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OT npotp. a-p PymeH MNaBnos Hukonos, gm

KaTegpa no thapmakonorus un Tokcukonorus, M®, MY - Codus

UneH Ha Hay4HO Xypu (3anoBej Ha PekTopa Ha Tpakuiickn yHuBepcuTeT - CTapa
3aropa“ Ne 2803/13.09.2022 r. BbB Bpb3Ka € npoueaypa 3a 3awmTa Ha gucepTalMoHeH
Tpyg Ha Tema ,, NMpoyyBaHe ynoTpebaTta Ha XpaHUTENTHN A06aBKN 1N HA HAKOW (haKTopw,
noBnusBallM BUTaMuH [l ctaTyca npu 601HM ¢ Ncopuasnc Bynrapuc™ Ha a-p >Xueka
ViBaHoBa LIoKeBa, JOKTOpPAHT Ha cCamMOoCTOATeIHAa NOAroToBKa KbM Kartegparta no
hmsnonorna, natopuamonorna u apmakosnoruns npyu M®, TpyY - Crapa 3aropa B
JOKTOPCKa nporpama no gapmakonorusa (Bk/. papMakoKMHeTMKa U XMMUoTepanus),
npoecrnoHanHo HanpaeneHue ,,7.1. MegnumnHa“ n o6nact Ha Buelle obpasoBaHue 7.
34paBeonasBaHe 1 crnopT®. HayyeH pbKOBOAMTEN Ha AOKTOpaHTa: fou. 4-p Mapusa MaHesa

MaHeBa, oM. HayueH KoHcynTaHT: npod. A-p CBeTnaHa MeTtoamesa AMMNTPOBA, AM.

BCUUKM JOKYMEHTW B CLOTBETCTBME C U3NCKBaHMATA Ha MpaBUHMKa 3a yCNoBuMATa U peja 3a
npuao6neaHe Ha Hay4YHW CTEMEHM W 3aeMaHe Ha akageMMUUHWN AnbXHocT B TpY - CTapa 3aropa
MU 6sxa NpesocTaBeHMN.

[-p XXunBka LlokeBa e nNosioXxuna ycrnewHo HeobxoAuMNTe U3NUTK: LOKTOPAHTCKU MUHUMYM

(dpapmakonorus) n uyxg esuk.

BuorpaunyHmn jaHHN

[-p XKnBka VBaHoBa LloKeBa 3aBbpLLIBa CPeAHOTO CU 0bpasoBaHue npe3 1991 r. B rp. TebpaULA.
Mpuao6rBa CTeneH MarncTbp No MeguumMHa Npy MeamumMHcky hakynTteT Ha TpakuiCcKn YHUBEPCUTET
- Crapa 3aropa npe3 1997 r. OT 1998 r. e acucTeHT B Kategpara rno ghapmakosiorns npyu MegmnumHCKu
yHuBepcuTeT B CTapa 3aropa, cnef koeto npe3 2005 1 2009 r. e NoBULLIEHA B aKaJeMUYHUTE
[JTHXHOCTM CTapLUy aCUCTEHT U raseH acucTeHT. [-p Liokesa npugo6vea cneumasHocT no
thapmakonorua npes 2003 r.

[-p LlokeBa Bnagee NMCMEHO 1 rOBOPUMO aHT/INIACKM €3MK 1 FTOBOPUMO - UTAJIMAHCKN E3UK.

MpuTeXaBa MHOTO 06pW YMeHUs 32 paboTa ¢ KOMMIOTbP C OCHOBHMTE O1C NPorpamu.



MpeLgeHKa Ha NpeaCcTaBeHNsA AUcepTaLVOHEH TPy

CTpyKTypa Ha AucepTaLoHHUS TpyL
MpeacTaBeHUAT MU AUcepTauMOHeH TPy cbAbpyka 18l cTpaHuMum M e oHarfefeH ¢ 28
Gurypu un 32 Tabnuum. LinTnpaHn ca 343 nutepaTypHM M3TOYHMKA, OT KOUTO 15 Ha Kupunuua.
Hay4HuWAT TpyA e NpaBuIHO CTPYKTYpUpaH B ClefHWTe pasfenu: BbBefeHue - 3 cTp.,
nuTepaTypeH 0630p - 44 cTp., uen n 3agaun - 1cTp., matepmann u metoam - 15 cTp., peayntatu
- 38 cTp., 06CbXAaHe - 25 cTp., n3BoAu - 1CTp., NpUHOCK - 1CTp., NPUNOXKeHUs - 1cTp.,

onbnmorpadmsa - 31 CTp. M CNUCHK Ha TPY/0BETE, CBbP3AHN C ANCEPTALMOHHMA TPy - 2 CTP.

AKTYya/lIHOCT Ha TemaTa Ha jucepTaumsaTta

[uncepTauvoHHNAT TPYA e HanucaH 3a4b/I604eH0, KOMMETEHTHO 1 M3YyepnartenHo. Temara Ha
AMCcepTaLMoHHUA TPYA € NOCBeTEHA Ha akTyasleH npob/siem, CBbp3aH C NpoyyBaHe Ha yrnoTpebarta
Ha XpaHUTeNHW [06aBKN U Ha HAKOW (haKTopw, MoBAMABaLM BUTaMUH [I cTatyca npu 60/1HU C
rncopuasuc Bynrapuc.

Psoriasis vulgaris e XpoOHUYHO Bb3ManuTeNIHO 3ab6015BaHe Ha KoXaTa C BUCOKa YecToTa B
nonynauusta (1-3%). HabnogasaHa e 3HauMMa Bpb3Ka MeXy HUCKO CEPYMHO HUBO Ha
BUTaMUH [ 1 ncopuasuc Bynrapuc 1 CbNbTCTBaWMTE ro KOMopbuaHocTu. Mopaam ponsTta cu B
nponmepaumnaTa 1 y3psBaHeTo Ha KepaTUHOLMTUTE, BUTaMUH D ce npeBbpHa BbB BaXKHA
TepaneBTMYHA Bb3MOXHOCT MpY /IOKATHOTO JIeYeHMe Ha rcopuasuc.

HwvBarta Ha BuTamvH D ce nosnuasaT OT MHOTO akTopu, BK/TIOYMTESTHO CE30H, Nepuoj Ha
n3naraHe Ha CNbHLUe, BpeMe Ha fieHs, reorpadcka WMpKHa, U3Mos3BaHe Ha CMbHLEe3aWMTHN
NPoAYKTU, 061eKN0, LBAT HAa KOXaTta, TeNECHO Terfo 1 MefULMHCKA CbCTOAHNUA. ButamuH D e
OCHOBHO XpaHWTENHO BEeLLeCTBO 3a X0parta, KOeTO Ce NPOM3BEXAa B KOXaTa yYpes u3faraHe Ha
yntpasuosietosa B (UVB) csetnuHa. [pyrn U3To4YHMLM Ha BUTaMUH D BK/IOUYBAT XpaHu,
6oratn Ha BUTaMWH [, 1 XpaHUTENHN L06aBKM, CbAbpXaliyn BUTaMUH [.

OcBeH mofynupatla ponis BbpXy nponndepaunsaTa u gudepeHumanmaTa Ha KepaTUHOUNTHTE,
npu rncopmasvc BUTaMuH [l N3NbAHABA OLLle UMYHOMOZY/1aTOpPHA PofA 1 yyacTBa B npouecute

Ha peryampaHe Ha anonto3arta N aHrnmoreHesara.



NntepaTypeH 0630p

NntepaTypHUAT 0630p € HanncaH KOMMNEeTEHTHO M BK/IHOYBA CbBPEMEHHUN U3TOYHULM,
CBbp3aHy C TemaTa Ha HacTOALMA aucepTaLMoHeH Tpya. B nbpBaTa yacT Ha iMTepaTypHUS
0630p e HanpaBeHa M34yepnaTe/iHa XxapaKTepUCTKa Ha yrnoTpebaTa Ha XpaHUTeNHU L0OaBKW.
BbB BTOpaTa 4acT Ha 0630pa e npeAcTaBeHa XapakTepucTuka Ha BUTaMUH [, KIMHWYHOTO
3HayeHMe Ha BUTaMUH [l cTaTyca BK/I. MpW NCopuasnc, v NPenopbKy 3a CynaeMeHTauus ¢
BUTamuH /.

NntepaTypHata cnpaBKa rnokassa, Ye JOKTOpPaHTKaTa € 3ano3Har 3a4b/1604eHo ¢ npobneMuTe,

CBbp3aHn C agucepTaynoHHNA TPpyAd, BKI. Hain-HoBUTe npoyyBaHnA B Ta3n HaCoKa.

Len v 3agayum Ha NpoyyBaHeTo

Llenta Ha Npoy4YBaHeTO € TOUYHO U ACHO (hopMy/MpaHa. 3agavmTe 3a HEMHOTO M3Nb/HEHMe ca
po6pe onpefeneHn, KOHKPETHN M CbOTBETCTBAT Ha NocTaBeHaTa Les.

LienTta e fa ce npoyum ynotpebara Ha XpaHUTENHN J06aBKW NPU XOCNUTaIN3UPaHN 60NHN C
psoriasis vulgaris 1 Ha HAKOM (hakTOpK, NOBAUABALLM BUTaMWUH [, cTaTyca npu XocnuTanusnpaHm
1 ambynaTtopHu 60MHK C TOBa 3abo/ABaHe.

3a nocTuraHeTo Ha Tasu uen 4-p LLokeBa cv e nocTaBua 3a U3NbaHeHWe 8 3ajayn, KoMTo ca

Ao6pe hopMynnpaHn 1 KOHKPETM3MPaHK KaTo TOYHO CbOTBETCTBAT Ha NMocTaBeHaTa Lef.

MaTtepuanu n meTom

B npoyuBaHeTO ca M3Mo/3BaHN CrefHUTe MeTOAM: NPOBEXAaHe Ha aHOHVMHMW aHKeTu 3a
ynoTtpeba Ha XpaHUTEeNHU [06aBKW, KIMHUKO-AMArHOCTUYHU METOAUN, NabopaTopHU U
CTaTUCTUYECKN METOAM.

YnoTpebarta Ha XpaHUTENHU 006aBKK e npoy4yeHa npu 377 nauneHTn: 217 xeHn n 160
MbXe,(0T KouTo 151 ¢ ncopmasnc Bynrapuc) 4pes npska aHOHMMHa aHKeTa.

KNMHWKO-ANarHoCTUYHMUTE METOAM BKIKOUBAT CbOMpaHe Ha aHAMHECTUYHWN AaHHU U
KNIMHUYEH npernes Ha 60/HM OT NCOpPUasnc BY/rapuc 3a OLeHKa Ha TeEXHUS PU3nKaieH u
LepmartosiornyeH craryc.

3a onpefensHe Ha CepyMHUTE HMBA Ha BUTaMWH [, Npu nayueHTn ¢ nocopuasuc B
NMPOyYBaHETO e 13MNoJ3BaHa AMPEeKTHA KOMNETUTUBHA eNIeKTPOXEMUNYMUHUCLEHTHA

NMYHOTEXHUKaA.



3BbpLUEHO € reHoTUMMpaHe Ha NauveHTn ¢ NCopmasnc BYIrapuc U KOHTPOU no
OTHOLLEHME Ha nonumopdusmm B reHute CYP2R1 n GC ype3 nonvmepasHa BepuxHa peakuus un
PECTPUKLMOHEH aHann3 3a NAEHTU(MUKALUA Ha reHOTUNa Ha NauueHTy ¢ PV 1 KOHTpoiu no
OTHOLUEHWE Ha NOIMMOPMHNS PErvOoH.

3a 06paboTBaHe Ha pe3ynTatuTe B NPOYYBAHETO Ca M3MO0I3BaHN NOAXOAALLN COPTYEpPHN
nporpamu.

MeTOANYHMAT MOAXO[ € CbBPEMEHEH U AOCTATbYEH 3a U3Mb/IHEHNE Ha MOCTaBEHUTE LeN U

3a7aumn.

Pesyntatu

PesyntatuTe OT fUCepTaLMOHHNA TPYA ca NPeAcTaBeHn B 2 YacTu: pesynTaTu OT Npoy4yBaHe
ynotpebara Ha XpaHUTeNHW 06aBKN 1 (hakTopu, NOBAUABALLM BUTaMUH [, cTaTyca Ha 60/1HM C
ncopvasuc synrapuc. MonyyeHute pesynraTu ca MHOro Nogpo6HO oHarfefeHn U KOMMNEeTEHTHO

aHa3npaHu.

3BOAM M HAYYHU NPUHOCK

OCHOBHUTE U3BOAM, 10 KOUTO JOCTMra AOKTOPaHTa ca PeACTaBeHN B 2 rpynu: U3Boay OT
npoy4BaHe Ha ynoTpe6aTta Ha XpaHUTENHW A06aBKM 1 M3BOAM OT MPOyuYBaHe Ha BUTaMUH [
cTaTyca.

MpuHOCUTE C NPeaVMHO Hay4eH XapakTep ANCEPTALMOHHUAT TPYA ca 7, KaTo oT
(hopMynupaHnTe OT JOKTOPaHTa MPMHOCK 5 ca opUrvHanHu 1 6 ca NoTBbPAUTENHU. MpUHOCKTE
C NPeaYMHO MPUIOXKEH XapaKTep ca 2 1 UMaT MOTEeHLMaNHO 3HaYeHVe B IYEHMETO Ha

rncopmasnc ByArapuc v CBbp3aHUTE C HEFr0 KOMOPBUAHOCTY.

HayKoMeTpuyHKN nokasatenu, CBbpP3aHu C AUCEPTALVUOHHNA TPYL

BbB Bpb3Ka C AucepTauMoHHNA cu TpyL A-p KrBKa LloKeBa e npefcrasuna CrmnceK ¢ 3
ny6ankauum, Kato 10T TaxX e B cnucaHme ¢ IF. BbB BCUYKM NpefcTaBeHn Nyo6nmKaumm Ta e
MbpBY aBToP.

[-p XKunska LlokeBa e npefcTaBuia CUCHK C 5 yyacTus B KOHTPecu 1 KOH(EPeHLMN.
YyacTBa B 2 Hay4YHW MPOEKTa, CBbP3aHu C TeMaTta Ha AMCepTaunmoHHUA TPy, Kato Ha eanH

npoekTnTe A-p LLOKeBa e pbKoBOAUTEN.



ABTopeepat
ABTOpedepaTsT Ha ANCepTaLMOHHUA TPYA e CbabpXKa 62 cTpaHuuw, 18 durypu, 18 Tabnmum
1 pe3toMe Ha aHrNACKK e3uK. MpunoXeHnAT aBTopedepaT 0TpassiBa afeKBaTHO OCHOBHOTO

CbAbpXXaHWe Ha gnceptaynata 1 NOAyYEHUTE PEIYNTATH.

MpenopbKM 1M KPUTUYHM 3a6enexkn: MpenopbyBaM Ha JOKTOPaHTKaTa Aa NPOAB/IKM

I'Iy6fII/IKaLI|VIOHHaTa CN aKTUBHOCT.

3ak/oyeHune
[uncepTaumMoOHHUAT TPYA CbAbpXKa HayUYHW, Hay4YHO-MPUMIOXKHM U MPUNOXKHU pe3ynTartu,
KOUTO MNpejcTaBnsBaT OPUrMHaneH NPUHOC B HayKaTa M OTrOBapAT Ha BCUMUKW M3UCKBaHUA Ha
3aKoHa 3a pasBUTUE Ha akagemMuyHusa cbeTaB B Peny6nimka bvnrapus (3PACPE), MpaBunHuKa 3a
npunaraHe Ha 3PACPBE u lMpaBunHuka Ha TpY - Ctapa 3aropa. lNpefcraBeHMTe maTepuann u
OMCepTaLMOHHMN pe3ynTaTh Hanb/HO CbOTBETCTBAT Ha CreLUPUUHUTE U3UCKBAHWUSA, MPUETU BLB
Bpb3Ka C lNMpaBunHnKa Ha TpY - Crapa 3aropa.

CunTtam, Ye nNpeLCTaBeHUAT AUCepTaLUOHEH TPY[ e 4o6pe 0hopMeH, KaTo B Hero ca
1N3N0/1I3BaHN CbBPEMEHHMN €KCMEPUMEHTAIHU METOAMN U OT/IMYHO NpPeAcTaBAHe Ha MONyYeHuTe
pesynTaTu, KOUTO NOTBbPXKAABAT NOCTaBEHUTE LieN 1 3ajaun.

Bb3 ocHOBa Ha NOAPOGHO M3N0XEHUTE NMONOXKMUTENIHW CTPaHW Ha NPeACTaBeHns MU 3a
peLeH3ns aucepTaunoHeH Tpya, y6eAeHo npenopbyBam Ha yBaXXaeMUTE Y/IEHOBE Ha HAy4YHOTO
XYpW [ia rnacyBat nosIoKUTE/THO 3a NPUCHXAaHe Ha 06pa3oBaTe/iHaTa U Hay4yHa CTeneH
*“ [loKkTOp* B AOKTOPCKa nporpama no hapmakonorus (Bkn. hapMakoKMHETUKA U XMMUoTepanms)

Ha 4-p Knska VBaHoBa Llokesa.

10.10.2022 . M3roteun peuleH3unaTa:

/Mpod. a-p PymeH Hukonos, am/



MKLLHAO T I/I)KFLU, OPINION

by Prof. Dr. Rumen Pavlov Nikolov, MD
Department of Pharmacology and Toxicology, Faculty of medicine, Medical University
Sofia

Member of the scientific jury (order of the Rector of Trakia University - Stara Zagora”
No. 2803/13.09.2022 in relation to a procedure for defense of a dissertation on the topic
”Study of the use of nutritional supplements and some factors affecting vitamin D status in
patients with psoriasis vulgaris ” by Dr. Zhivka lvanova Tsokeva , PhD student on
independent training at the Department of Physiology, Pathophysiology and Pharmacology
at the Trakia University - Stara Zagora in a doctoral program in pharmacology ( incl.
pharmacokinetics and chemotherapy ), professional direction 7.1. Medicine and field of
higher education 7. Health care and sports. Scientific supervisor of the doctoral student:
Assoc. Prof. Dr. Maria Ganeva Ganeva, MD. Scientific consultant: Prof. Dr. Svetlana

Metodieva Dimitrova, MD.

All documents in accordance with the requirements of the rulebook for the terms and conditions for
acquiring scientific degrees and holding academic positions at Trakia University - Stara Zagora were
provided to me.

Dr. Zhivka Tsokeva has successfully passed the required exams: doctoral minimum (pharmacology)

and foreign language.

Biographical data
Dr. Zivka Ivanova Tsokeva completed her secondary education in 1991 in the town of Tvarditsa. She
obtained a master's degree in medicine at the Faculty of Medicine of Thrace University - Stara Zagora
in 1997. Since 1998, he has been an assistant at the Department of Pharmacology at the Medical
University in Stara Zagora, after which in 2005 and 2009 he was promoted to the academic position
senior assistant and chiefassistant. Dr. Tsokeva acquired a specialty in pharmacology in 2003.

Dr. Tsokeva is fluent in written and spoken English and spoken Italian. She has very good computer

skills with basic office programs.



Assessment of the submitted dissertation work

Structure of the dissertation

The dissertation contains 181 pages and is illustrated with 28 figures and 32 tables. 343
literary sources are cited, of which 15 are in Cyrillic.

The scientific work is properly structured in the following sections: introduction - 3 pages,
literature review - 44 pages, aim and tasks - 1 page, materials and methods - 15 pages, results -
38 pages, discussion - 25 pages, conclusions - 1 page, contributions - 1 page, appendices - 1

page, bibliography - 31 pages and list of works related to the dissertation work - 2 pages.

Relevance of the dissertation topic

The dissertation is written thoroughly, competently, and comprehensively. The topic of the
dissertation work is dedicated to a current problem related to the study of the use of nutritional
supplements and some factors influencing the vitamin D status in patients with psoriasis vulgaris.

Psoriasis vulgaris is a chronic inflammatory skin disease with a high prevalence in the
population (1-3%). A significant association was observed between low serum vitamin D level
and psoriasis vulgaris and its concomitant comorbidities. Because of its role in keratinocyte
proliferation and maturation, vitamin D has become an important therapeutic option in the
topical treatment of psoriasis.

Vitamin D levels are affected by many factors, including season, period of sun exposure, time
of day, latitude, use of sunscreen, clothing, skin color, body weight, and medical conditions.
Vitamin D is an essential nutrient for humans that is produced in the skin by exposure to
ultraviolet B (UVB) light. Other sources of vitamin D include foods rich in vitamin D and
dietary supplements containing vitamin D.

In addition to a modulating role on the proliferation and differentiation of keratinocytes,
vitamin D also plays an immunomodulatory role in psoriasis and participates in the processes of

regulating apoptosis and angiogenesis.

Literature review
The literature review is competently written and includes contemporary sources related to the topic

of this dissertation. In the first part of the literature review, a comprehensive description of the use



of nutritional supplements is made. The second part of the review presents a characteristic of
vitamin D, the clinical significance of vitamin D status inch in psoriasis, and recommendations for
supplementation with vitamin D.

The literature review shows that the doctoral student is thoroughly familiar with the issues

related to the dissertation work, inch, the latest studies in this direction.

Purpose and tasks of the study

The purpose of the study is precisely and clearly formulated. The tasks for its implementation
are well defined, specific and correspond to the set goal.

The aim is to investigate the use of nutritional supplements in hospitalized patients with
psoriasis vulgaris and some factors affecting vitamin D status in hospitalized and outpatient
patients with this disease.

To achieve this goal, Dr. Tsokeva has set himself 8 tasks, which are well formulated and

specified and exactly correspond to the set goal.

Materials and methods

The following methods were used in the study: conducting anonymous surveys on the use of
food supplements, clinical-diagnostic methods, laboratory and statistical methods.

The use of nutritional supplements was studied in 377 patients: 217 women and 160 men (of
which 151 with psoriasis vulgaris) by direct anonymous survey.

Clinical-diagnostic methods include collection of anamnestic data and clinical examination of
patients with psoriasis vulgaris to assess their physical and dermatological status.

A direct competitive electrochemiluminescent immunotechnique was used in the study to
determine serum vitamin D levels in patients with psoriasis.

Genotyping of patients with psoriasis vulgaris and controls with respect to polymorphisms in
the CYP2R1 and GC genes was performed by polymerase chain reaction and restriction analysis
to identify the genotype of patients with PV and controls with respect to the polymorphic region.

Appropriate software programs were used to process the survey results.

The methodical approach is modern and sufficient to fulfill the set goals and tasks.



Results
The results of the dissertation work are presented in 2 parts: results of a study on the use of
nutritional supplements and factors influencing the vitamin D status of patients with psoriasis

vulgaris. The obtained results are very detailed and competently analyzed.

Conclusions and scientific contributions

The main conclusions reached by the doctoral student are divided into 2 groups: conclusions
from a study of the use of nutritional supplements and conclusions from a study of vitamin D
status.

There are 7 contributions of a mainly scientific nature to the dissertation, and of the
contributions formulated by the doctoral student, 5 are original and 6 are confirmatory.
Contributions of a mostly applied nature are 2 and have potential value in the treatment of

psoriasis vulgaris and related comorbidities.

Scientometric indicators related to the dissertation work
In connection with her dissertation work, Dr. Zhivka Tsokeva has presented a list of 3
publications, 1ofwhich is in ajournal with IF. She is first author on all publications presented.
Dr. Zhivka Tsokeva has presented a list of 5 participations in congresses and conferences.

Participated in 2 scientific projects related to the topic of the dissertation work, one of which Dir.

Tsokeva is the supervisor.

Doctoral Thesis
The abstract of the dissertation contains 62 pages, 18 figures, 18 tables and a summary in

English. The attached abstract adequately reflects the main content of the dissertation and the

results obtained.

Recommendations and critical remarks: | recommend the doctoral student to continue her

publication activity.



Conclusion

The dissertation contains scientific, scientific-applied and applied results, which represent an
original contribution to science and meet all the requirements of the Law on the Development of
the Academic Staff in the Republic of Bulgaria (ZRASRB), the Regulations for the
Implementation of the ZRASRB and the Regulations of Trakia University - Stara Zagora. The
presented materials and dissertation results fully correspond to the specific requirements adopted
in connection with the Regulations of the Trakia University - Stara Zagora.

| believe that the presented dissertation work is well designed, using modem experimental
methods and an excellent presentation of the obtained results, which confirm the set goals and
objectives.

Based on the detailed positive aspects of the dissertation submitted to me for review, I
strongly recommend to the respected members of the scientific jury to vote positively for
awarding the educational and scientific degree "Doctor” in the doctoral program in

pharmacology (inch pharmacokinetics and chemotherapy) to Dr. Zhivka lIvanova Tsokeva.

10.10.2022 r. Prepared the review:

/Prof. Dr. Rumen Nikolov, 1vip7 a



