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Karenpa no AHecTe3nos0rus U UHTEH3UBHO JIEUEHHE

Memuuuncku @akynter Codus, Menuuuncku YHausepcutet Codus

Ha nucepraunoHHusT Tpya Ha Ha npod. a-p Kamenus [[BeTaHoBa, 1.M. Ha TeMa
»B/IMsIHMEe HA TeHeTHYHHTe, NMCHUXOJOIMYHHUTE M COLMO-AHTPOIMOJOrHYHH
(hakTOopH BBLPXY CHJIATa HAa H3MHTBAHATA cneuonepaTnB'Ha 0osika mnpu
CPeJHH M roJieMH no odem onepauuMu* 3a npuaoOMBaHe Ha HayyHATa CTENEH
»/lOKTOp Ha MEIMLMHCKUTE HAyKH~’ IO CHEeIMATHOCTTa ~AHECTE3HOJIOTUs H
peanumaronorus” ¢ mudep 03.01.38 — 3a Hyxagure Ha Karempa o
AHECTE3UO0JIOTHsl ¥ UHTEH3UBHA Tepanus Ha MY — [TneBeH.

buorpapuunn mannm: Ilpod. n-p Kamenus I[[BeraHoBa, a.M. 3aBbpIIBa
MEIWIMHA, a I[10-KbCHO NpUA0oOMBA CMNELUATHOCT AHECTE3HOJIOTHS U
peaHuMaroJiorusi M 3allMTaBa JMcepTauus Ha TeMa ,MHOroacnekTeH
CPABHUTE/IEH AaHAJIM3 Ha HSAKOH TIepHONEePATUBHH TMOKAa3aTeJd MpH
JIAMapOCKONCKH M POOOTH3MPAHH OHKOTMHEKOJOTHYHH omnepauuu” 3a
NpUCHXKIaHe Ha oOpa3oBaTe/Ha U HayyHa crerneH ,,JlokTop®. XaOunuraius 3a

»JoueHT npe3 2017 r.



B cBoeTo u3pacTBaHe KaTo CHELMAINCT, TS OCHUIECTBSBA 3HAYUTEJEH Opoii
KypCcOB€ M CHELMaAIM3alMi B pa3jIM4HU 00JacTU Ha HayKara U MEIUIMHCKAaTa
IIpaKTUKa y HaC U B Uy)XKOUHA.

JluceprallMOHHUAT TpyA obxBama 550 cTaHAApPTHU CTPaHUIIM, JTUTEPATypeH
0030p Ha 83 ctp. bubnuorpadusra e Ha 128 cTpanuLy.

AKTYyaJIHOCTTa Ha TeMaTa — ,,Biusinve Ha reHeTHYHHUTE, IICHXO0IOTHYHHUTe

e e ) . * .

M COLMO-AHTPOMOJOTHYHH (aKTOPH BbPXy CHJIATa HA H3MHTBAaHATA
caenonepaTtuBHa 00JIKa NMPH CPeAHH M roJieMH MO o6GeM omepamuu® ce
omnpenessi OT HENMPEKbCHATO HapacTBallUs MPOLIEHT Ha MallMeHTH, KOUTO UMarT
clefonepatuBHa 00JjiKa B MHTEH3UBHHUTE CTPYKTYpH. Texxkara GoJKa € BakeH 1
TOJISIM NPOOJIEM CBC CIELU(UYHU KIIMHUYHU TIPOSIBU OT CTPaHa Ha JuUXaTejHaTa
U CBbpAEYHO-ChAOBATa cucTeMa. Bce ome B auTeparypara HsAMa TOYHH H
KOHKPETHH IT0Ka3aTelld, KOMTO OINpeNesAT BUAA Ha clefornepaTuBHaTa 0oJyika U
HEWHOTO JieyeHue. Hamune ca romsm Opoil mpoydBaHUs TpeTHpAIU TO3H
npo0OJieM, HAKOM OT KOUTO CH MPOTHBOPEYAT B pa3IMYHH acIIEKTH.

3HayuMoOCT Ha JUcepTalMSATAa - TPOM3THYA OT HEOOXOAMMOCTTa 3a
Ch3[1aBaHe Ha CHBKYNHOCT OT HEOOXOJMMH TOYHU M JOCTAThUHHU IMO3HAHUS 3a
10 HaTaThUIHO Pa3BUTHE HA TEOPHUATA M MpaKTHKaTa Ha OOJHUYHATA NPAaKTHKa
[pY JIEYEHHE Ha CJIeZoNepaTuBHAaTa 00JIKa B MHTEH3UBHUTE CTPYKTYPHU MPH TE3H
NalMeHTH, KaKTO U MOBULIABaHe KBaTU(UKaIUATa Ha 3aeTHS B Te3H CTPYKTYypHU
MEIMLIMHCKH MepCOoHaJ.

Wsxoxpaiiky OT BCHYKM Te3d mnpobiemu mnpod. llBeranoBa, ompemess
npobiiema  ciefonepatuBHa 0Oojka, Karo eIWH OrPOMEH  COLIMAJIEH,
TEpaneBTUYEH U OpPraHU3allMOHEH MpoO0JeM, pellaBaHETO Ha KOWTO MOXeE Ja
CTaHe caMO 4Ype3 IMPOBEKIAHETO HA 3aAbJO0YEHU U OOEKTHBHM HAyYHH
NpOy4YBaHUs, KOMTO Ja ObIAaT MOMyJSAPHU3UPAHU U KPUTHYHO aHAIH3UPAHH OT
3/lpaBHaTa OOIIECTBEHOCT.

Ts wsrpaxaa cBos HayyHa XUIOTe3a, KOSATO MPABHJIHO OGOpMs, NpoydBa U

JI0Ka3Ba B CBOs AMCEPTALMOHEH TpyA. T4 e usrpajieHa Ha MpeanooKeHHETO, e



BbBEXKIAHETO Ha KJII/IHI/IKO-‘TepéHeBTHqHH MPOTOKOJIM U &JIrOPUTMHU Ha

NOBeJICHHEe MpH MaLUMEHTUTE CbC CledolnepaTuBHa OoJKa B HHTEH3HBHUTE

CTPYKTYpH Ie NoJo0pu KadyecTBOTO Ha paborata M 0e30MacHOCTTa Ha

NMalMEeHTUTE U 1€ TOHWKUA CMBPTHOCTTA MPHU TSX.

3a J0Ka3BaHETO Ha CBOSITA HAy4YHA XUIIOTE3a, TSI CU MIOCTaBsl CJIECIHUTE LIETH:

1. Paznuunute reHeTHqu/I,"ﬁCHX()JlorI/IqHH U «COLMO-aHTPOIOJIOTUYHHA
dakTopy NpHU NALUEHTUTE [OJUIOKEHU Ha XUPYPrMYHU OIEepaTHUBHU
HaMeCH, OKa3BaT JIM BJIUSHHE BbPXY CHJIaTa Ha clielonepaTuBHATa O0JKa.
2. PoOoTu3upaHaTa | JlalapOCKONCKa XHUpPyprus sBsiBa JIM Ce€
eIMHCTBEHAaTa peajHa ajTepHaTHBa TMpu OOJIHUTE C TEHETHYEH

nomumopduszsm  SNP, OPRM1 118 A>G, COMT 1947 G>A u MDRI

(C3435T ) ABCBI.
METO/IU:
1. Ilcuxonoruuecku TECTOBEC 3a llereCI/IH u TpeBO)KHOCTI

Ilpenn aHecte3usita, B J€HS HENOCPEACBEHO IpENU OllepaTMBHATa HaMeca,
naluydeHTUTe nonbiaBaT MHGopMHUpaHO ChIIacMe 3a y4acTHE B IPOYYBAHETO
npemeHano npe3 Etuunara xomucs (KEHWU]) sma MVY- rp. Ilnesen, PHQ-9
BBIIPOCHHUK 3a MpeAonepaTuBHa Aenpecusi, TecT Ha Telnbp 3a TPEeBOXKHOCT H
TeCT 3a KaTtacTpodu3zauus Ha OoJskaTa.

B neHs Ha npeBexaaHero MM oT KiwuHukata mno ,,AHECTE3HOJIOTHS M
MHTEH3UBHO JIeueHHe KbM ChOTBETHHUTE OTAEJIEHUS MOMbJBAT ,, IHBeHTapa“ Ha
bek 3a penpecus.

2. AHecTe3U0JI0TMYHU METOIH:

Ha BcuukM mnauMeHTH € u3BbplLIeHa o0lla MHTyOalMOHHA, WHXaJlalMOHHA
aHecTe3usl.

3a npemenukauus ce npuiarat Mupaszonam u DeHTaHwi B oOuyaliHUTE 3a
npeMeIuKaLus J03U.

Kato yBomHm anectetuuu ce wusnon3sar I[lpomodon ¢ menossipusmpall

MyCcKyJieH pefakcaHT CyKUMHUIIXOJIUH.



ITognbpxaHeTo Ha aHecTe3usTa ce déxmeCTBa cbe CeBodmypan, Tpakpuym u
deHTaHWuI.
Cnen exctyOupaHeTO mNaluveHTHTe ca oOe30oieHu ¢ MopouH U AHaITMH
UHTPaMyCKYJIHO.
Bceuuky nmanueHTH ca onepupany B 'HJ"IaHO,B' TnopsiAbK. OTUETEHH ca BPEMETO 3a
aHeCcTe3us U XUpypruyHa Hameca (B MUHYTH).
B npoyuBaHeTO ca BKIIOYEHH:
1. ITarmenTu moa 18 r. m Han 80 r. |
2. INanpeHTH OlleHEHH KaTo aHecTe3uoiorudeH puck Hax III- crernen no ASA.
3. PeaHuManimoHHU METOIU: o
B KAWJI Ha GonHUTE Ca MOHUTOPHpPaHH OCHOBHUTE JKU3HEHU MTapaMeTpH:

e HeuHBa3MBHO apTepUalHO KPbBHO HAJIATAHE;

e (CbpleyHa yecToTa;

e EKIT;

° SpOz;

e Jluypesa.
[Mocnenpamure 06e300siBaHUsI c€ U3BbPLIBA MPU CHOOIIABAHE OT MALMEHTUTE
3a Bb3HHMKHaja OoJika. Ts ce onieHsiBa criopen VAS- ckanata 3a 6osnka. OTuurat
ce MokaszaTell KaTo apTepHallHO HajsraHe, chbpJedyHa 4ecToTa U nepugepHa
catypauus. Ot0essi3BaT ce HOBOMNOSBUJIM €€ CHUMOTOMH OT CTpaHa Ha
JUXaTejHaTta, CbpACYHO-ChJOBAaTA CHUCTEMH U CTOMAIIHO-YPEBHUAT TPAKT,
KOHUTO C€ MOIMbJIBaxa B AHKETHATa KapTa Ha NalUeHTa.
B3eTu ca o 5 mMJl. BEHO3HA KpPbB 32 H3CJeBaHe Ha T€HETUYHU MMOJTUMOPDU3MH,
KouTo ca uspaborenu B Jlaboparopusara nmo ,MonekynspHa Ouonorus™ Ha
MenuuuHcku YHuBepceuteT rp. [Liesen.
OUHAHCHUPAHETO Ha T[EHETHYHUTE  U3CIEABAaHUs CE€  U3BBpPIIBA IO
Hay4HOU3CJIeJ0BaTEICKUTE IpoeKTH Ha MY IlneBeH:
3. Meton 3a reHoTunupaHe Ha noaumMopdu3MH uype3 ajel-crielr@uuHa

XUOpUAN3aALMS:



CTaTHCTHYECKH METOdH:

JlaHHKTE ca BbBEIEHH U 00paboTeHH ChC cTaThcTHYecKuTe maketw IBM SPSS

¥,
3

Statistics 25.0. 1 MedCalc Version 19.6.3. 3a HUBO Ha 3HaYUMOCT, I'Ip{l KOETO ce
"l

OTXBBPJIA HyJieBaTa xumnote3a 0e mpueto p<0.05.
IIpunoxeHu ca cieAHUTE METOU:
Jeckpunmugen ananu3 — B TabIM4YeH BUI € IPENCTaBEHO YGGTOTHOTO

pasnpeieJieHUE Ha Pa3TJIekK TaHUTE npnsﬂauﬁ. |

TI'pachuyen ananuz — 3a BU3yau3alys Ha MOJ[yYEHUTE PE3yJITaTH.

Cpasnasane Ha omHocumennu 0a10ee.

Touen mecm na @uuwep u mecm y’ - 3a IpoBEpKa Ha XUIIOTE3M 3@ HATMYHE HA
' BpB3Ka MEX/Iy KaTerOpHitHU MPOMEHJIUBH.

Henapamempuuen mecm na Konmozopos-Cmuprnos u Illanupo-Yunk — 3a
IIPOBEPKa Ha pasIpeie]ICHUETO 32 HOPMAIHOCT. -

Eonogpakmopen oucnepcuonen ananus (One way ANOVA) — 3a npoBepka Ha
XUIIOTE3U 32 pa3/inuie MEXIy CPEAHUTE apUTMETUYHU Ha HAKOJIKO HE3aBUCUMHU
U3BAJIKU.

T-kpumepuit na CmwObHm - 3a IPOBEPKA HA XUIIOTE3M 3a Pa3juyue MEXIY
CpPEeHUTE apUTMETUYHU HA [IBE€ HE3aBUCUMH U3BAJIKH.

Henapamempuuen mecm na Kpyckan-Yonuc — 3a npoBepka Ha XUIIOTE3U 3a
pasiuuue Mex1y HAKOJIKO He3aBUCUMH U3BAJKH.

Henapamempuuen mecm na Man-YumHuu — 3a NpOBEpKa Ha XUIIOTE3U 3a
pa:umqne MEX]ly IB€ HE3aBUCUMU U3BAJIKH.

Kopenayuonen ananus3 - 3a npoBepKa Ha XUIOTE3H 3a HAJTMYUE HA 3aBUCUMOCT
MEX/ly KOJMYECTBEHU NPU3HALIU.

Cpasnenue Ha KOpeNauyuoOHHU KoeuyueHmu — 3a CTaTUCTHYECKO CPaBHEHHE
BEJIMYMHATA HA KOPETALMOHHUTE KOEPULIMEHTH.

ROC curve — 3a omnpelensHe Ha NpParoBd CTOHHOCTH TpPH KOJMYECTBEHU

ITPOMEHJINBHU.



BuHapeu Jocucmu4eén pepecuoHéH aHaau3 — 3a KOJIUYECTBEHA OLCHKa

BJIIMAHUCTO Ha U3CIICABAHUTE (baKTopI/I.

: I(pumepuu 3a 8(1Jlu0u3al4u}l Ha CKDUHUHZ mecmoeée.

3a olLeHsIBaHE 6AIUOHOCHMA HAa CKPUHHUpAINUs (IAarHOCTHLMPALINS) TECT Ce

HM3I10JI3BAaT CJICAHUTE KPUTEPHU:

UyBCTBUTEHOCT;

CneuuduyHocT; ‘

ITonoxxurenHa npeacka3paiia CTORHOCT; Ly EY
OtpunarenHa npeackaspaiia CTOMHOCT; | . |

[Ipemm3zHocT (% Ha BEpHUTE OTTOBOPH). \

JucepraunoHHusT Tpya Ha npod. K. [[BeTaHoBa € CTPYyKTyHpaH MpPaBUIIHO,

KaTO BCsKa TrJjiaBa € IIpaBUJIHO O(I)OpMCH&. OCHOBHUTE TEMH ca IMpaBUJIIHO

,He(I)I/IHI/IpaHI/I qgpe3 OLCHKa Ha TAXHATa aKTyaJIJHOCT, 3HAYUMOCT, IIPHJIOKHA U

[03HaBaTeJIHa CTOMHOCT, HOBOCT U OTHOCUMOCT Ha HpO6J'I€Ma.

CabinecTBeH IIPUHOC C MpaKTHYCCKa CTOﬁHOCT, B pE€3yJITaT Ha JUcCEpTaluAaTa €

aHAIM3bT U TPENOPBKUTE Ha aBTOpPAa OTHOCHO YCTAaHOBEHUTE pe3yjTaTH 3a

[osiBa U pa3BUTHUE Ha IIOCTOIIEpATHBHATa OoJKa.

Bopemu B Ta3u Hacoka ca:

C mHaii-Bucok mnpoueHt (21,5%) ca nauueHTUTE C KapuI/IHOMi Ha

eHJOMeTpUyMa, clieIBaHH OT Te3u ¢ KapluHoM Ha Imumiikara Ha MaTKata —
17,3%;

Haii-manko ca OHe3W OT TsX, KOMTO €a C JMarHo3a peTporepHTOHeaseH
TyMOp, TEPUTOHUT, WUJEyC, JUCIUIa3ks Ha MlaTquaTa umika,
XOJIEJINTHA3a, CTEHO3a HA MUJIOpa, s3Ba HAa CTOMaxa U CapKkoM Ha MarKara
— 1o eauH nanueHT uim 0,2%.

C mHaif-ronsim otHocuteneH nsi (59,3%) ca malMeHTUTE, HA KOHTO €
U3BBpIIEHAa OTBOPEHA XUPYpPrus, ClE€JBaHU OT TE3U C JIalapoCKOIcKa —

22%;

-



Haii-manko ca OosiHUTE, HA KOUTO € OCBhLIECTBEHAa pOoOOTHU3MpaHa MO BUJ
xupypruuysa Hameca— 18,8%.

C Haii-BHCOK NpPOLEHT Ca MalUEHTUTE C U3BbPIICHA KOPEMHA XUPYpPrus
(64,9), cnenanu oT Te3u ¢ MasikoTazoBa — 30,2%;

Haii-masiko ca nuuarta, Ha KOUTO € pealid3upaHa rppaHa xupyprus — 20
nauveHTyu wiu 4,9%. ‘

YcTaHOBEHO €, Y€ C TMO0-BHUCOK npdyem (68,5%) ca mnauueHTUTE C
U3BBPIIEHN MPEAXOJIHHU ONepaluy Ha3a] BbB BPEMETO, CJIEJBaHU OT TE3H
6e3 npeauecTBaly XUupypruuyiu Hamecu — 31,5%

Haii-mHoro (132 wnu 32,2%) ca mauMeHTUTe, Ha KOUTO € HallpaBeHO €HO
06e360J15BaHe B ClIEIIONIEPATUBHMUS MEPHOJ, CIIEABAHM OT TE3H C MO TPH
o6e30o0naBanus — 128 unu 31,2%;

Haii-manko ca Te3u OT THX, KOI;ITO HE ca IMOJy4UJId HUTO €IHO
o0e30015BaHe B paMKHUTe Ha MbpBUTE 24 yaca — 28 nmarueHTa wid 6,8%.
IIpu 78,3% OT yyacTHULMTE B MPOYYBAHETO Ca HAIUIIE HA CHITBTCTBAIIH
3abonsBaHus, a 21,7% - 6e3 TakuBa.

C mHaii-BuCOK 1mpoueHT (64,4%) ca Te3n OT TAX, MPU KOUTO KaTo
CTpaHu4YeH e(eKT Ha 00e300IsIBaHeTO ca MOyYHTH TIOJIYYHITUTE TajieHe,
CJI€IBaHU OT TE€3U CBC CHPAEYHO-CHAOBUTE ycioxHeHus ¢ 37,1%;
Haii-manko ca oHe3M OT TAX, MPU KOUTO B pPE3yNTAaT Ha MPHIOKEHOTO
obe3bonsBaHe ¢ MophuH +AHaITUH ca pa3BWIM AUXaTelHa JETPECHs —
75 unu 18,3%.

C mnaii-ronsam otHocuteneH 1si (38%) ca manMeHTHTE ChC CpelHA I10
MHTEH3UTET OOJIKa, CJeIBaHM OT Te3U Chc ciaba A0 JIMICBAIla IpH
JaBuxenue — 37,3%:;

Haii-manko ca mauuMeHTuTe, IPU KOUTO C€ MOsBsBa CHiIHA Oojka — 101

nauueHTyu uim 24,6%.



e C Haii-BUCOK TpoueHT (45,9%) ca nmauuMeHTUTe CbC CPEJHO HUBO Ha
TPEBOXKHOCT (6-25 TOUYKH), cIeIBaHU OT Te3U ¢ HUCKO HUBO (0-5 Toukm) —
37,6%. C Haii-manbk mpoueHT (16,6%) ca Te3sd ¢ BUCOKO KbM MHOIO
BHCOKO HUBO TPEBOXKHOCT (26-50 TOUKH); |

e [Ipy MBXKETe OTHOCUTEIHHUAT M1 Ha HUMAIIUTe CpEeJHO HHMBO Ha
TPEBOKHOCT (55,2%) € CHIHH(QMKAHTHO MO-BUCOK OT TO3M Ha )KCHHTE
(43%), nokaTo mpU HUCKOTO HUBO pasjiMKaTa OTHOBO € CTAaTHCTHYECKHU
3HaYMMa, HO TIO-BUCOKUST IMPOLIEHT € MpH XKeHUTe (ChoTBeTHO 41,4% n
25%). CraTUCTHYECKM AOCTOBEpHA pas3iIiMKa MEXAy JABaTra Iojia I10
BHUCOKOTO HHBO Ha TPEBOXKHOCT HE C€ YCTaHOBSIBA.

e Haii-mHoro (39,3%) ca mauueHTHTEe 0€3 AEMpECHs, CIEIBAHU OT TE3U C
yMepeHa KbM Texka aenpecusi— 20,7%;

e Haii-Manko ca 60JIHUTE, IPH KOMTO CE PETHCTPHPA HU3KIFOUMTEHO TEXKA
nenpecus — 3,9%;

e CTaTHCTUYECKU JOCTOBEpHA pasjMKaTa MEXAY ABara I0ja B YECTOTHOTO
pasnpeneneHue Ha ,,JIHBeHTapa“™“ Ha bek 3a nenpecus He ce yCTaHOBH.

e Haii-mHoro (37,1%) ca mauuenture 6e3 Aenpecus, CleIBaHU OT TE3HU C
yMmepeHa 10 Texka — 23,7%;

e Haii-Manko ca 60JHUTE, TPU KOUTO € HaJIULIe TexXKa aenpecus — 9,8%;

e (CraTHCTUYECKM 3HAYMMa pa3MKaTa MEeXAy [Bara Ioja B YECTOTHOTO
pasnpenenenue Ha PHQ-9 tecta 3a nenpecus He 6 ycTaHOBEHa.

e (C Haii-Bucok mnpoueHt (48,3%) ca xereposurorure (GA), cienBaHu OT
GG XOMO3UTOTUTE IO HOPMAJIHUSA ajen ¢ 26,1%;

e Haii-Manko ca oHe3u OT TAX, KOUTO ca XOMO3UIOTH Mo MyTauusita (AA)—
25,6%:;

e CurHuukaHTHa pa3ivkKaTa MeXIy MBXKETe M XKEHUTE IO UYECTOTHOTO

pasnpezenieHre Ha TO3M BUJ MoJUMophu3bM He ce HaboaaBa.



e C Haii-ronsiM OTHOCHTeNIEH 151 (64,9%) ca MalKMeHTUTe, KOMTO ca ¢ ajlel
AA, T.e. XOMO3UTOTUTE MO HOPMATHHS aJieln, cieBaHd AG XeTepo3UroTu
¢ 30%;

e Haii-manko ca GG xomM03urotTu no myrauusta — 5,1%; r

e JlpaTa moJjia He ce pa3auyaBaT CTATUCTUYECKH JOCTOBEPHO I10 YECTOTHOTO
CH pasripe/ieJIeHre Mo TO3U NOJUMOPHUIBM.

e C Haii-Bucok npoueHT (51,7%) ca xereposuroture 1o anen CT, ciensanu
oT CC XOMO3UTOTUTE MO HOpMaJIHUS ajien ¢ 26,1%;

e Haii-ManKo ca Te3u OT TAX, KOUTO €a XOMO3MIoTH 1o mytanusra (TT) —
22.2%;

e CurHu(uUKaHTHa pa3iMKaTa MEXIy MBXKETe U KEHUTE II0 YECTOTHOTO
pasmnpeesieHrde Ha TO3U BUJ MOJIUMMOPPU3BM ChHLIO HE ce HaOr0AaBa.

BapI/IaHI/IOHHI/IHT aHaJIM3 Ha KOJIMYCCTBCHUTE IIpHU3HALU IMPOABJDKUTEIIHOCT

Ha oreparuBHaTra HaMeca, MPOAb/DKUTEIIHOCT Ha aHECTE3UsATa U BMI ITOKa3Bar,

qe:

e U TpuTe mokaszareis ca C UYECTOTHO paslpelesieHHe CUTHU(PUKAHTHO
pa3Iu4YHO OT HOPMATHOTO

e C Haii-BUCOK KoepuuueHT Ha Bapuauus (44,4%) e Npoab/KUTEIHOCTTA
Ha olepaTHBHATa HaMmeca, a ¢ Hai-mMaika (25,8%) BMI

e Cnopen yetupurpynonara kiacudukamnus Ha BMI ¢ Haif-BUCOK MPOLEHT
oT uscyenanute (51,2%) ca malMeHTUTEe C HOPMAJIHO TErJIO, CJIEIBaAHU
OT TMAaLUEHTUTE C HaJHOpPMEHO Terjio (25,6%), a ¢ Hail-manbk (3,7%) —
T€3H C MOAHOPMEHO TEIJIO

e C Haii-royiiM oTHOcUTENEH s (64,9%) npu reHeTHYHUS MOJTUMOPPU3IBM
SNP OPRMI e anensT AA, cineasad oT AG ¢ 30% u Ha mocjeqHO MSICTO
oT GG ¢ 5,1%, KaTo Mpu HUTO €IUH OT AJEJIUTE € YCTAHOBEHA pa3JiiKa B

YECTOTHOTO UM PA3NpEACIICHUE IO OTHOIICHHUE HA ABaTa I10J1a.



e [Ipu renetuunus nonumoppuzsm COMT 1947 ¢ Hali-ronssM OTHOCUTEIICH
1 (48,3%) e anenst GA, cnensan ot GG ¢ 26,1% ¥ Ha MOCIEHO MSCTO
ot AA ¢ 25,6%. Tyk cbIIO JUIICBA 3HAYMMa pa3JidKa MEXIY JABara 1oja B
YEeCTOTHOTO pa3npelesIeHUe I10 ajlellu.

e C Haii-ronsM otHocuTeneH asi (51,7%) nmpu nonmumopduszma MDRI e
anenrsT CT, cnensan ot CC ¢ 26,1% u TTgc 22,2%. OTHOBO € JOKAa3aHo,
Ye HAMA CTATUCTMYECKH J0CTOBEPHA paé}nHKa MEX Y széTa mosna B
YEeCTOTHOTO pasmpeielieHUe N0 aJleJIuTe.

e [Ipu reneruunus nonumoppuszsm SNP OPRMI-(061110, MBKE U JKEHH)
MO-HHMCKA CpeJHa CTOMHOCT Ha cliefonepariBHara Oosika mo VAS —
cKaJjlaTa ce OKa3BaT MAlLMEHTHTe C agen AA CIpsSMO Te3d C OCTaHATUTE
IBa ajena, KOUTO HE ce pasiuyaBar CTaTI/ICTI/I“{eCKI/I MIOMEXIY CU IO
CBOUTE CPEIHUA CTOMHOCTH; |

e [Ipu redHeruunusi noaumoppussMm COMT 1947 nocToBepHO IO-HHMCKA
CpelHa CTOMHOCT Ha OoJIKaTa WMar MalMEeHTHTE C ajen GG cnpsamo
OCTaHAIMTE [IBA ajlesla, KOUTO 06aqe;ﬁé Ce pasNuyaBat [0 CBOMTE CPe/IHHU
croitHocTu. [IpaBu BreuatTiieHHE, qé"’ﬁpn I/I3C,?611BaHI/IT€ MBXKE CpelHara
CTOWHOCT Ha MalUEHTUTE C aJiell GG.é MO-HUCKA OT TE€3U HAa MBXKETE C
anien GA HO He W OT Ta3u Ha H3cnéz[BaHHTe auna c anen AA, YUSATO
CpellHa CTOHHOCT HE ce€ pa3jinyaBa CTAaTUCTHYECKH OT TE3U C OCTAHAJIMTE
nBa anena. [Ipu jxeHUTe pasiuKara MeXIy CpeJHUTE CTOMHOCTH Ha
UMAIUTE TPUTE ajieia € CTATUCTUYECKU HUILI0XKHA;

e [Ipy MDRI1 reHeTHYHHST MOJIUMOPGU3IBM CUTHU(PHUKAHTHO IIO-BHCOKA
CpeaHa CTOMHOCT UMaT mauueHTuTe nputexasauy anen CC cnpsamo Te3n
C OCTaHAJIWTE [Ba ajiesia, KOUTO HE CE€ pa3juyaBaT CTaTUCTUYECKU IIO
cBouTe cpeaHu cToiHOcTU. Mubxere ¢ ainen CC uUMar MO-BUCOKH
cToiiHocTu crpsimo mauueHtute ¢ anen CT, He u ot Te3u ¢ anen TT,
YUUTO CTOHHOCTHU HE CE pa3inyaBaT CTaTUCTUUYECKH OT T€3U C OCTAHAIIUTE

nBa anena. XKXenurte ¢ ajiesn CC umMar no-BUCOKa CpeiHa CTOMHOCT CIIPSAMO



naruentkure ¢ anen TT, Ho He u or Te3u ¢ anen CT, yusTo cpeana
CTOMHOCT CBILO HE C€ pa3jinyaBa CTaTUCTUYECKU OT TE3U C OCTAHAIIUTE
1Ba ajiena.

e Ilpu u3cienBaHuTe JULA C ajel] AA Ha FeHETUUHUS [TOTUMOPOU3EM §NP
OPRM1 (061110, MBX€ U XKEHU) € CATHU(PUKAHTHO MO-HUCHK MIPOLEHTA Ha
MalMEeHTHTe ChOOWIMIM 33 CHIHA OOJIKa B PaHHHSAT Cle[0NepaTHBEH

»

nepuoa, nokaro npu 6oanute ¢ AG aﬂen, 3HAYMMO MO-BUCOKUSAT IIPOLEHT
€ TOYHO Ha Te3U OT TiAX, KOWUTO c;;"'lln?,nmaﬂn cuiHa Ooiska. Ilpu
nanygeHtTuTe ¢ ajgen GG pasnvkara B YECTOTHOTO pasmpezesieHue Ha
TpUTe CTemeHH Ha Oonkara | (cnaba g0 JMICBama, CpeaHa Mo
WHTEH3WBHOCT U CUJIHA) € CTAaTUCTUYECKH HUII0XKHA;

IlonyuyeHute pesynratu ca mnpeactaBeHd Ha 198 crpanunu. Te HambiaHO
MOKPUBAT MMOCTABEHUTE 3a1a4U U LIEl.

B cBosta nuckycuss mpod. lLlBeraHoBa € HampaBuia Iapajiesl MEXIy
MOJIy4YE€HHUTE OT MPOBEIEHOTO HAYYHO-U3CJIEA0BATENICKO NMPOYYBAHE PE3yITaTH U
pe3yiaTaTuTe Ha JApPYrd M3CJIENOBATeNM, . KaTO € HalpaBeH aHajau3 Ha
JuTepaTypaTa B CBETOBHATa 06a3a JaHHU CBbp3aHa ¢ TO3H BBIIPOC.

[TpremaM HaIbJIHO MpEACTaBEeHUTE 8 MPUIOXKEHUs Ha U3I0JI3BaHaTa aHKETHA
KapTa, UHOOPMHpPAHUTE CHIVIACUS U NPUIIOKEHH IICUXOJOTHYHU TECTOBE M
onucanute 10 mpuHOCa HA TUCEPTALMOHHUSA TPY .

B kpas Ha pguceprauusita, npod. lLlperaHoBa mnpaBHM 3aKIIOYEHHE 3a
BaXKHOCTTA OT e(eKTUBHOTO oOe3reyaBaHe Ha OosikaTa ClIe/ rOJIEMU U CJIOKHU
omepalii U  BB3MOXHOCTTA - 4Ype3 npezmapmenﬂﬁfro OLICHSIBaHE Ha
MICUXOJIOTHYECKOTO ChCTOSTHUE HA MAlMEHTUTE U NMPWIAraHeTo Ha MUHUMAaJIHO-
WHBAa3WBHH OMEpPaTUBHM TEXHUKM KAKBUTO Ca JIAlApOCKOINICKUTE H
poOOTH3HMpPaHU OTepaliy Hali-Beue MpU MalMeHTH ¢ TeHETUYHU NOJUMOpGU3MHU
cBbp3anu ¢ 6oskara kato SNP OPRM1, COMT 1947 G>A u MDR1 ABCBI,
Jla ce MOCTUTHAT OTJIMYHU pe3ysTatu Oe3 TOBa Ja KpUE PUCK OT YCIIOKHEHHS

CBBbpP3aHU C NpUJjIaraHeToO Ha OMMMOWAHU aHAJITCTULIH ITIPU THX.



[TocoyeHu ca W MyOJUKalMUTE CBBP3aHM C OUCEPTALlMOHHUSA TPYA B
NbPBUYHMTE M BTOPUYHM Oasu JaHHHM, kKouTo otroBapst Ha MHMU cropen
3aKoHa 3a pa3BUTHE Ha aKaJeMUyHUs cbcTaB Ha PenyOnuka bbnrapus u
I[NpaBunHuKa Ha MeaUIMHCKN Y HUBEpCUTET- rp. [1neBeH.

,BIHsIHMEe HAa TreHeTHYHHTe, MCHUXOJOrHYHHUTE H COLHO-AHTPOINOJOrHYHHU
¢dakTopu BBpPXy cHjIaTa Ha cjeloNepaTHBHaTa 0oJika NPH CpeIHH H
rojieMd no obeM omepauMM“ € €IWH MHOIO BaXEH NpoOJieM, KOWTO MHOrO
MaJIKO M PSJKO € IMOCTaBsiH 3a pasIyexJaHe U 00ChXKIaHe B CTPYKTYpHUTE 3a
MHTEH3WBHO JiedeHHe. IIpeCcTaBeHUAT IucepTalloHeH Tpya oT mpod K.
L[BeTaHOBA J.M., IPEJCTABIISABA 3aBbpIIeHa HAyYHa paboTa ¢ HayYHU pe3y/ITaTH
¥ TPHHOCU 3a TO3W npobieM. Karo nmam npemsuzi rojiiMara TEOpETUYHA H
NpaKkTH4YecKa CTOMHOCT Ha  MPeNCTaBEeHUs pra, M3MOJI3BAHETO  HA
BHCOKOTEXHOJIOTMYHM METOIWKH, Mora yOeIeHO Av Ja TpernopbyaM  Ha
[Mountaemoro Hayuyno Xypu nma mpuceau Ha npod. Kamenus IlBeranoBa

o6pa3oBaTeHaTa U Hay4Ha cTeneH ,,JIOKTOp Ha MEIMLMHCKUTE HAYKH .

Codus 07. 12. 2021 r. C yBaxeHue /...] |

ITpod. At. TeMenKOB 1.M.H.
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The dissertation covers 560 standard pages, literature review of 83 pages.
The bibliography is 128 pages.

The relevance of the topic - "Influence of genetic, psychological and socio-
anthropological factors on the strength of the experienced postoperative
pain in medium and large-scale operations'" is determined by the ever-
increasing percentage of patients with postoperative pain in intensive care units.
Severe pain is an important and major problem with specific clinical
manifestations of the respiratory and the cardiovascular systems. There are still
no precise and specific indicators in the literature which determine the type of
postoperative pain and its treatment. There are a large number of studies dealing
with this problem, some of which contradict each other in various aspects.

Significance of the dissertation — it stems from the need to create a set of
necessary accurate and sufficient knowledge for further development of the
theory and practice of hospital practice in the treatment of postoperative pain in
intensive care units in these patients as well as enhancement of the qualification
of the medical staff engaged in these structures.

Proceeding from all these problems, Prof. Tsvetanova defines the problem of
postoperative pain as a huge social, therapeutic and organizational problem, the
solution of which can only be done by conducting in-depth and objective
scientific research which should be promoted and critically analyzed by the
health commimity.

She builds up her scientific hypothesis, which she correctly shapes, studies
and proves in her dissertation thesis. It is built on the assumption that the
introduction of clinical therapeutic protocols and behavioral algorithms in
patients with postoperative pain in intensive care units will improve thé fquality
of work and the safety of patients and reduce mortality in them.

To prove her scientific hypothesis, it sets the following goals:



1. Do the various genetic, psychological and socio-anthropological factors in
patients undergoing surgical interventions affect the intensity of postoperative
pain?

2. Is robotized and laparoscopic surgery the only real alternative for'; patients
with genetic polymorphismj SNP, OPRM1 118 A>G, COMT 1947‘G>A u
MDRI1 (C3435T ) ABCB1? |
METHODS:

1. Psychological tests for depression and éﬁXiety:

Prior to anesthesia, the day immediately before surgery, patients complete an
Informed Consent to participate in the study passed through the Ethics
Commission (Commission of Ethics in Scientific Research Activities) of the
Medical University - Pleven, PHQ-9 questionnaire for preoperative depression,
Taylor’s anxiety test and catastrophic test of the pain.

On the day of their transfer from the Anesthesiology and Intensive Treatment
Clinic to the relevant wards, they filled in Beck’s Depressiori Inventory.

On the day of their transfer from the Anesthesiology and Intensive Treatment
Clinic to the relevant wards, they filled in Beck’s Depression Inventory.

2. Anesthesiologic methods:

All patients underwent general intubation, inhalation anesthesia.

For premedication, Midazolam and Fentanyl are used in the usual premedication
doses.

Propofol with depolarizing muscle relaxant Succinylcholine is used as
introductory muscle relaxant.

Anesthesia is maintained with Sevoflurane, Tracrium and Fentanyl.

After extubation, patients were anesthetized with Morphine and Analgin
intramuscularly.

All the patients were operated on as planned. The time for anesthesia and
surgery (in minutes) was reported.

The study included:



1. Patients under 18 and over 80 :
2. Patients rated as anesthetic risk above degree III ASA. " 4
3. Resuscitation methods: |
‘ The basic vital parameters of the patients Wére monitored in the Anesthetic and
Intensive Treatment Clinic: | i

e Non-invasive arterial blood pressure;

e Heartbeat;

e ECG;

e SpO2;

e Diuresis.

Subsequent analgesia is performed when patients report pain. It is assessed
acéording to the VAS pain scale. Indicators such as blood pressure, heart rate
and peripheral saturation were reported. New symptoms from the respiratory,
cardiovascular systems and gastrointestinal tract were noted, which were filled
in the Patient Card Questionnaire.

e 5 ml were taken. venous blood for the study of genetic polymorphisms,
which were made in the Laboratory of Molecular Biology of the
Medical University of Pleven.
The financing of the genetic research is carried out according to the research
projects of the Medical University of Pleven.
3. Method for genotyping of polymorphisms by allele-specific hybridization.

Statistical methods:

The data were entered and processed with the IBM SPSS Statistics 25.0
statistical packages and MedCalc Version 19.6.3. For a significance level at
which the null hypothesis is rejected, p <0.05 was assumed.

The following methods were applied: : "
Descriptive analysis - the frequency distribution of the considered gfgns 1s
presented in a tabular form. |

Graphic analysis - to visualize the results obtained.

.o
i



Comparison of relative shares.

Fisher’s exact test and y2 test — for verification of hypotheses for the existence
of a relationship between category variables.

Nonparametric test of Kolmogorov-Smirnov and Shapiro-Wilk - to check the
distribution for normality.

One-factor dispersion analysis (One way ANOVA) — for verification of
hypotheses for the difference between the arithmetic means of several
independent samples.

Student’s T-criterion — for verification of hypotheses for the difference between
" the arithmetic means of two independent sampies.

Non-parametric Kruskal-Wallis test — for verification of hypotheses for
differences between several independent samples.

Non-parametric Mann-Whitney test — for verification of hypotheses for the
difference between two independent samples.

Correlation analysis — for verification of hypotheses for the availability of
dependence between quantitative features.

Comparison of correlation coefficients - for statistical comparison of the
magnitude of the correlation coefficients.

ROC curve - to determine threshold values for quantitative variables.

Binary logistic regression analysis - for quantitative assessment of the influence
of the studied factors.

Criteria for validation of screening tests.

The following criteria are used to evaluate the validity of the screening
(diagnostic) test:

* Sensitivity;

* Specificity;

* Positive predictive value;

 Negative predictive value;

» Accuracy (% of correct answers).



The dissertation work of Prof. K. Tsvetanova is structured correctly, as each
chapter is properly formed. The main topics are appropriately defined by
assessing their relevance, significance, applied and cognitive value, novelty and
importance of the problem.

A significant contribution of practical value, as a result of the dissertation is
the analysis and the recommendations of the author with regard to the
established results for the occurrence and the development of postoperative pain.
Leading in this direction are:

e The highest percentage (21.5%) are patients with endometrial cancer,
followed by those with cervical cancer - 17.3%;

e The least are those diagnosed with retroperitoneal tumor, peritonitis, ileus,
cervical dysplasia, cholelithiasis, pyloric stenosis, gastric ulcer and uterine
sarcoma - one patient or 0.2%.

e The largest relative share (59.3%) are patients who underwent open
surgical intervention, followed by those with laparoscopic - 22%;

e The fewest are the patients who underwent robotized in kind surgical
intervention - 18.8%. '

e The highest percentage are patients Wi:lth abdominal surgical intervention
(64.9), followed by those with small pélvic surgery - 30.2%;

e The least are the persons who underwent thoracic surgical intervention -
20 patients or 4.9%.

e It was found that with a higher percentage (68.5%) are patients with
previous operations performed back in time, followed by those without
previous surgical intervention - 31.5%

e Most (132 or 32.2%) are patients who underwent one anesthesia in the
postoperative period, followed by those with three anesthetics - 128 or

31.2%j;



The least are those who did not receive any analgesia within the
framework of the first 24 hours - 28 patients or 6.8%.

In 78.3% of the participants in the study there were concomitant diseases,
and 21.7% - without such.

The highest percentage (64.4%) are those in whom those who received
nausea received as a side effect of analgesia, followed by those with
cardiovascular complications by 37.1%;

The least of them are those who as a result of the applied anesthesia with
Morphine +Analgin developed respiratory depression - 75 or 18.3%.
Patients with moderate pain intensity have the largest relative share
(38%), followed by those with weak to absent at movement such - 37.3%;
The least are the patients at which severe pain appears - 101 patients or
24.6%.

Patients with a medium level of anxiety (6-25 points) have the highest
percentage (45.9%), followed by those with a low level (0-5 points) -
37.6%. The lowest percentage (16.6%) are those with high to very high
levels of anxiety (26-50 points);

For males, the relative share of those with a medium level of anxiety
(55.2%) is significantly higher than that of females (43%), while for the
low level the difference is again statistically significant, but the higher
percentage is for women ( 41.4% and 25%, respectively). There was no
statistically significant difference between the two genders in the high
level of anxiety.

Most (39.3%) are patients without depression, followed by those with
moderate to severe depression - 20.7%;

The least patients are those with extremely severe depression - 3.9%;

No statistically significant difference between the two genders in the

frequency distribution of Beck’s Depression Inventory was found.



Most (37.1%) are patients without depression, followed by those with
moderate to severe - 23.7%;
The least patients are those with severe depression - 9.8%;
A statistically significant difference betwelen the two genders in the
frequency distribution of the PHQ-9 depression test was not found.
Heterozygotes (GA) have the highest percentage (48.3%), followed by
GG homozygotes on the normal allele with 26.1%;
The least are those who are homozygous for the mutation (AA) - 25.6%;
Significant difference between males and females in the »freciuency
distribution of this type of polymorphism is not observed.
Heterozygotes by CT allele have the highest percentage (51.7%), followed
by SS homozygotes by normal allele by 26.1%;
The least are those who are homozygous for the mutation (TT) - 22.2%;
A significant difference between males and females in the freqyency
distribution of this type of polymorphism is also not observed.
The variation analysis of the quantitative signs duration of the sﬁrgical
intervention, duration of anesthesia and BMI show that:
All three indicators have a frequency distribution signiﬁcantly_différent
~ from normal
"With the highest coefficient of variation (44.4%) is the duration of the the
surgical intervention, and with the lowest (25.8%) BMI
According to the four-group classification of BMI with the. highest
percentage of subjects (51.2%) are patients with normal weight, followed
by patients with overweight (25.6%), and with the lowest (3.7%) - those
underweight. .
With the largest relative share (64.9%) in the SNP OPRMI1 genetic
polymorphism is the AA allele, followed by AG with 30% and lastly by

i



GG with 5.1%, with none of the alleles having a difference in their
frequency distribution with respect to both genders.

In the genetic polymorphism COMT 1947 with the largest relative share
(48.3%) is the allele GA, followed by GG with 26.1% and lastly by AA
with 25.6%. Here, too, there is no significant difference between the two
genders in the frequency distribution of alleles.

With the largest relative share (51.7%) in the MDR1 polymorphism is the
CT allele, followed by CC with 26.1% and TT with 22.2%. Again, it was
shown that there is no statistically significant difference between the two
genders in the frequency distribution of alleles. | »

In the genetic polymorphism SNP OPRMI1 (total, men and women) lower
mean value of postoperative pain according to VAS - the scale is patients
with the AA allele compared to those with the other two alleles, which do
not differ statistically in their mean values;

In the genetic polymorphism COMT 1947, patiehts with the GG allele
have a significantly lower mean value of pain as compared to the other
two alleles, which, however, do not differ in their mean values. It is
noteworthy that in the studied males the mean value of the patients with
the GG allele was lower than that of the males with the GA allele but not
lower than that of the subjects with the AA allele, whose mean value did
not differ statistically from those with the other two alleles. In females,
the difference between the mean values of those with the three alleles is
statistically negligible;

In MDRI1 genetic patients, patients with the CC allele have a significantly
higher mean than those with the other two alleles, who do not differ
statistically in their mean values. Males with the CC allele have higher
values than patients with the CT allele, not those with the TT allele,
whose values do not differ statistically from those with the other two

alleles. Females with the CC allele have a higher mean than patients with



the TT allele, but not those with the CT allele, whose mean value also
does not differ statistically from those with the other twd alleles.

e In subjects with the AA allele of the SNP OPRMI1 genetic polymorphism
(total, males and females), the percentage of patients who reported severe
pain in the early postoperative period was significantly lower, while in
patients with the AG allele, the significantly higher percentage was
accurate. to those of them who experienced severe pain. In patients with
the GG allele, the difference in the frequency distribution of the three
degrees of pain (mild to absent, moderate in intensity, and severe) was

‘ statisticaliy negligible;

The obtained results are presented on 198 pages. They fully cover the set
tasks and goals.

In her discussion, Prof. Tsvetanova drew a parallel between the results
obtained from the research and the results of other researchers, and an analysis
of the literature in the world database related to this issue was made.

I fully accept the presented 8 applications of the used questionnaire, the
informed consents, the attached psychological tests and the described 10
contributions of the dissertation.

At the end of the dissertation, Prof. Tsvetanova draws the conclusion about
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 techniques such as
laparoscopic and robotic operations, especially in patients with pain-related
genetic polymorphisms such as SNP OPRM1, COMT 1947 G> A and MDRI
ABCBI, to achieve excellent results without the risk of complications associated
with the use of opioid analgesics in them.

The publications related to the dissertation work are also indicated in the

primary and secondary databases, which correspond to the Scientific Metric



Indicators according to the Law for development of the academic staff of the
Republic of Bulgaria and the Regulations of the Medical University - Pleven.
"Influence of genetic, psychological and socio-anthropological factors
on the severity of postoperative pain in medium and large operations' is a
very important issue which is very rarely and rarely raised for consideration and
discussion in intensive care facilities. The dissertation presented by Prof. K.
Tsvetanova, M.D., is a complet¢d scientific work with scientific results and
contributions to this problem. Gi:'/en the great theoretical and practical value of
the presented work, the use of high-tech methods, I can confidently recommend
to the Honored Scientific Jury to award Prof. Kamelia Tsx;etanova the

educational and scientific degree "Doctor of Medical Sciences".
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Sofia, 07. 12. 2021 Respectfully yours /..... / /] i

Prof. At. Temelkov, Dr. M.Sc.



