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ompejeieHa 3a BBTPEIICH 4WIEH Ha HAay4HOTO >Xypu. Ha mpoBeneHOTO MbpBO 3aceqaHUE CbM
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IIpencraBsine HA JTOKTOPaHTA.

I-p Kpacumupa ArtanacoBa AmmMkoBa ce AUILIOMUpa Kato Jiekap kbM BMMU rp. Bapna
npe3 1985r. [pe3 1993r. ycnemHo mpumoduBa CHEUATHOCTTa BHTPEIIHNA 0O0JIECTH, MIECT TOANHH
1o- KbCHO M KIIMHUYHATA cnenuaiHocT Hedposorus. [IpodecnonanHara i kapuepa 3amoyBa Ha
13.12.1985r. kato nekap opauHaTtop B Otnen komyHanmHa xurueHa kbM XEW - Jloeu. Ot
4.04.1988r. mo 31 aBryct 2003r. pabotu kato jekap opauHarop B OTaeneHue 1Mo XeMoauain3a B
Muoronpoduina 6onauna ,Ilpod. a-p ITapackes CrosiHoB Tp. JloBeu. Ha 1.09. 2003r. 3anoyBa a
ot roHu 2024r. ¢ HaYaJIHUK Ha TopecroMeHarara OOJHHYHA CTPYKTypa. Biagee Tpu e3nka nmucMeHO

1 TOBOPUMO. UJleH e Ha Halllu U eBponeﬁCKH JICKApPCKU CBbCJIIOBHH OpraHU3alluu.

CTpykTypa Ha JUcepTAMOHHATA pa3padoTKa.

JlucepTallMOHHUAT TPy € HamucaH Ha 162 meyaTHM CTpaHUIIM, OT KOUTO: BbBEACHHUE — 2
CTpaHMIIH, JTUTEPATYpeH 0030p — 51, U3BOaM OT JIUTEparypHuUsi 0030p-2 CTp, Led U 3adadu- lcTp.
MaTepual M MeToau — 4 CTp., pe3yiaTatd W oOckkmane — 66, u3Boau — 1, mpuHOCH — 2,
oubmmorpadus — 26. Onarnenen e ¢ 36 tabmunu u 58 ¢urypu. bubnmorpadusra Bximousa 331

M3TOYHUKA, OT KOUTO 9 — Ha Kupwinua u 322 — Ha JaTUHULA.

AKTYaJIHOCT Ha TEeMAaTHKATAa Ha AUCEPTALMOHHUSA TPY.

AHemusiTa € 4YacT OT XapakTEpHMTE 3a XpOHMYHaTa OBOpeyHa HEIO0CTaTHYHOCT
YCIIOXKHEHUs, YHATO TEXKECT C HalpeJBaHe Ha 3a00JIIBAHETO MPOrPECHUBHO Ce 3a1bj00o4YaBa U BOAU
70 peauna APYyry YBPEXKJIaHUS M BIOLIEHO KauyecTBO Ha KMBOT. B ocHOBaTa Ha NMaTOr€HETHYHUS
MEXaHU3bM Ha aHEMHUATa OT pEHAJleH NPOM3XOJ Ha TO3M €Talm ce Mpearojarar. HapyleHO
IIPOU3BOJICTBO Ha €HJIOTE€HEH E€PUTPOIIOETUH, a0COIIOTEH W/WIM pelaTHBEH KeleseH aepuuur. B
Ta3W Bpb3Ka 3aMECTUTEIHATa Tepanus ¢ peKOMOMHAHTEH €PUTPONOETHH M JKEJIE3HM Ipernaparu ca
Hepas3JelHa 4YacT OT TEpaleBTHUYHUS QJIrOPUTbM 3a JIEUEHUETO Ha pEHalHaTa AaHEMHUS.
VYcneBaemMocTTa Ha JICYEHHETO 3aBUCH OT MHOKECTBO (DaKTOpH, HSKOM OT TAX HeA0Ope MpoydeHU
KbM HaACTOALIMA MaMCHT. I/I}IGHTI/I(bI/IL[I/IpaHeTO Ha BHCOKOPUCKOBHUTC IAIMEHTU C XPOHHUYHO
ObOpeuHo 3a00NsiBaHE M OTKPUBAHETO Ha HOBU (aKTOPH, OKa3Ballld BIMSHUE BBPXY XOAa M

JICYCHUCTO HA aHCMUYHUA CUHAPOM IIPpaBU TCMATA HAa JUCCPTALNUMOHHUA TPYHA aKTYyaJIHA.

BbBenenuero Ha HayyHata pa3zpaOoTka oOXBallla HEpEUIEHUTE MPOOJIEeMH CBBP3aHU C
ANArHoCTUKaTa M JICUCHUCTO HAa aHCMUATA HNpU TMAIUCHTH C XPOHUYHO 656peqH0 SaGOﬂﬁBaHe,

MMpoBEC)KAAIIKM KOHCCPBATHBHO /U JUAJIN3HO JICYCHUC. C’bI['bp)KaHI/IGTO Ha TO3U paszcyi IMOoKa3Ba
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nobpara MHPOPMHUPAHOCT HA AUCEPTAHTA OTHOCHO CIIOXHHUTE NATO(U3MOIOTHYHA MEXaHU3MHU
BOJICIIN 10 BE3HUKBAHE HA PEHAIHA aHEMHsI, KAKTO ¥ MHOXKECTBOTO (PaKTOPH, KOMUTO OMXa MOTJIH J1a

KOMIIPpOMETHUPAT 3aMECTUTECIIHATA TEPAIIU C CPUTPOIIOCTUHOBU arOHUCTH.

JInteparypHuaT 0030p ¢ HanucaH Ha 51 me4yaTHW CTpaHULM, CTPYKTYpUpPaHU B IIET
yacTu. B ornennuTe pasneny nzyepnaTrenaHo ca NpeAcTaBeHu (akTopH, 3a KOUTO C€ CUMTA Y€ MMaT
Ipsika UM KOCBEHA BPB3Ka 3a PA3BUTUETO HA XUIIOPEAKTUBHOCT KbM M3MOJI3BAaHUTE B KIMHUYHATA
MPAaKTUKAa EPUTPONOCTUHOBU CTUMYJUpamy areHtd. [logpoOHO ca OmMCaHW MOCHEACTBHUATA M

PHUCKOBCTEC CBBP3aHU C PA3BUTHCTO HA CPUTPOIIOCTUHOBA PE3UCTCHTHOCT.

Lenara Ha gucepTaluOHHHUS TPYA e ,,/la ce U3SCHAT aKTyaJHUTE acleKTH B JICYEHUETO Ha
peHaJiHaTa aHeMHsS WPH MAIUCeHTH C XPOHUYHO OBOpeyHO 3aboisBaHe. 3a MOCTUTaHe Ha
HalOens3anara el Ja-p AIurkoBa € GopMyrpana 5 u3IbTHAMH 33/1a9H.

1. Ja ce ompenmenu 3HaueHueTo Ha Erytropoietin Resistance Index mpu jedeHune Ha peHajIHA
anemusi ¢ ECA u na ce xapakrepusupa Bpb3Kara Ha peHanHara aHemusi (PA) cvc 3amibcTsiBaHETO U
CTETIeHTa Ha YBpEKAaHe Ha ObOpevHara (QyHKIHS.

2. Jla ce ompeeny BIUSHUETO HA MH(MEKIHATA MPU NAMCHTH C TIOCTOSHECH TYHEITU3UPaH KareThp
KaTo TPAaeH CHAOB AOCTHII 3a XeMoauanusa Bbpxy PA.

3. Mla ce ompenenu Bpb3KaTa Mexay JiedeHHeTo Ha PA 1 BTOpUYHUS XUTIEPIApaTUPEOUTUZHM.

4. [la ce HampaBH OLIEHKa HAa KOHBEPTUPAHETO OT KpaTkojencTBay KbM abaroneicteamy ECA u
o0OpaTHO MpH MAalMEHTH Ha Juanu3a 1 0e3 JUaJIM3HO JIEYCHHE.

5. Jla ce HampaBu XapaKTepUCTHUKA HAa TEHICHIMATA 3a 0TroBOp kKbM ECA npu auanu3Ho OOTHU B
3aBUCMMOCT OT TOBa Aanu ca noiydaBanu ECA unam He mpenu BKIIOYBAHE HA JIUATU3HO
nedyenne. HaMBUIyaieH U XOJIMCTUYEH ToaXo B jeueHnero Ha PA npu manuentu ¢ Xb3 Ha
JMAJIM3HO JICYEHHE U B TIEpUOJIa IPEaH TUaIn3a.

H3nbeaHeHueTo Ha I/I36pOCHI/ITe 3aa4y C€a JIMYHO ACJIO Ha JUCCPTAHTA.

Marepuanu u meroau: B mpoyuBaHero ca BkimoueHu oOmo 2963 mamuenta 3a  20-
TOJUIIICH TeproJ Ha HaOmroaeHue. [IpenBu BHYIMUTEHUS Opo¥ TMAaIllMeHTH W BpeMeBaTa pamKka,
JUCEPTAaHTHT € W3MOJN3BAJ THBKaB JHW3ailH HAa KOXOPTHOTO TmpoyuBaHe. [IpmiioxeHuTe
W3CIIEI0OBATEICKM METOJHM, KOWTO A-p AIIMKOBAa € M3MOJ3Baja ca aJeKBaTHU Ha IMOCTABEHUTE

3aga4u.

Paznenst ,,Pe3yiaratu U o0ch:kaaHe € HamucaH Ha 66 CTpaHWIM, OHATJIEACH € ChC

CBOTBCTHUTC (I)I/IF Ypu U TaGHI/ILII/I n ciacaBa IIOCTaBCHUTC 3adaydH. Hsxou ot MOJIYYCHUTC PE3YyJITaTU
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ca ChIIOCTaBEHH C JJOKJIAJIBAHUTE B JINTEeparypara Aanau. OnucaTerHaTa 4acT CBbp3aHa ¢ MHACKCA 3a
eputponoeTrHoBa pe3ucreHTHOCT (ERI) M HeroBoro m3uucisBaHe OM MOIJIO Ja CE OTHECE KbM
pazzena M3CiIe0BaTENICKM METOAU. XPOHUYHUAT TYOYJOMHTEPCTHLIMAJIEH HE(PPUT € MOCOYeH 3a
Haii- yecTta nmpuuMHa BOJEIIA 10 KpaeH cTaauii Ha ObOpeyHo 3a0omnsBaHe U Xxemoauanusa. /lokasana
e Bpb3ka Mexay ERI, xomopOuguTeT M 3aTiIbCTABAHETO, KOETO Mpe3 MOCIECIHUTE TOAUHU CE
MpeBpbIIIA B IPOOJIEM OT CBETOBEH Maiial.

Ilo 3agaua 2 norMyeckd € TNOThPCEHA Bpb3KA MeXAY HHOGEKIHMUTE, aCOLUUUPAHHU C
MOCTOSIHHUSL TYHEIM3UPaH KaTeThp, MEPKHUTE 3a MPEBEHIUS Ha MHPEKIUUTE U AaHEMHSTA, KOSTO B
cillyyasgs € C KOMIUIEKCHa reHe3a. Ha mnpakTuka B JUaJIW3HUTE 3BEHA CbHILECTBYBAT YTBBPACHU
MPOTOKOJIM U CTPUKTHOTO UM CIa3BaHE OT MEIAUIIMHCKHUS MEPCOHAN M MAllMeHTUTE OM MOIJIO Ja
JIOBEJle 10 3HAUUTEIHO PEeIylHpaHe Ha PUCKa OT MH(EKIHs, PECIEeKTMBHO HaMalleHW Pa3XOAM 3a
JICYEHUE W MEAMLIMHCKH TpKU. [IpoabIDKUTENHOTO HpociensBaHe Ha Ta3y rpyna MalMeHTH OT
MHTEPIUCIUIUIMHAPEH €KUIl, KaKTO JUCEPTAaHThT € IMOoJYepTall, BOAU A0 MOAAbPKaHE HAa CTaOWIIHU
KJIMHUYHY U TApaKIMHUYHY [T0Ka3aTelH, KOeTo peduiekTrpa B HoJ00peHO KayecTBO Ha JKHUBOT.

B nucepranmmonnara pa3pa0oTka CbHIIO Taka € OLEHEHAa pOoJsiTa Ha BTOPUYHHUS
XUIEPIAapaTUPEOUIU3bM 32 PAa3BUTUETO HA PEHAJHa aHEeMHUs. AHaJIU3bT Ha JAHHUTE € HOTBBPANI
non3zara ot komiwiekcHoTo JiedeHne Ha Xb3 ¢ X[, ECA, xamummumerwniu, VDRAs, Butr /I3,
dochopoynosurenu, XJIP. Hamupam 3a yMmMecTHO ONMUCAaHMETO Ha METOAMKaTa 1Mo oOpaboTka Ha
mpoOuTe 3a U3cjeIBaHe Ha MHTAKTEH MapaTXOPMOH Ja GUrypupa KaTo 4acT OT pas3jelna ,,MaTepuaIn u
METOIN" "

ITo 3amaua 4, ¢ uen oneHka Ha edekTa OT 3aMsHaTa Ha KpaTKO JEHCTBAIll €pUTPOIIOETHHOB
mpemapaT ¢ JIBJITOJEHCTBAIl, W OOpaTHHs BapuaHT, MAIMEHTUTE ca pas[eleHd Ha TPU TPYIU.
Pesynrature oT mpoydBaHETO ca MOTBHPAWIM Oe30MacHOCTTa OT MOJAOOHO KOHBEpPTHUpaHE,
HE3aBHCHUMO OT U30paHaTa MocIeI0BaTeIHOCT Ha EPUTPONIOETHH CTUMYJIMPAILUS areHT.

Jlokazana € ,,pa3/iiKa B CPEAHOTO HUBO Ha XxemorjoOuHa, cpeaHata no3a ECA/Kr tersio u
Ha PEe3UCTEHTHOCTTa TpPH >KEHU, KouTo He ca monydaBanu ECA npenu XJ| cnpsiMmo MbkeTe, KOUTO HE
ca nony4yaBasin ECA npenn X1 .

N3BoauTe crieBaT MOCTaBEHHUTE 3aqa4yd U 000O0IIaBaT MOMYyYEeHUTE B AMCEPTAIIMOHHUS
TPYZ pe3ynTaru.

IIpunocuTe ca pasfeneHu B JIB€ TpyNH, MO- TrojsMaTa 4acT OT TAX ca C OpPUTHHAJIEH
Xapakrep.

Bbub6anorpagusta sxinrousa 331 n3rouyHnka, oT KouTo 9 Ha kupuiauna v 322 Ha JaTUHULA.

ABTOpedepaTbT € U3TOTBEH ChOOPa3HO U3UCKBAHUATA U CHOTBETCTBA HA TUCEPTALIMOHHUS

TPYA.



Hsmam kpuTHyHH OENeXKH O JAuCepTallMoOHHAaTa pa3paboTKa, ¢ U3KIIOYEHUE Ha HAKOU
CTHJIOBU HETOYHOCTH. [IpenopbKuTe ca CioMeHaTH KbM ChOTBETHUTE Pa3JIeiH.

[IpencraBenu ca 3 myOnukanuu, 6 AOKIaAa W €IUH IOCTEp, CBbpP3aHM C TeMara Ha
Hay4HaTa pa3padoTkKa.

B 3akiroueHue, INpeacTaBeHUAT AUCEpTAlMOHEH TpyA Ha 1a-p Kpacumupa ArtanacoBa
AmMKoBa € CBBbpP3aH C aKkTyaJdHH MpoOiemMu B oOnactta Ha HedpoJjorusita U OTroBaps Ha
M3HMCKBaHUATA Ha 3aKoHa 3a Pa3BUTHE Ha akaJeMuyHus cbcraB B P.bwirapus u [lpaBunnuka 3a
Heropoto npuioxenue B MYVY- IlneBen 3a mnpuckxiaane Ha OHC | nokrop®. Ilpeasun
IBIATOTONUIIHUS TPYA HA IUCEpTaHTa, OpOST BKIIOUEHH B MPOYYBAHETO MAIMEHTH M T'bBKABUAT
Ha4YMH Ha GOpMHUpAHE HA TPYNUTE, KAKTO U HE Ha MOCIEAHO MSCTO MOCOYEHUTE MPUHOCH, YOEIeHO
JAaBaM CBOsITa IMOJIOKHUTETHA OlleHKa Ha J-p Kpacumupa AmmukoBa W mpeajaraMm Ha 4J€HOBETE Ha
yBakaemoTo HaydHO Kypw &a riacyBar ,,3a“ NPUCHKIAHETO Ha oOpa3oBaTelHATa W HAay4HATa

CTEIICH ,, JOKTOP“ Ha A-p Kpacumupa AmmkoBa mo crieruarsocT ,, Heppomorus®.

rp. [lmeBen N3rorBui ctaHOBUILETO: Ha ocHoBaHue un. 59 ot 3311

13/ SAuyapu/25r. noit. 1-p. Bans CnaBuea [TormoBa qm
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To the Chairperson of the Scientific Jury
Appointed by Order No. 3373/26.11.2024
of MU-Pleven

STATEMENT

by assoc. prof. Vanya Slavcheva Popova,MD, Ph.D
Head of the Clinical Hematology Clinic,
UMHAT "Dr. Georgi Stranski" - Pleven

Regarding: Dissertation titled "Current Aspects in the Treatment of Renal Anemia in Patients with
Chronic Kidney Disease," authored by Dr. Krasimira Atanasova Ashikova, UMHAT "St. Anna" AD
Sofia, submitted for the degree of "Doctor" in the field of higher education 7. Health and Sports,

professional direction 7.1. Medicine, doctoral program "Nephrology."

Scientific Advisor: Prof. Biser Borisov, MD,Ph.D

Pursuant to the Regulations for the Conditions and Procedures for Obtaining the Educational and
Scientific Degree and Holding Academic Positions at MU-Pleven, and based on the decision of the
Scientific Council (Protocol No. 40 from 25.11.2024), Order No. 3373/26.11.2024 was issued,
appointing me as an internal member of the scientific jury. During the first meeting, | was proposed
and elected to prepare an opinion. All stages of the procedure comply with the requirements of the
Bulgarian Academic Staff Development Act and the corresponding regulations at MU-Pleven. The

following documents were submitted:

« Dissertation (electronic format)

e Abstract (electronic format)

o Author’s reference for publications, reports, and a poster related to the dissertation (electronic
format)

e Curriculum Vitae (electronic format)

Presentation of the Doctoral Candidate

Dr. Krasimira Atanasova Ashikova graduated as a physician from the Medical University of Varna

in 1985. In 1993, she successfully obtained a specialty in Internal Medicine, followed six years later



by a clinical specialty in Nephrology. Her professional career began on December 13, 1985, as a
resident physician in the Department of Community Hygiene at the Regional Health Inspectorate
(RHI) in Lovech. From April 4, 1988, to August 31, 2003, she worked as a resident physician in the
Hemodialysis Department of the Multidisciplinary Hospital "Prof. Dr. Paraskev Stoyanov" in
Lovech. On September 1, 2003, she joined the Dialysis Treatment Department of the University
Multiprofile Hospital for Active Treatment (UMHAT) "St. Anna" AD in Sofia, where she
successively held the positions of resident physician, senior physician, deputy head of the
department, and head of the department. Since June 2024, she has been serving as the head of this
hospital unit. She is fluent in three languages, both written and spoken, and is a member of national

and European medical professional organizations.

Structure of the Dissertation

The dissertation consists of 162 pages, including: Introduction — 2 pages, Literature Review — 51
pages, Conclusions from the Literature Review — 2 pages, Aim and Objectives — 1 page, Materials
and Methods — 4 pages, Results and Discussion — 66 pages, Conclusions — 1 page, Contributions — 2
pages, and References — 26 pages. The work is illustrated with 36 tables and 58 figures. The
bibliography includes 331 sources, of which 9 are in Cyrillic and 322 in Latin script.

Relevance of the Dissertation Topic

Anemia is one of the characteristic complications of chronic kidney disease (CKD), which
progressively worsens with disease progression, leading to other health issues and reduced quality of
life. The pathogenesis of renal anemia is currently believed to involve impaired endogenous
erythropoietin production and absolute and/or relative iron deficiency. Consequently, replacement
therapy with recombinant erythropoietin and iron supplements is an integral part of the therapeutic
algorithm for renal anemia. Treatment success depends on numerous factors, some of which remain
poorly studied. Identifying high-risk CKD patients and discovering new factors influencing anemia’s
course and treatment make the dissertation topic highly relevant.The introduction addresses
unresolved issues related to diagnosing and treating anemia in CKD patients undergoing
conservative and/or dialysis treatment. This section demonstrates the doctoral candidate’s thorough
understanding of the complex pathophysiological mechanisms underlying renal anemia and the

numerous factors that may compromise erythropoietin agonist therapy.

Literature Review



The literature review spans 51 pages, structured into five sections. It comprehensively discusses
factors directly or indirectly associated with the development of hyporesponsiveness to
erythropoietin-stimulating agents (ESAs) used in clinical practice. The consequences and risks of
erythropoietin resistance are described in detail.

Aim and Objectives
The dissertation’s aim is to elucidate current aspects of treating renal anemia in CKD patients. To

achieve this, Dr. Ashikova formulated five specific objectives:

1. To determine the significance of the Erythropoietin Resistance Index (ERI) in treating renal
anemia with ESAs and characterize the relationship between renal anemia, obesity, and
kidney function impairment.

2. To evaluate the impact of infections in patients with permanent tunneled catheters as a
vascular access for hemodialysis on renal anemia.

3. To assess the relationship between renal anemia treatment and secondary
hyperparathyroidism.

4. To evaluate the conversion from short-acting to long-acting ESAs and vice versa in dialysis
and non-dialysis patients.

5. To characterize ESA response trends in dialysis patients based on prior ESA administration
before initiating dialysis.

Materials and Methods

The study included 2,963 patients over a 20-year observation period. Given the large sample size and
time frame, the doctoral candidate employed a flexible cohort study design. The applied research

methods are appropriate for the objectives set.

Results and Discussion

This section spans 66 pages, illustrated with relevant figures and tables, and aligns with the stated
objectives. Some results are compared with data reported in the literature. For instance, the
descriptive section on ERI calculation could be included in the research methods section. Chronic
tubulointerstitial nephritis is identified as the most common cause of end-stage renal disease and
hemodialysis. A relationship between ERI, comorbidities, and obesity, a growing global issue, is
established.



The second objective logically examines the relationship between infections associated with
permanent tunneled catheters, infection prevention measures, and anemia’s complex genesis.
Adhering to established protocols in dialysis units can significantly reduce infection risks, leading to

decreased treatment costs and improved patient outcomes.

The role of secondary hyperparathyroidism in renal anemia development is also evaluated. Data
analysis confirms the benefits of comprehensive CKD treatment with HD, ESAs, calcimimetics,
VDRAs, vitamin D3, phosphate binders, and HDF. Descriptions of sample processing methods for
intact parathyroid hormone analysis should be included in the materials and methods section.

For the fourth objective, patients were divided into three groups to assess the effects of switching
between short- and long-acting ESAs. The findings confirm the safety of such conversions,

regardless of ESA sequence.

Conclusions and Contributions

The conclusions align with the objectives and summarize the dissertation’s results. The contributions
are divided into two groups, most of which are original. The bibliography includes 331 sources, with
9 in Cyrillic and 322 in Latin script. The abstract complies with the requirements and corresponds to

the dissertation.

Final Evaluation

The dissertation addresses current issues in nephrology and meets the requirements of the Bulgarian
Academic Staff Development Act and MU-Pleven’s regulations for awarding the "Doctor" degree.
Given the extensive research, patient cohort, and methodological rigor, | confidently provide a

positive assessment and recommend awarding Dr. Krasimira Ashikova the degree of "Doctor" in

Nephrology.
Pleven Prepared by Ha ocHosanme un. 59 or 3311
January 13, 2025 assoc. prof. Vanya Slavcheva Popova, MD, Ph.D



