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1. [OKYMeHTM, NpefcTaBeHM OT AOKTOpaHTa BbB BPb3Ka C AUCEPTALUOHHUA TPYL

MpefcTaBeHn ca cnefHUTE LOKYMEHTW BbB BPb3Ka C AUCEPTaALNOHHUA CU TPYL:

- ATob6MOrpaguma B eBponencku opmar;

- 3adBfieHVe OT [OKTOpaHTa 3a fonyckaHe 40 Ny6/iMYyHa 3awmTa Ha AucepTaunoHeH Tpya;

- MpoTokon Ne 97 ot PKC Ha Kateapa ®usmonorusa, natogpusmonorus u dapmakonorus ot 08.07.2022

- OncepTaumoHeH Tpys;

- ABTopetepar;

- CNnUCbK Ha Hay4yHUTe Ny6auKaLmy no Temata Ha gucepraumaTa;

- CnuCbK € yyacTusta B HayuyHu (hopymu;

- CnpaBka oT UeHTpanHa 6ubnunoteka TpY - Ctapa 3aropa;

- 3anoeep Ne 2803/13.09.2022r. Ha PekTopa Ha TpY - CTapa 3aropa 3a yTBbpXjaBaHe cbhCTaBa Ha
HayuHO XYpW.

Hsimam 6eneXxXKn n KOMeHTapu no NpuIoXeHUTe JOKYMEHTH.



2. KpaTku 6uorpadmyHun faHHM 3a JOKTOpaHTa BbB Bpb3Ka C npoueaypara.

[-p XXneka LlokeBa e 3aBbplumnna Tpakninckmns YHmepcutet - Ctapa 3aropa npe3 1997 r. ¢
npugobuTa KBaMpumKayma Ha ,,MarucTbp no meguumnHa“. Mpes 1998 r. paboTn KaTto y4acTbKOB
neanatsbp B O6LWMHCKaTa 60n1HMUA B rp. Tebpauua. OT 1998 r. a-p LlokeBa e acucteHT B KaTegpata
no ¢gapmakonorua, M®, TpY - Crapa 3aropa. NMpe3 2003 r. npuao6mBa cneymanHocT no
»Papmakonorna“. Mpes 2005 r. e n3bpaHa 3a cTaplwn acuUCTeHT, a npe3 2009 r. 3a rnaBeH acCUCTEHT

KbM cekuma dapmakonorus, Mo, TpY, Crapa 3aropa. OT 2005 r. 1o MOMeHTa f-p LlokeBa e acuCTeHT
KbM cekums ®apmakonoruns, M®. TpY, Crapa 3aropa.

3. CTpyKTypa Ha gucepTaunoHHUA TPYA

MpefcTaBeHUAT gucepTauMoOHeH TPYA e HanucaH Ha 181 cTaHfapTHU CTPaHWULW, OHArfefeH C

28 urypu n 32 Tabnuun. bubnuorpagusata Bknousa 343 nutepaTypHM M3TOUHUKA, OT KOUTO 15 Ha
Knpunmua n 328 Ha natmHmua. KoHCTpynpaH e no Knacnyeckara CTPyKTypa: BbBefeHue - 2 CTp.,
nuTepartypeH 0630p - 46 cTp., uen v 3agaum - 1cTp., matepuanm n metoau - 15 cTp., pesyntatu

- 43 cTp., guckycuda - 25 cTp., M3Boan - 1cCTp., NPUHOCK - 1 CTpP., NPUNOXKEHMA - 8 CTp.,
o6unbnuorpaua - 31 cTp. U HayYyHW Ny6AMKauuKn, CBbP3aHU C jucepTaunoHHUS Tpy4 - 1cTp.

3.1. luTtepaTypeH 0630p

MpefcTaBeHUAT nuTepaTypeH 0630p e HanucaH U3KAYUTETHO KOMNETEHTHO, B MHOIO J00BbP CTUA 1
nokasea OT/IMYHATA UH(OPMMPAHOCT Ha LOKTOpaHTa Mo nNpoyysaHMs Bbnpoc. Cymtam 3a MHOro
WH(opMaTMBEH pasgena 3a ,,JonycTumMun npeteHumm Ha X" Tbii KaTo cMsTaM, Ye B TOBa OTHOLUEHME

€ Ha/MLe Heno3HaBaHe Ha NpobsiemMa KakTo OT CTpaHa Ha MeAWUMHCKUTe CrneunanncTun, Taka u Ha
camuTe naumeHTU. BUx nckan cneymanHo ga otéenexxa Nnogpo6HOTO OnMMcaHUe Ha 3aKOHOAATeNCTBOTO,
pernameHTMpaLo NpoM3BOLACTBOTO U Pa3npoCTpaHEeHMETO Ha XpaHuTenHu fobasku (X[) B cTpaHuTe OT
EC, KakTO 1 nnncaTa Ha Nb/AHa XapMOHM3aLMsa B TOBa OTHOWeHMe. [eTainHO e onucaH NOTeHUUanHUAT
puCK, CBbp3aH ¢ ynoTpe6arta Ha X[ (cepnmosHn HJIP, nekapcTBeHU B3aumMoeincTens). To3m puck B
ronsima CTeneH e HernvxKnupaH KakTo OT MeAULUHCKUTE CneumanuncTu, Taka u oT naymeHtuTte. B
nuTepaTypHus 0630p e BK/IKOYEHO M MOAPO6HO onucaHMe Ha BUTaMWH —/[] cTaTyca KakTo 1 (hakTopuTe,
KOWUTO ro nosnusBart.

3.2. Llen v 3agaun

Llen Ha gucepTauMoOHHUA TPYA € Aa ce nMpoyyn ynotpebaTa Ha XpaHUTENHU L06aBKU npu
xocnutanusmpaHu 60nHKU ¢ psoriasis vulgaris (PV) 1 Ha HAKoW (hakTopu, NoBAMABaLLM BUTaAMUH [,
cTartyca npu XocnutanusmpaHn n amoynatopHu 60/HU ¢ PV.

LlenTa Ha gucepTaunoHHNA TPy e hopMynpaHa npasusiHo.

OT nocTaBeHaTa LieN Ha AUCepPTaLMOHHUS TPYA NOFMYHO NPOM3TMYAT U OCHOBHUTE 3afaun npu
paspaboTBaHeTO My:



MpoyuBaHe ynoTpebata Ha XpaHUTENHU [06aBKW Npu xocnutanusupaHu 60nHKU ¢ PV 1 Ha HAKoW
(hakTOpW, NOBAMABALLM BUTaMWUH [l cTatyca npy xocnutanusupaHu 1 ambynaTtopHu 601HU € ToBa
3abonsBaHe;

MpoyyBaHe ynotpe6arta Ha X[, 1 (hakTopuTe, KOUTO A NOBANABAT MPU 6ONHN C KOXHU
3abonsBaHmsA, B YacTHOCT ¢ PV;

KnnHnueH nofbop Ha Xocnutanu3npaHn n ambynatopHu 6oiHM ¢ PV 1 hopmupaHe Ha
noAxoAdLwa KOHTPOIHA rpyna oT nua 6e3 KoXXHU 3ab0nsBaHUA 3a OnpefenisHe Ha CEpyMHUTe
KOHUEeHTpauumn Ha 25(0H)D;

M3mepBaHe M cpaBHABaHe Ha CEpYMHUTE KOHUEeHTpauum Ha 25(OH)D Ha 60nHU ¢ PV un
CbOTBETHUTE KOHTPOU;

AHaNM3 Ha BUAHMETO Ha TEXECTTa U AaBHOCTTA Ha PV BbpXy KOHUEHTpaumaTa Ha

cepymHusa 25(0OH)D;

MposexjaHe Ha reHoTUNMpaHe No OTHOLUEHWE Ha eHOHYK/IEOTUAHMW MONUMOPHU3IMM

CYP2RJ +14893332G/A Pro-"Leu (rsl0741657) n GC+17752617T/G Asp"Glu (rs7041) n
aHanusupaHe BAUAHNETO MM BbPXY BUTaMUH [l cTaTyca;

AHanu3npaHe BINAHNETO Ha HAKOW LeMorpaf)cKu, aHTPONOMETPUYHMN, TEHETUYHM,

3paBHN N CBbP3aHM C HAYMH Ha XXUBOT (PaKTOPM BbPXY BMTaMUH [l cTartyca.

MocTaBeHMTE 3aa4y ca TOUHO AeMHMpPAHN U croMaraT 3a MOCTUTraHeTo Ha LenTa Ha
AVcepTaLUnoOHHMA TPYA.

3.3. Matepunann n meTtoamu

Hay4yHuTe n3cnefBaHus, CBbpP3aHN C AUCEPTALMOHHUA TPYL Cca MPOBELEHN B CbOTBETCTBME C
Oeknapaunsata oT Xen3nHkn Ha CMA OTHOCHO eTUYHUTE NPUHLUAN NPKU GMOMEANLUHCKN
n3cnefBaHus BbpPXy xopa. ETanuTe Ha mu3cnegosartesickaTa 4eiMHOCT ca NoAy4Ynuan NosIOXUTENTHN
cTaHoBsuLla oT KoMucua rno akageMmyHa u npodecnoHanHa etmka npy MeguuuHcku akynTeT, TpY -
Crapa 3aropa.

Mpun pa3paboTBaHeTO Ha AUCEPTALMOHHUA Tpya A-p LlokeBa e n3nonseana cnegHnTe METOAN:

MeToau 3a cb6MpaHe Ha NbPBUYHA eMANPUYHA MHDOPMaLMS:

MpoyueHa e ynoTpe6arta Ha X[ npe3 ¢ PV, KaTo ca BKNHOUYEHW 06110 377 NaUMeHTH.
lMpoyuyBaHeTO e NPOBEAEHO MOCPELCTBOM NpPsAKa aHOHMMHA aHKeTa, KaTto 3a LefTa e pa3paboTeH u
Ba/INAMPAH BBNPOCHUK C 28 BbNpoca, pasfeneHn B 6 pasgena;

MpoyyeHn ca HAKOM (haKTopwu, NoBAUABaLLM BUTaMUH [l cTaTyca npyu 60/1HM ¢ PV nocpefCcTBOM
NMPOBEXAHETO Ha CTPYKTYpUpaHO UHTEPBIO Npu 601HU ¢ PV 1 KOHTPOX 3a cbbupaHe Ha
aHTPONOMETPUYHU, AemMorpadCcKu, 34paBHU MU CBbP3aHM C HAYMHA Ha XXUBOT U XpaHeHe AaHHW.

KANHUKO-A4NarHOCTUYHN METOAM:

KnuHunueH npernen v onpegensHe nHaekc Ha PASI npu 6onHu ¢ PV,
OnpepensiHe NHAEKCA Ha TenecHa mMaca npu 601HM ¢ PV 1 KOHTPONK;



JlabopaTopHU MeTOoAN:

e OnpegensiHe Ha cepymHaTa KoOHUeHTpaumsi Ha 25(OH)D npu naumeHtm ¢ PV #u
KOHTPO/IN Uupe3 eNnekKTpoXeMunyMmnHucLeHTeH aHanus (ECLIA);
* EKcTpakuua Ha reHomHa JJHK oT BeHO3Ha KpbB Ha nauueHTu ¢ PV 1 KOHTpOAK;

e [eHOTMNMpaHe Ha naunmeHTM ¢ PV KN KOHTPOAM N0 OTHOLWIEHMEe Ha NoAMMopghusMm
B reHnte CYP2R1 n GC.

Cratnctnyecku MeETOAN:

o CTtaTucTmyeckata 06paboTKa Ha NoMyyYeHUTe AaHHU e M3BbPLUEHa C NOMOLLTa Ha COPTyepeH
naket IBM SPSS Statistics, v.19.0. ¢ HUBO Ha 3HAYMMOCT 3a OTXBbP/ISHE HAa HyneBaTa XMnoTesa -
p<0.05. M3non3BaHMTe CTaTUCTUUYECKN TECTOBE Ca:

0 TecCT 3a OUeHKa Ha pasnpegeneHuneTo Ha npomeHnunsute (Kolmogorov-Smirnov nam
Shapiro-Wilk);

0 TecCT 3a CPaBHEHMWE Ha CpeAHUTe CTOMHOCTM Ha KONMYeCTBEHUTe NpoMeHnnsu (Studentds t-
TecT unn Mann-Whitney U TecT);

0 TecCT 3a OLleHKa Ha KayecTBeHuUTe npomeHnusu (Fisher's exact test wwm chi-square, yi);
KopefaumoHeH aHa/in3 3a Haln4yme Ha JINHelHa 3aBUCUMOCT MeXAY KONMYeCTBEHM
NPOMEHNIMBY C OMpejensiHe Ha KoeUUMEHT Ha Spearman;

0 OTHoweHMNeTOo Ha waHcoseTe (Odds ratio) - npu aHanM3a Ha reHOTUNMHOTO pasnpegesneHune

3.4. Pesyntatu

Pe3syntatute ca NpeAcTaBeHW CUCTEMATUUHO W B NpernefeH BUA, KaTo ca ajeKBaTHO OHarfiefjeHu ¢
28 urypu n 32 tabnuum. Ctatuctmyeckata 06paboTka Ha pesyntaTuTe e HarnpaBeHa KOMMETEHTHO.

MpoyyeHa e ynotpeb6aTta Ha X[, npyn 601HN cbe PV. BkatoveHn ca o6w,o0 377 60MHM C KOXHM
3a60n4BaHMA, 0T KOuMTo 151 € TeXKo npoTuyalla hopma Ha PV. YcTaHOBeHa e ynoTpebaTa Ha efHa Unu
noseye X/ npe3 namMmnHanaTa rognuHa npun 68,2% oT TAX. YCTaHOBEHO €, Ye Hail- YecTo npuemaHnte X/
ca ButamuHu/muHepanu (45,5%), KaTo He e yCcTaHOBEHA CTaTUCTUYECKMN 3HAYMMa pasnimka B ynotpebarta
Ha X[ npu nauneHTn ¢ Apyrn KoxHu 3abonssaHus (66,8%). OcHoBHaTa NpuMUMHa 3a npuem Ha X/,
crnopeq nauneHTuTe, € 6UN0 TAXHOTO XKeNaHUs 3a NoBMLIaBaHe Ha UMyHUTeTa (41,7%), cnefBaHa oT
enaHueTo 3a fonb/iBaHe Ha guetarta (32%), KakTo 1 3a HamanseaHe Ha HJ1IP kbm nekapctsa (14,6%).

KaTo MHOro CcblLecTBeH pe3ynTart, NoJlyyeH B X04a Ha pa3paboTBaHe Ha AUCEPTALMOHHUA TPYA,

e NpoyyeHaTa Harjaca Ha nauueHTWUTe Mo OTHOLLEHME Nosie3HOCTTa U 6e3onacHocTTa Ha X/[: Hag 40%
oT 60nHMTE ¢ PV 1 41.8% OT naymneHTUTE C APYrn KOXHU 3abonsBaHmsa (n=105; 46.5%) ca 6unm
,»CbIMIACHN UK MO-CKOPO CbIacHU® ¢ TBbpAeHMATA, Ye X/ ca 6e3onacHu 3a YOBELLKOTO 34pase v AopU
ca nonesHu (61,9%). YcrtaHOBeH e N OCHOBHUAT U3TOYHWUK HA MHOpMaLns 0THOCHO X/ - B OKOMO

50 % oT cny4vamTe ToBa MeAULMHCKNTE cneumanuctn. ColleBpeMeHHO, 0Ko/1o 60 % OT aHKeTupaHuTe
nmua ca cbobL MM TOTOBHOCT 32 06CbX4aHe Ha npvema Ha X/, ¢ MefUUNHCKUTE CreyuanmcTiu.
TpeBOXHO € HAbNIOAEHMETO, Ye eflHa HEMA/Ka YacT oT nauneHTuTe (0Kono 40 %) He ca CKNOHHMK Aa
obcwbXxaar npuema Ha @[, ¢ MegnLMHCKUTE cneumannuctn. To3n (akT e CBbp3aH C NOBULLEH PUCK OT
nosiBaTa Ha HeXenaHu B3anMOLENCTBUA MeXAY NeKapcTBeHU NPoAyKTU n X/.



B aucepTaLMOHHMS TPy Ca NPOYUYEHU M HAKOW COLMOAEMOrpadicKM, aHTPONOMETPUYHM, 3[APaBHN 1
CBbP3aHM C HaUYMHA Ha XXMBOT XapaKTepucTuKM Ha MXJ. CTaTUCTMYECKM 3HAUMMM Pa3NUKKU B Harnacata
3a ynotpe6a Ha X[ ca yCTaHOBEHW B 3aBMCUMOCT OT nona (MPeayMHO MbXE), TeNECHOTO Terno
(NpeAMMHO NpU NayMeHTW ¢ HafHOPMEHO Ternio) ¥ Bb3pacToBaTa rpyna (npeanmMHo 25-59 r.).

MpoyyeH e v BUTaMuH [, cTaTycbuT npu 60/1HM ¢ PV, B CpaBHeHWe C KOHTPOJIHA rpymna. Y CTaHOBEHO &,
ye egBa mexay 9,7% (6onHu ¢ PV) 1 14,5% (KOHTponK) ca ¢ NPenopbyYnTe/IHA HUBA HA BUTaMUH [,

Bucoko oueHsBaM NpoBeAEHOTO MPOyYBaHe Ha BAUAHMETO Ha eAHOHYKNEOTULHUTE MOANMOPHU3IMM
BbpXy BUTaMuH [l ctatyca. MNMpoyyeHn ca:
e AJeNHNTe YeCTOTU U TeHOTUNHOTO pasnpegeneHne Ha SNP npu nauneHTn ¢ PV n KOHTpoAu;
e AcoumaumnsaTa Mexay HMBOTO Ha cepyMHus cepymHua 25(0OH)D n nonumopgusmnte B
n3cneaBaHarta nonynauus;
e CpaBHeHMe Ha UHAUBUANTE C TEXBK AeUUUT/HEAOCTATbYHOCT Ha BUTAMUH [, 1 Te3n ¢
JOCTaTbYHOCT/MPeNnoOpPbYNTENIHM HMBA HA BUTaMWUH [, No OTHOLWeHNe Ha SNP;
e CpaBHeHMe Ha UHAMBUAMNTE C TEXBK AePUUNT Ha BUTaMUH [, C BCUYKK OCTaHanM UHANMBUAN MO
OoTHOoLeHMe Ha SNP.

B ancepTalUMOHHMA TPY/ € NPOYYEHO M BAUSAHMETO Ha HAKOW aHTPOMOMETPUYHU, AemMorpadiCKu v Apyru
(hakTOpU, BNUSIELLN BbPXY BUTAMUH [l cTaTyca, KaTo non, Bb3pacT, UTM, TioToHONYLIEeHe, Gu3nyecka
aKTUBHOCT 1 Ap. Y CTAHOBEHO €, Y€ XXEHUTE CUTHU(UKAHTHO MO- YeCTO OT MbXeTe ce HabMoaaBa TeXbK
AepULUMT/He0CTaTbYHOCT HAa BUTAMUH [ B CpaBHeHMe C MbXeTe. He e yCTaHOBEHO HalMuMeTo Ha
3HAYMMO B/MSHUE Ha TIOTIOHONYLWEeHeTo, UTM 1 (m3myeckaTta akTMBHOCT BbpXY BUTaMUH [ cTaTyca.
OnpegeneHn ca 1 akTopuTe ¢ MPOrHOCTUYHO 3HAYeHMe 3a BUTaMUH [] cTaTyca. Y CTaHOBEHO e, ue
HanMuneTo Ha PV ce 0TXBbpAsS KaTo (DakTop C MPOrHOCTUYHO 3HAYeHMWe, JOKATO XKEHCKMAT Mon e
CBbp3aH ¢ 67130 TPU NbTU NO-TONSMa BEPOATHOCT 38 HUCKO CEPYMHO HMBO Ha BUTaMMH [, a HANM4YMeTo
Ha XPOHMYHO CMCTEMHO 3a60/1siBaHe yBeMYaBa TO3M LWAHC Hafd ABa NbTu.

3.6.06¢cbXKgaHe

O6CbXAaHETO € HanpaBeHO 3a4bA60YEHO M KOMMETEHTHO. B Hero aHanMTUYHO ce CbNOCTaBAT
MoNyyYeHNTe CO6CTBEHN Pe3ynTaTh ¢ HAIMYHMTE JaHHWU OT NMTepaTypara.

3.6. N3Bogm.

3BoauTe oTpassaBaT afjeKBaTHO NOMyyYeHMTe pe3yntaTun. Hamam 3a6enexxky KbM HaumHa, No KOMTo
ca popMynumpaHu.

3.7. MpuHocKu
MpuHocuTe B AnCepTaLMOHHMA TPYA Ha A-p LLoKeBa ca KakTo C Hay4eH, Taka U C NPUI0XKeH xapakTep.

HAKoOWM OT Mo- CbLUECTBEHUTE NPUHOCK Ca:



3a npbB NbT B bbarapus e npoeefeHO nNpoyysaHe Ha ynotpebata Ha X[ npu 60/1HM ¢ PV;

e 3a nNpbB NbT B bbarapus e Mpoy4vyeH M cpaBHEH BuUTamuH [l cTatyca Ha 60nHM ¢ PV nu
KOHTpONH;

e 3anpbB NbT B bbarapua e NpoyyeHo BAUAHMETO Ha FeHeTUYHKU nonumopgpusmmn CYP2R1 +
14893332G/A (rs10741657) n GC+17752617T/G (rs7041) Bbpxy BuTaMuH [, cTatyca

» O60CHOBaHa € He06X04MMOCTTa OT MOBULLIEHO BHUMaHWe Ha NekapuTe KbM ynotpebaTa

Ha X[ npu xocnutanuanpaHu 601HK ¢ orned 6e30MacHOTO UM MPUIOXKeEHMe.

3.8. HayuyHa npogyKuuu, cBbp3aHa ¢ guceptaunMoHHNA Tpy4

[-p LlokeBa e npeacTaBmia CNMChbK e 06wWwo0 3 ny6anKauumn, CBbp3aHn e aucepTalMoHHUA i Tpy4, egHa
OT KOUTO € B PEHOMMUPAHO YyXXaecTpaHHO Hay4dHo cnucaHue ¢ IF (Int J Clin Pharmacol Ther. 2021;
59(2): 116-126. (SJR.202i=0,36 ; IF202i=0.976; Q3). A-p LlokeBa yyacTBana ¢ Hay4yHu CbO6LLEHNA Ha 06LL0
5 HauMOHaNMHW 1 YyXAecTpaHHU Hay4YHuW opyma. Y4yacTBana e u B pa3paboTBaHETO Y MPOBEXAAHETO Ha
2 Hay4HW NpoeKTa, KaTo B eMHUA OT KOUTO € 61na pbKOBOANTEN Ha MPOeKTa.

3.9. HaykoMeTpuyHuM rnokasartenu

Tabnuua 1. MUHMMaNHWU M3UCKBAHM TOYKM MO TPyny NokKasaTenn 3a pasinyHuTe
Hay4HW CTENEHN N aKageMUYHU ONBXHOCTHU:

MuWHUMaNHn N3NCKBaHNA: HaykomMeTpuUHM nokasaTenu
Ha a-p Lokesa:
Mpyna oT
Py Coabp>kaHue JokTop
nokasaTenu
A Mokasaten 1 50 50
pyna oT
nokasaTenu
r lMokasaTenu ot 5-9 30 32,5

3.10. ABTopeepar

ABTOpedepaTsT e HanucaH Ha 61 cTpaHuum v BkAusa 18 Tabnuum n 18 urypu. CTpyKTypupaH e
CblNacHO M3NCKBaHMATaA, KaTo BK/OYBA BbBEAEHMWE, Lien 1 3agayn, Matepuan u MeToamn, pesynrartu,
ANCKYCUSA, N3BOAMN, MPUHOCK, MPUNOXKEHNUA N CMINCBK C HAYYHW TPY[L0Be, CBbP3aHN C AUCEPTALNOHHUSA

TPYZ 1 pe3toMe Ha aHTINACKN e3uK.

3.11. KpuTn4Hm 6enexkn

Mo CbLECTBO HAMAM KPUTUUYHM GeNeXXKU KbM NpPeACTaBeHWs 3a PeLeH3ns AucepTaLuoHeH Tpya.



SAKJTKOHEHUVE

AvcepTayMoHHMAT TpyL Ha [A-p >KmBKa LlokeBa cbAbp)Xa HayYHU M HaYYHO-MPUIOXKHU
pesyntatu, KOUTO TMpeAcTaBNsaBaT oOpuUruHaseH MPUMHOC B Haykata W OTroBapsAT Ha
M3MCKBaHMATA Ha 3aKOHa 3a pa3BUTWE Ha akajgeMumuHusa cbcTaB B Penyb6nnka Bbnrapus
(BPACPB), MpaBunHukKa 3a npunaraHe Ha 3PACPB, KaKTo 1 Ha ONB/IHUTE/THUTE N3NCKBaHUSA
KbM HayyHaTa M npernojaBaTtenckara AeiiHOCT Ha KaHAauaaTuTe 3a npuaobuBaHe Ha Hay4dHa

CTeneH W 3a 3aemMaHe Ha aKafeMW4YHU ObXHOCTM Ha TpY - Crapa 3aropa.

Nmainkn npefBug o6lWINPHUTE M aKTyaslHU NO3HaHMA Ha A-p LlokeBa no paspaboTeHns or Hes
Hay4yeH Tpyf, ACHO o4vepTaHW B NpeAcTaBeHUS NUTepaTypHUA 0630p, afleKBaTHO NjliaHUpaHUTe u
NPeLn3Ho NPoOBeAEHN HayUYHWN M3CNefBaHUA, TOYHOTO NpeAcTaBsHe N aHA/IMTUYHOTO 06CbXAaHe
Ha NoNyYeHUTe pe3ynTaTu, npegnaram Ha NoYMTaeMOTO HAYyUHO XYpWU fa NpuUcbam
obpasoBaTesiHaTa M Hay4yHa cTeneH “AoKTop“ Ha A-p XXneka VMBaHoBa LlokeBa Nno AOKTOpCKa
nporpama: dapmakonorus (BKa. papmMakoKUHeTUKa U XMMUOTepanusa), NnpoecuoHanHo

HanpasneHune: 7.1 MeguuynHa, Obnact Ha Buelle obpa3oBaHue: 7. 3gpaBeornasBaHe v crnopT.

Codhns, PeueH3eHT:
17.10.2022 . Mpod. g-p EMun Maves, gm
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2. Brief biographical data of the candidate regarding the procedure.

Dr. Zhivka Tsokeva has graduated at Trakia University, Stara Zagora in 1997 with acquired
gualification "Master of Medicine". In 1998 she practised as a district pediatrician in the
Municipal Hospital in the town of Tvarditsa. From 1998 onwards Dr Tsokeva is Assistant
Professor at the Section of Pharmacology of the Faculty of Medicine, Trakia University, Stara
Zagora. In 2003 she acquired a specialty in pharmacology. In 2005 she was appointed as a
Senior Assistant Professor and in 2009 as a Chief Assistant Professor at the Section of
Pharmacology in the Faculty of Medicine, Trakia University, Stara Zagora. Since 2005 to the
present she is Assistant Professor at the Section of Pharmacology of the Faculty of Medicine,

Trakia University, Stara Zagora.

3. Structure of the dissertation work

The submitted dissertation is written on 181 standard pages, illustrated with 28 figures and 32
tables. The bibliography includes 343 literature sources, of which 15 are in Cyrillic and 328 in
Latin. The dissertation work is classically structured including introduction - 2 pages, literature
survey - 46 pages, aim and tasks - 1 page, materials and methods - 15 pages, results - 43 pages,
discussion - 25 pages, conclusions - 1 page, contributions - 1 page, appendices - 8 pages;

bibliography - 31 pages, list of scientific papers related to the dissertation - 1 page.

3.1. Literature survey

The submitted literature survey is written with high competence, in a very good writing style and
shows the excellent knowledge of the doctoral student of the research subject. | consider the
"Legal claims of dietary supplements"” section to be very informative, as | believe that there is
ignorance on this issue both on the part of medical specialists and on the part of patients. | would
especially like to note the detailed description of the legislative aspects of dietary supplements
(DS) production and distribution in the EU, as well the lack of a full harmonization in this
respect. The potential risk associated with the use of DS is described in detail (serious adverse
reactions and interactions with drugs). This risk is largely overlooked by both medical
professionals and patients. The literature survey also includes a detailed description of the

vitamin D status and the factors that influence it.



3.2. Aim and tasks

The aim of the dissertation is to examine the use of DS in hospitalized patients with psoriasis
vulgaris (PV) and some factors influencing vitamin D status in hospitalized and ambulatory
patients with PV.

The aim of the dissertation is correctly formulated.

The main tasks to be solved logically originate from the goal stated in the dissertation:

e To study the use of DS in hospitalized patients with PV and of some factors affecting
vitamin D status in hospitalized and outpatients with this disease;

» To study the use of DS and factors that affect it in patients with skin diseases, in particular
with PV;

e Clinical selection of hospitalized and outpatients with PV and formation of appropriate
control group of individuals without skin disease for the detection of the serum levels of
25(0OH)D;

* Measurement and comparison of serum 25(OH)D concentrations in patients with PV and
control individuals;

* Analysis of the influence of the severity and the duration of PV on the serum
concentration of 25(OH)D;

» Genotyping of polymorphisms CYP2R1+J4893332G/A Pro—*Leu (rsl0741657) wu
GC+17752617T/G Asp-"Glu (rs7041) and analysis of the effect of these genetic
polymorphisms on vitamin D status;

* Analysis of the influence of some demographic, anthropometric, genetic, health and

lifestyle factors on vitamin D status.

The assigned tasks are precisely defined and contribute for achieving the goal of the

dissertation.



3.3.  Materials and methods

The scientific research related to the dissertation work is conducted in accordance with the
Declaration of Helsinki of the WMA on ethical principles for medical research involving human
subjects. The separate stages of the study are approved by the Ethics Committee of the Faculty of
Medicine, Trakia University, Stara Zagora.

In the development of the dissertation Dr. Tsokeva has used the following methods:

Methods of collecting primary empirical information:

e The use of DS is studied involving overall 377 patients. The study is conducted using a
specially designed and validated anonymous questionnaire consisting of 28 questions
divided into 6 sections;

e Some factors influencing the vitamin D status in patients with PV are studied performing
a structured interview of patients with PV and control individuals in order to collect
demographic, anthropometric, health data and data related to the lifestyle and nutrition.

Clinical and diagnostic methods:

» Clinical examination and calculation of PASI in patients with PV;

» Estimation of the Body Mass Index in patients with PV and control subjects.

Laboratory' methods:

e Measurement of serum concentration of 25(OH)D in patients with PV and control
individuals using electrochemiluminescence immunoassay (ECLIA);

» DNA extraction from venous blood of patients with PV and controls;

e Genotyping of patients with PV and control subjects regarding polymorphisms of
CYP2R1 and GC genes.

Statistical methods:

» Statistical processing of data is performed using a software package IBM SPSS Statistics,
v 19.0. A p-value< 0.05 is considered statistically significant to reject the null hypothesis.
The following statistical tests are used:

test for the assessment of normality of the distribution (Kolmogorov-Smimov or
Shapiro-Wilk);

test for comparison of means of continuous variables (Student’s t-test or Mann-
Whitney U-test);



test for the assessment of categorical variables (Fisher’s exact test or chi-square test);
correlation analysis for linear relationship between quantitative variables with
calculation of Spearman’s correlation coefficient;

Odds ratios are calculated in the analysis of the distribution of genotypes.

3.4. Results

The results are presented systematically and neatly being illustrated with 28 figures and 32
tables. The statistical processing of the results is done with competence.

The use of DS in patients with PV is studied. From 377 patients with skin diseases involved in
the study, 151 are patients with severe forms of PV. The use of 1 or more DS in the previous
year is established in 68.2%. Commonly used DS are established to be vitamins/minerals
(45.5%) and there is no statistically significant difference in the use of DS in patients with other
skin diseases (66.8%). In the opinion of the patients the main reason for DS intake is to stimulate
immunity (41.7%), followed by the desire to supplement the diet (32%) and to reduce adverse
reactions to drugs (14.6%).

The studied attitude of patients regarding the usefulness and safety of DS is a very significant
result obtained in the process of the development of the dissertation: more than 40% of patients
with PV and 41.8% of patients with other skin diseases “agree or somewhat agree” with the
statement that DS are safe and even beneficial (61.9%) for human health. The main source of
information about DS is established - in about 50% of cases information is derived from the
medical specialists. At the same time, about 60% of the respondents declare willingness to
discuss the use of DS with medical specialists. It is worrying to observe that a considerable part
of the patients (about 40%) are reluctant to discuss DS intake with medical specialists. This fact
Is associated with an increased risk of unwanted DS-drugs interactions.

Some socio-demographic, anthropometric, health and lifestyle characteristics of DS users are
studied in the dissertation work. Statistically significant differences are found in the use of DS
depending on gender (mostly in men), body weight (mostly in overweight patients) and age
groups (mostly in the group 25-59 years).

The vitamin D status in patients with PV is studied compared to a control group. A
recommended level of vitamin D is established in only 9,7% (PV patients) and 14,5% (control

individuals).



I highly appreciate the study conducted on the influence of SNPs on vitamin D status including:
» Allelic frequencies and genotype distribution of studied SNPs in patients with PV and
control individuals;
e The association between serum 25(OH)D levels and the polymorphisms in the studied
population;
A comparison of individuals with severe deficiency/insufficiency of vitamin D and
individuals with sufficiency/recommended levels of vitamin D regarding the SNPs;
e A comparison of individuals with severe deficiency of vitamin D and all other individuals
regarding the SNPs.
The influence of some anthropometric, demographic and other factors as gender, age, body mass
index, tobacco smoking, physical activity etc. on vitamin D status are studied in the dissertation
work. It is found that vitamin D severe deficiency/insufficiency is more common in females than
in males. There is no significant influence of tobacco smoking, body mass index and physical
activity on the vitamin D status.
Factors of prognostic significance for the vitamin D status are determined. The presence of PV
is rejected as a prognostic factor while female gender is associated with an approximately 3-fold
higher probability for low serum vitamin D level and the presence of a chronic systemic disease

increases this chance more than twice.

3.5. Discussion
The discussion is thoroughly and competently done. It analytically compares the own results

obtained with the available literature data.

3.6. Conclusions

The conclusions adequately reflect the results obtained. | have no remarks as to the way they are

formulated.



3.7. Contributions

The contributions of Dr. Tsokeva's dissertation work are both of scientific and applied nature.

Some more substantial contributions are:

For the first time in Bulgaria, a study on the use of DS in patients with psoriasis is
conducted,;

For the first time in Bulgaria, the vitamin D status in patients with PV is studied and
compared to controls;

For the first time in Bulgaria the influence of genetic polymorphisms
CYP2R1 +14893332G/A (rsl0741657) n GC+17752617T/G (rs7041) on vitamin D status
is studied;

Considering the safe use of DS the need for greater attention of doctors regarding the use

of DS in hospitalized patients is justified.

3.8. Scientific production related to the dissertation

Dr. Tsokeva has submitted a list of 3 publications in relation with her dissertation work one of

which is in a reputable foreign journal with IF (Int J Clin Pharmacol Ther 2021; 59(2): 116-126.

(SJR202i=0,36; 1F2021=0.976; Q3. Dr. Tsokeva participated with scientific reports in a total of 5

national and foreign scientific forums. She participated in the development and implementation

of 2 scientific projects, being the leader of one of them.

3.9. Scientometric indicators

Table 1. Minimal number of scientometric points by groups of indicators for various scientific

degrees and positions.

Minimal requirements Scientometric indicators of
Dr. Tsokeva
Group of indicators Content Doctor
A Indicator 1 50 50

Group of indicators

G Indicators 5-9 30 32,5



3.10. Abstract of the dissertation

The abstract of the dissertation is written on 61 pages and includes 18 tables and 18 figures.

It is structured according to the requirements and consists of introduction, aim and tasks, material
and methods, results, discussion, conclusions, contributions, appendices, and list of publications

related to the dissertation and summary in English.

3.11. Critical remarks

I have no essential critical remarks on dissertation work submitted for review.

CONCLUSION:

Dr Zhivka Tsokeva's dissertation work contains scientific and practical results that
represent an original contribution to science and meet the requirements of the The Law for
the Development of Academic Staff in the Republic of Bulgaria (LDASRB), the Regulations
for its application, and the additional requirements regarding the scientific and educational
activities of the candidates for scientific degrees and academic positions at Trakia

University, Stara Zagora.

Considering the extensive current knowledge of Dr Tsokeva on the dissertation she has
worked out that is evident from the presented literature survey, the adequately planned
and precisely carried our scientific investigations, and the accurate presentation and
analytical discussion of the obtained results, | propose to the respected scientific jury to
award the “PhD” educational and scientific degree to Dr Zhivka Tsokeva in the doctoral
program ,,Pharmacology (incl. Pharmacokinetics and Chemotherapy)“, professional area:

7.1 Medicine, Field of higher education: 7. Healthcare and sports.

Sofia, Reviewer:

17.10.2022 Prof. Dr Emil Gatclrer"MD, PhD



