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Penen3usra e M3roTBeHa B ChOTBETCTBUE ChC 3amoBel Ha Pexkropa Ha MY -Ilnesen Ne 3373 /
26.11.2024 r., nopmatuBHata ypenda Ha PemyOnuka bearapus u IlpaBunHuka na MY-
IIneBen.

1. Kpatka 6uorpaduuna crpaBka.

J1-p Amnkosa 3aBbpuiBa MY -Bapna npe3 1985 r. cbe cnennansoct ,,Meauunna® npes 1985
r. Ima nipusnHatu cnenuandoctu no Berpemnu 6onectu u Hedponorus, padotuna e Hag 30
I. 1o crienuanHocture Berpemnu Oonectu u Hedposorus u numa orpoMeH onut B o0acTra
Ha WU3BBHOBOPEUHOTO OYMCTBAHE MpPHU MAUEHTH C OBOpeYHa HENOCTATHYHOCT U IpHU
nanueHT ¢ OpOpeyHa aHEeMHs U PA3HOCTENEHHO HapylleHue Ha ObOpeuHaTa (QyHKLUS.
[IpencraBeHusAT nOuCEpTALMOHEH TpPYA NPEACTaBiIsiBA JIOTHYEH pe3yJaTaT OT HEHHUTe
LIEJICHACOUYEHU MPOYUYBAHUS B 00JIaCTTa HA XPOHUYHOTO OBOpEUHO 3a00JIsiBaHE U HETOBUTE
YCIIO)KHEHHUS, Cpell KOMTO peHaJlHaTa aHEeMHs 3aeMma LIeHTpaJliHO MscTo. Mma romsm Opoit
MyOJIMKALMU ¥ HAyYHU y4acTHs B Ta3u 00JacT.

2. AKTyaJ'IHOCT Ha JUCCPTALITMOHHUSA TPYI.

I[I/IcepTaL[I/IOHHI/ISIT Tpya € 110 €AUH Ha00Is11 Hp06J'IeM B CbBPEMCHHHSA CBAT — BCC IMO-4YECTO
AOKAa3BaAHOTO XPOHUYHO 6L6pequ 3a60JI}IBaHe, OT KOCTO CTpada BCCKU ACCCTU BB3PACTCH
HWHAUWBU B UHAYCTpUATIU3HUPAHUSA CBAT, U CJHO OT Hali-4eCTUTE MY U JICHUMHU YCIOKHCHUS —
6B6PCQHaTa a"Hemusa. Temara e AKTyaJIHa W TPCACTaABJIsABA ONPCACICH HHTCPECC KAKTO B
He(bponoranaTa IMPAKTHKA, TaKa W 34 IMMO-IIMPOK KPbI' CIICHUATIUCTH, BKJI. MHTCPHUCTH,
neauaTrpu, XxeMaToJIo31u U Ap.



3. Crpykrypa Ha JlucepTallMOHHUS TPYA.

JlucepTallMOHHUAT TPYA € pa3paboTeH B CHOTBETCTBHE C BCHYKM WM3UCKBAHUS HAa
HOpMaTuBHaTa ypenba Ha PB u oTroBaps Ha BCHYKM KPHUTEPUHM 3a 3aBbpIICHA HAYYHA
pabora. Ob6xBamia 167 cTaHIapTHH MANTUHONUCHU CTPAHUIU U BKIIOYBA CIICTHUTE Pa3JICIIH:
BwBenenue, Jluteparypen 0030p, BKJI. U3BOJIU OT HErO M OOOCHOBKA Ha pabortara, Llenu u
3anaun, Martepuanu u meroau, Pesynratu u obcwxnane, M3soau, [Ipunocu, [lyGnmukam
BBB Bpb3Ka C TeMarTa Ha AucepTaHTKaTa u bubmuorpadusi.

OcobeHo mnpuATHO BIEUaTICHWE TMpaBu, de bubmuorpadusra BrmouBa Hag 300
JTUTEPaTypHU H3TOYHUKA, KAKTO HAa OBIrapcKu, Taka U HA AHIJIMICKU €3UK, MOBEYETO OT
kouto or nocienHutre 10 r. JlucepTalMOHHUAT TPyA € HamMcaH Ha XyOaB JIMTEpaTypeH
OBITApPCKU €3UK, JIECHO YeTUM U 0€3 M3JIUITHY 3a6MKHU U TYKIHIIH.

BbB BbBeAeHHETO O-p AIIMKOBA NPEACTaBs Ha yMTaTeNd IpobiieMa, CBbP3aH € TOJIIMOTO
pasnpocTpaHeHHEe Ha XPOHUYHOTO OBOpeuHOo 3abonsBane (Xb3) m cBBp3aHaTa C HETO
peHaJIHa aHEeMUSs, KOSTO € eANH OT (JaKTOPUTE 32 MOBHIIICHA 3200JIEBAEMOCT U CMBPTHOCT B
Ta3M TMOIyJIAlUs MaeHTH. JIuTtepaTypHuAT 0030p pa3KpuBa 3HAYMMOCTTA Ha MPOOJIEMUTE,
CBBp3aHU C aHEMHsTa OT OBOPEYEH MPOW3XOJ U CTpaTeruuTe 3a HelHoTo JieueHue. llpex
YqUTaTeNs SICHO € IPEeJCTaBeHa BUCOKaTa YeCTOTa Ha PEHAlHaTa aHeMUs MPH MAleHTUTE C
Xb3, MexaHu3MuTe Ha HEHHOTO BB3HUKBAHE M OCHOBHHUTE CTpPATETHMM 3a JICYCHHETO H.
JlucepTraHTKaTa MoJYepTaBa 3HAYEHUETO Ha caMmomojibpkaHe Ha Xb3 M B3auMoBpB3KaTa
MEXy HEHHHUTE YCIOKHEHUS — aHeMUsITa 1 ObOpedHaTa KOCTHa OOJIecT.

J-p AmmkoBa sicHO U To4HO nedunupa llenra Ha HacTosmus JlucepraiimoHeH Tpya: 1a ce
HU3ACHAT AKTYAJIHHUTC AaCHCKTHU B JICHCHHUCTO Ha pCHAJIHATA aHCMHUA IIpU HAaOUCHTU C
XpOHUYHO OBbOpeuHo 3a0ossBaHe. 3a MOCTUTAHETO Ha Ta3Hu e, JlucepTaHTKaTa CH MOCTaBsI
5 sicHO opMynHpaHHu 3a7auu:

1. [la ce onpenenu 3HaueHueTo Ha Erytropoietin Resistance Index npu neuenue Ha peHamHa
anemusi ECA u na ce xapakrepusupa Bpb3KaTa Ha peHaJIHaTa aHEMUs ChC 3aTIbCTIBAHETO U
CTENEeHTa Ha yBpek/1aHe Ha ObOpedyHara GpyHKUuS.

2. la ce ompeneny BIMSHUETO HA MHPEKIUATA MPU MALUEHTU C MMOCTOSHEH TYHEN KaTeThbp
KaTo TPacH ChJI0B JOCTBHII 32 XEMOAUAIN3a BbPXY PCHAIIHATA aHEMUSL.

3. [a ce onpenenu Bpb3Kara Mexay Jedenueto Ha PA u BXIIT.

4. [1a ce HanpaBH OLIEHKA Ha KOHBEPTUPAHETO OT KPATKOAECHCTBAIIM KbM IbITOJEHCTBAIN
ECA u o6patHO npu nanueHTy Ha Auaiu3a u 0e3 TUalu3HO JCUCHHE.

5. Jla ce HampaBu XapaKTEPUCTHKA Ha TEHAEHUHUATa 3a oTroBop KbM ECA mnpu auanusHo
00JHM B 3aBHCHMOCT OT TOBa Janu ca mnoiy4daBanu ECA wim He mpeau BKIIOYBAaHE Ha
IUalM3HO JiedyeHue. VHauBUIyaneH M XOJUCTHYEH MOJXOJ B JICYEHHETO Ha peHalHaTa
anemus (PA) npu nanuenTt ¢ Xb3 Ha 1uanu3Ho JeUeHUe U B IEPUOJIA IIPEIN TUATHU3A.

B rnaBa Martepuanu u MeToau A-p AIIMKOBA ONMKCBA rpyraTa U3CIeIBaHU MAIIMEHTH: 00II0
2963 nauuentu ¢ Xb3 B npenuanu3ed U IMaau3eH CTaJui, IpOCIeAsIBaHU 3a MEPUO OT A0
20 r. B YMBAIJI ,,Ceta Auna” AJl Codus u JIKIL] ,,Csera Auna” EOO/] Codus u MBAJI
Momnrana. [lucepramusita e pa3paboTeHa BbpPXY JaHHUTE HAa OTPOMEH Opoil MAalMeHTH C
XB3, kato ca U3Moa3BaHM CICTHUTE CTAHIAPTH3UPAHU METOJIN:



- AHaMmHe3a U CTaTycC, BKII. aHTPOIIOMETPUYHH TaHHHU.

- CrangapTHM KPbBHHU U3CIICABAHUSA: XEMOTpaMa, OMOXMMHUS, TApaTXOPMOH H OIICHKA
Ha KanuueBo-hochopHa oOMsHa,

- Vlonorpama, okasateu Ha oOMSIHATA HA KENA30TO,

- KpbB 3a xeMoKynTypa rnpu chbMeHue 3a OaKTeprueMusi/Cercuc,

- Omuenka Ha Erytropoietin Resistance Index (ERI) npu neuenue Ha peHanHa aHEMHS C
EputponoeTrH cTtumynmpaiiyd CpeicTBa M OICHKAa Ha Bpb3KaTa Ha peHaAIHATA
aHEMUs ChC 3aTUILCTSIBAHETO U CTENICHTA Ha YBPEXk/IaHe Ha ObOpevHaTta QpyHKIus,

- Crarucruyecka o0paboTKa Ha JaHHHUTE ChC cTagapTeH nmaker Excel 3a Windows.

B rmaBute 3a Pesynratu n-p AMIMKOBa sSICHO MPEICTaBs MOJYYEHHUTE JAHHH, KOHTO ca
OHarjeieHu 100pe ¢ pasymen opoii Tabaunu (36) u Gurypu (58).

PGSYJ'ITaTI/ITe ca IIpCACTAaBCHU JACHO M B TCKCTA, C LCJI AaBaHC Ha OTIOBOP HA BCJAKa €1HA OT
IMOCTaBCHUTE 3aJia4H, PE3YJITATUTC Ca CBbP3aHU CbC CbOTBCTHUTC 3aa4u.

H3Boaute ca O6H_[O 7 u ca q)OpMy.]'II/IpaHI/I 10 sACCH 3a 4YUTaTC/I1 HA4YUH — II0 ChbOTBCTHHUTC
3aJa4u:

Ilo 3amayva 1:

1. UsuucnsBaneto Ha ERI u ycTaHoBsiBaHe Ha BHCOKM CTOWHOCTH € CHUTYPHO
JI0KA3aTeJICTBO 332 HAJIMYUE HA PE3UCTEHTHOCT U CIIECTSABA CKbIIU U3CIEABAHUS.

2. ERI kopenupa ¢ 6poa Ha XOCIHUTATU3ALUUTE U IPEAUKTOP HA CMBPT B KPAaTKOCPOUCH
aCIIeKT.

3. Ilpu xenu cbc 3arnbersiBane Il cr. ce oTkpuBa ce 3aBucumoct mMexay UTM u
cpenHoTo X0 HUBO.

ITo 3apaua 2:
4. TlorppknaBa ce Bpb3kaTa Mexay BXIIT u PA.
Ilo 3amaua 3:

5. KomOuHupaHeTo Ha MEIMKAMEHTHUTE BOJH IO TO-A00pO yIpaBICHHE HA KaJAEBO-
dhochoper MeTaboIM3bM U KaueCTBO Ha )KUBOT- C NMOBUIIIaBaHe Ha X0 HHUBO.

Ilo 3amaua 4:

6. Konseprupane neuennero oT eauH kbpM apyr Bua ECA e 6e3omacHO, HE3aBHCUMO
KaKBa € T0CJIe/JOBATEIHOCTTA.

Ilo 3amaua 5:

7. OtuyuTa ce CTaTHMCTUYECKU TOCTOBEPHA pa3jiMKa MO OTHOUIEHHE Ha CPEeJHOTO XO
HUBO;, Ha cpeaHa nao03a ECA/Kr Termo W Ha pPE3UCTEHTHOCTTA, MIPU IKEHU
HenonyuyaBanu ECA npeau X/[ cipsimo mbxke, HenonydaBain ECA npenu X/1.

B rnaBa [IpuHocu n-p AmmMkoBa IpeacTaBsi €IUMHAAECET NPUHOCA: 8 C OPUTMHAIEH U 3 ¢
MOTBBPIUTEINIEH XapaKTep.

[IpencraBenu ca 5 myOnukauuu ¥ 7 y4acTHsl B HayYHH H3SIBH, CBBP3aHH C HACTOSIIUS
JUCEPTALIMOHEH TPY/IL.



JluteparypHaTta cnpaBka chabpxka Haj 300 M3TOYHWKA, KaKTO HA OBIATApCKH, Taka W Ha
AHTJIMICKHU €3UK, IIOBEUYETO OT KOMTO ca OT mmocieaaure 10 .

4. O6001IEeHHE.

JucepranusiTa e HaITbJIHO 3aBbpIIEHA U OTrOBapsl Ha BCUYKU U3UCKBAHUS Ha HOPMATHBHATA
6aza nHa PenybOnuka bbirapus 3a npuckxkiaHe Ha oOpa3oBaTellHaTa M HaydyHa CTEHEH
»JlOKTOP*, KaKTO U Ha npaBwiHuka Ha MY -I1ieBeH.

ABTopedepaTsT e pa3paboTeH B ChOTBETCTBUE C U3UCKBAHUATA U 100pE OHATJIECH.

He ca mu mu3BecTHH JaHHH 3a I1JIaruaTrcTBO. Hsamam KOH(l)JII/IKT Ha MHTCPCCU BBB BPB3KaA C
HaCToOdIIaTa peucH3usl.

5. B 3akmouenue, npeiacraBeHusT JlucepTalMOHEH TpyA € IO akTyajdHa TeMa,
pa3paboTeH Ha 6a3ara Ha OTPOMEH KIMHHYEH MaTepuall, HalMCaH € Ha Xy0aB M JIECHO YeTUM
OBArapcKu €3WK, J00pe OHAIJIEZCH M OTroBapsi Ha BCUYKH M3UCKBAaHHUS Ha HOPMAaTHBHATA
ypenda Ha cTpaHaTa u npaBuiIHuKa Ha MY -IlieBeH. Bcnuko ka3aHo JOTYK M OTIIMYHUTE MU
JUYHU BIIEYaTJIEHUE OT J-p AIIMKOBa MM JlaBaT OCHOBaHUE Ha IiacyBaM yOezaeHo ,,3A*
npuckxaane Ha OHC ,,Jloktop* 1 1a npenopb4yaM Ha OCTaHAIMTE WIEHOBE HAa OYUTAEMOTO
HAy4YHO KypH J1a IJIacyBaT IOJ0XKHUTEIHO.

HexemBpu, 2024 r. C yBaxkenue: Ha ocHoBaHme un. 59 ot 33J1[4

Codus nou. a-p Munena Kp. Hukonosa-Bnaxosa, 1M
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On the topic: "CURRENT ASPECTS IN THE TREATMENT OF RENAL ANAEMIA IN
PATIENTS WITH CHRONIC KIDNEY DISEASE"

Professional field 7.1 MEDICINE, Doctoral Program "Nephrology"
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The review has been prepared in accordance with an order of the Rector of MU-Pleven No.
3373/ 26.11.2024, the regulations of the Republic of Bulgaria and the Regulations of MU-
Pleven.

1. Brief biographical information.

Dr. Ashikova graduated from MU-Varna in 1985 with a degree in Medicine in 1985. She has
been recognized specialties in Internal Medicine and Nephrology, and she has worked for
over 30 years in the field of Internal Medicine and Nephrology. She has vast experience in
the field of dialysis methods in patients with renal failure and in patients with renal anemia
and varying degrees of renal function impairment. The presented dissertation is a logical
result of her targeted research in the field of chronic kidney disease and its complications,
among which renal anemia occupies a central place. She has a large number of publications
and scientific contributions in this field.

2. Relevance of the dissertation.

The dissertation focused on a serious problem in the modern world — the increasingly
common chronic kidney disease, which affects every tenth adult in the industrialized world,
and one of its most common and treatable complications — renal anemia. The topic is relevant
and of particular interest both in nephrological practice and for a wider range of specialists,
including internists, pediatricians, hematologists, etc.

3. Structure of the Dissertation.



The dissertation is developed in accordance with all the requirements of the regulatory
framework of the Republic of Bulgaria and meets all the criteria for a complete scientific
work. It covers 167 standard typewritten pages and includes the following sections:
Introduction, Literature review, incl. conclusions from it and justification of the work, Goals
and Objectives, Materials and Methods, Results and Discussion, Conclusions, Contributions,
Publications related to the topic of the dissertation and Bibliography.

A particularly pleasant impression is that the Bibliography includes over 300 literary sources,
both in Bulgarian and English, most of which are from the last 10 years.

The dissertation is written in good literary Bulgarian, easy to read and without unnecessary
borrowings and foreign words. In the introduction, Dr. Ashikova presents to the reader the
problem associated with the high prevalence of chronic kidney disease (CKD) and the
associated renal anemia, which is one of the factors for increased morbidity and mortality in
this patient population.

The literature review reveals the significance of the problems associated with anemia of renal
origin and the strategies for its treatment. The reader is clearly presented with the high
frequency of renal anemia in patients with CKD, the mechanisms of its occurrence and the
main strategies for its treatment. The dissertation emphasizes the importance of self-
maintenance of CKD and the relationship between its complications - anemia and renal bone
disease.

Dr. Ashikova clearly and precisely defines the Purpose of this Dissertation: to clarify current
aspects in the treatment of renal anemia in patients with chronic kidney disease.

To achieve this goal, the Dissertation Candidate sets herself 5 clearly formulated tasks:

1. To evaluate the significance of Erythropoietin Resistance Index in the treatment of renal
anemia ESA and to characterize the relationship of renal anemia with obesity and the degree
of renal function impairment.

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

3. To evaluate the relationship between the treatment of RA and VHPT.

4. To assess the conversion from short-acting to long-acting ESAs and vice versa in patients
on dialysis and without dialysis treatment.

5. To characterize the trend for response to ESA in dialysis patients depending on whether
they received ESA or not before starting dialysis treatment. Individual and holistic approach
to the treatment of renal anemia (RA) in patients with CKD on dialysis treatment and in the
pre-dialysis period.

In the section Materials and Methods, Dr. Ashikova describes the group of patients studied: a
total of 2963 patients with CKD in the predialysis and dialysis stages, followed up for a
period of up to 20 years at the University Hospital "St. Anna™ AD Sofia and the Clinical
Center "St. Anna" EOOD Sofia and the Montana Hospital.

The dissertation was developed on the data of a huge number of patients with CKD, using the
following standardized methods:



- Anamnesis and status, incl. anthropometric data.

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

- lonogram, parameters of iron metabolism,
- Blood for blood culture in case of suspected bacteremia/sepsis,

- Assessment of Erythropoietin Resistance Index (ERI) in the treatment of renal anemia with
Erythropoietin stimulating agents and assessment of the relationship of renal anemia with
obesity and the degree of renal function impairment,

- Statistical data processing with standard Excel package for Windows.

In the section Results, Dr. Ashikova clearly presents the obtained data, which are well
illustrated with a reasonable number of tables (36) and figures (58). The results are also
presented clearly in the text, in order to provide an answer to each of the tasks set, the results
are related to the relevant tasks.

There are 7 conclusions in total and are formulated in a way that is clear to the reader -
according to the relevant tasks:

On task 1:

1. Calculating ERI and establishing high values is reliable evidence of the presence of
resistance and saves expensive tests.

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

3. In women with obesity stage I, a relationship is found between BMI and the average
Hb level.

On task 2:
4. The relationship between VHPT and RA is confirmed.
On task 3:

5. Combining medications leads to better management of calcium-phosphorus
metabolism and quality of life - with an increase in Hb level.

On task 4:

6. Converting treatment from one type of ESA to another is safe, regardless of the
sequence.

On task 5:

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



In the Contributions chapter, Dr. Ashikova presents eleven contributions: 8 original and 3
confirmatory.

Overall, 5 publications and 7 participations in scientific events related to the present
dissertation are presented.

The literature review contains over 300 sources, both in Bulgarian and English, most of
which are from the last 10 years.

4. Summary.

The dissertation is completed and meets all the requirements of the regulatory framework of
the Republic of Bulgaria for the "Doctoral degree” (PhD), as well as the regulations of MU-
Pleven.

The abstract is developed in accordance with the requirements and well-illustrated.

| am not aware of any plagiarism. | have no conflict of interest in connection with this
review.

5. In conclusion, the presented Dissertation is on a current topic, developed on the
basis of a vast amount of clinical material, written in good and easy-to-read Bulgarian, well-
illustrated and meets all the requirements of the country's regulatory framework and the
regulations of MU-Pleven. Everything stated so far and my excellent personal impressions of
Dr. Ashikova give me reason to vote confidently "FOR" the award of the "Doctoral degree™
(PhD) and to recommend to the other members of the esteemed scientific jury to vote
positively.

December, 2024 Sincerely: Ha ocHoBaHue un. 59 ot 33J14

Sofia Assoc. Prof. Dr. Milena Kr. Nikolova-Vlahova, MD, PhD



