHUEC KbM
CJIeaorcparuBHara Oonka u INIPUYUHUTE 3a IIOCTUIaHECTO HaA JIOIIKW PE3YITAaTH B

MepUOIIEPATUBHHUS IEPHO]] CBBP3aHU C HEePEKTUBHOTO 00e300IsBaHe.

OtmpaBHa TOYKa B JHUTEpaTypHUs 0030p ca reHernyHute nosmmopdusmu SNP OPRMI,
COMT 1947 G>A, MDR1 ABCB1 u paznuyHuTe NICUXO0JIOTUYHHU BIUSHUS KATO TPEBOXKHOCT,
Jerpecuss M KaracTpodu3alus, KakTo W Bpb3kaTa Mexay KpbBHuTe rpynu mo ABO
cucTeMara, CoruaaHute (akTopu (MECTOXKHUTEICTBO, CEMEWHO IOJIOKEHUE, IMPEIXOIHU
NPESKUBSIHA  ONEPATUBHU HAMECH, BHJ OINEPaTUBEH METOJ M THUI  XHPYpPrus,
MIPOIBKUTEIIHOCT Ha ONepaTuBHATa HaMeca U anectesust 1 BMI Ha manmeHTuTe MouioKeH:
Ha CpPEIHHU M TOJEeMH TO 00eM U CIOXKHOCT OMepalud M Bpb3KaTa UM ChC cHUJaTa Ha

clietonepaTHBHaTa 00JKa).

OcBeH BCUYKH Te3H (aKTOPH, OT JUTEPATYPHUAT 0030p cTaBa sICHO, Y€ Ca HATPyNaHU MHOTO
JIaHHU 32 poJisiTa Ha MopQuHa KaTo €IMH OT YeCTO NpUjIaraHuTe B CJIeIONEepPaTUBHUS MEPHO]
00e300sBalM MEJUKAMEHTH M 4YecToTaTa Ha HaOJIro/laBaHUTE YCIOKHEHUS OT HEroBOTO

MPOJIOKCHUEC KAaTO: TaJCHC, IMOBPBIIAHC, AUXATCIHA JCNpeCUuss U CbPACHHO-CHIAOBU



YCIOXXHEHHS TPU OHE3H MAIMEeHTH, KOUTO Ca HOCUTENIM Ha ChOTBETHUTE MYTAaHTHH QJICIH Ha
renernunute nosmmopdusmu SNP OPRM1, COMT 1947 G>A, MDR1 ABCBL1. B kpas na
muteparypHusT o0030p, IIpod. L[BeranoBa mpaBu 14 wu3BOoja MO pasriIeKJAHUTE B

JTUCcepTalusaTa IpooIeMH.
4. Ouenka Ha pasaeda ,lea u 3agaun*
XUIoTe3uTe, KOUTO U3BSKIAT IEJITa U 33/1a4UTe Ha HaydyHaTa pa3paboTka ca, Je:

1. Pa3nuyHWATE TEHETHYHW, IICUXOJOTUYHH U COI[MO-aHTPOIIOJIOTHYHU (AKTOpH MpHU
MAIUEHTUTE TIOJUIOXKEHH HA CPEIHU W TOJIEMH 110 00eM OTepalliid OKa3BaT BIMSHUE BBPXY
cuiiaTa Ha clieJjoriepaTuBHaTa 00JIKa.

2. PobOoTtm3upanata XUpyprusi ce sBsBa ¢JIMHCTBEHATA peallHa aJTePHATHUBA MPHU OOJIHUTE C
rederndeH noaumoppuzsM SNP, OPRMI1 118 A>G, COMT 1947 G>A u MDR1 ABCB1.
LJenma Ha nUCepTAIMOHHUSA TPY] ,,Ha 0a3aTa OT aHanwM3a Ha TCHETUYHHUTE, TICUXOJIOTHIHUTE
M COIMO-aHTPOITOJIOTHYHUTE XapaKTePUCTHKU HA TMAIMEHTUTE TOJJIOKEHU HA CPEIHU H
rojieMu 1Mo ooem ormeparnuu (poOoTU3NpPaHH, JIAMTAPOCKOTICKA U KOHBEHITMOHATHH) B TP IHUS
KOIIl, KOpeMHaTa KyXMHAa W MaJKhs Ta3, Jla C€ Ch3JaJe aJIrOPUThM Ha TOBEJACHHUE 3a
e(eKTHBHO CIEJONEePaTUBHO 00e300/sIBaHE IMOCPEACTBOM MPHJIATAaHETO HA OIMHOWIHHU
aHAITETUIIM, OCHOBAHO Ha JI0OKa3aHaTa €(PEKTUBHOCT Ha pOOOTH3MpaHATa XUPYPTHs, KaTO
€IMHCTBEHA BH3MOXHA aJITEpHATHBA Ha KOHBEHIIMOHATHATA XUPYPTHUs TP XOPa C TEHETUICH
nomumopduszsm  SNP, OPRM1 118 A>G, COMT 1947 G>A u MDR1 ABCBI1Y, e
dbopmyaupaHa SCHO W TOYHO, a 11 3amauym, KOWTO IUCEPTAaHTA CH IIOCTaBs, HAITBJIHO
KOpeJIupar ¢ MocTaBeHara Ied.

5. Ouenka Ha pasgeJ ,MaTepuaja u MeTOau*

NzcnenBanusaT kKoHTUHreHT mamueHTH € 410. OchImecTBEeHO € aMOMCIEKTHMBHO KIMHHUKO-
€MUIEMUOJIOTMYHO MPOYYBaHe HA MaluueHTH ¢ 13 pasnuyHu nuarxosu 3a nepuona 2018 r. -
2020 roguna, onepupanu B YMBAJI ,,CBeta Mapuna“- rp. [lnesen.

W3crieoBaTecKuTe METOAU B AUCEPTAUOHHUS TPYA (KIMHUYHH, TeHETHYHH, IICHXOJOTHYHH
M CTAaTHCTHYECKHU), ca T00pe moa0paHu 3a MOCTUTAaHETO Ha MOCTaBeHaTa OT JOKTOPAHTA el
HabopbT OT M3MoM3BaHU CTATHCTUYECKH METOJAM € MHOTO TOJISIM, KOETO € MpPEeAnocTaBka 3a
no0pa cTaTUCTHYECKa IOCTOBEPHOCT Ha M3CIEABAaHUTE MOKa3aTenu. M3non3Banu ca ciaeIHuTe
craructnyecku nakeru: IBM SPSS Statistics 25.0. u MedCalc Version 19.6.3. 3a HuBo Ha

3HaYMMOCT, IIPU KOETO C€ OTXBBpJIA HyleBara xumnoresa 6e npueto p<0.05.

6. Ouenxa Ha pageda ,,Pesyararu



CoOctBenute pesyiratu (mpenacraBeHd B 198 crp. ) ca ommMcaHH MHOTO HM3YEPIIATEIHO M

CUCTEMATHUYHO IIOJHCCCHMU.

[MpencraBenn ca B HAKOJAKO HampaieHus. OILIGHEHO € BIMSHUETO HA HHBOTO Ha
npenornepaTuBHaTa TpeBOXKHOCT M nenpecus (tect Ha Teinmsp m PHQ-9 Tecra 3a
Jenpecus) ¥ mpea- u cienoneparuBHara genpecus (,,JHBeHtap Ha bek 3a memnpecus),
BbPXY HHTEH3UBHOCTTA Ha OoJikaTa cien onepanus (VAS- ckanara 3a 60JKa).

YcnenrHo e uscieaBana B3auMoBpb3kara mexxay SNP 118 A>G na rena OPRML1 (criopen
anenute AA, AG, GG), rerernunus noaumoppuzsm COMT 1947 G>A (cmopen anenute
AA, AG, GG) u nomumopduszma MDR1 (C3435T) ABCBL1 (cnopen anen CC, CT TT) u
MPEIOTNePATUBHOTO U CIICIONEPATHBHO TICHXOJIOTHYECKO ChCTOSIHHE Ha MalUEeHTUTE (TeCT
Ha Teinbp 3a TPEBOKHOCT, ,, IHBeHTap Ha bek 3a menpecust).

Jloka3aHO ¢ HaJIM4YUETO Ha BPB3Ka MEKIY TPUTEC TCHETUYHH MOJUMOpdU3Ma, cujiara Ha
oonkara (VAS-ckamara 3a 0oaka) U Opos Ha 00e30oisBaHusTa 3a 24 Yaca, KakKTo U
HAJIMYUETO Ha NPEIXOJHU OIEpaluyd MPESKUBSIHH OT TMAIMeHTUTE C T0sBara Ha
karacrpodpusanus  (Rumination, Magnification wu  Helplessness) mo  mojoBa
MPUHAUIOKHOCT U XUPYPTrudeH MeTos (OTBOpEeHa XHUPYpPTHs, JamapoCKONCcKa XUPYpPrus
poboTH3HpaHa XUPYPrus).

Ananu3upaHa € Bpb3KaTa MEXJy KPbBHOTPYIOBAaTa MPUHAMICIKHOCT, TPUTE T'CHETHYHU
noiuMopdu3Ma M CcuiaTa Ha CleaonepaTdBHATa O00JKa, TPEBOXKHOCT U JCHpPECHs.
[TonyueHuTe pe3ynTaTd ca OPOrMHAIHHU M IICHHH OT Hay4Ha W MPaKTHYECKa TJIeTHA TOYKA.

AHanmu3bT Ha PEIYITATUTE € 3a,Z[I>J'I60‘ICH u ,I[GTafIJ'IGH.

7. Ouenka Ha pa3jea ,,/JAluckycusa®

B pasmen ,Juckycus“ (92 crp.), € H3BBPIICHO AHATMTHYHO, KPUTHUIHO W OOCKTHUBHO
CpaBHSIBaHE U CBHIIOCTaBSHE HA TOJyYEHUTE COOCTBEHH pE3yITaTd OT MPOBEICHOTO
W3Cle/IBaHEe U aHANU3 M PEe3yATaTUTE Ha JPYTH YYEHU CpellaHHd B CBETOBHATa 0aza JaHHU OT

HU3TOYHHUIIN.
H3KIr0unTenHO ,Z[O6p0 BIICHATJICHUC ITPpaBU 38.,[[’5.]'[60‘16HOT0 O6CT>)KI[8.H€ Ha 3aJa4yuTe.

4 3amava: Jla ce u3ciensa B3ammoBpb3kara SNP 118 A>G na rena OPRM1 (cmopen
anenure AA, AG, GG), rerernunus noarumopdpuszsm COMT 1947 G>A (cnopen anenure
AA, AG, GG) u nonmumopdpuzma MDR1 (C3435T) ABCB1 (cnopen anen CC, CT TT) u



MPEIOTNIEPATUBHOTO U CJIEIONEPATHBHO MCHUXOJIOTHYECKO ChCTOSHHE Ha MAalUEHTUTE (TeCT
Ha Telbp 3a TpeBOXKHOCT, ,,JIHBeHTap™ Ha bek 3a nenpecus u PHQ-9 Tect 3a aenpecus).
5. 3amava: [la ce HampaBu OLEHKAa Ha Bpb3KaTa MEXIy IPEIONEPATUBHOTO U
CJIEJIOTICPATUBHO TICUXOJOIMYHO cheTOsiHME Ha nanueHture (Tect na Teinbp, ,,[BeHTap
Ha bex u PHQ-9 tecra 3a menpecus) ¢ renetuyaust noaumopduszbsm SNP 118 A>G na
rena OPRM1 (copen anenure AA, AG, GG), renernynus noaumopdussm COMT 1947
G>A (cmopen amenute AA, AG, GG) u nomumoppuzma MDR1 (C3435T) ABCB1
(cmopen amen CC, CT TT), VAS- ckamara 3a Oojka W OpOsl Ha MPHIOKEHOTO
06e300s1BaHe 3a 24 yaca BBPXY 4HecTOTaTa M BHUAA HAa BB3HUKHAIUTE B pe3yjiTaT Ha
MPHUIIOKEHOTO 00e300JsiBaHe YCIOXKHEHUs (TajieHe, MOBPBIIAHe, IUXATEIHA JCTPECHs U
CBPJCYHO- CHJOBH YCIOKHCHUS).

6 3anmaya: /la ce aHanmu3upa Bpb3KaTa MEX]y AHArHo3ara, W3MOJI3BAHUAT XUPYPTrHUUEH
MeTo]1 (OTBOpEHA XUPYPrus, JIAMapOCKOTICKa XUPYPrusi U poOOTH3MpaHa XUPYPTHUs), BUIA
Xupyprusi (KOpemMHa, TphJAHA W MalKOTa30Ba) M Pa3jMYHUTE COI[HO-aHTPOIOJOTHIHU
dakropu (BB3pact, mos, BMI, cemeiiHO mosokeHHe, 0Opa30BaHUE, MECTOXKHUTEJICTBO,
HaJIMYMETO Ha POJCHHU Jena, oOpa3oBaHue, MOPABKUTEIHOCT HA OlepaTuBHATAa HaMeca U
aHeCcTe3Ws) BbPXY CHJIaTa Ha HM3MUTBAHATA B CleAONMEepaTUBHUAT nepuona Oosika (VAS-
ckaja 3a 0ojKa) IpH MalueHTH ¢ reHeTudnu mosumopdusmu COMT 1947 G>A, SNP
OPRM 118 A>G u MDR1 (C3435T) ABCBL.

Paznena e nobpe opranu3upan, OTAEIHO 3a BCAKA OT MPEACTABCHUTE 3a/1auu.

[Topanu cnenudukara Ha pasriexgaHata npobieMaTnka, JUCepTaHTa YAa4yHO clie]l BCsSIKa
3a7aua B JUCKYCUATa MpPaBU KpaTKo 0000IIeHHe ¢ HalW-BaXKHUTE pe3yJaTaTH, KOETO
roJ4yepTaBa OCHOBHUTE MPUHOCH Ha JJOKTOPCKATa AUCEPTAIUS.

8. Onenka na pasaea ,,U3Boau® u ,,3akiaoyenue

[IpencraBenu ca 41 u3Boga, ¢opmylnupaHu B CHOTBETCTBHE C IOCTaBeHaTa Il Ha
TUCEPTALMOHHUS TPY/ U MOTYYEHUTE PE3YNTaTH.

Haii-3naunMuTe copen MeH ca CIeIHUTE:

1. Bpw3kaTa Mexay ciefonepatuBHaTa 0OJKa M TPEBOXKHOCTTA € MO-CHJIHO M3pa3eHa HpHu

HNalMUECHTUTE OT XXCHCKH I10JI.

2. CnenonepatiuBHaTa 0OJIKa € B MpsKa 3aBUCHUMOCT OT TeHeTuuHHTe nojumopdusmu (SNP

OPRM1, COMT 1947 G>A u MDR1 ABCB1).

3. Ilpu nanuentu ¢ renernunu noiaumoppuzmu SNP OPRM1, COMT 1947 G>A u MDR1

ABCB1, mpu oTBopeHa XUpyprus pHUCKBT OT IHOsSBaTa Ha YCIOXXHEHHUS CBBpP3aHU C



00e300J5BaHETO CHPSMO OCTAaHATUTE JBAa BUAA XHUPYPTHMYHH MeToja (JIamapoCKOICKU W

poboTH3upaHn) € 0KOJIO 44 MBTH TIO-BHCOK.

4. Tlaumentu c rederuueH noaumopduzbm SNP OPRM1 (amen GG), ¢ reHeruueH
nommoppuzem COMT 1947 G>A (anen GA) u ¢ renernueH nosmmophuzsm MDR1 ABCB1

(anen CT), ce Hy»masAT OT MO-4eCcTO 00e300IsIBaHE.
5. Haii-cnaba cnegonepaTiBHa 00JKa NMa MPU CEMEHHHUTE MAlEHTH.

6. IIpu kpbBHA rpyna ,,B“ u ,,AB*“ u renernuer nomumoppussM SNP OPRML1 (anen AA) e

HaJIU1EC Hali-HUCKA CTEIICH Ha TPEBOXHOCT.

7. W3non3BaHETO Ha pa3IMYHUTE IICUXOJIOTMYHM TECTOBE 3a MpeA- U cleAolepaTuBHA
JeTpecusi U TPEBOKHOCT MOTAT J1a U3SACHSAT MCUXOJIOTHYECKUST Mpo(dui Ha MalueHTa, KaTo ¢
rojasiMa BEpPOATHOCT Ja TNpeACKakaT BEpPOATHOCTTa OT HAJUYMETO Ha TIeHETHYHU
MOJIMMOP(PU3MHU CBBP3aHU ¢ 00JIKaTa, a TOBA J]a IOMOTHE 3a U3rOTBSIHETO Ha ONTHUMAJIEH IUJIaH

3a OMEpaTUBHO JICUCHHE U CIIEA0NEepaTUBHO 00e300s1BaHe.

8. PasnuuHNTEe NCHXOJIOTHYECKH TECTOBE IIPUIIOKpHUBAT CBOUTC PE3YITATH, KOCTO ITO3BOJIABA
Ja 6’BI[3T B3aMMO3aMCHACMH U Jia C€ U3IIOJ3BAT IMO-KPAaTKUTE, HO JOCTATHhYHO I/IH(bOpMaTI/IBHI/I

BapuWaHTH, CIIOPEA MPEANIOYNTAHNATA HA OTACIIHUSA aHCCTE3UOJIOT .

9. PoboTusupaHuTe OMepaTHBHU HaMeCH ¢ poboTm3upaHaTta cucrema Da Vinci ¢bc cBosiTa
MHUHHMaJHA WHBAa3MBHOCT JIaBaT peaJlHa BB3MOXKHOCT TPH TAIMEHTH C TIeHETHYHU
nomumopduzmu SNP OPRM1, COMT 1947 G>A u MDR1 ABCB1 na ce nocTurae oT/iMueH

CJICOOIICPATUBCH PE3YJITAT CBBP3dH C rno-cyiabda 0oJika B PaHHUAT CIICOOIICPATHBCH IICPHUOI.

10. HpnnaraHeTo Ha T. Hap. IICPCOHAIM3HpaHa MCIHIIKMHA, T.C. KIMHHYCH IIOAXOJd B
JICUEHUETO Ha OOJIHUTE Criopel] TEXHUTC HWHAWUBUAYAIHU HYXIHU MW XaAPAKTCPUCTUKA
(reHeTI/I‘IHI/I, ICUXOJIOTUYHH, COOHO-aHTPOIIOJIOTUYHU H ,Z[p) N HU3JIM3aHCTO OT KIIMIICTO

,,»3J1IaTCH CTaHI[apT“ CC€ OKa3Ba Haﬁ-HpaBHJ’IeH U OPUCHTHUPAH KbM KOHKPCTHUA ITAITUCHT.

B Kpasgs Ha JOucepTanudara, HpO(i). ]_[BCTaHOBa IMpaBu 3aKJIKOUYCHUC 3a BaXXHOCTTa OT
e(l)eKTI/IBHOTO o0Oe3neyaBaHe Ha OoyKara CJICH TOJIECMH U CJIOKHU OIl€pallii U Bb3MOKHOCTTA
qpe3 NpCABAPUTCIHOTO OLCHABAHC HA ICHUXOJIOTHYCCKOTO CHCTOAHUC Ha MAOUCHTHUTC U
IMpUIaraneTo Ha MHUHHUMAJIHO-WHBA3WBHHU OICPATHUBHU TCXHUKH. HpI/I JIAIMTApOCKOIICKUTE U

pO6OTI/I3PIpaHI/I oncpanuu, Hali-Bede IpH MalueHTH ¢ TCHECTUYIHA HOJ'II/IMOp(I)I/BMI/I, CBBbpP3aHU C

oosikara karo SNP OPRM1, COMT 1947 G>A u MDR1 ABCB1 ce mocTtursar oTJIUYHU



pe3ynraTi 6e3 TOBa Jia KpUe PHUCK OT YCIOKHEHUS OT MPUJIaraHeTO Ha OMMUOUIHU aHAITCTHIIH

IIPH THX.

JlucepTaHThT HacO4YBa BHUMAHUETO KbM T. Hap. ,,IlepcoHanu3upana meqununa“. T nocrass
IIAIMEHTA B LIEHThpPa HA JICYCHHETO KAaTO WHJIMBHUAYAJHOCT, PAa3IM4aBalla I'O OT JIPYTHUTE
nanueHTH. CTpeMexXbT € J1a c€ HaMepHu MOJIXOMI JEKapCTBEH MEAUKAMEHT 3a KOHKPETHHUS
OosieH, a B HSKOM Cllydau JOPU Ja c€ pa3paboTH cxeMa Ha JIeYeHHE Ha MalUeHTa B

CHOTBCTCTBUC C HCTOBUTC MHAWBUAYAaJIHU HYXK/U.
9. Ouenka Ha pasaea ,,IIpunocu“
[IpeacraBeHuTe MPUHOCH MPOU3XO0KIAT MIPSKO OT HAIIPABEHUTE U3BOAM. Te ca:

1. 3a mppBM mBT B bbarapus M B CBeTa € M3CIEIBAHO BIMSHUETO HA HHUBOTO Ha
npenornepaTHBHATa TPEBOXKHOCT (TecT Ha Teinbp) U npen- U cieaonepaTuBHaTa IEIpPecus
(,MuBenTap* Ha bek 3a menpecus u PHQ-9 tecra 3a aenpecus), BbpXy WHTEH3UBHOCTTA
Ha OousikaTa cien oneparus (VAS- ckanaTa 3a 00s1Ka) IPU POOOTH3UPAHH, JTATAPOCKOTICKU
Y KOHBCHIIMOHAITHU OTICPaIUH.

2. 3a mppBU OHT B bbarapus € HampaBeHa OIEHKa Ha YECTOTaTa HA TE€HETUYHUSA
nosmmmopuzbM SNP OPRM1 118 A>G (cnopen anenute AA, AG, GG), Ha TeHeTHYHUS
nosumoppuzem COMT 1947 G>A (cmopen amemute AA, AG, GG), kakto W Ha
nosmmmopduzma MDR1 (C3435T) ABCBL1 (criopen anen CC, CT TT), 4 TAXHOTO BIHSHHE
BbpPXY HHTEH3MBHOCTTA Ha ciiegonepatuBHara 6oska (VAS- ckanarta 3a 60Jika).

3. 3a mepBU 0BT B bbiirapus u B cBeTa € nuzcieasana B3anmMoBpb3kata SNP 118 A>G na
rena OPRM1 (cnopen anenure AA, AG, GG), renetnunus noaumopduzsm COMT 1947
G>A (cmopen amenute AA, AG, GG) u noaumopdpusma MDR1 (C3435T) ABCB1
(cmopen amen CC, CT TT) u mnpeaomepaTHBHOTO IICHMXOJOTHYECKO CHCTOSHHE Ha
nanuenture (tect Ha Teinbp 3a TpeBOXKHOCT, ,,MilHBeHTap™ Ha bek 3a menpecus u PHQ-9
TECT 3a JCTIPECHS).

4. 3a mepBU BT B bbarapus e HampaBeHa OlleHKa Ha Bpb3KaTa MEXK1y MPelonepaTuBHOTO
U CJIeIONepaTHBHO MCUXOJIOTMYHO ChcTostHMe Ha maruentute (Teinsp, bexk u PHQ-9
TecTa 3a genpecusi) ¢ reHetHuHUAT monumoppuspM SNP 118 A>G na rena OPRML1
(cmopen anemute AA, AG, GG), renetnunus nonumopdussm COMT 1947 G>A (cmopen
anenure AA, AG, GG) u nonmumopduszma MDR1 (C3435T) ABCB1 (ciopen anen CC, CT
TT), VAS- ckanara 3a Oosika u Oposi Ha MPUIIOKEHOTO 00e300isBaHe 3a 24 4aca BBPXY

YyeCcToTaTa W BHJAa Ha BB3HUKHAJIUTC B PE3YyJTAT HA MNPUITOKCHOTO oOe300msaBane



ycinoxxkHeHus: (rajeHe, TOBpbBINAHE, AMXaTelIHA JEeNpecus H ChbPACYHO- CBJIOBH
YCIIOXKHEHUS).

5. 3a mepBu BT B bbiarapus m B cBeTa € MOThbpPCEHa Bpb3KAaTa MEXIy IUArHo3ara,
M3TO0A3BAHUAT XUPYPruueH MeTo] (OTBOpeHA XHUPYPIHs, JIAMapOCKOIICKAa XHPYpPrus Hu
poOoTH3MpaHa XHPYpTHs), BHUAa XUpyprus (KopemMHa, TpbJAHA M MaJKOTa30Ba) W
pa3InYHUTE COIMO-aHTPOIOJOTHYHHU (akTopu (BB3pact, moj, BMI, cemeiiHo mosioxeHue,
oOpazoBaHHMe, MECTOXKHTEJICTBO, HAJMYMETO HA POJEHM Jjena, oOpa3oBaHue,
HNOPIBJDKUTEITHOCT Ha ONepaTUBHATA HAMECa M aHECTe3Msl) BbPXY CHJaTa Ha M3MHMTBAHATA
B clieonepaTuBHUIT nepuos 6oska (VAS- ckama 3a 00Jka) MPU MAlMEHTH C TCHETHYHU
nosmmmopdusmu COMT 1947 G>A, SNP OPRM 118 A>G u MDR1 (C3435T) ABCBL.

6. 3a mppBU BT B bbarapus u cBera € u3cjeABaHa U aHATM3WPaHa 3aBUCHMOCTTA MEXIY
tpute reHetuunu nosumopdusma (SNP OPRM1, COMT 1947 G>A, MDR1 ABCB1),
cunara Ha Oosikara (VAS-ckanara 3a 0onika) m Opost Ha 00e30osBaHMsTa 3a 24 uaca,
KaKTO ¥ HAIMYHETO Ha MPEIXOJHH OTepalliy MPESKUBSHU OT MAIMCHTHTE C IMOsBaTa Ha
karactpodusanus  (Rumination, Magnification wu  Helplessness) mno  mosoBa
MPUHAUIOKHOCT U XUPYpPruyueH MeTo] (OTBOpeHa XHUPYpPTrHs, JamapoCKONcKa XUPYpPrus
poboTH3HpaHa XUPYPIus).

7. 3a mppBH BT B bbarapus m B cBeTa € MOThpPCEHA CHIISCTBYBAIla BpPB3Ka MEXKIY
KpBBHOTPYIIOBaTa MNPHHAICKHOCT, TPUTE TCHETHYHH MOJUMOPPU3MAa M CHiIaTa Ha
cienonepaTuBHaTa 00JIKa, IEMPECHs U TPEBOXKHOCT.

8. IlpoyueHa e Bpb3kara Mexay Hajauumero Ha Oonka (VAS- ckama) u Buga je4eOHO
3aBeJIeHUE, B KOCTO CE JIEKYBaT MalMeHTUTe (AbPKBHO M YACTHO).

9. OueHeHn ca pa3jIUYHHUTE TCUXOJOTUYHU TECTOBE 3a TPEBOXKHOCT W JIENpPECUs B
nepuoniepatuBHus nepuoj (tecta Ha Teinsp, ,,HBeHTapa®“ Ha bex u PHQ-9 tecra 3a
JeTnpecHs) ¥ Bb3MOXKHOCTTA Ja ObJJaT B3aMMO3aMEHSICMH B KJIMHHYHATA MTPAKTHKA.

10. OTKpUTH ca HIKOJIKO MIPOTHOCTUYHU I'PYIU U PEIUIIA B3AUMOBPB3KH .

B xpas Ha pgucepramusTa, npod. I[[BeraHoBa mpaBW 3aKIOYCHHE 3a BAXKHOCTTA OT
edeKTUBHOTO obOe3neyaBaHe Ha O0JKaTa Ciel TOJIeMU M CIOXKHHU OTEpalliid U Bh3MOXKHOCTTA
4ype3 MPEABAPUTEITHOTO OIICHSIBAaHE Ha TICHUXOJIOTMYECKOTO CHCTOSHUE HA MAIUEHTUTE U
MpUJIaTaHeTO0 Ha MHUHHMMAJHO-WHBAa3WBHU OINEPATHBHU TEeXHHUKHU. [Ipu mamapocKomncCKuTe u
poOoTH3MpaHu OTepalliy, Haii-Bede MPU MAIMeHTH ¢ TeHETUYHU MOTUMOP(U3MH, CBBP3aHU C
oonkara kato SNP OPRM1, COMT 1947 G>A u MDR1 ABCB1 ce moctursar otianyHu
pe3ynTtaTi 6e3 ToBa Jia KpUe PHUCK OT YCIOKHEHUS OT MPUJIATaHETO HA OMUOUIHU aHAITCTHIIH

IIPU THX.



[Tpunoxenusra B kpas Ha aucepranusaTa, kouto IIpod. LlperanoBa mpencrass ca 8. Te
BKJIIOYBAT aHKETHA KapTa, MH(OPMHUpPAHU CHIJACHS M H3MOJI3BAHUTE TICHXOJOTHYECKU

TECTOBE.
10. HayuyHa npoaykuus:

[TpunoXeHuAT CIUCHK HA HAyYHUTE TPYIOBE CBBP3aHM C AUCEPTAHOHHUAT Tpyn Ha [Ipod.
1-p Kamenus Tomoposa I[BeranoBa, .M., BKiItouBa 6 cratuu, ot kouto 4 B SCOPUS u Web

of Science u 2 B Google Scholar.

1. IBeranoBa K., HauxkoB Bi. ,,AcounupaHe Ha €IHOHYKJICOTHUJHUS TMOJIUMOPPUIBM
C3435TBABCB1/ MDRI1 rena ¢ onuouaHara 4yBCTBUTEIHOCT KbM MopdHHa MpH JI€YEHUETO
Ha cnefoneparuBHaTa 6onka‘“. Cm. ,,AHECTe3U00TUs M UHTEH3UBHO JieueHue . 6P. 1/ 2021 r.
Ctp. 4-9. ISSN: 1310-4284. SCOPUS, SJR 0.1

2. llBeranoBa K. BiusiHue Ha pa3IMIHATE COIHMATHH, JEMOTPA(CKH, IMOJIOBA U Bb3PACTOBU
(dakTopu BBPXY cliefonepaTUBHATa JENPEecusl Mpu NAIMEHTH C OHKOJOTUYHH 3a00JIIBAHMUSL.
Crucanne ,,Cectpurcko aeno”, bp. 2/ 2021 r. Crp. 20-27. ISSN: 1310-7496. Web of

Science.

3. IBeranoBa K. CbBpeMEHHHM acClEeKTH CBBbpP3aHU ChC CIlEJONEpaTHBHATA OOJIKaTa,
JIEYCHUETO M U HEHHOTO mporHo3upane. Crimcanwue ,,Cectpuncko neno®, bp. 2/ 2021 r. Crp.

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

4, HBeTaHOBa K. Bansane na npeaorcpaTuBHaTa ACHPECHs, COAIHATa Cpelia, Bb3pacTra u
BHJa OIICpaTUBCH MCETOJ BLPXY CHJIaTa Ha CJICAOoIICpaTHBHaTa 0oJika IIpyu MMaqUCHTKU C
JAuardio3a KaplouHOM Ha muiikata Ha Martkara. Ci. ,,AHGCTGSI/IOHOFI/IH U HWHTCH3MBHO

neuenue®, bp. 2/ 2021 r., Ctp. 12-16. ISSN: 1310-4284. SCOPUS, SJR 0.1

5. Tsvetanova K. Pharmacogenetic Aspects of Anesthesia and Postoperative Anesthezation.
International Journal of Science and Research (1JSR), 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.



Ot mpunokenara AkaeMudHa crpaBka oT MenunuHacka onbanoreka, MY -IlneBeH e BUIHO,

ge [lpod. I[BeraHoBa HAIXBBPJIS MHOTOKPATHO HAYKO-METPUYHHTE IIOKA3aTeNU CIOPE]

3PACPbB 3a naywna cremeH ,JJOKTOp Ha HaykuTe“, obmact 7. 3apaBeoma3BaHe W CIOPT,

npodecroHaHO HanpasiaeHue 7.1. MemunuHa.

MHM 3A ,, 1. M.H“
OBJIACT 7. 3IPABEONA3BAHE U CITOPT
MPO®ECHOHAJIHA HATIPABJIEHHE 7.1. MEJJUITNHA

I'pyna ot Crabpxanue Hoxrop Touku Ha IF- MV- rp. IF Ha
IIOKa3aTenn Ha KaHIugara IIneBen KaHIuaara
HayKUTE
A IToxkasaren 1 50 50 Hax 2 6, 734
b IToxazaren 2 100 100
r Cyma ot 100 555
IIOKa3aTeInTe S5
o 9
Ji | Cyma ot 100 205
[I0Ka3aTeJIuTe
10 mo 12
MHM- 350 T1. OBII] BPOM TOYKH HA KAHAUJIATA: 910 T.

I11. 3akarouenue:

Karo NpOABIDKCHUC Ha MPEAXOIHUAT CH JUCCPTAIHUOHCH TpPYHA, B KOHTO HpO(I)

HBeTaHOBa IpaBu MHOTOACIICKTCH CPABHUTCIICH aHAJIM3 Ha HAKOU ICPHUOIICPATUBHU

InpoMCHHU B XOJa Ha pO6OTI/I3I/IpaHI/ITe U JIAlIapOCKOIICKKU OIll€palli, B TO3U




JMCEPTALMOHEH TPyd Ts [0pa3BUBa U JOMBIBA HAyYHOTO TIO3HAHUE Kacaemio
ciemonepaTWBHaTta  OolKka  NpM  TMAlMEHTH  TOMJIOXEHH  Ha  OTBOPEHH
(KOHBEHIIMOHAIHH ), pOOOTH3UPAHHU U JIANIAPOCKOIICKU OIEPAllii U CBbp3aHaTa ¢ TAX
Oonka B creonepaTHBHUS MepHoA. TS HAArpaXkaa ¢ HOBM H3CJIENBAHHWS Kacaellu
Pa3IMYHUTE TEHETHMYHH TMOJUMOPPU3MHM CBBpP3aHH C OO0JIKAaTa, TCHXOJOTHIHOTO
CbCTOSIHME HA MAIllMEHTHTE U MHOXKECTBO COLIMO-aHTPOTIOJIOTUYHU (PAKTOPH, KOUTO
Ch3[1aBaT MPEANOCTaBKa 3a Hee(eKTUBHOTO 0Oe300isiBaHe HA OOJHHTE, HA KOUTO Ca

U3BBPUICHU CPEAHHN U I'OJIEMH I10 obeM onepanuu.

BaxHo nocToifHCTBO Ha paborarta € [JOKIaJIBaHETO HA OPMIMHAIHHM PE3yITaTH
IOJY4YE€HH Ype3 M3MOJI3BaHe Ha Pa3IHYHH KIWHUYHHU, NCHXOJOTMYHH W T'€HETHYHHU

MECTO/OH.

JIMCEpTaLMOHHUAT TPyX ChIbpKa HAy4YHH, HAYYHO-TIPUIOKHH M  I[IPUIIOKHH
pe3ynTaTtd, KOMTO IPEICTaBIABAT OPUIMHAIEH IPUHOC B HAayKaTa W HAJIXBBPJIAT
M3UCKBAaHUATA Ha 3aKOHa 3a pa3BUTHE Ha aKaJeMH4YHHUS CbcTaB Ha PemyOiuka
benrapus (3PACPB), IlpaBunnuka 3a mnpwiarane Ha 3PACPB u choTBeTHHs
[TpaBunauk Ha MVY- rp. [Inesen. IlpencraBeHuTe MaTepuald HATBIHO CHOTBETCTBAT

Ha M3UCKBaHUATa HAa MY - rp. [lneBeH.

[Topagu ropeusnoxenoro, yoeneno nmasam cposita ITOJIOJKUTEJIHA onenka 3a
MPOBEACHOTO M3CJEABAHE, MIPEACTABEHO OT PELEH3UPAHUTE MO-TOPE TUCEPTAITUOHEH
TPyA, aBTopedepaT, MOCTUTHATH PE3yNITaTH U IIPHHOCH, U NPe/iaraM Ha MOYHTAEMOTO
HAy4YHO )XYpH Ja NMPHUCHIM HaydHa cremneH ,JlokTtop Ha Haykute“ Ha [Ipod. a-p
Kamenusa Tonmoposa IlBeraHoBa, n1.M. B MpodeCHOHATHO HampaBjieHue ,,MeaunuHa‘,

Hay4YHa CIEUHAIHOCT ,,AHECTE3HOJIOTHS U MHTEH3UBHO JIeUeHHE .

08.12.2021r.

['p. [IneBen [Tpod. a-p Xpucro bozos, a1.Mm.
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REVIEW

of

dissertation work for award of the scientific degree ,,Doctor of Science*, in sphere of higher
education 7. Health care and sports, professional direction ,,Anesthesiology and Intensive

Treatment
with author
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Anesthesiology and Intensive Treatment Department, Faculty Medicine,
Medical University Pleven,
On subject-matter:

»INFLUENCE OF GENETIC, PSYCHOLOGICAL AND SOCIO-
ANTHROPOLOGICAL FACTORS ON THE STRENGTH OF THE EXPERIENCED
POSTOPERATIVE PAIN IN MEDIUM AND LARGE-SCALE OPERATIONS*

REVIEWER:
PROF. DR. HRISTO STOYANOV BOZOV, MD,

Head of the Anesthesiology, Maritime and Intensive Medicine Department,

Multi-Profile Active Treatment Hospital — Varna, Military Medical Academy
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Member of a Scientific Jury on the grounds of Order No 2974 / 30. 11. 2021 of the Rector
of the Medical University Pleven; Developed Review according to a Decision of Protocol

No. 1 at the first session (in absentia) of the Scientific Jury.

The Review was developed on the grounds of the materials presented under the procedure, in
compliance with the requirements input in the Law on development of the academic staff of
the Republic of Bulgaria, the Regulations for application of the Law on development of the
academic staff of the Republic of Bulgaria and the Regulations for development of the
academic staff (RDAS) of the Medical University Pleven for award of the scientific degree
“Doctor of Science”. The dissertation work was discussed and referred for defense to the
Anesthesiology and Intensive Treatment Department with the Medical University Pleven on
21.10.2021.

I. Biographic data and career development

Prof. Dr. Kamelia Tsvetanova, MD, was born on 21.05.1977 in the city of Pleven. She
graduated from Secondary School of General Education Hristo Smirnenski with profiled

study of Biology, Chemistry and Physics.

In 2004 she graduated from the Medical University — city of Pleven, and in 2010 she acquired
specialty in Anesthesiology and Intensive Treatment. In 2015 she obtained an educational and
scientific degree "Doctor" after successful defense of her dissertation work at the Medical
University - Varna on the topic: "Multifaceted comparative analysis of some perioperative

indicators in laparoscopic and robotized oncogynecological operations.”

In 2017 she was honored as an "Associate Professor" at the Medical University — city of
Pleven, and in 2020 as a "Professor™ at the Department of Anesthesiology and Intensive Care,

Medical University - Pleven.

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

At the moment she is the Manager of the Anesthesiology and Intensive Treatment Clinic to

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



Since 2021 she has been the Head of the Anesthesiology and Intensive Treatment Department

— the city of Pleven.

1. Evaluation of the dissertation work
1. General data about the dissertation work

The dissertation work is presented in 550 standard pages divided into the following
parts:

Table of Contents - 3 pages.

Abbreviations used - 2 pages.

Introduction - 1 page.

Literature review - 83 pages.

Goal and tasks, hypotheses - 7 pages.

Material (investigated contingent) and methods - 12 pages.
Results - 198 pages.

Discussion - 88 pages.

© 0o N o a B~ N PE

Conclusions - 5 pages.
10. Inference - 4 pages.
11. Contributions - 3 pages.
12. Publications in connection with the dissertation work - 1 page.
13. Bibliography - 128 pages.
14. Appendices - 25 pages
The results obtained in the dissertation work and the analysis made are illustrated with 79

tables and 45 figures. The bibliography reference contains 1100 sources (64 in the Cyrillic
alphabet and 1036).

2. Assessment of the relevance and the significance of the topic
The problem of the postoperative pain worldwide is gaining ground more and more.

This is related to the circumstance that although most of the causes of its occurrence and often
difficult and ineffective control are well known, in the last few years more and more
researchers have been looking at relatively new branches of genetics such as epigenetics and

pharmacogenetics answer some questions which are not currently satisfactorily answered.



On the other hand, a number of factors related to the difficult management of the
postoperative pain, such as some socio-anthropological factors, education and psychological
profile of patients undergoing medium and large volume and complexity of operations, are

assumed to be relevant to this problem.

Understanding the nature of the different types of pain and the reasons for the unsatisfactory
results associated with its relief are especially important, as this often causes a number of

postoperative complications and ailments in the course of the treatment process.

The topicality of the subject matter is in line with the latest research conducted in a number of

countries around the world.

Prof. Tsvetanova’s work aims to prove the influence of various social, genetic and
psychological factors on the strength of postoperative pain and the reasons for its difficult

control.
3. Evaluation of the Introduction and Section ,,Literary Review*

The introduction is 1 page long. It presents the problem of surgical trauma as one of the main
causes of the severe postoperative pain and the place of pharmacogenetics in modern

anesthesiology.

The literature review covers 83 pages. In it, the PhD candidate shows her very good
awareness and knowledge not only in the field of anesthesiology and intensive care, but also

in the fields of genetics and psychology.

The influences of the various factors related to the postoperative pain and the reasons for the
achievement of poor results in the perioperative period related to the ineffective analgesia are

described.

The starting point in the literature review are the genetic polymorphisms SNP OPRML,
COMT 1947 G> A, MDR1 ABCBL1 and various psychological influences such as anxiety,
depression and catastrophism, as well as the relationship between blood groups in the ABO
system, social factors (residence, marital status, previous experiences). surgical interventions,
type of surgical method and type of surgery, duration of surgical intervention and anesthesia
and BMI of patients undergoing medium and large in volume and complexity operations and

their relationship with the strength of the postoperative pain).



Further to all these factors, the literature review shows that a lot of data has been accumulated
on the role of Morphine as one of the most commonly used analgesic drugs in the
postoperative period and the frequency of complications such as nausea, vomiting, respiratory
depression and cardiovascular depression complications in those patients who are carriers of
the corresponding mutant alleles of the genetic polymorphisms SNP OPRM1, COMT 1947
G> A, MDR1 ABCBL1. At the end of the literature review, Prof. Tsvetanova draws 14

conclusions on the issues discussed in the dissertation.
4. Evaluation of Section “Goal and Tasks”
The hypotheses which derive the purpose and tasks of scientific development are that:

1. The various genetic, psychological and socio-anthropological factors in patients undergoing

medium and large-scale operations affect the intensity of the postoperative pain.

2. Robotized surgery is the only real alternative in patients with genetic polymorphism SNP,
OPRML1 118 A> G, COMT 1947 G> A and MDR1 ABCB1.

The goal of the dissertation "Based on the analysis of the genetic, psychological and socio-
anthropological characteristics of patients undergoing medium and large-scale operations
(robotized, 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 robotized surgery, as the only possible
alternative to conventional surgery in people with genetic polymorphism SNP, OPRM1 118
A> G, COMT 1947 G> A and MDR1 ABCBL ", clearly and precisely, and the 11 tasks that
the dissertation sets for itself are completely correlated with the goal set.
5. Evaluation of Section “Material and Methods”

The studied contingent of patients is 410. An ambitious clinical and epidemiological study of
patients with 13 different diagnoses for the period 2018-2020, operated at the University

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

The research methods in the dissertation work (clinical, genetic, psychological and statistical)
are well selected to achieve the goal set by the doctoral student.

The set of used statistical methods is very large, which is a prerequisite for good statistical
reliability of the studied indicators. The following statistical packages were used: IBM SPSS
Statistics 25.0. and MedCalc Version 19.6.3. For a significance level at which the null

hypothesis is rejected, p <0.05 was assumed.



6. Evaluation of Section “Results”

The own results (presented in 198 pages) are described very comprehensively and

systematically presented.

They are presented in several directions. The influence of the level of preoperative anxiety
and depression (Taylor’s anxiety test and PHQ-9 test for depression) and pre- and
postoperative depression (Beck’s inventory for depression) on the intensity of pain after

surgery was assessed.

The relationship between the SNP 118 A> G of the OPRM1 gene (according to the AA, AG,
GG alleles), the COMT 1947 G> A genetic polymorphism (according to the AA, AG, GG
alleles) and the MDR1 (C3435T) ABCB1 polymorphism (according to the CC allele) was
successfully studied. , CT TT) and the preoperative and postoperative psychological state of

patients (Taylor’s anxiety test, Beck’s inventory for depression).

The availability of a connection between the three genetic polymorphisms, the strength of
the pain (VAS-pain scale) and the number of analgesics in 24 hours, as well as the
availability of previous surgeries experienced by patients with the occurrence of
catastrophic (Rumination, Magnification and Helplessness) sexually, affiliation and
surgical method (open surgery, laparoscopic surgery and robotized surgery).

The relationship between the blood type affiliation, the three genetic polymorphisms and
the strength of postoperative pain, anxiety and depression was analyzed. The results
obtained are original and valuable from a scientific and practical point of view. The
analysis of the results is thorough and detailed.

7. Evaluation of Section “Discussion”

An analytical, critical and objective comparison and comparison of the obtained own results
from the conducted research and analysis and the results of other scientists found in the world

database of sources was performed in the section "Discussion™ (92 pages).
The in-depth discussion of the tasks makes an extremely good impression.

Task 4: To study the SNP 118 A> G relationship of the OPRM1 gene (according to the AA,
AG, GG alleles), the COMT 1947 G> A genetic polymorphism (according to the AA, AG,
GG alleles) and the MDR1 (C3435T) ABCB1 polymorphism (according to allele CC, CT TT)
and the preoperative and postoperative psychological state of patients (Taylor’s anxiety test,

Beck’s inventory for depression, and the PHQ-9 test for depression).



Task 5: To evaluate the relationship between the preoperative and postoperative psychological
state of patients (Taylor’s anxiety test, Beck’s inventory and PHQ-9 test for depression) with
the genetic polymorphism SNP 118 A> G of the OPRM1 gene (according to AA alleles), AG,
GG), the genetic polymorphism COMT 1947 G> A (according to the alleles AA, AG, GG)
and the polymorphism MDR1 (C3435T) ABCB1 (according to the allele CC, CT TT), the
VAS-pain scale and the number of applied analgesia for 24 hours on the frequency and type
of complications resulting from the applied analgesia (nausea, vomiting, respiratory

depression and cardiovascular complications).

Task 6: To analyze the connection between the diagnosis, the surgical method used (open
surgery, laparoscopic surgery and robotized surgery), the type of surgery (abdominal,
thoracic and pelvic) and the various socio-anthropological factors (age, gender, BMI,
marital status, 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) ABCBL1.

The section is well organized, separately for each of the tasks presented.

Due to the specifics of the considered issues, the dissertation aptly after each task in the
discussion makes a short summary with the most important results, which emphasizes the
main contributions of the doctoral dissertation.

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

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

and the results obtained.
The most significant in my opinion are the following:

1. The relationship between the postoperative pain and the anxiety is more pronounced in

female patients.

2. Postoperative pain is directly dependent on genetic polymorphisms (SNP OPRM1,
COMT 1947 G> A and MDR1 ABCB1).

3. In patients with genetic polymorphisms SNP OPRM1, COMT 1947 G> A and MDR1
ABCB1, in open surgery the risk of complications associated with analgesia compared to
the other two types of surgical methods (laparoscopic and robotized) is about 44 times

higher.



4. Patients with SNP OPRM1 genetic polymorphism (GG allele), COMT 1947 G> A
genetic polymorphism (GA allele) and MDR1 ABCBL1 genetic polymorphism (CT allele)

need more frequent analgesia.
5. The weakest postoperative pain is in family patients.

6. Blood groups B and AB and SNP OPRM1 genetic polymorphism (AA allele) have the

lowest level of anxiety.

7. The use of various psychological tests for pre- and postoperative depression and anxiety
can clarify the psychological profile of the patient, most likely to predict the likelihood of
genetic polymorphisms associated with pain, and this will help to develop an optimal plan

for surgical treatment and postoperative analgesia.

8. The different psychological tests overlap their results, which allows them to be
interchangeable and to use shorter but sufficiently informative options, according to the

preferences of the individual anesthesiologist.

9. Robotized surgical interventions with the robotized system Da Vinci with its minimal
invasiveness give a real opportunity in patients with genetic polymorphisms SNP OPRM1,
COMT 1947 G> A and MDR1 ABCBL to achieve excellent postoperative results associated

with less pain in the early postoperative period.

10. 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, etc.) and the departure from the cliché "gold standard™

is the most correct and patient-oriented.

At the end of the dissertation, Prof. Tsvetanova draws a conclusion on the importance of
effective provision of pain after large and complex operations and the possibility through
preliminary assessment of the psychological state of patients and the application of minimally
invasive surgical technigques. Laparoscopic and robotized surgeries, especially in patients with
pain-related genetic polymorphisms such as SNP OPRM1, COMT 1947 G> A and MDR1

ABCBL1, achieved excellent results without the risk of complications from opioid analgesics.

The PhD candidate focuses on the so-called "Personalized Medicine". She places the patient
at the center of treatment as an individual that sets him apart from other patients. The aim is to
find a suitable drug for the particular patient, and in some cases even to develop a treatment

regimen for the patient according to his or her individual needs.



9. Evaluation of Section “Contributions”
The contributions presented come directly from the conclusions drawn. They are:

1. For the first time in Bulgaria and in the world the influence of the level of preoperative
anxiety (Taylor’s anxiety test) and pre- and postoperative depression (Beck’s inventory for
depression and PHQ-9 test for depression) on the intensity of pain has been studied after

surgery (VAS-pain scale) in robotized, laparoscopic and conventional operations.

2. An assessment of the frequency of the genetic polymorphism SNP OPRM1 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), as well as and the MDR1 (C3435T) ABCB1
polymorphism (according to the CC allele, CT TT), and their effect on postoperative pain

intensity (VAS-pain scale) was made for the first time in Bulgaria.

3. The interrelation SNP 118 A> G of the gene OPRML1 (according to alleles AA, AG,
GG), the genetic polymorphism COMT 1947 G> A (according to alleles AA, AG, GG)
and the polymorphism MDR1 was studied (C3435T) ABCBL1 (according to allele CC, CT
TT) and preoperative psychological condition of patients (Taylor’s anxiety test, Beck’s
inventory for depression and PHQ-9 test for depression) for the first time in Bulgaria and
in the world.

4. An evaluation 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 OPRML1 (according to alleles AA, AG,
GG), genetic polymorphism COMT 1947 G> A (according to alleles AA, AG, GG) and
polymorphism MDR1 (C3435T) ABCBL1 (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) was studied for the first time in Bulgaria

and in the world.

5. The connection between the diagnosis, the used surgical method (open surgery,
laparoscopic surgery and robotized surgery), the type of surgery (abdominal, thoracic and
pelvic) and the various socio-anthropological factors is sought. BMI, marital status,
education, 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) ABCB1 was sought for the first time in Bulgaria and in the world.

6. The dependence between the three genetic polymorphisms (SNP OPRM1, COMT 1947
G> A, MDR1 ABCB1), the strength of the pain (VAS-pain scale) and the number of
analgesics for 24 hours has been studied and analyzed, as well as the presence of previous
surgeries experienced by patients with the occurrence of catastrophic (Rumination,
Magnification and Helplessness) by gender and surgical method (open surgery,
laparoscopic surgery and robotized surgery) was investigated and analyzed for the first

time in Bulgaria and in the world.

7. An existing connection between the blood group affiliation, the three genetic
polymorphisms and the strength of the postoperative pain, depression and anxiety was

sought for the first time in Bulgaria and in the world.

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 anxiety 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 were found.

At the end of the dissertation, Prof. Tsvetanova draws a conclusion on the importance of the
effective provision of pain after large and complex operations and the possibility through
preliminary assessment of the psychological state of patients and the application of minimally
invasive surgical techniques. Laparoscopic and robotized surgeries, especially in patients with
pain-related genetic polymorphisms such as SNP OPRM1, COMT 1947 G> A and MDR1
ABCBL1, have achieved excellent results without the risk of complications from opioid

analgesics.

The appendices at the end of the dissertation that Prof. Csvetanova presents are 8. They

include a questionnaire, informed consents and the used psychological tests.
10. Scientific production:

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



1. Tsvetanova, K., Nankov, VI. ,Association of the single nucleotide polymorphism
C3435TbABCB1/MDR1 gene with opioid sensitivity to Morphine in the treatment of
postoperative pain”. Journal “Anesthesiology and Intensive Treatment”, issue 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 Journal, issue 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 Journal, 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 female 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. Pharmacogenetic Aspects of Anesthesia and Postoperative Anesthezation.
International Journal of Science and Research (1JSR), 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.

It is evident from the attached Academic Record from the Medical Library, Medical
University - Pleven that Prof. Tsvetanova exceeds many times the scientific-metric indicators
according to the Law for Development of the Academic Staff of the Republic of Bulgaria for
the scientific degree "Doctor of Science”, sphere 7. Health and sports, professional field 7.1.

Medicine.



SCIENTIFIC METRIC INDICATORS FOR ,,DR.M.SC.«

SPHERE 7. HEALTH CARE AND SPORTS
PROFESSIONAL FIELD 7.1. MEDICINE

Group of Content Doctor of Items of the IF- Medical IF of the
indicators Science candidate University — candidate
city of Pleven
A Indicator 1 50 50 Over 2 6, 734
B Indicator 2 100 100
D Sum of the 100 555
indicators 5t0 9
E Sum of the 100 205
indicators
10to 12

SCIENTIFIC METRIC INDICATORS - 350 points

TOTAL NUMBER OF POINTS OF THE CANDIDATE: 910 points

I11. Conclusion:

As a continuation of her previous dissertation, in which Prof. Tsvetanova makes a

multifaceted comparative analysis of some perioperative changes in the course of

robotized and laparoscopic operations, in this dissertation she further develops and

supplements the scientific knowledge regarding postoperative pain in patients

undergoing open (conventional), robotized and laparoscopic operations and related

pain in the postoperative period. She builds on new research on the various genetic

polymorphisms associated with pain, the psychological state of patients and many

socio-anthropological factors which create a prerequisite for ineffective analgesia in

patients who have undergone medium and large operations.




An important merit of the work is the reporting of original results obtained using

various clinical, psychological and genetic methods.

The dissertation work contains scientific, scientific-applied and applied results, which
represent an original contribution to science and exceed the requirements of the Law
for Development of the Academic Staff of the Republic of Bulgaria, the Regulations
for the Application of of the Law for Development of the Academic Staff of the
Republic of Bulgaria and the relevant Regulations of the Medical University — city of
Pleven. The presented materials fully comply with the requirements of the Medical

University - Pleven.

Due to the stated hereinabove, I confidently give my POSITIVE assessment of the
research presented by the above peer-reviewed dissertation, abstract, results and
contributions, and I invite the esteemed scientific jury to award the degree of "Doctor
of Science" to Prof. Dr. Kamelia Todorova Tsvetanova, MD in the professional field

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

08. 12. 2021

City of Varna Prof. dr. Hristo Bozov, MD



