CTAHOBHUIIE
ot npod¢. x-p Paiina PoOeBa, 1. M.
OTHOCHO JHCEPTALMOHHUSA TPYA HA A-p Muena SlnkoBa CtonmMeHoBa

3a nmpuaoOuBaHe Ha oOpa3zoBaTeliHaTa U Hay4Ha CTereH ,,JIokTop”, mo Hay4yHarta
cneruaiaHocT ,,Hedpomorusa”, B o0yactT Ha BUCIIETO oOpa3oBaHue 7. 3apaBeona3BaHe U
cnopt, 7.1. Meaununa,

Ha tema: "BB3MOKXHOCTHU 3A KOPEKIHUSA HA HAKOMU OTKIOHEHUSA HA
KAINMUEBO-®OCPATHHUA METABOJIMN3BM U KOCTHATA OBMSHA IIPH
IHAIOIMEHTH C XPOHUYHA BbBPEYHA HEJOCTATBYHOCT”

J-p SlakoBa 3apbpiiBa MeauimHa pe3 1997 r. B MY - [Inesen. Pabotu kato ekap- Hedpoior
B YMBAIJI "Teopru Crpancku”, rpax [lneBen u acuctent kM Karenpa no Hedpomorus,
XeMartoJorus u ractpoenteposorus Ha MY - [lnesen. [Ipe3 2003 r. npuaob6uBa cienamTHOCT
1o BbTpemHu 6osiectu, a mpe3 2005 r. - mo Hedpomorus. [Ipe3 2019 r. e 3auncnena 3a

pa3paboTKa Ha JOKTOPAHTYpA.

[IpencraBeHusAT AUCEPTALIMOHEH TPY/ ChIbpka 162 cTaHIapTHU CTPaHULIH.
JlutepaTypHHUAT 0030p € U3rpajJcH BbpXy HHPOpMaIus oT 284 U3TOYHHKA, OT KOUTO 7 —
Ha Kkupwinua u 277 — Ha naruauna. [lopeueto 6ubarorpadcku U3TOUHULM ca OT
MOCJICAHUTE FOJUHU U JaBaT Bb3MOKHOCT JIa CE€ OI[EHHM aKTYaJIHOCTTa Ha TemMarta U Clie]
3a1bJI00YEH aHaIKN3 /1a ce (opMysHpa LeTa Ha pa3paboTKara - ja ce HalpaBH
KOMIUIEKCHA OIlEHKa Ha HapYIIIEHUsITa HA MUHEpallHaTa OOMsSHA M KOCTHUS
MeTab0IM3bM U Bb3MOKHOCTUTE 33 KOPEKIIUS Ha HAKOU OT XapaKTepU3UpaILUTeE s
MTOKAa3aTeH MPH MALUEHTH C XPOHUYHA ObOpeuHa He10CTaThYHOCT (XPOHUYHO
0b0peuno 3abonsBane ctaauii SD) B peaniHaTa KJIMHUYHA MpakTUka. Taka onpeaeneHa
TEMaTa € CbBPEMEHHA, C TEOPETUYHA U NTPaKTUYeCKa 3HAaUMMOCT. 3a peaJln3upaHe Ha
1IeITa ca MOCOYeHH 5 KOHKPETHH, T0Ope (opMyTupaHu 3a1auu.

B nucepranmonHus Tpy/ ca aHaIM3UPAHU JaHHHUTE, Kacaellld HapyIIeHHUsITa Ha
MUHepaiHaTa oOMsHa u KocTHUsl Metabonn3bM (MOKM) Ha 145 manueHnTa ¢ XpOHUYHO
0b0peuno 3abomnsBane (Xb3) B craguii 5D, Ha xemonuanu3no nedenue (XJI).
N3cnensanero e nposeneHo B Knunukata no Hegposorus u auanuza Ha YMBAIJL ,, JT-p
I'. Crpancku® — [1neBen u ooxBamia S-roaumes nepuoa ot 01.01.2017 r. mo 31.12.2021
r. Meroponorusita BKIIOYBA MOAPOOHO MpOCIeAsiBaHe Ha BCUUKH JaHHH OT

AOKYMCHTaNUATAa Ha JUAJIU3HUTC MMALIUCHTH, IT'bJICH Ha6op oT J'Ia60paTOpHI/I



M3CIIEIBaHMS C 0COOCHO BHUMaHUE KbM Te3H CBbp3aHu ¢ Ca-P oOmsHa, exorpadcku,
PEHTTEHOJIOTUYHU METO/H, KAKTO U M3CJIC/IBaHE 32 CHhJIOBU KaIIHU(PUKATH.

N3non3Banu ca 8 CTaTUCTUYECKU METO/A, C TIOMOIITA HA CbBPEMEHHUTE CTATUCTUICCKH
codryepuu naketu IBM SPSS Statistics 25.0. u MedCalc Version 19.6.3., kato u Excel
Ha Office 2021.

Pesynrarure ca npeacTaBeHd B ceieM OCHOBHH TUIABH U Ca HIIOCTPUPAHU MHOTO 0Ope
¢ 35 tabmunu u 48 ¢urypu. [ToBedero riaBu 3aBBPIIBAT C aHATN3 HA MTOTYICHUTE
pe3yaratu. OOCHKIAHETO Ha MOJIyYSHUTE PE3YJITATH U CHIIOCTABSIHETO UM C TE3H OT
CBETOBHATA MEIUIIMHCKA JIUTEPATypa ¥ MHOTO 00CTOWHO, 3316J100UeHO U eTaitnHo. To

OI1I€ BEJIHBXK MOKa3Ba 3a/bJI00YCHOTO MTO3HABAHE HA MPpodIIeMa.

J-p SlakoBa dopmynupa 5 moxpoOHU U3BOA, OT KOUTO JIMYH, Y€ PA3THYHUTE TUATH3IHU
HOMYyJalMK, CboOPa3HO Bb3pacTTa, OCHOBHOTO ObOpeUHO 3a00isiBaHe, ChIIbTCTBAILATA
NATOJIOT U, IUAIHU3HOTO JIeYeHUE U APYyrd GakTopu uMat cnenuduyHa
XapaKTEepUCTHKA, BIIMsEIIA BbPXY U3sBaTa U TepanusaTa Ha HapyuieHusita Ha MOKM;
HapyLICHUsTa B MUHEpaJiHaTa 0OMsIHA U KOCTHUSI METa0O0JIM3bM Ca Bb3PACTOBO
3aBHCUMM - Bb3PACTOBUTE IPYMH O] M HaJ 65 I. ce pa3nuyaBaT CUTHU(UKAHTHO 110
MHOT0 [10Ka3aTeiu; Tepanusara Ha Hapymenusta Ha MOKM 3aBucu oT Bb3pacTTa - Ipu
BB3pacT HaJl 65 TOAMHU ce U3UCKBAT [TO-HUCKH 103U aKTUBEH BUTaMUH D, pocdarau
YIIOBUTENHN U KaJIUMUMETHIIN, KaTO C€ MOCTUTAT M0-100pu pe3yaTaTH; OTUUTAT Ce
100pu pe3ynTaTd B MOHUTOpHpaHeTo Ha HapyueHusata B MOKM, B KOMIUIEKCHUS
MOJIXO/ B TEpANusATa, B yBeJIMYaBaHe yrnorpedaTa Ha HEChAbPIKaIlK Kaluuil ¢pochaTHH
YIIOBUTENHN U KaJLUMUMETHIIN, HO U TIO-U3PA3€HU IPOOJIEMHU C KOHTpOJIa Ha
xunepdocdaTemMusiTa 1 BUCOKOOOMEHaTa KOCTHA O0JIECT; pe3epBH 3a MoJ00psiBaHe Ha
KOHTpoJ1a Ha HapyweHusata B MOKM ce HamMupaTr B MOHUTOPUPAHE U Tepanus Ha
neduuuta Ha 25(OH)D, onTuMu3upaHe KOMIUIEKCHATa T€panusaTa Ha BUCOKUTE HUBA Ha

cepyMHust ¢ocdat, mogoopsBaHe Ha KOJIA0OPATUBHOCTTA HA MAIIMEHTHTE.

OpurHHaTHATE PUHOCH HA TMCEPTAIIMOHHMS TPY Ha JI-p SIHKOBa ca CBBpP3aHU C
MPOBEXIAHETO Ha JIOHTUTYAMHAIHO U3CIIE/IBaHE, IPOCIIEAIBAII0 HAPYIIICHUATA B
MOKM B Obarapcka nomynanus OT JTUaJIM3HU MallMeHTH, 3a IIEPHO OT MEeT FOJMHHU, B
€/IMH JIMAJIM3€EH IIEHTHP; NPECTaBsIHEe Ha KOMIUIEKCEH aHAJIN3 U OLEHKA Ha HAJTMYHUTE
HapylLIeHUITa B OMOXMMUYHUTE TIOKa3aTeNIN Ha KanueBo-(pocdaTHaTa 0OMsIHA,

KOCTHMS META00IU3bM U CcbJ0OBaTa KaJ'IIII/I(l)I/IKaHI/ISI IIpU MAUMCHTHU HAa XEMOOHAJI3a B



acleKkTa Ha 0COOEHOCTUTE Ha M3CIIe[BaHaTa MOMyJallks, BIUSHUETO Ha Bb3PACTTa Ha
MALMEHTUTE, Bb3MOKHOCTUTE 3a KOPEKLMs HAa HAPYILIEHUATA, IOCTUTHATUTE PE3YJITaTH
U CHUIECTBYBAIIUTE PE3EPBU B TEPAIIEBTUYHO OTHOLICHUE; KAaKTO U (aKTa, ue
IIPOYYBAHETO OTPA3siBa peajaHaTa KIMHUYHA TPAKTUKA, CPABHEHA ChC CBETOBHUTE
TEHJCHIMY U nocTkeHus. Hanuie ca u HAKOJIKO IPUHOCA C IOTBBPIUTEIIEH XapaKTep
KaTo TEe3H, 4 C€ OTYUTAT CIICHU(PUIHUTE OCOOCHOCTH Ha €HA AUATH3HA MOIMYAIHs B
HallaTa CTPaHa Ype3 KOETO CE BIXKAAT Pa3IMyusATa C IPYTUTE IbPKABU 110 OTHOLICHHE
Ha JileMorpadckaTa XapakTepUCTHKa, JTUATU3HATA TepaIysl, JOKaTHUTE MOJIUTHUKU U
IIPAKTUKH , KOUTO OKa3BaT BIUSHHUE BbPXY KIMHUYHATA U OMOXMMHUYHATA
XxapakTepucThka Ha HapyueHusTa B MOKM, kakTo u BbpXy TE€parneBTUYHO [TOBEACHHE
U ITIOCTUTHATHUTE PE3YNTATH; BBIIPEKU U3IO0I3BAHETO HA €HAKBU CPEICTBA,
TEparneBTUYHUTE 1IEJIM U HAYUHBT 3a TAXHOTO IIOCTUTaHE CE pa3anydaBar IIpH
MAMEHTUTE HA BB3pacT MO U HaJ 65 TOOUHM - Bb3PACTHUTE NTALMEHTH U3UCKBAT I10-
PAAKO JIeYeHHE ¢ BUTAaMHUH D pelienTopHy akTUBATOPU U HaMaJIsiBallld HUBOTO HA
dochopa MeTuKaMEHTH, KaKTO U TTO-HUCKH JO3UBU PEKUMHU; IOCTUTAHETO HA
IIPENOPBbUYAHUTE OT CBETOBHUTE IPAaBUJIa CTOMHOCTH HA OCHOBHUTE ITOKA3aTEIH Ha
MUHepaJHaTa 0OMsIHA U KOCTEH METa00IM3bM IIPU NALIMEHTUTE C XPOHUYHO OBbOPEUHO
3a0omsiBaHe B cTaguil 5D moka3Ba 3aBUCUMOCT OT Bb3pacTTa M € MO-JIECHO MOCTHKUMO

1pu OOJIHUTE HAJZl 65 TOAUHU.

J-p SlakoBa uma 3 nyOiaMKanuu, CBbpP3aHM € AUCEPTALMOHHMS TPYA U 1 choOlIeHne Ha
HaydeH (opyM B CTpaHaTa. YyacTBaja € B IBa HAyYHM IIPOEKTa I10 TeMaTa Ha

aucepragusiaTa.

B 3aki10yenue: Bcuuky Te3u 1aHHU MU J1aBaT OCHOBAHUS J1a CYUTAM, Y€ TUCEPTALIHOHHUST
TPYZ € aKTyaJIeH U CTOWHOCTEH, OTTOBapsIL Ha BCUYKHM N3MCKBAaHUA Ha 3aKOHA 34 Pa3BUTHE HA
aKaJIeMUYHUS ChCTAB, TOPaIN KOEeTo Ha J1-p Munena fIukoBa CTOMMEHOBa MOXKe J1a ce

MIPUCHAN Hay4dHaTa creneH ~ Jlokrop”.

Ha ocHoBaHme un. 59 or 33N14
9.10.2023 IIpod. Paitna PoGeBa, 1M



STATEMENT
by Prof. Raina Teodosieva Robeva, MD, PhD
Regarding the doctoral thesis of Dr. Milena Yankova Stoimenova

Doctoral student in the Department of Nephrology, Hematology and Gastroenterology,
Medical University — Pleven

for awarding the educational and scientific degree “Doctor” in the field of higher education 7.
Medicine and sports ,professional direction 7.1. “Medicine”, doctoral program “Nephrology”,

on “POSSIBILITIES FOR CORRECTION OF SOME ABNORMALITIES OF CALCIUM-
PHOSPHATE AND BONE METABOLISM IN PATIENTS WITH CHRONIC RENAL
FAILURE”

Scientific supervisor: Prof. Vasil Todorov, MD, DSc

Dr. Yankova graduated in Medicine in 1997 at Medical University - Pleven. She works as a
nephrologist in UMBAL "Dr. G. Stranski" - Pleven and as an assistant at the Department of
Nephrology, Hematology and Gastroenterology of Medical University - Pleven. In 2003, Dr.
Yankova acquired a specialty in Internal medicine, and in 2005 - in Nephrology. In 2019, she

was enrolled as an doctoral PhD student at Medical University — Pleven.

The submitted dissertation contains 162 standard pages. The literature review is based on
information from 284 sources, of which 7 are in Cyrillic and 277 are in Latin. Most of the
bibliographic sources are from recent years which makes it possible to assess the relevance of
the topic and after a thorough analysis to formulate the aim of the work — to make a complex
assessment of the disorders of mineral and bone metabolism and the possibilities for
correction of some of its characteristic indicators in patients with chronic renal failure

(chronic kidney disease stage 5D) in real clinical practice.

The specified topic is contemporary, with theoretical and practical significance. Five specific,
well-formulated tasks are listed for realization of the goal. In the dissertation, the data
concerning the disorders of mineral and bone metabolism of 145 patients with chronic kidney
disease in stage 5D, on hemodialysis treatment were analyzed. The study was conducted at
the Clinic of Nephrology and Dialysis of ,,Dr. Georgi Stranski University Hospital - Pleven.
The study covered five years period, from 01.01.2017 to 31.12.2021. The methodology
includes a detailed follow-up of all data from medical records of the hemodialysis patients, a
full set of laboratory tests with special attention to those related to Ca-P metabolisme,

ultrasound, radiological methods, as well as a study for vascular calcifications.



Eight statistical methods were used, using the modern statistical software packages IBM SPSS
Statistics 25.0. and MedCalc Version 19.6.3., as well as Excel on Office 2021.

The results are presented in seven main chapters and are very well illustrated with 35 tables
and 48 figures. Most chapters end with an analysis of the results obtained. The results are
compared with those in the world medical literature and are discussed very thoroughly, in

depth and in detail. This once again shows the deep knowledge of the problem.

Dr. Yankova has formulated 5 detailed conclusions, which indicate that different dialysis
populations, according to age, underlying kidney disease, concomitant pathology, dialysis
treatment and other factors have a specific characteristic influencing the presentation and
therapy of MBD; disorders of mineral and bone metabolism are age dependent - age groups
under and over 65 differ significantly in many indicators; therapy of MBD is age dependent;
patients older than 65 years require lower doses of active vitamin D, phosphate binders, and
calcimimetics, achieving better results in controlling biochemical indicators of mineral and
bone metabolism; good results are reported in the monitoring of MBD, in the complex
approach in therapy, in increasing use of non-calcium phosphate binders and calcimimetics,
but also more pronounced problems with the control of hyperphosphatemia and high turover
bone disease; reserves for improving the control of CKD-MBD are found in the monitoring
and therapy of the deficiency of 25(OH)D, optimization of complex treatment of high serum

phosphate levels, improvement of patients' collaboration.

The original contributions of Dr. Yankova's dissertation work are related to the conduction of
a longitudinal study, analyzing parameters of CKD-MBD in a Bulgarian population of
dialysis patients, over a period of five years, in one dialysis center; presentation of a complex
analysis and evaluation of the available disturbances in the biochemical indicators of calcium-
phosphate metabolism, bone turover and vascular calcification in hemodialysis patients in the
aspect of the characteristics of the studied population; the influence of the age of the patients,
the possibilities for correction of the disorders, the achieved results and the existing reserves
in terms of therapy, as well as the fact that the study reflects real clinical practice compared to
global trends and achievements. There are also several contributions of affirmative nature,
such as the fact that the specific characteristics of one dialysis population in our country are
considered, which shows the differences with other countries in terms of demographic
characteristics, dialysis therapy, local policies and practices, which have an impact on the
clinical and the biochemical presentation of CKD-MBD, as well as on therapeutic behavior
and the achieved results; despite the use of the same agents, the therapeutic goals and the way
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to achieve them differ for patients under and over 65 years of age - elderly patients require
less frequent treatment with vitamin D receptor activators and phosphorus-lowering drugs, as
well as lower dose regimens; achieving the values recommended by the world guidelines for
the main parameters of mineral and bone metabolism in patients with chronic kidney disease
in stage 5D shows a dependence on the age of patients and is easier to achieve in patients over

65 years.

Dr. Yankova has 3 publications related to the dissertation work and 1 report at a scientific
forum in the country. She participated in two scientific projects on the topic of the

dissertation.

In conclusion: All these data give me reasons to consider that the dissertation work is relevant
and valuable, meeting all the requirements of the law on the development of the academic
staff, and Dr. Milena Yankova Stoimenova can be awarded the scientific degree "Doctor".

Ha ocHoBaHue un. 59 or 3314
9 Oct 2023 Prof. Raina Robeva, PhD



