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1. O6Lo npeAcTaBsAHe Ha npouegyparta v JoKTopaHTa

MpeAcTaBeHUAT KOMMJIEKT MaTepuann Ha XapTueH/eneKTPOHeH HocuTen € B
cboTBeTCTBME € un. 48 KbM Pazgen 1l Ycnosusi 1 peq 3a npnaobmeaHe Ha obpasoBaTenHa u
Hay4Ha cTeneH ,,40KTop" Ha lMpaBUNHKUK 3a pasBUTUETO Ha AkageMnuHus cbetaB (MPAC) Ha
TpY n M® Crapa 3aropa, BK/OYBa U3NCKBaHUTE AOKYMEHTUM MOTBbPXKAaBa 3aKOHHOCTTA
Ha npouepypata. [-p >XvBka LlokeBa e 3aBbpLumMna BUCLUETO CvM 06pazoBaHue npe3 1997 B
MeanumnHckn thakynteT Ha TpY Crtapa 3aropa e otaudeH ycnex OT 1998 I. e aCUCTEHT KbM
Kategpa "®wu3nonorus, natoduanonorus u apmakonormsa®. Mima npugobutu cneynanHocTu
no dapmakonormsa. YUneH e Ha BbArapckoTo [py>KecTBO NO (hapmakonorns m KAMHW4YHa

hapmakonorusi 1 Cbto3a Ha yueHuTe B Bbarapus.



2. AKTya/IHOCT Ha TeMaTuKaTta

lMpeacTaBeHNAT MU 33 CTaHOBULLEE AucepTauMoHeH TpyAa Ha TeMa: “lMpoyyBaHe Ha
ynotpebara Ha XpaHWUTeNHU J06aBKM M Ha HAKOM (hakTopW, MOBAMSABALLM BUTaMUH [l cTaTyca
npu 60/HN C ncopuasnc BYNrapuc” e MoceBeTeH Ha [Ba BaxHW npobnema: 1) npuema Ha
XpaHUTeNHW [06aBKN B AOMb/IHEHWE HA KOHBELMOHaNHaTa NekapcTBeHa Tepnusa npu 601HN
ncopuasuc u Lpyrv KOXHu 3abonssaHus; 2) onpefensHe Ha ButamuH [l ctatyca npu
6onHuTE C ncopmasuc C uaedTa fa u3cnefsa Bpb3KaTa Mexay 3ab0/iBaHETO C HUCKOTO
CepyMHO HMBO Ha BuTaMuH [, Aa ce aHanMsMpar (akTopuTe CBbp3aHuW C AeUUUT Ha
BUTaMWH [l KakTo 1 fa ce uaeHTUduUMpar Tesn ¢ NPOrHOCTUYHA CTOMHOCT 3a pasBUTME Ha
TeXbK feduumnt Ha BuTamuH . Be3 cbMHeHUe, Tasn TemaTuka TpsabBa fa 6bie onpeseneHa
KaTo aKkTya/iHa W OT 3HAUMTE/IEH VMHTEPEC, KaKTO OT (PyHAAMeHTa/Ha, Taka M OT NpaKThyecka

rnegHa To4vka.

3. TMosHaBaHe Ha npobnema

[O-p LiokeBa npuTexasa O6WWMPHMN TEOPETUYHM MO3HAHMA WU MOKasBa 3a4b/1004YeHO ©
MHOFOCTPaHHO MO3HaBaHe Ha pasrnexpgaHute npobnemu. JlnTepatypHUAT 0630p e HanucaH
KOMMNETEHTHO, LEefeHaCoO4YeHO W MNpeAcTaBeH B 2 OTAE/HWM [NaBU B CbOTBETCTBME C
pasrnexzgaHata TemaTuka. TemaTa 3a XpaHWTeNHMTe [06aBKM e pasrfiefjaHa BbB BCUYKMU
acnekTW, BK/IKOYUTENHO €BrorneckoTo 3aKOHOLATENCBTOTO W perfiaMeHTUpaHeTo UM B
Pbbnrapus. MNpeAcTaBeHn ca faHHM 3a MeTabonn3Ma Ha BUTaMUH [, HeroBmsi MexaHu3bM Ha
JelicTBMe, NNeAOTPONHUTE (PU3MONOTMYHN Y UMYHOMOAYATOPHN ePEKTUN, KaKTO 1 Bpb3KaTa
My C ncopuasuc synrapuc. CneumanHo BHUMaHWe e 06bpHATO Ha (hakTopuTe, MOBMABALLM
BUTaMWH [}, cTaTyca, KaTo aKUeHT e NocTaBeH BbPXY PonsTa Ha FreHeTUUYHUTE NOAMMOPGnN3MU

Ha KNH4Y0BM reHn, CBbpP3aHn C TpaHCnopTa 1 MET8.60]'IVI3VIpaHETO Ha BuUTaMuH [.

4. MeTogmKa Ha u3cnefBaHeTo

B npoyuyBaHeTo Ha ynoTpe6aTa Ha XpaHUTENIHW [06aBKM Ca  BK/IKOYEHU
npescTaBuTesieH 6poil NaumeHTV M KOHTPO/W, KaTo 3a LenTa ca pa3paboTeHn v BaingupaHm
n3yepnaTesieH BBLMPOCHMK WM CLOTBETHWM aHKeTHM KapTu. B npoyuyBaHeTo Ha hakTopuTe,
noBmsBawM BuTamMmH [l ctatyca npu 60/HM C NCOPUA3UC BYrapuc CbLO Ca BKIKOUYEHU
[OCTaTbY4HO Ha Opoi NaumeHTUTE C XWUCTOMOMMYHO [A0KasaH Mcopuasvuc BYIrapuc u
CbOTBETCTBALLMTE UM MO 6GPOI M BB3PACT KOHTPOAW. KAMHMYHATA OueHKa Ha 60/HWUTE e
[o6pe nMpeAcTaBeHa W W3MON3aHWTE 1a60PAaTOPHM METOAMKM Ca OMUCaHU MPEeUU3HO W

[eTaiinHo. B amcepTauMoHHWS TPYZ CbBCEM KOPEKTHO € MOCOYEHO 0Ka3aHOTO Ha AOKTOpaHTa



CbAENCTBME MPU MPOBEXAAHETO HA MOJIEKYNAPHO-OMONOrNYHNUTE aHannsn. [lonyyeHute
[JaHHW ca aHa/mM3vMpaHW MNOCpeiCcTBOM  eAHOMEpHM W fobpe Mo3HaTM TecToBe 3a
cTatucTmyecka o6paboTka, HO ca U3MoN3BaHN N NO-CNOXKHWU CTATUCTUYECKN METOLN.

XapaKTepucTnka 1 oLeHKa Ha AucepTaunoHHUA TPy 1 NPUHOCUTE

JvcepTaunMoHHUAT TPy e npeactaBeH Ha 18lcrtaHfapTHW CTpaHuMUW, oHarfefeH ¢ 28
Gurypn n 32 Tabnuum. To3n Tpya e Aobpe CTPYKTypupaH, cbobpa3eH C M3UCKBaHUATA W
CbAbpXKa BbBefeHWe, N1TepaTypeH 0630p MpeAcTaBeH B 2 rNaBW, LA U 3afadun, matepuan un
METOAMW, Ppe3ynTaTu, [AUCKYCWUs, W3BOAW, MNPUHOCK, MNPUIOXKeHUs W 6ubnmorpagus.
M3non3saHn ca 343 nuTepaTypHU M3TOYHMKE, OT KOUTO 15 Ha Knpununua.

B BbBefeHneTo e pfobpe oueptaH npobnema ©  060CHOBaHa LUenta Ha
n3cnefBaHuAaTa B AUcCepTaumMoHHMA Tpyh. Llenta v 3agaumte ca gobpe (opmynvpaHu B
CbOTBETCTBME C TeMaTa Ha AucepTauusTa 1 npeacTaBeHUs nuTepaTypeH 063op. Pesyntatute
OT COBCTBEHWTE MPOYYBaHWS Ca TEMATUUYHO CTPYKTYpUpaHU CbOoOpasHO ABarta pasriexiaHu
npobnemMa ¥ noctaBeHMTe 8 33fayn B AUCEPTaALMOHHWUA Tpyfh. lMonydveHwWTe pesyntatu ca
PPeLCTaBeHN KOMMETEHTHO, MH(OPMAaTMBHO, W34vepnartesiHo 1 ca fobpe oHarnegeHwn. Te ca
MHTEpecHW, ¢ 6GescnopHa HayyHa W NpakTW4Ha CTOMHOCT. TlocTurHat e GanaHc Mexay
MOCTaBeHW 3afayn, TAXHOTO M3Mb/IHEHME W OMUCaHWE, W HamnpaBeHWTe W3BOAW, KOUTO ca
YMeso, 3ab/I604EHO M KOMMNETEHTHO AWCKYTUPAHW.

HanpaseHuTe 8 13BOZAa OTrOBapsAT Ha NOCTaBEHUTE LN W 3aa4n Ha AMcepTaLyoHHWS
Tpya. Te ca 060CHOBaHW, IOMMYHO (hOpMynupaHu K 06006LLiaBaT afeKBaTHO MONyYeHUTe
pesynrtatu.

MpeactaBeHn ca 13 npuHOCK, OT KOUTO TakuBa C MPEAUMHO HayyeH XapakTtep - 5

OPUrMHANHU 1 6 MOTBBbPAUTENHW, U 2 MPUHOCK C NPEAVMHO NPUIOXKEH XapakTep.

5. TMpeueHKa Ha HAyKOMETPUYHUTE KpUTepUM

BbB Bpb3ka AMCEPTALMOHHWS TPy[ ca npeAcTaBeHn 3 ny6nvkKauun B NepuogvyHm
M3[aHns, OT KOWTO 2 GBbArapCKM CMMCaHUA W efHO MEXAYHapOoAHO Cheuuann3upaHo C
nmnakT-gakTop (IF2021 - 0.976. SJR202L - 0.36, Q3). BbB Bpb3Ka C AMCepTauuOHHMA TPYS ca
npeactaseHn 5 CbOOLLEHMA HA HayyHU (DOPYMU OT KOUTO 2 MeXAyHapoAHW. BbB BCUYKY
nyonnKauMm Wn HayyHW CbOOLLEHWS [OKTOpaHTbT € nbpBuM aBTop. [-p >KmBka Llokesa
OTroBapsi Ha U3UCKyeMUTe HayKOMeTpuuHWM KpuTepun Ha MPAC B TpY 3a npuaobueaHe Ha

06pa3oBaTe/iHa U Hay4Ha CTerneH ,,A0KTop".

6. ABTOpeepat



MNpeacTaBeHNAT aBTOpedepat OT 61 CTPp. e opopmeH cropes M3UCKBaHMATA, KOPEKTHO
OTpa3siBa Haii-CbLLECTBEHUTE MOMEHTM OT Mb/IHOTO M3AaHVe Ha AUCEePTaLMOHHUA TPY4 W AaBa
Bb3MOXHOCT 3a Mb/IHOLeHHa NpefcTaBa 3a CbLHOCTTa, Pe3ynTaTtute, U3BOAUTE U NPUHOCUTE
Ha Tpyda. B Hero ca MnocoyeHW Hay4yHuTe Ny6aMKaumyM W y4vacTmaTa B HayyHU MPOsBK
CBbp3aHM C Temarta Ha gucepTayusTa. MocoyeHM ca M 2 Hay4YHWUTe MPOeKTa BbB BpPb3Ka C

ANCEPTALMOHHMUSA TPYA,

3SAK/TFOYEHWE

3amno3HaBalikm Ce BHMMATENIHO C MpeAcTaBeHaTa MM [OKyMeHTauus 3a
NPOdecnoHasHOTO M HayyHO pasBuTUe Ha A-p >KvBKa LlokeBa W cref aHanuTUYeH W
LANOCTEH Mpernes Ha AucepTaumoHHUA W Tpyh Ha Tema ” [poyyBaHe Ha ynoTpeb6arta Ha
XpaHUTeNHW J06aBKM M Ha HAKOW (hakTopu, MOBAMABALLM BUTaMUH [ ctatyca npu 601HU C
rncopuasvic Bynrapuc”, cumtam, Ye AOKTOpaHKaTa npuTeXxasa 3afb/604eHV MO3HaHWS Mo
Hayy4Ha cneumanHocT (apMakonorns, AeMOHCTpMpa CNOCOBGHOCT 3a CaMOCTOATE/THA HAyYHO-
n3cnefosaresicka paboTa, 3pANOCT MpU MpeAcTaBAHe WM WHTEPNpeTMpaHe Ha pe3yntaTuTe.
MonyyeHW ca faHHW, KOUTO MMaT He CaMO Hay4Ha CTOMHOCT, HO M MpeACcTaBnsaBaT MHTEpPeC 3a
MeAuLMHCKaTa MpakTuKa. JucepTauMOHHUAT TPy OTroBaps Ha BCUYKM W3UCKBAHMA Ha
3akoHa 3a pa3BuTME Ha akajemuyHua cbucTaB B Penybnuka bBbvarapusa (3PACPBE).
MpaBunHuka 3a npunaraHe Ha 3PACPE 1 MpaBunHMka Ha Tpakuiickn YHusepcuTeT - CTapa
3aropa 3a NpcbXaaHe Ha 06pa3oBaTeNIHa M Hay4yHa CTeneH ,,A0KTop”

Bb3 OCHOBa Ha TOpPEuU3NIOXEHOTO Y6edeHO [aBaM MOMOXWUTENHA OLEeHKa Ha
npeAcTaBeHns My 3a CTaHOBULLE [MCepTauMOHeH TPpy4 W npefjaraMm Ha Mo4YnMTaemoTo
Hay4HO Xypu fa npucbau obpasoBaTenHaTa M Hay4dHa cTeneH ,,JOKTOP“ Ha A-p >KuBKa

VBaHoBa LlokeBa B [OKTOpCKa nporpama no ,,dapmakonoruna.

24.10.2022

npod. a-p NpeHa MaHosnosa, A.M.
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1. General presentation of the procedure and the PhD student

The presented set of materials on paper/electronic media is in accordance with Art. 48 of
Section 11l Conditions and procedure for acquiring the educational and scientific degree
"doctor" of the Regulations for the Development of the Academic Staff (PRAS) of Trakia
University and the Faculty of Medicine, Stara Zagora. includes the required documents and
confirms the legality of the procedure. Dr Zhivka Tsokeva completed her higher education in
1997 at the Medical Faculty of Trakia University of in Stara Zagora with excellent results.
Since 1998, she has been an Assistant Professor at the Department of "Physiology,
Pathophysiology and Pharmacology". She has acquired a specialty in Pharmacology. She is a
member of the Bulgarian Society of pharmacology and clinical pharmacology and the

Bulgaria Union of Scientists.



2. Relevance of the problem

The presented dissertation entitled: "A study of the use of dietary supplements and some
factors affecting vitamin D status in patients with psoriasis vulgaris" submitted for opinion is
dedicated to two important problems: 1) the intake of dietary supplements in addition to
conventional drug therapy in patients with psoriasis and other skin diseases; 2) determination
ofthe vitamin D status in patients with psoriasis with the idea of investigating the relationship
between the disease and the low serum level of vitamin D, analyzing the factors associated
with vitamin D deficiency, and identifying those with prognostic value for the development of
severe vitamin D deficiency. Undoubtedly, this topic should be defined as current and of

considerable interest, both from a fundamental and a practical point of view.

3. Knowledge of the problem

Dr Tzokeva possesses extensive theoretical knowledge and shows a thorough knowledge
of the problem under consideration in all its aspects. The review section is written
competently, purposefully and presented in 2 separate chapters in accordance with the subject
under consideration. The topic of dietary supplements is considered in all aspects, including
the European legislation and their regulation in the Republic of Bulgaria. Data on vitamin D
metabolism, its mechanism of action, pleiotropic physiological and immunomodulatory
effects, and its relationship to psoriasis vulgaris are presented. Special attention is paid to the
factors affecting vitamin D status, emphasizing the role of genetic polymorphisms in key

genes related to vitamin D transport and metabolism.

3. Methodology of the study

A representative number of patients and controls are included in the dietary supplements
study, for which a comprehensive questionnaire was developed and validated, as well as
relative survey cards. In the study of the factors affecting vitamin D status in patients with
psoriasis wvulgaris, a sufficient number of patients with histologically verified psoriasis
vulgaris and sex- and age-matched controls are also included. The clinical assessment of the
patients is well presented and the laboratory methods used are described precisely and in
detail. In the PhD thesis, the assistance provided to the doctoral student in conducting the
molecular analyzes is indicated quite correctly. The obtained data are analyzed using
univariate and well-known statistical tests, but more sophisticated statistical methods are also

used.

4. Characteristics and evaluation of the dissertation work and the contributions



The dissertation is presented on 181 standard pages, illustrated with 28 figures and 32
tables. This paper is well structured and contains an introduction, literature review presented
in 2 chapters, aim and objectives, material and methods, results, discussion, conclusions,
contributions, appendices and bibliography. A total of 343 literature sources were used, of
which 13 are in Cyrillic.

In the Introduction, the problem is well outlined, and the purpose of the research in the
dissertation is substantiated. The purpose and tasks are well formulated and are in relevance to
to the topic of the dissertation and the presented literature review. The results of Dr Tsokeva's
studies are thematically structured according to the two problems under consideration and the
eight tasks set in the dissertation. The obtained results are presented competently,
informatively, comprehensively, and are well-illustrated. They are interesting and of
undoubted scientific and practical value. A balance has been achieved between the tasks set,
their implementation and description, and the conclusions drawn, which are skillfully,
thoroughly and competently discussed.

The 8 conclusions correspond to the dissertation work's set goals and tasks, and they are
justified, logically formulated and adequately summarize the obtained results.

Thirteen contributions are presented, of which those of mainly scientific nature - 5

original and six confirmatory, and two contributions ofa mainly applied nature.

5. Assessment of the scientometric criteria

In connection with the dissertation work. 3 publications in periodicals are presented, 2 in
Bulgarian journals and one in a specialized international journal with an impact factor (IF202 -
0.976, SJR221 - 0.36, Q3). Five communications at scientific forums, two international,
related to the dissertation thesis are submitted. The PhD student is the first author in all
publications and scientific communications. Dr Zhivka Tsokeva meets the necessary scientific
criteria of PRAS at Trakia University for acquiring the educational and scientific degree

"doctor

6. The Abstract

The presented abstract of 61 pages is formatted according to the requirements, correctly
reflects the most important moments of the full edition of the dissertation work and provides
an opportunity for a complete understanding of the work's essence, results, conclusions and

contributions. It lists scientific publications and participation in scientific events related to the



dissertation topic, and the two scientific projects related to the dissertation work are also

indicated.

CONCLUSION

Getting acquainted carefully with the presented documentation about the professional and
scientific development of Dr Zhivka Tsokeva and after an analytical and comprehensive
review of her dissertation work entitled " A study of the use of dietary supplements and some
factors affecting vitamin 4 D status in patients with psoriasis vulgaris”, | believe that the PhD
student has in-depth knowledge of the scientific specialty of pharmacology, demonstrates the
ability to conduct independent research, and maturity in presenting and interpreting the
results. Data were obtained that have scientific value and are also of interest to medical
practice. The dissertation meets all the requirements of the Law of the Development of the
Academic Staff in the Republic of Bulgaria (ZRASRB), the Rules for the Implementation of
the ZRASRB and the Regulations of Trakia University - Stara Zagora for awarding the
educational and scientific degree "Doctor."
Based on the above, 1confidently give a positive assessment of the dissertation submitted to
me for an opinion and propose to the honorable scientific jury to award the educational and
scientific degree "Doctor" to Dr Zhivka lIvanova Tsokeva in the doctoral program in

"Pharmacology".
24.10.2022

Prof. Irena Manolova, MD, PhD



