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Kparka ouorpadguuna cnpaBka.

H-p AmmumkoBa 3aBbpmBa MY-Bapha mnpe3 1985 1. c¢bc cnenuanHoOCT
L<Menuuuna“ npe3 1985 r.

WNma npusHatu creuuanHocTd no Berpemnn Oonectu u Hedpomorus,
pabotmia e Hax 30 1. o cnenuanHoctute Berpemnu 6onectu u Hedgponorus

Nma nag 30 roauiieH onuT B 00JacTTa Ha U3BHHOBOPEYHOTO OYMCTBAHE
py MalMeHTH ¢ OBOpedyHa HEAOCTaThYHOCT MMa JBITOTOMWINEH OIUT C
NalUeHTH UMalld ObOpeuHa aHeMHUs M HapylleHue Ha ObOpeuHata (DyHKITHS.
Wma ronsim Opoit myOMuKaluy U HAYYHH y4acTHs B Ta3u obnact. [[-p AmmkoBa
€ WIeH Ha peaulia HaydyHW W Mpo(ecHOHANHW OpraHu3aluu Kato bwiarapcko
HAy4YHO JPYXKECTBO IO He(posorus, quanu3a U TpaHCIUIaHTalus, bbeiarapcka
brOpeuna Acouwmanus, Acouuanus Ha paboTenuTe B Avain3a, bankaHcka
aconpainus 1o Hedposorus, guanmza, TpaHcmanTtamus (BANTAO),
EBpomneiicka acormanus mo Hedposorus, quannsa u tpanciuiantanus (EDTA-
ERA), bearapcku Jiekapcku ChrO3.

AKTYAJIHOCT HA JUCEPTALMOHHUS TPY/.
JlucepTallMOHHUAT TPY/[l € IO €/IMH Ba)KEH MPo0JIeM B ChBPEMEHHUS CBSIT.

AHemusTa € KapJAMHAJIEH CHUHAPOM IPU XOpa C XPOHUYHO OBOpPEUHO
3a0oyisiBaHe. Ts OKa3Ba CEPUO3HO BIMSHHME BBPXY KaueCTBOTO Ha I KHUBOT,
ChPJIEYHO-CHJOBUS PHUCK, IICUXUUYECKUsS cTpec W mnp. ToBa Hamara ThpceHE Ha
pa3aNyYHU TMOAXOAM 32 MJECHTU(PUIMpPAaHE HA BUCOKOPUCKOBUTE MAlUEHTH U
ThPCEHE Ha HOBU (DAKTOPH, OKa3Ballll BIMSHUE BBPXY XOJa U JICUEHUETO Ha
aHEMUYHUS CUHAPOM. MIMa HESICHOTH OTHOCHO PE3UCTEHTHOCTTA Ha MMAllUEHTUTE
KbM NPOTUBOAHEMUYHOTO JeueHue. B cBeToBeH Maiad TpPEeBOKHO HapacTBa
OposT Ha XopaTa ¢ HaJHOPMEHO TEJIECHO TErJI0, KOETO MOpakaa MHOTOOpOitHU
MpoOJeMU KakTO B JUAarHOCTUKAaTa, Taka MU B WHIAUBUIYAIHUS MOJIXOJ KbM
JICYCHUETO Ha peHaJHaTa aHEMUsl TPU Te3U MAalMEeHTH. Pa3auyeH € u OTTOBOPBT
Ha OOJHUTE KbM JICYCHHETO B PA3IUYHUTE CTAJWA HAa XPOHUYHO OBOPEUHO
3a0onsBane. HapacTBa cpegHaTa BB3pacT Ha HACEJIEHUETO, PECIEKTHBHO Ha
0O0JIHUTE C XPOHUYHO OBLOPEUHO 3a00JIsIBaHE CHOTBETHO M HA TMOJJIOKEHUTE HA
3aMeCTUTENIHO ObOpeyHo JedeHue. Te3n apryMeHTH JaBaT OCHOBaHUE 3a
IIPOBEXK/IaHE HAa KOMIUIEKCHO MPOYYBAHE HA AKTYAJIHUTE ACIEKTH B JICUEHUETO
Ha peHaJHaTa aHeMUsl, KOETO Ja HaMepH OTIOBOPU Ha HIKOU OT MHOTOOpPOWHHUTE
HESICHOTU B MHAMBHIyaJTHUS MOAXOJI P Bceku nauueHT. [lopamu ToBa Temara
€ aKkTyaJlHa U TPEACTaBIIsIBA OIpENeJeH HHTEepeC KaKTO B HepposoruyHaTa
MPaKTHKA, TaKa U 3a MO-IIHUPOK KPbI' CTIEHUATUCTH.



Crpykrypa Ha JluceprauMOHHUS TPYA.

JlucepTalMOHHUAT TPYJ € pa3paboTeH B CHOTBETCTBUE C M3HCKBAaHUATA Ha
HOpMaTUBHATa ypeada M OTroBaps Ha KpUTEpPHHUTE 3a 3aBbpIlICHA HaydHa
pabora. OOxBamia 167 cTaHZapTHU MANTMHOMHMCHU CTPAHWIIM W BKIIOYBA
CIEAHUTE pa3fie]u: BbBeJAeHUE — 2 CTp., IUuTeparypeH 0030p — 50 ctp., u3Boau
OT JIuTEpaTypHus 0030p — 2 CTp., e U 3a7a4u — 1 cTp., MaTepras u MeToau — 4
CTp., pe3yaTaTh U OOCHXKJIaHe — 68CTp., U3BOAM — ICTp., IPUHOCU — 2CTP.,
oubnuorpaduss — 27ctp., OHarnenen e ¢ 36 Tabmumu u 58 Qurypu.
bubmorpadusra Bkiroua 331 u3TouHMKa, OT KOUTO 9 Ha Kupmiauia u 322 Ha
JATUHUIA. TTOBEYETO OT KOUTO OT mocieanute 10 romunu. JlucepTallnOHHUST
TPYJ € HaIMCaH Ha JIMTepaTypeH ObIrapCcKu €3UK.

BbB BBBegeHmeTro -p AIIMKOBAa TMpeAcTaBs mpolsiema, CBBbp3aH C
roJIIMOTO Pa3MpOCTpaHEHHWE Ha XPOHUYHOTO OBOpeuHo 3abossiBaHe W
CBbp3aHaTa C HErO peHAJIHA aHEeMHUSsl, KOSITO € €UH OT (PaKTOpUTE 3a MOBHUIIICHA
3a0071€Ba€MOCT M CMBPTHOCT B MpU Te3W NanueHTH. JlutepaTypHUAT 0030p
pa3KpHBa 3HAYMMOCTTAa Ha MPOOJEMUTE, CBBP3aHU C aHEMHUATA OT OBOpeueH
MPOU3XOJ U CTPATETHUTE 3a HEMHOTO JiedeHue. SICHO € mpejcTaBeHa BUCOKaTa
YecToTa Ha pEHaJlHaTa aHeMHs IMpU TMAlUeHTUTE C XPOHUYHO OBOPEUHO
3a00JIsIBaHE, MEXaHU3MUTE HAa HEMHOTO BH3HUKBAHE U OCHOBHUTE CTpaTErvu 3a
HEWHOTO JICUCHHE .

Heara na [lucepranvoHeH TpyJ € TOYHO AeduHUpa, a UMEHHO Ja ce
HU3SICHAT aKTYaJIHUTE ACNEKTH B JICYEHHETO HA PEHAJHATA aHeMHs IPH
NALHEHTH ¢ XPOHUYHO 0bOpeuyHo 3200 19BaHe.

3a IOCTUTAaHETO HaA Ta3u e, JlucepTaHTkara cu OCTaBa 5 3agaum:

1. la ce ompenenu 3naueHueTo Ha Erytropoietin Resistance Index npu nedenue
Ha peHanHa aHemusi ECA u nma ce xapaktepusupa Bpb3KaTa Ha pEHaJHATA
aHEeMHsI CbC 3aTIILCTSABAHETO M CTEMEHTa Ha YBpEXJaHe Ha ObOpeuHara

byHKIIHS.
2. Jla ce ompenenu BIMSHUETO HAa WHQPEKIMITA MPH TMAIUCHTH C ITOCTOSIHECH

TYHCJI KaTCThp KAaTO TpAaCH CbAOB AOCTHII 3a XEMOJHAJIN3a BHPXY pPCHAJIHATA
aHCMMU.

3. [a ce onpenenu Bpb3kaTa Mexay JeueHuero Ha PA u BXIIT.

4. Jla ce HampaBH OIIGHKa Ha KOHBEPTHPAHETO OT KPATKOACHUCTBAILU KbM
nwearoaeicTBam ECA u oOpaTHO mpu MalMeHTH HA Avain3a U 0e3 ITUau3HO
JICUEHHE.



5. la ce HampaBu XapaKTepUCTHUKa Ha TeHAEHIUATa 3a oTroBop kbM ECA mpu
IUAIU3HO OOJIHM B 3aBHCHUMOCT OT ToBa Janu ca nosydaBanu ECA wunu He
npead BKJIIOYBAHE Ha JIMAJIU3HO JedeHue. WHIuMBHIyaleH W XOJIUCTHYEH
MOAX0Jl B jeueHueTo Ha peHanHara anemusi (PA) mpu manuentu ¢ Xb3 Ha
TUATU3HO JICYEHUE U B TIEPHOJIa TIPEIU JTUATHU3A.

Marepuanau u metoau. /I-p AMKOBa ONMCBa rpynarTa U3CJICABaHU MMALIUEHTH:
00mo 2963 marnueHTH ¢ XpOHWYHO OBOpeyHO 3a00JiIBaHE B IMpEIUATIU3CH U
JTUAIA3EH CTaaAuM, mpocieasBaHu 3a nepuon oT a0 20 roagmau. B YMBAJI
,Ceta Anna” AJ] Codus u JIKI] ,,Cera Anna” EOOJl Codus u MBAIJI
Mownrana. Jlucepramusita € pa3paboTeHa BBPXY JTaHHUTE Ha OrPOMEH Opoii
MalMeHTH C XPOHUYHO OBOpeuHO 3a00JsIBaHE, KATO Ca M3IOJI3BAHU CIICTHUTE
METOIH:

- AHamHe3a ¥ CTaTyC, BKIIOYUTEITHO. aHTPOITOMETPHYHHU JaHHH.

- CranaapTHU KPbBHU U3CJIECJIBAHUS: XeMOTpamMa, OMOXHUMHUSI, TapaTXOPMOH
Y OIIEHKa Ha KaueBo-hochopHa oOMsHA,

- Monorpama, moka3aTeny Ha OOMSIHATA HA KeJIA30TO,

- KpbB 3a XeMOKyATypa Ipy CbMEHHE 3a OAKTEPHUEMHUSI/CEIICHUC,

- Ouenka Ha Erytropoietin Resistance Index (ERI) mpu neuenue Ha
peHanHa aHeMus ¢ EpuTpomoeTrH CTUMyIUpaIiy CpeacTBa U OleHKA Ha
Bph3KaTa HAa pEHAJHATA aHEMHsI ChC 3aTIBCTSIBAHETO M CTEMEHTa Ha
yBpeXk1aHe Ha ObOpeuHaTa QyHKIus,

- Craructudyecka oOpabOTKa Ha JaHHUTE CbC cTajgapTeH maket Excel 3a
Windows.

B rmaBure 3a Pe3yararu a-p AmMKOBA SICHO MPEACTaBsS MOJYYECHUTE JaHHM,
KOUTO ca oHaryeaeHu noope ¢ 36 tTadbmuuu u 58 ¢purypu

PC3y.TITaTI/ITe ca IpCaACTaBCHHU SJCHO C LS AaBaHC HAa OTTrOBOP Ha BCAKaA €JHA OT
IMOCTABCHUTC 3aaa4u, PC3YyJITATUTC Ca CBbP3dHU CbC CbOTBCTHHUTC 3a/la4H.

H3BoauTe ca 0610 7 u ca GOPMyJIHPAHH 10 ICCH HAYMH — [0 CHOTBETHHUTE
3a/1auu:

1. N3uncnsBanero Ha ERI u ycTaHOBsIBaHE HA BUCOKH CTOMHOCTH € CUTYPHO
NIOKa3aTEJICTBO 32 HAIMYMAE HA PE3UCTEHTHOCT M CIECTABA CKBIU
U3CJIEIBAaHUS.

2. ERI xopenupa ¢ 6posi Ha XOCTIMTAIM3AIMUTE U € MPETUKTOP Ha CMBPT B
KpPaTKOCPOYEH aCIIEKT.

3. Ilpu xxenu cwe 3atiseTsaBane Il cT. ce oTkpuBa 3aBucuMocT Mexay UTM
U cpeTHOTO X0 HUBO.

4. TlorBbpxaaBa ce Bpb3kara Mexay BXIIT u PA.



5. KomOuHMpaHeTo Ha MEAMKAMEHTUTE BOAU A0 MO-I00pO yIpaBiieHHE Ha
KanueBo-hochopeH MeTaboIN3bM M KaueCTBO HA JKUBOT- C TIOBUIIIABAHE
Ha X0 HUBO.

6. KouBeprupane nedenuero ot eauH kbM Jpyr Bujg ECA e Oe3omacHo,
HE3aBUCUMO KaKBa € IMOCJIEI0BATEIHOCTTA.

/. OTtyuTa Cce CTaTUCTHUYECKH JOCTOBEpHA pa3MKa IO OTHOIICHHE Ha
cpennoto X0 HMBO; Ha cpennHa no3a ECA/Kr Terio u Ha pe3uCTeHTHOCTTA,
npu >xeHu HenonyvaBann ECA npenu X][ cpsiMmo Mbxke, HEMOJIy4aBaiu
ECA npeaun X/I.

JI-p AmmkoBa mTpencTaBs eAUHAJeceT NMPUHOCA: 8 C OpPUTMHAIEH M 3 C
NOTBBPUTEICH XapaKTep.

[IpeacraBenu ca 5 nmyOnukanuu W 7 y4acTHs B HAyYHU H3SBH, CBBpP3aHHU C
HACTOSIIHUS TUCEPTALIMOHEH TPY.

3akjl0ueHne:: Bb3 OCHOBa Ha rOPEM3NIOKEHOTO, CUYMTaM, Ye
ANCEePTAUMOHHUAT TPYA Ha A-p AWMKOBA NpeacTaBaABa HanNb/HO 3aBbplUeHa
pa3paboTKa C OTIMYHO HAayYHO KauyeCcTBO M 3HAYMMO MPAKTUYECKO NPUJIONKEHUE.
HayyHuAT Tpya e npaBWAHO NOCTPOEH, C TOYHO noabpaHa meTomonorus,
M3NBAHEHMU 33[a4YN U  [OCTOBEPHU HAYYHO-MIPUIOXKHU pPe3ynTaTth, KOUTO
npeacraBnABaT OpUrMHaNAEH NPUHOC U OTroBapA Ha M3UCKBAHMA HA 3aKOHa 3a
pa3BMTME Ha aKaZeMMYHUA CbCTaB B Penybnuka bbarapua, MpaBuaHMKa 3a
HeroBoTo NpuaaraHe u lNpasnnHmnka Ha MY —NneBeH.

MpeacraBeHUAT HaydeH Tpyd MOKasBa, Ye A-p AWMKOBA NpuUTerKaBsa
HeobXxoAMMUTE TEOPETUYHM NO3HAHMA U NPOPECUOHANHMU YMEHMA MO HayyHa
cneuunanHoct ,Hedpponorna“, Kato SCHO AEMOHCTPMPA KayecTBa U cnocobHoCTH
33 CAMOCTOATENIHO NpOoBeXAaHe Ha Hay4YHO u3cnenBaHe.

Mopagu TOBa, M[aBam CBOATA MNONIOXUTE/NIHA OLEeHKa U ybeaeHo
npegnaram Ha NOYMTAaeMOTO HAYYHO Kypu Aa npucbaun obpasoBaTenHarta u
HayyHa crteneH ,Jloktop” Ha a-p Kpacummpa ArtaHacoBa AMKOBAa,
JOKTOpPAHT Ha camocrtostenHa ¢opma Ha oOydenwe KbM Karteapara mo
Hedponorus, xemaronorus u ractpoentepoiorusi, MY-Ilnesen.

Anyapu, 2025 r. C yBaxenue: Ha ocHoBanme un. 59 or 3351

qou. 1-p Jumursp I'eoprues Hukonos, 1M
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Brief biographical information.

Dr. Ashikova graduated from MU-Varna in 1985 with a degree in
Medicine in 1985.

She has recognized specialties in Internal Medicine and Nephrology, she
has worked for over 30 years in the specialties of Internal Medicine and
Nephrology

She has over 30 years of experience in the field of extrarenal cleansing in
patients with renal insufficiency. She has many years of experience with patients
with renal anemia and renal dysfunction. She has a large number of publications
and scientific participations in this field. Dr. Ashikova is a member of a number
of scientific and professional organizations such as the Bulgarian Scientific
Society of Nephrology, Dialysis and Transplantation, Bulgarian Kidney
Association, Association of Dialysis Workers, Balkan Association of
Nephrology, Dialysis, Transplantation (BANTAO), European Association of
Nephrology, Dialysis and Transplantation (EDTA-ERA), Bulgarian Medical
Association.

Actuality of the dissertation.
The dissertation is on an important problem in the modern world.

Anemia is a cardinal syndrome in people with chronic kidney disease. It
has a serious impact on the quality of life, cardiovascular risk, mental stress, etc.
This requires the search for different approaches to identify high-risk patients
and the search for new factors influencing the course and treatment of anemic
syndrome. There are uncertainties about patients' resistance to anti-anemic
treatment. Worldwide, the number of overweight people is alarmingly
increasing, which raises numerous problems both in the diagnosis and in the
individual approach to the treatment of renal anemia in these patients. The
response of patients to treatment at different stages of chronic kidney disease is
also different. The average age of the population, respectively of patients with
chronic kidney disease, and of those undergoing renal replacement treatment,
respectively, is increasing. These arguments give grounds for conducting a
comprehensive study of the current aspects in the treatment of renal anemia,
which will find answers to some of the numerous ambiguities in the individual
approach for each patient. Therefore, the topic is relevant and is of particular
interest both in nephrology practice and for a wider range of specialists.



Structure of the Dissertation.

The dissertation is developed in accordance with the requirements of the
regulatory framework and meets the criteria for completed scientific work. It
covers 167 standard typewritten pages and includes the following sections:
introduction — 2 pages, literature review — 50 pages, conclusions from the
literature review — 2 pages, purpose and objectives — 1 page, material and
methods — 4 pages, results and discussion — 68 pages, conclusions — 1 page,
contributions — 2 pages, bibliography — 27 pages, illustrated with 36 tables and
58 figures. The bibliography includes 331 sources, of which 9 are in Cyrillic and
322 in Latin. most of them from the last 10 years. The dissertation is written in
literary Bulgarian.

In the introduction , Dr. Ashikova presents the problem related to the
high prevalence of chronic kidney disease and related renal anemia, which is
one of the factors for increased morbidity and mortality in these patients. The
literature review reveals the significance of the problems related to anemia of
renal origin and strategies for its treatment. the mechanisms of its occurrence
and the main strategies for its treatment.

The purpose of the dissertation is precisely defined, namely to clarify
the current aspects in the treatment of renal anemia in patients with
chronic kidney disease.

To achieve this goal, the Dissertation sets itself 5 tasks:

1. To determine the importance of the Erythropoietin Resistance Index in the
treatment of renal anemia ECA and to characterize the relationship of renal
anemia with obesity and the degree of impairment of renal function.

2. To determine the impact of infection in patients with permanent catheter
tunnel as a permanent vascular access for hemodialysis on renal anemia.

3. To determine the relationship between the treatment of RA and VCP.

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

5. To characterize the tendency to respond to ESA in dialysis patients depending
on whether they received ESA or not before the inclusion of dialysis treatment.
Individual and holistic approach in the treatment of renal anemia (RA) in
patients with CKD on dialysis treatment and in the period before dialysis.

Materials and methods. Dr. Ashikova describes the group of patients studied:
a total of 2963 patients with chronic kidney disease in the predialysis and
dialysis stages, followed for a period of up to 20 years.



History and status, including. anthropometric data.

Standard blood tests: hemogram, biochemistry, parathyroid hormone and
assessment of calcium-phosphorus metabolism,

lonogram, indicators of iron metabolism,

Blood for haemoculture in case of suspected bacteremia/sepsis,

Evaluation of the Erythropoietin Resistance Index (ERI) in the treatment
of renal anemia with Erythropoietin stimulants and assessment of the
association of renal anemia with obesity and the extent of renal
Impairment,

Statistical data processing with standard Excel for Windows.

In the chapters on Results , Dr. Ashikova clearly presents the data obtained,
which are well illustrated with 36 tables and 58 figures

The results are presented clearly in order to give an answer to each of the tasks
set, the results are related to the respective tasks.

The conclusions are a total of 7 and are formulated in a clear way —
according to the relevant tasks:

1.

The calculation of the ERI and the establishment of high values is a sure
proof of the presence of resistance and saves expensive tests.

ERI correlates with the number of hospitalizations and is a predictor of
death in the short term.

In women with obesity Il degree. a correlation between BMI and the
average Hb level was found.

The relationship between VCPT and PA is confirmed.

The combination of medications leads to better management of calcium-
phosphorus metabolism and quality of life - with an increase in the level
of Xb.

Converting treatment from one type of ESA to another is safe, no matter
what the sequence is.

A statistically significant difference is reported in terms of the average Xb
level; of mean dose of ECA/kg body weight and resistance in women who
did not receive ESA before HD compared to men who did not receive
ECA before CD.

Dr. Ashikova presents eleven contributions: 8 with original character and 3
with a confirmatory character.

5 publications and 7 participations in scientific events related to this dissertation
are presented.



Conclusion:: Based on the above, | believe that Dr. Ashikova's
dissertation is a fully completed development with excellent scientific quality
and significant practical application. The scientific work is properly constructed,
with a precisely selected methodology, completed tasks and reliable scientific
and applied results, which represent an original contribution and meet the
requirements of the Law on the Development of the Academic Staff in the
Republic of Bulgaria, the Regulations for its implementation and the
Regulations of MU — Pleven.

The presented scientific work shows that Dr. Ashikova has the necessary
theoretical knowledge and professional skills in the scientific specialty
"Nephrology", clearly demonstrating qualities and abilities for independent
scientific research.

Therefore, | give my positive assessment and confidently propose to the
honorable scientific jury to award the educational and scientific degree
"Doctor"” to Dr. Krasimira Atanasova Ashikova, PhD student of independent
form of education at the Department of Nephrology, Hematology and
Gastroenterology, Medical University - Pleven.

January, 2025 Sincerely: Ha ocHosanue un. 59 or 3311

Ass. Dimitar Georgiev Nikolov, MD, PhD



