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AKTYaJIHOCT HA TeMaTa

Xponuunara 0b0peuna HegocrarbuHocT (XBbH) craBa Bce mo-3nauum mpo0dsiem 3a
ChBpEMEHHATa MEHMIIMHA TIOPAIi HEMPEKbCHATOTO yBeIMUaBaHe Ha Opost Ha OOJHHTE.
Hapymenusita B MuHepaiHaTa oOMsiHa U KOCTHHUSI META00JIM3bM Ca OCHOBEH (pakTop 3a
PHUCKOBHSAT 37paBeH npo¢ui Ha nauueHTute ¢ XbH. Bp3HukBaT paHo B xoza Ha 6b0peyHara
TUC(YHKINS U IOCTETICHHO C€ YTe)KHSIBAT C HEHATa mporpecusi. 3aToBa HEMPEKHCHATOTO
MOHHTOpHUpPaHE Ha HAPYIICHUATA HA MUHEpaIHaTa OOMSHA U KOCTHUS METa0OIH3bM,
MOCTOSIHHUSAT aHAJIN3 Ha KJIMHUKO-Ta00paTOPHUTE OTKJIOHEHHS U KOMILIEKCHATa Teparnus,
IIPU CHIIECTBYBAILUTE PE3EPBU 32 TAXHOTO M0100psIBaHE OCTaBAT BCE OLIE HEpa3pelIeH
pooJieM.

B acmiekra Ha M3710’)KEHOTO TeMaTa Ha JUCEPTALMOHHUS TPY/] € HAITBIIHO aKTyaJlHa.

CTpyKTypa Ha JUCcepTALUATA

JlMcepTalMOHHUAT TPYA ChAbpkKa 162 cTpaHUIM, OT KOUTO: YBOJ, 1€ U 3aa4u — 2
CTPaHMITH, TUTEpaTypeH 0030p — 50 cTpaHHIM, MaTepral U METOIU — S CTPaHUIH, COOCTBEHU
MpOoy4YBaHHS — 56 cTpaHuIH, 00CHKIaHe — 23 CTPAHUIH, 3aKIIOYCHNE W U3BOIN — 3
CTpaHMIIM, TPUHOCH — 2 CTpaHMLU, Oubnuorpadus — 16 crpanuu. bubnuorpadusra

BKJIIOUBA 284 U3TOYHUKA, OT KOUTO 7 — Ha KUpUiuLa u 277 — Ha JJaTUHULIA.



Jucepranusata € CTPYKTypUpaHa MIPaBHIHO, CHOOPAa3HO OOMIOMPHETUTE H3UCKBAHMSL.

Omnarnenena e oTM4HO ¢ 35 Tabnuuy u 48 purypu.

B auTepatypuust 0630p € cucreMatuzupaHa ocHoBHaTa nHpopmanus kacaema XbH u
HapyIICHUATA HA KalueBo-(hochaTHaTa 0OMSIHA OT MOCICTHUTE HIKOJIKO JECETUIICTHUS.
OO630pbT € CTPYKTYypUpaH MHOTO JOOpE U caM 1o cede cu MoXke J1a ObJie IIEHeH U3TOYHHK Ha

nHpopmarus.

Ilesara Ha 1ucepTallMOHHUA TPYX € GOpMYyJIMpaHa IPAaBUIHO — Ja CE HAIIPaBU
KOMILIEKCHA OLICHKa Ha HapyIIeHUsATa Ha MUHEpajHaTa oOMsHa U KOCTHUS METab0JIN3bM U
BB3MOXHOCTHUTE 32 KOPEKLIMSI HAa HAKOM OT XapaKTEepU3UPALIUTE T NOKa3aTeNn IPU
MAIMEeHTH ¢ XpOHWYHA OBbOpevYHa HeIOCTaThYHOCT (XPOHUYHO OBOpEUHO 3200 sIBaHe CTaIui
5D) B peanHaTa KIMHUYHA NMPAKTHKA.

[TocraBenure 3aga4u ca net, GopMyaupaHu ca IPABUIHO U KAaTO LSJI0 OCUTYPSBAT

HU3I'BJIHCHUETO HaA LCJITAa HA JUCCPpTALUATA.

OO0exT Ha mpoyuBaHeTo ca 145 nauueHTu ¢ XxpoHU4HO 6bOpeuHo 3abonsBane (Xb3) B
cranuii 5D, Ha xemoauanuzno neuenue (XJI), mpu kouro ca aHanu3MpaHu HapyILIEHUATA HA
MUHepaiHaTa oOMsiHa U KocTHUs MeTabonu3sm (MOKM).

3a 000CcHOBaBaHE Ha CTOMHOCTTA Ha HAYYHHUS aHAJIU3 ca U3IMOJI3BAaHU MHOXECTBO
CTaTUCTHYECKH MeTOIHU (BKJI. KOMITIOTHPHU IIPOTPAMH), KaTO € OTpeieNieHa IOCTOBEPHOCTTA
Ha MHOTO TOJISIM OpOif OT MOJTYYEHUTE PE3YITaTH.

Co0OcTBeHHUTe NMPOYYBAHHUS Ca IPOBEJICHU B MHOXECTBO HampasieHus. HamnpaseH e
naeMorpadCcky aHaJIn3 Ha MalMeHTUTE, aHaIn3 Ha eTuosiorusTta Ha Xb3, ananus Ha
CBITBTCTBALINTE 3a00JISIBAHUS M YCIIOKHEHHATA, HA Hall-Ba)KHUTE TTAPAMETPH U €IIEMEHTH Ha
XJI. Ananu3upanu ca moapoOHO CTOWHOCTUTE HA OCHOBHUTE JTaOOPAaTOPHU MOKA3aTENN Ha
HapymeHusta Ha MOKM — kanuuii, ¢pocdop, kanueBo-pochaTHO Npou3BeIeHHEe, AlIKaTHa
¢docaraza, maparxopmon (I1TX), 25(OH)suramun D, marHesuii u kopenanusta um c
BB3pactTa. OT/AEICHO € CIEeIMaTHO BHUMaHUE Ha KOCTHATa 00JIECT M M3BBHKOCTHUTE
kamudukaru. Cires moapoOHO OMMUCAHNE HA U3ITOI3BaHETO HA MEMKAMEHTHUTE 3a
npodunaktuka u seuenne Ha MOKM: Butamun D perientopHu akTUBaTOpH (KaIIUTPHOIL,
NapUKaIIUTON), hocdaTHU YIOBUTEIH (KallMeB KapOoOHAT, ceBeIaMep
XHIPOXJIOPH/KapOOHAT), KATIMMUMETHIN (CHHAKAIIIET), € HalPaBeH MoIpoOeH aHaIU3 1
CpaBHEHHE Ha MPOMEHUTE B JIAOOPATOPHUTE MOKA3ATEIH, XapaKTepU3Upad eheKTUBHOCTTA

Ha ISUIOCTHATA, MO MPaBUJIO KOMOMHUpaHa Teparnusl.



HamnpaBenute u3Boau ca ret u 00001aBaT Hail-BaXHUTE pe3ynTatu: PaznumannTe
JMATIN3HU MOIYJIAIH, ChOOPA3HO BB3pacTTa, OCHOBHOTO ObOpEYHO 3a00IsIBaHe, TUAIN3HOTO
JIeYCeHUE U IPYTu PaKTOpy UMaT criennruyHa XapaKTepUCTUKA, BIHSICIA BbPXY U3siBaTa U
TepanusaTa Ha HapymieHusaTa Ha MOKM; cepymuunTte docdaru, I1TX, But. D ca
CUTHU(PUKAHTHO TO-HUCKU MIPU TUAIU3HUTE MAMEHTH Ha BB3pacT HaJ 65 rolMHu; Bb3pacTTa
HaJ 65 ToIMHU KOpenupa OTPULIATENTHO ¢ HUBaTa Ha cepyMHuTe hocdaru, [ITX u 25(OH)D;
MalUEeHTUTE Ha Bb3PacT HaJl 65 TOJIMHUA U3UCKBAT MO-HUCKH 1031 AKTUBEH BUTaMUH D,
dbochaTHUTE YIOBUTEIN U KATIMMUMETUILIUTE, KATO TIOCTUTAT MO-100pHU pe3yiTaTu B
KOHTpOJa Ha buoxumuuHuTe nokazarenu Ha MOKM; otuurar ce nobpu pe3yiaratu ot
MOHUTOpUpaHeTo Ha HapymeHusTa B MOKM u KOMIUJIEKCHUSI TOX0/] B TEPANUATA, TIPH
yBeJIMUYaBaHe yrmoTpedaTa Ha HEChIbPKAIIN Kl (ochaTHH YIOBUTEIH U
KaJIIUMUMETHIIH, HO U TIPOOJIeMH B KOHTpOJIa Ha xurepdocdareMusara 1 BACOKOOOMEHHATA
KocTHa OoJiecT.

[Tocouenu ca Tpu OPUTHHAIHY U YETUPHU MOTBBPIUTEICKU TPUHOCA, KOUTO Ca HAITBJIHO
00OCHOBAHHU U CHBCEM IPABHIIIHO Ca M3BEIECHHU OT PE3yTaTHTE Ha JUCEPTALUOHHUS TPY/I.

[TyGnukanuuTe, CBbp3aHu C TUCEPTALUATA ca TPH, B OBJITApPCKH CIIMCAHUs, KaTo €Ha OT
TAX € Ha aHTTIMICKY e3uK. ViMa elHo yyacTHe ¢ JoKJIa] B Hay4eH (opyM U ydacTHe B Ba
Hay4yHU NpoeKTa, puHaHcupanu ot MY -Ilnesen.

ABTOpedepaThbT € HaNKMcaH CbOOPa3HO U3NCKBAHMSTA U OTpa3siBa MHOTO 100pe
CTPYKTYypaTa U ChIbP>KaHUETO HA JUCEPTALIMOHHUS TPYI.

He namupam gaHHu 32 11aruaTcTBo.

B 3aki1i0ueHue — qUCEPTAIIMOHHUAT TPY ,,BB3MOKHOCTH 32 KOPEKIIUS HA HIKOU
OTKJIOHCHHSI Ha KaJueBo-GochaTHU MeTa00IM3bM U KOCTHATA OOMSIHA MPH TAIMEHTH C
XpOHUYHA ObOpeuHa HeIoCTaThYHOCT  Ha I-p Munena SlukoBa CToMMeHOBa UMa
He0oOXOIMMUTE KaueCcTBa U OTIOBapsl Ha U3UCKBAHUATA 32 IPUCHKIaHE HAa 0Opa3oBaTeIHaTa U

HayyHa CTeIlleH ,,JIoOKTop” 1o Hay4HaTa crnenuantoct ,,Hedponorus™.

Ha ocHoBaHme un. 59 or 33N

10 oxTomBpu 2023 1. [Tpod. n-p Banentun koHOMOB, 1. M. H.
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About dissertation on topic: "Possibilities for correction of some abnormalities of calcium-
phosphate and bone metabolism in patients with chronic renal failure "

for awarding the educational and scientific degree "Doctor", in the scientific specialty
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Doctoral student: Dr. Milena Yankova Stoimenova in the Department of Nephrology,
Hematology and Gastroenterology, Medical University — Pleven.

Scientific supervisor: Prof. Vasil Todorov, DSc

Relevance of the theme

Chronic renal failure (CRF) is becoming an increasingly important problem for modern
medicine due to the continuous growth in the number of patients. Disturbances in mineral and
bone metabolism are a major factor for the risk health profile of patients with CRF. They
occur early in the course of renal dysfunction and gradually worsen with its progression.
Therefore, continuous monitoring of disorders of mineral and bone metabolism, constant
analysis of clinical-laboratory deviations and complex therapy, with the existing reserves for

their improvement, remain an unsolved problem.
In terms of the above, the topic of the dissertation is completely relevant.
Structure of the dissertation work

The dissertation contains 162 pages, of which: introduction, aim and objectives - 2 pages;
literature review - 50 pages; material and methods - 5 pages; own results - 56 pages;
discussion - 23 pages; conclusions - 3 pages; contributions - 2 pages; references - 16 pages.
The list of references includes 284 sources, of which 7 are in Cyrillic and 277 - in the Latin.

The dissertation is structured correctly, according to generally accepted requirements. It is
well illustrated with 35 tables and 48 figures.

The literature review systematizes the basic information regarding CKD and disorders of
calcium-phosphate metabolism from the last few decades. The overview is structured very

well and can be a valuable source of information itself.

The aim of the dissertation work is correctly formulated - to make a complex assessment of

the disorders of mineral and bone metabolism and the possibilities for correction of some of
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their characteristic indicators in patients with chronic kidney failure (chronic kidney disease

stage 5D) in real clinical practice.

The study objectives are five. They are formulated correctly and in general ensure the

fulfillment of the purpose of the dissertation.

The object of the study were 145 patients with chronic kidney disease in stage 5D, on
hemodialysis treatment (HD), in whom the disorders of mineral and bone metabolism were

analyzed.

Multiple statistical methods (including computer programs) were used to substantiate the
value of the scientific analysis, and the reliability of a very large number of the results

obtained has been determined.

The dissertation includes research in many directions: demographic analysis of the patients,
analysis of the etiology of CKD, analysis of concomitant diseases and complications, and of
the most important parameters and elements of HD. The values of the main laboratory
indicators for disorders of mineral and bone metabolism - calcium, phosphorus, calcium-
phosphate product, alkaline phosphatase, parathormone (PTH), 25(OH) vitamin D,
magnesium and their correlation with age were analyzed in detail. Special attention is given to
bone disease and extraosseous calcifications. After a detailed description of the use of
medications for the prevention and treatment of MBD: vitamin D receptor activators
(calcitriol, paricalcitol), phosphate binders (calcium carbonate, sevelamer
hydrochloride/carbonate), calcimimetics (cinacalcet), a detailed analysis and comparison of
changes in the laboratory indicators characterizing the effectiveness of the overall, as a rule,
combined therapy was made.

The conclusions are five and summarize the most important results: the different dialysis
populations, according to age, underlying kidney disease, dialysis treatment and other factors
have a specific characteristic influencing the manifestation and therapy of mineral and bone
disorders; serum phosphates, PTH, vit. D were significantly lower in dialysis patients older
than 65 years; age over 65 correlates negatively with serum phosphate, PTH and 25(OH)D
levels; patients over 65 years of age require lower doses of active vitamin D, phosphate
binders and calcimimetics, achieving better results in the control of biochemical indicators of
MBD; good results are reported from the monitoring of disorders in mineral and bone

metabolism and the complex approach in therapy, with increasing use of non-calcium



phosphate binders and calcimimetics, but also problems in the control of hyperphosphatemia

and high-metabolism bone disease.

Three original and four affirmative contributions are indicated, which are well-founded and

quite correctly deduced from the results of the dissertation work.

Dr. Yankova has three publications related to the dissertation in Bulgarian magazines, one of
them being in English. She also has one participation with a report in a scientific forum and

participation in two scientific projects financed by MU-Pleven.

The abstract is written according to the requirements and reflects very well the structure and

content of the dissertation work.
| find no plagiarism data.

In conclusion - the dissertation work " Possibilities for correction of some abnormalities of
calcium-phosphate and bone metabolism in patients with chronic renal failure " of Dr. Milena
Yankova Stoimenova has the necessary qualities and meets the requirements for awarding the

educational and scientific degree "Doctor” in the scientific specialty “Nephrology”.

Ha ocHoBaHme un. 59 or 33114
10 October 2023 Prof. Dr. Valentin Ikonomov, DSc



