PENNEH3UA

ot goil. a-p bucep Kupunos bopucos, 1. M.,
pbroBoauTeln Ha Karenpa ,,Hedponorus, xemaTonorust U racCTpOSHTEPOJIOTUS,

3am.-nekaH Ha Dakynret ,,Meaunuua“, MennuuHcku yHuBepcuteT — [1nesesn,

OTHOCHO JUCEPTAUMOHHUAT Tpyd Ha I-p Mmiena fnkoBa CToumMeHOBa, 3a
npuaoOMBaHeTo Ha  oOpaszoBarelHa W HayyHa  cremeH  ,J[okTtop®,
npodecuonamHo Hamparienwe 7.1 ,MemummHA“, JOKTOpCKa Mporpama
L<Heppomorus®“, nHa Ttema: ,,BB3MOXHOCTHU 3A KOPEKLUSA HA
HAKOHU OTKJIOHEHUS HA KAJINUEBO-®OCDOATHUA
METABOJIU3BM U KOCTHATA OBMSHA TIPU TMAIIUEHTU C
XPOHUYHA BbBPEYHA HEJJOCTATBYHOCT*.

Hacmosawama peyensusn e uzeomeena Ha 0CHO8aHue onpeodeisHemo Mu 3a 4ieH
na Hayuno owcypu cve 3zanoseo MNe2915/26.9.2023 2. wa Pexmopa na
Meouyuncku ynueepcumem — Ilnesen, 6b3 ocnoga Ha peuteHue Ha AkademuyHus
cveem Ha yHusepcumema (IIpomoxon Ne27 om 25.09.2023 2.) u pewenue Ha
HK, na nepsomo, nenpucwvcmeeno 3aceoanue (Ilpomokon Nel/04.10.2023 2.).
Kparku Owuorpagpuunu pameu: a-p Munena fukoBa CroumeHoBa e
3aBbpIIMIa MeauimHckn yHuBepcuteT — [lmeBen mpe3 1997 r. (Jummoma Ne
000104/1997 r.). Pabotu B Knunuka o Hedposorus u quanmsa Ha YMBAJL ,,JI-
p I'eopru Crpancku® ot M. deBpyapu, 1998 r., no cera. [locnenoBarenHo e
3a€Majla  aKaJEMUYHUTE JJIBXKHOCTU , AcucTeHT, ,CTapmm acucTteHT" u
,»l J1aBeH acucteHt". Ciell mpoMeHUTe B 3aKOHA 3a BUCIIETO 0Opa3oBaHUE, OT
2019 romuHa € XOHOpPYBaH IIpenojaBaresl IO Hay4yHaTa CIEUaTHOCT
,Hedpomorus®.

Mma nmpusHatv croenmajiHocTd 1o ,Bbrpemnn  Oomectu”  (Jurmioma
Ne0510/01.01.2003 1.) u ,Hedpomorus™ (Jummoma Nel1302/01.06.2005 r.).

Brnanee nucMeHO W TOBOPUMO AaHIJUMHCKM W (PPEHCKU €3UK, NpUTekKaBa

CepTI/I(I)I/IKaTI/I 3d IMPHU3HATO OBJIAAABAHC HA PA3JIMYHNU KOMITIOTBPHHU YMCHUSI.



Temara Ha [uCEepTAlMOHHUA TPYA € H3KIIOYUTEIHO aKTyaJHa oOT
IpakTHUYeCKa ¢ HAyYHO-TCOPUTHYHA TJIEJHA TOYKA, NPEIBUI TOJIIMOTO
3HAUYEHHE Ha HApPYIICHHSATAa HAa KOCTUHHUS META0O0JU3bM NP MAlUEHTUTE C
XpOHUYHOTO OBOpeuHo 3abomnsBane (Xb3) M TAXHOTO OTPOMHO 3HAYEHHUE 32
IPOMsIHA B KAYECTBOTO Ha KUBOTA Ha T€3U OOJHU, CBBP3aHO C U3sBaTa Ha TEKKa
ocTeoucTpodusi, YeCTH NaAaHHs, MOsBAa HA CHOHTAHHU WU TpPaBMaTUYHU
¢paktypu. Te3m npomeHun oOWYANHO c€ CBIOBTCTBAT OT MPOIBIKUTEIHO
3alie’KaBaHe, BIIOIIEHO CaMOOOCHTy)KBaHE M 3HAYUTEIHM OrPAHUYEHUS B
eKeTHEBHUTE IEHHOCTH Ha MAIlMEHTUTE JICKYBaHU C THAJIN3a.

JlucepTalMOHHUAT TPYJ € HamucaH BbB GopMaT, KOUTO HE OTroBaps Ha
TEpMHUHA ,,CTAaHAAPTHA MAIIMHOIIMCHA CTPAHUIIA®, Chabprkaia cpenano 30 pena c
x60 3Haka (cpeano 1800 3Haka, BKIIOYUTEIHO W MHTepBaIuTe!) Ha cTpaHMIA C
rojieMMHa Ha crpaHunata A4, crnopea IEWCTBAIUAT OBITApCKU Ibp>KaBeH
crannapt. [Ipu mpeBphITaHETO KBM TO3HM CTaHIApPT, 00eMbT € 00mo 168 (cTo
HIECTECET U OCEM) CTAHIAPTHU MAITUHOMUCHH CTPAHUIIH.

bubnuorpadckara cipaBka chabpxa 284 nurepaTypHU U3TOYHHUKA, CEIEM
OT KOWTO Ca Ha KUPWJIHIIA, a OCTAHAJIUTE — HA JIATUHUIA, KaTO € W3I0JI3BaHa
BankyBbpckara cucrema 3a mpencraBsHeTo uMm. [lyOomukyBanu cnen 2014
ronuHa ca 110 (cTo u necer) OT HUTHPAHUTE U3TOYHUIIH.

JIutepaTypHusaT 0030p € HM3KIIOUUTENTHO MOApoOeH, HamucaH Ha 60
(mectaeceT) cTaHIAPTHU MAITUHOITUCHU CTPAHUIIH.

JIoOpOCHbBECTHO U MOCIEAOBATEIHO ca MPEACTaBEHUW JaHHHUTE 3a
aKkTyajlHaTa OBOpeuHa 3a00JIeBa€MOCT B ILI€JUSI CBAT M OTACIHU HETOBU
PETHOHH, MPOCIEAIBANKN TEHACHIIMUTE U MPUYHMHUTE 32 OTYUTAHOTO CEPHO3HO
HapacTBaHE Ha OTHOCUTEIHHUSA 7 Ha XPOHUYHOTO OBOpEeyHO 3aboJIsIBaHE
(XB3). [lucepranTkara nmpeaocTaBs U JaHHH 3a pasnpocTpaHeHrneTo Ha Xb3 Ha
Teputopuata Ha bwarapus. Tg oTmpaBs akTyaldHH TpENpaTKd KakTO KbM
¢uHaHCOBaTa TEXECT Ha Te3u OOJTHH BBPXY 3[paBHATa CHCTEMa Ha OTACITHH

ABbpiKaBU, a TakKa CbIIO U KbM CBBPCMCHHATA NUCKYCHUA 3a IIbPBOCTCIICHHATA



BAXHOCT 3a KauyeCcTBOTO Ha XHMBOTa Ha mamnueHtutre ¢ Xb3, Haag HeroBaTta
MPOJIBIKUTEITHOCT.

[TogpoOHO ca pasriegaHy MEXaHU3MUTE Ha HAPYIICHUSTa B KaJlIHEBO-
docdaTHaTta 0OMsIHA M PA3TUIHUTE THIIOBE OCTEOAUCTPOGHUS M OCTEONOpO3a.
3HAUUTETHO BHUMAaHUE € OTACJIICHO Ha ChbBPEMEHHHS JMAarHOCTHYEH Habop 3a
YTOYHSIBAHETO HA TE€3W HaApyUIEHUS M Bpb3KaTa MEXAY pPa3IudHHUTE
nabopaTopun W OOpa3HM KOHCTENAlMd C Toxbopa Ha  aKTyaJTHOTO
MEJMKaMEHTO3HO JICUCHHE.

Bb3 ocHOBa Ha OOLIMPHUS JUTEPATYpPEH 0030p, AUCEPTAHTKATA U HEHHUSA
Hay4YeH pPBKOBOJMUTEN CHU TOCTaBIT 32 OCHOBHATA WeJ. ,,.. 0d ce Hanpasu
KOMNJIEKCHA OYEHKA HA HAPYUWIeHUAMA HA MUHepaIHama OOMAHA U KOCHMHUSL
mMemabonuzbM U 8b3MOJNCHOCMUME 34  KOpEeKyus Ha  HAKOU — Om
Xapakxmepuzupawume s noxkasameiu Npu NAyueHmu ¢ XPOHUYHA OBbOpeyHa
He0oCmMamvuyHOCm (XPOHUYHO ObOpeuHo 3abonsasane cmaouti 5D) 6 peannama
KAUHUYHA NPAKMUKa‘.

3a mocTWraHeTo Ha Tasu e, A-p SIHKOBa ce HacouBa BBpPXY 5 (mer)
OCHOBHM 33J1a4M — aHAJIU3 Ha Pe3ydTaTUTE OT Ja0OPATOPHUTE U3CIEIBAHUS HA
KOXOpTa OT JAMAJIM3HO-3aBUCMMHU TMAIMEHTH, THPCEHE Ha BpPbB3KA MEXITY
OTKJIOHCHUSATA B TIOKA3aTeIUTe U BH3pAcTTa Ha OOJHUTE, KPUTHUYEH TOTJIe]
BBPXY edeKTa OT MPOBEKIAAHOTO JICUCHUE U ThPCEHE HAa BH3MOXHOCTH 32 HOBU
perieHus: Ha MpoOJIeMHTE.

CovOpanu ca 1 aHanu3upaHu AaHHUTE Ha 176 manuenta, ¢ Xb3 B cTtaguit
5D, or kouto 158 ca mpoBexmaiu JieueHUWE C Xemoauanusza, a 18 ¢
nepuToHeanHa auanuza B OtaeneHueTo Mo auanu3a, Ha KimHuka 10
Hedposorus u auanuza, Ha YMBAIJIL ,,n-p I'. Ctpancku‘ — IlneBen, 3a nepuoaa
aryapu 2017 r. — nexkemBpu 2021 r.

Hszcnedosamenckusm npoekm e 0006D€H om_Komucusma no emuxa Ha

HayvuHo-uszcredosamenckama oevurocm npu MY — [lneeen.




N3nos3BaHuTe MeTOAM ca: JOKYMEHTaJleH METOJ, KIMHHUYHH,
71ab0paTOpHU M MHCTPYMEHTAIHU METO/U, KAKTO U ChbBPEMEHEH CTaTUCTHUECKU
aHaNM3. 3HauumMocmma Ha pe3yimamume, u3gooume U 3aKIOYeHUAma ca
onpedenenu npu HU80 Ha 3nauyumocm p<0,03.

JlaHHUTE OT TOJIyYCHHUTE pe3ydTaTH ca OTJIMYHO OHaryieneHu B 35
(tpumecer u met) TaOaumu u 48 (4eTHpemeceT W OCEM) LBETHH (UIYpH C
J0cTaThbuHa UHPOPMATUBHOCT U PE3OITIOLIUA.

OOCBHKIaHETO Ha PE3yJITaTUTE € KPUTHYHO MU MaKCUMAIHO OOEKTHUBHO
OTpa3sBa OTHOIICHHETO Ha JTUCEpTAHTKAaTa KbM COOCTBEHOTO MPOYYBAHE B
CBETJINHATA HA JaHHWUTE OT MOJOO0HU MPOyYBaHHSA B CBETOBHATa JUTEpaTypa.
Oco0eHo BHHMMaHHE € OTAEJIEHO Ha TEpPaNeBTUYHOTO MOBIMABAHE MPU
M3TIOJI3BAHETO HA PA3IMYHM MOJAXO0IN U MEIMKAMEHTO3HN KOMOWHAIINH.

B pesyntar Ha KOpPEKTHOTO WU3MBJIHEHHWE Ha IIOCTAaBEHATa 3ajaya,
JAWCEepTaHTKaTa mpenacTaBs 5 (mer) m3Boga , KOUTO ca SICHO NeUHUpPAHWU,
JIOTUYHU U A00pEe CTPYKTypUpaHH.

HayyHute mpuHOCH Ha TpeACTaBEHUs AMCEPTAlMOHEH TpPyA ca TpHU
OpPUTHHAIHY U YETPHU MOTBBPAUTENHN. Hali-Ba)XXHUAT IPUHOC € MPOBEIEHOTO 3a
IBPBU BT B bbirapusi meTroAIHO MpOyYBaHE HA HAPYIICHUSTA B KaIIHEBO-
docdaTHus MeTab0JIM3bM MPU MAMEHTH Ha JIEKYBaHU C TMan3a U epeKTuTe ot
HErOBOTO JICUEHUE, B YCJIOBUATA Ha €XKEAHABHATA KIWHUYHA MpaKTHKa Ha
HedpoJora.

JlaHHUTE, CBBP3aHH C JUCEPTAIIMOHHHAT TPYA ca OTpa3eHU B 3 (TpH) HAy4dHU
nyOJIuKalKMKy B OBJITapCKUM HAYYHU CHHMCAHMS U ca M3HECEHUW Ha (opymu KaTo
HAy4HO TIPE/ICTaBSIHUSI.

J-p Munena SlakoBa CTOMMEHOBa MOKa3Ba, Y€ MMa JOCTaThYCH KIMHUYEH
OTHT, OTJIMYHO BJaJice 3HAHUATA CBBHP3aHM C TemaTa Ha JWCEPTAllMOHHUS CU
TpyA, MPUTEKaBa HEOOXOAMMHUTE KauecTBa cama Ja MPOBeIe W KPUTUYHO Ja

UHTEPIPETUpPA CEPUO3HU HAYYHU H3CJIEJIBAHMS, KAKTO M CIIOCOOHOCTTAa Ja T'd



onmMme Ha AOCTBIICH HAYYCH C3UMK B MCAWINHWHCKH CIHMCAHHMA C BHCOKHU
HN3UCKBAaHWA KbM aBTOPUTC.

HpeI[BI/I,ZI TOpPpCU3JIOKCHOTO, JdaBaM CBOATa HMOJOKHMTE/JIHA OINECHKA Ha

IUcepTalMoOHHUs Tpyn Ha 1-p Mwuiena SlnkoBa CToMMEHOBA W MpPUKAHBAM
OCTaHAJIMTE YICHOBE HA HayyHOTO XypHu Ja Me HNOAKPEIAT 3a IPUCHKIAHETO U

Ha OHC ,,/loxTop* no HayuHata crienaiHoct ,,Heppomorus‘.

25.10.2023 r. Usroreun cranosumero.Ha ocHoeanue un. 59 or 33N

rp. [LneBen /nou. n-p bucep K. bopucos, 1. m./



REVIEW

by Assoc. Prof. Biser Kirilov Borisov, MD, PhD
head of the Department of Nephrology, Hematology and Gastroenterology,
Vice Dean of the Faculty of Medicine, Medical University - Pleven,

regarding the dissertation work of Dr. Milena Yankova Stoimenova, for the
acquisition of the educational and scientific degree "Doctor", professional direction
7.1 "Medicine", doctoral program "Nephrology", on the topic: "OPPORTUNITIES
FOR CORRECTION OF SOME DEVIATIONS OF CALCIUM-PHOSPHATE
METABOLISM AND BONE TURNOVER IN PATIENTS WITH CHRONIC
RENAL FAILURE".

This review was prepared on the basis of my designation as a member of the
Scientific Jury by order No. 2915/26.9.2023 of the Rector of the Medical University
- Pleven, based on a decision of the Academic Council of the University (Protocol
No. 27 of 25.09.2023) and decision of the SJ, at the first absentee meeting (Minutes
No. 1/04.10.2023).

Brief biographical data: Dr. Milena Yankova Stoimenova graduated from Medical
University - Pleven in 1997 (Diploma No. 000104/1997). She has been working at
the Nephrology and Dialysis Clinic of the "Dr. Georgi Stranski" UMBAL since
February, 1998. She has successively held the academic positions of "Assistant",
"Senior Assistant" and "Main Assistant". After the changes in the Law on Higher
Education, since 2019 she has been a part-time lecturer in the scientific specialty
"Nephrology".

She has recognized specialties in "Internal Diseases" (Diploma #0510/01.01.2003)
and "Nephrology" (Diploma #1302/01.06.2005). Fluent in written and spoken

English and French, holds certificates for recognized mastery of various computer
skills.



The topic of the dissertation is extremely relevant from a practical and scientific-
theoretical point of view, given the great importance of bone metabolism disorders
in patients with chronic kidney disease (CKD) and their great importance for
changing the quality of life of these patients, related to the appearance of severe
osteodystrophy, frequent falls, occurrence of spontaneous or traumatic fractures.
These changes are usually accompanied by prolonged bed rest, impaired self-care
and significant limitations in daily activities of dialysis patients.

The dissertation is written in a format that does not correspond to the term
"standard typewritten page", containing an average of 30 lines with x60 characters
(an average of 1800 characters, including the spaces!) on a page of A4 page size,
according to the current Bulgarian state standard. When converted to this standard,
the volume totals 168 (one hundred and sixty-eight) standard typewritten pages.

The bibliographic reference contains 284 literary sources, seven of which are in
Cyrillic and the rest in English, using the Vancouver system for their presentation.
110 (one hundred and ten) of the cited sources were published after 2014.

The literature review is extremely detailed, written on 60 (sixty) standard
typewritten pages.

In good faith and consistently, the data on the current kidney morbidity in the
whole world and its individual regions are presented, tracking the trends and the
reasons for the reported serious increase in the relative share of chronic kidney
disease (CKD). The doctoral student also provides data on the distribution of CKD
on the territory of Bulgaria. She makes current references both to the financial
burden of these patients on the health system of individual countries, and also to the
contemporary discussion about the primary importance of the quality of life of
patients with CKD, over its duration.

The mechanisms of calcium-phosphate metabolism disorders and the different
types of osteodystrophy and osteoporosis are discussed in detail. Considerable
attention has been devoted to the modern diagnostic set for the clarification of these
disorders and the relationship between the different laboratory and imaging
constellations with the selection of the current drug treatment.

Based on the extensive literature review, the doctoral student and her supervisor set
the main goal: "... to make a comprehensive assessment of the disorders of mineral
exchange and bone metabolism and the possibilities of correcting some of its



characteristic indicators in patients with chronic kidney disease failure (chronic
kidney disease stage 5D) in real clinical practice'.

To achieve this goal, Dr. Yankova focuses on 5 (five) main tasks - analysis of the
results of laboratory tests of a cohort of dialysis-dependent patients, search for a
relationship between deviations in the indicators and the age of the patients, a
critical look at the effect from the ongoing treatment and search for opportunities
for new solutions to problems.

The data of 176 patients with CKD in stage 5D were collected and analyzed, of
which 158 were treated with hemodialysis and 18 with peritoneal dialysis in the
Dialysis Department of the Nephrology and Dialysis Clinic at the Dr. G. Stranski
UMBAL " - Pleven, for the period January 2017 - December 2021.

The research project has been approved by the Committee on Research Ethics at
the MU — Pleven.

The methods used are: documentary method, clinical, laboratory and instrumental
methods, as well as modern statistical analysis. The significance of the results,
findings and conclusions were determined at a significance level of p<0.05.

The data from the obtained results are perfectly illustrated in 35 (thirty-five) tables
and 48 (forty-eight) color figures with sufficient informativeness and resolution.

The discussion of the results is critical and maximally objectively reflects the
attitude of the dissertation student to her own research in the light of the data from
similar studies in the world literature. Special attention is paid to the therapeutic
effect when using different approaches and drug combinations.

As a result of the correct implementation of the assigned task, the dissertation
student presents 5 (five) conclusions, which are clearly defined, logical and well
structured.

The scientific contributions of the presented dissertation work are three original and
four confirmatory. The most important contribution is the five-year study
conducted for the first time in Bulgaria of disorders in calcium-phosphate
metabolism in patients treated with dialysis and the effects of its treatment, in the
conditions of the nephrologist's daily clinical practice.

The data related to the dissertation work have been reflected in 3 (three) scientific
publications in Bulgarian scientific journals and have been presented at forums as
scientific presentations.



Dr. Milena Yankova Stoimenova shows that she has sufficient clinical experience,
has an excellent command of the knowledge related to the topic of her dissertation,
possesses the necessary qualities to conduct and critically interpret serious
scientific research herself, as well as the ability to describe it in accessible scientific
language in medical journals with high requirements for authors.

Given the above, I give my positive assessment to the dissertation work of Dr.
Milena Yankova Stoimenova and invite the other members of the Scientific Jury to
support me in awarding the educational and scientific degree "Doctor" in the
scientific specialty "Nephrology".

25.10.2023 Prepared the statement: Ha ocHoBaHue un. 59 or 331
Pleven /Assoc. Prof. Biser K. Borisov, MD, PhD/



