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Hayuno xypu no npouenypara 3a npugodusane Ha OHC ,,Jloktop®.

CTaHOBMILIETO € U3rOTBEHO B CHOTBETCTBHE ChC 3AaKOHA 3a PAa3BUTUETO HA AKAAEMUYHUS
cberaB Ha PenyOnuka bearapus u [IpaBunHuka 3a mpuioKeHHe Ha TO3U 3aKOH B MeTUIIMHCKU
VYuusepcuret — [IneBen. Hismam KOHQIMKT HA HHTEpECH C aBTOpAa.

I. CTPYKTYPA HA JUCEPTALMUSTA: IlpeacraBeHUAT AUCEPTALMOHEH TPYI
cbabpxka 169 neuatHu crpanuny. CTpyKTypupaH € CHope]l M3UCKBAHUATA 3a TO3M TUI HaydeH
Tpya. Hucepranusra e onarsnenaeHa ¢ 70 tabmunu u 34 ¢urypu. CuChbKbT Ha IUTHPAHUTE
JUTEpPaTypHU M3TOUHUIM ChIbpka 385 3arjaBus Ha JAaTUHUIA, OT KOMTO 5 ca Ha OBJIrapcKu
aBTopu. llpeacraBen e BBB (opmar, T. H. BaHKyBBpCKM CTHJI, KOHTO € oOHIONpHUeT.
ABTopedepaTbT ChIbpka 65 mMeYaTHW CTpAaHWIM W OTTOBaps Ha BCHYKU HM3UCKBAHHS, KaTo
IpesicTaBs 100pe ChAbpPKAHUETO Ha AUCEPTALIMOHHUS TpyA. JlOKTOpaHTKaTa € NMpeAcTaBuia TpU
nyOauKanuu — 2 Ha aHTJMHCKK €3uK M 1 Ha OBJrapcku; JBe OT CTaTUUTE Ca CBBP3AHU C
TeMaTUKaTa Ha JUCEPTALMOHHUS TPYA, €Ha € Ha JApyra TeMaThka B 001acTTa Ha HepoJorusra.

TemaTa Ha qUCEpTAlMOHHUS TPYJ € MHOTO Ba)KHA, aKTyaJdHa W 3HauMMa B cepaTa He
camo Ha He(poJorusiTa, HO U B 00JacTTa Ha MHTepHaTa. Kacae mpobiemM ¢ HHTepIUCIHUILTHHAPEH
XapakTep, CBbP3aH C MO-YCIENTHOTO JeUeHHe Ha OBOpeuHnTe 3a00/sIBaHNS U yIbDKaBAaHETO HA
cpeaHata npexuBsieMocT Ha namuenture ¢ Xb3. Karo ce uma npensup, ye Xb3 u aHemusTa ca
YECTH KOMOPOWHOCTH B €BOJIIOIUATA HA PEI APYrH 3a00JissBaHUs, 3HAYUMOCTTa Ha Temara €
OUeBHJIHA.



Heara Ha 1-p TomopoBa € 1a HampaBu OlLIEHKA HA JICUCHUETO HA pEeHaJHaTa aHeMHUsI TPU
nanueHT ¢ Xb3 — B mpeauanusara M Ha AMAIU3HO JIEUEHUE, KAaTO CE aHAIU3UPAT JAaHHUTE
OTHOCHO comHoO-AeMorpadckara CTPYKTypa Ha TPOYyYBAHUTE KOHTHHIEHTH, OCHOBHHUTE
3abonsBanus, TexkecTra Ha Xb3, wmsnon3Banute ECA, epeKkTHBHOCTTa Ha JICUCHUETO H
BIIMSIHHETO MY BbPXY Ka4€CTBOTO Ha KUBOTA.

3agauure ca 8 - NPaBUIHO CTPYKTYpUPAHHU M MO3BOJSBAIIM JIOTUYHOTO pasrpbliaHe Ha
JUCEePTALUOHHUS TPYA.

IIpencraBeHusT TUTEpPaTypeH 0030p € U3UepHaTeseH U MPEACTaBIsABa Hy)KHAaTa OCHOBA
3a pasrpblUIaHETO Ha HAY4YHOTO mpoyduBaHe. Jluteparypuust o030p € moapoOeH, MpaBu ce
mperjell Ha ChbBPEMEHHUTE KOHIICTLIMU 3a PAa3BUTHUETO HA pEHalHaTa aHemus, (paxkTopure,
MOBJIMSIBAILY Ta3W MATOJIOTHS, TPYIUTE MEIUKaMEHTH, KOUTO Mpe3 MOCICTHUTE IBE ACCETUIICTHS
ca CHHTe3WpaHu M ce mpuiarat 3a jnedenne Ha PA. IloapoOHo ca pasrnmemanu ¢akropure
OMpEEANIM KaueCTBOTO Ha >KMBOT MPU PA3IMYHUTE Tpynu manueHTH ¢ Xb3 u BB3MOKHUTE
CKaJIM 3a OlleHKaTa My. Bcuuko ToBa IeMOHCTpUpa AETalIM3UPAHUTE U 3a/1bJI00UEHHU [T03HAHUS
Ha 1-p Tomoposa no npodGiema.

KanHu4yHHMAT MaTepuana - 00EKT Ha MPOy4BaHETO ca mauueHTu ¢ Xb3, mpu Kouto e
npoBexaaHo jedeHne B KimHukata mo Hedponorus u auanuza Ha YMBAIJL ,JI-p I'eopru
Crpancku®, IlneBen mpe3 mepuoma ot 2012 no 2022 roauna. IlamueHTHTe Ca BKIIOYCHHU B
HSKOJIKO T'OJIEMH T'PYIIU:

1. 3a mpoy4uBaHe Ha JieueHHeTo Ha peHanHarta anemus ¢ ECA:

a) muia ¢ Xb3 -1V cranuii, npu KOUTO € U3BBPIIBAHO KOHCEPBATUBHO JIEUEHUE HAa XPOHUYHATA
OBpOpevHa HeIOCTaThYHOCT U HA peHalTHaTa aHeMus (MpeAnaIu3HO JiedeHue) — ooo 642 nymu;

6) muma ¢ Xb3 V craauii, mpu KOUTO € U3BBPIIBAHO JICUCHUE Ha XpOHNYHATa OBOpeyHa
HEJ0CTAaThUHOCT C U3BbHOBOPEUHO OYHCTBAHE HA KPBBTA: ¢ Xemoauanusa — 204 u nepuToHeaiHa
nuanu3a — 51 U eIHOBpEMEHHO C TOBAa — U Ha peHaJIHAaTa aHeMuUsl — 00110 255 myIiu.

2. 3a mpoy4BaHe Ha KAYECTBOTO Ha KUBOT:
a) mura ¢ Xb3 crenen 1-4 — 60;
0) numa ¢ Xb3 cremnen 5, Ha JiedyeHHE ¢ XeMOMalli3a U ¢ TIepUTOHeaTHa quann3a — 84.

W3non3yBaHu ca KIMHUYHY, Ja00pAaTOPHU U CHOTBETHH HA 331aYMTE CTATUCTUYECKH
MeTOJIU. BCHUKM MaMeHTy ca IeKJIapupain ChbIJIaCUETO CH 3@ Y4acTHE B U3CIEABAHETO HA
Ka4yecTBOTO Ha *KMBOT M ca IMOMBIHWIN BbIIpocHUKA. [IpoBeaenu ca o010 3 cpe3oBu (cross-
section) Npoy4BaHus, KaTO € U3MOJI3BaH BaJIMIUPaH, CBETOBHO YTBBP/AEH OOIl BhIPOCHHUK,
ouenasaml KXK. ITpoyuBanero e ocpuiectseno npes 2021 u 2022 .

PeTpocnekTHBHUAT XapaKTep Ha MPOYYBAHETO € HAITBIHO OOOCHOBAH.



COBCTBEHHU ITPOYYBAHMSA - T€ ca IIpeACTaBEHU B IIET MOJApa3feiia ¢ aHaJOrM4yHa
CTPYKTYypa:

1. JJEUHEHHUE HA PEHAJIHATA AHEMUA C EPUTPOIIOE3ATA CTUMYVJIMPAIIUA ATEHTH IIPU
MAIIMEHTH C XPOHMYHO BbBPEYHO 3ABOJISIBAHE B ITPEJVAJIN3ATA

2. JIJEHEHME HA PEHAJIHATA AHEMUS C ECA IIPM TITAIIMEHTU C Xb3 HA JIEHEHUE C
XEMOMAJIN3A

3. JIEHEHUE HA PEHAJIHATA AHEMUHA C ECA IIPM ITAIMEHTU C XB3 HA JIEUEHUE C
IMEPUTOHEAJIHA INAJIN3A

4.CPABHEHUE HA JIEHEHMETO HA PEHAJIHATA AHEMUSA C ECA IIPM NAIMEHTU C XB3 HA
JIEHEHUE C XEMOJUAJIN3A U C ITEPUTOHEAJIHA JTUAJIU3A

5. KAYECTBOTO HA XMBOT INIPU ITAHTUEHTHUTE C XPOHNMYHO Bb5PEUHO 3ABOJISIBAHE

Bceku ot Te31m noapasaciii nmpeacTaBst KaKTo COOCTBEHHTE pe3yiTaT, TaKa U aHaJIu3,
O606III€HI/I€ U KOHKPCTHH U3BOU. ToBa npujaaBa 1o - NpericacH U JOCTHIICH B Ha I'OJICMUS
obeM PIH(l)OpMaI_II/ISI, KOUTO HHU MMPCACTABsA JOKTOpPpAHTKATA.

H3Boam: ABropkara ¢dopmynupa 12 u3Boaa, KOUTo JO0Ope cUCTeMaTU3UpaT MOJIPOOHOTO
MPOYYBAHE U OMPEEIAT KIMHUYHATA MY TEKECT.

IIpunocu: IlpencraBeHn ca 8 OpUTMHAIHM 3a CTpaHaTa KOHKPETHM IMpPHUHOCA Ha
JIUCEPTALMOHHUSA TPy, KOUTO a3 IpUeMaM, 4ye UMaT BaKHO KJIMHUYHO 3HAUYEHHE.

Obocobenn ca 8 npyrn ¢ MOTBBPIUTENCH XapakTep, KOUTO Ca BAXKHM 3a HAYYHUS U
KJIIMHUYEH ONUT B CbBPEMEHHOTO JICUECHUE.

I[OKTOpaHTKaTa € pa60TI/IJ'Ia BBPXY JIBa TECMAaTUYHH NIPOCKTA, CBBP3aHU C JUCCPTATUOHHUA
TPYA.

I1.3ABEJIEXKKU:

1. TucepranioHHUAT TpyA Ou ce oboraTui, ako 4acT OT IPOYYBAHUATA MPEICTABEHU B
JIUTEepaTypHuss 0030p ce OOCHKAAT MO MOAPOOHO B CPaBHUTEIHMS aHAJIU3 Ha COOCTBEHUTE
pe3yaTaru.

2. I[OHYCHaTI/I Ca HE3HAYUTCIHHU MMPAaBOIMNCHU U TCXHUYCCKU I'PCIIKU.

['openocoueHuTe 3a0eNeKKH He OMAIOBAKaBaT 3HAYMMOCTTA Ha IUCEPTALIMOHHUS TPYA U
Ha ToJieMus 00eM U3BBpIlieHa padoTa 1mo mpodaema.

IH1.3AKJIIOYEHHUE: Ha ocHoBanue ropeuutupaHutre (QakTH, CUHUTaM, 4e
npeAcraBeHuAT auceprauumoHeH Tpya Ha tema ,,AHEMMSATA U KAYECTBOTO HA
ZKUBOT IIPU BOJHU C XPOHUYHA BBBPEYHA HEJOCTATBYHOCT HA
JUAJIN3HO U KOHCEPBATHUBHO JIEYEHHME® e npeunsHa paspaborka Ha a-p ['eprana
TonopoBa, K0ATO ce OTIMYaBAa C OPUTMHAIHOCT, AHAJIUTHUYHOCT M KIMHUYHA 3HAYUMOCT.
Pesynrature Ha KaHJUAaTKaTa ca HECbMHEH NPUHOC KbM Hay4yHaTa JUTeparypa B cdepara Ha
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He(dpoJorusiTa U BbTPEIIHUTE OOJIECTH HAa TEPUTOPHTA HAa CTpaHaTa U B MEXKJIYHApOJEH ILIaH.
JlokTopaHTKaTa II0OKa3Ba, Y€ MOXE Jia IPOBEXKJAa CaMOCTOSATETHO KOMIUIEKCHU HayYHH
MIPOYYBAHHUS.

3axinouenue: M3noxkeHuTe aprymMeHTH ca 0a3a /1a OEHS HACTOAIIMS HAay4dyeH TPYyd
MOJIOKUTEIHO M Y0eJeHO NPHUKAHBaAM YBa:xkaeMuTe wwieHoBe Ha Hayunoro skypu na
NPUCBHIAT o0pa3oBaTeJIHATA M Hay4yHa cremeH ,JlokTtop“ Ha a-p I'eprana BacuieBa
Tonoposa.

23.10.2023 1. Usrorsun: Ha ocHoBaHue un. 59 or 33N4

I'p. IIneBen IIpog. CHexanka Tuinesa, x.M.H.
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I. STRUCTURE OF THE DISSERTATION: The presented dissertation contains
169 printed pages. It is structured according the requirements for this type of scientific work.
The dissertation contains 70 tables and 34 figures. The list with cited literature references
contains 380 publications in Latin and 5 from Bulgarian authors. It is presented in Vancouver
style, which is commonly accepted. The PhD Thesis Summary is presented in 65 printed
pages and responds to all requirements and presents well the contents of the dissertation work.
The PhD student presented three publications — 2 in English and 1 in Bulgarian; two of the
publications are related to the dissertation, and one is on other topic in the area of
Nephrology.

The topic of the dissertation is very important, actual and significant not only in the
are of Nephrology, but also in the area of Internal Diseases. This is an interdisciplinary
problem, which is connected with the more successful treatment of renal diseases and increase
in the average survival of patients with CKD. Based on the fact that CKD and anemia are
frequent comorbidities in the evolution of many other diseases, the significance of the topic is
obvious.

The aim of Dr. Todorova is to evaluate the treatment of renal anemia in patients with
CKD - in predialysis and on dialysis treatment, by analyzing the data on socio-demographic
structure of researched groups, main diseases, severity of CKD, used ESA, efficacy of
treatment and its influence on the quality of life.

The tasks are 8 — correctly structured and allowing logical expansion of the
dissertation work.



The presented literature review is comprehensive and presents as the necessary base
for expansion of the scientific research. The literary review is detailed, there is an overview of
the contemporary concepts of the development of renal anemia, the factors, influencing this
pathology, groups of drugs, which over the last two decades are synthetized and are applied
for the treatment of RA. The factors defining the quality of life are presented in detail in the
different groups of patients with CKD and the available scoring scales. All this demonstrates
the detailed and thorough knowledge of Dr. Todorova on the problem.

The clinical material — object of the study are patients with CKD, who were treated at
the Clinic of Nephrology and Dialysis of UMHAT “Dr. Georgi Stranski”, Pleven for the
period from 2012 to 2022. The patients are included in several large groups:

1. For evaluation of treatment of renal anemia with ESA:

a) Patients with CKD I-1V stage, who underwent conservative treatment of chronic renal
failure and renal anemia (predialysis treatment) — total of 642 patients;

b) Patients with CKD V stage, who underwent treatment of chronic renal failure with
extracorporal blood purification: with hemodialysis — 204 and peritoneal dialysis — 51 and
parallel to that — of renal anemia — total 255 patients.

2. For evaluation of the quality of life:

a) Patients with CKD stages 1-4 — 60;

b) Patients with CKD stage 5, treated with hemodialysis and peritoneal dialysis — 84.

Clinical, laboratory and relevant to the tasks statistical methods are used. All patients
declared their consent for participation of the evaluation of quality of life and have filled the

questionnaire. A total of 3 cross-section studies are conducted, using a validated, worldwide
accepted questionnaire, evaluating QoL. The study is conducted in 2021 and 2022.

The retrospective character of the study is well-grounded.

OWN RESEARCHES - they are presented in five sub-chapters with analogical
structure.

1. TREATMENT OF RENAL ANEMIA WITH ERYTHROPOIESIS STIMULATING
AGENTS IN PATIENTS WITH CHRONIC KIDNEY DISEASE IN PREDIALYSIS

2. TREATMENT OF RENAL ANEMIA WITH ESA IN PATIENTS WITH CKD
TREATED WITH HEMODIALYSIS

3. TREATMENT OF RENAL ANEMIA WITH ESA IN PATIENTS WITH CKD
TREATED WITH PERITONEAL DIALYSIS

4. COMPARISSON BETWEEN THE TREATMENT OF RENAL ANEMIA IN PATIENTS
WITH CKD ON HEMODIALYSIS AND PERITONEAL DIALYSIS

5. QUALITY OF LIFE IN PATIENTS WITH CHRONIC KIDNEY DISEASE



All these sub-chapters present both own results and analysis, summary and clear conclusions.
This makes more perspicuous and presentable view of the large amount of information, which
the PhD students presents to us.

Conclusions: The author formulates 12 conclusions, which well summarize the
detailed research and define its clinical severity.

Contributions: There are 8 original for the country and concrete contributions of the
dissertation work, which I believe have an important clinical significance.

There are also 8 other contributions with confirmatory character, which are important
for scientific and clinical experience of contemporary treatment.

The PhD student worked on two thematic projects, connected to the dissertation.
Il. REMARKS:

1. The dissertation work would benefit if part of the researches presented in the
literary review are commented in more detail in the comparative analysis of the
own results.

2. There are insignificant spelling and technical mistakes.

The above mentioned remarks do not question the significance of the dissertation work
and the large volume of work on the problem.

I11. CONCLUSION: Based on the above mentioned facts, | believe that the presented
dissertation work on topic “ANEMIA AND QUALITY OF LIFE IN PATIENTS WITH
CHRONIC RENAL FAILURE ON DIALYSIS AND CONSERVATIVE
TREATMENT” is precise work of Dr. Gergana Todorova, which is original, analytic and
clinically significant. The results of the candidate have an undoubted significance to the
scientific literature in the area of Nephrology and Internal diseases on the territory of the
country and international plan. The PhD student shows that she can conduct complex
scientific researches by herself.

Conclusion: The presented arguments are a base to evaluate the presented scientific
work positively and | strongly recommend the respected members of the Scientific jury
to award the educational and scientific degree “Doctor” to Dr. Gergana Vasileva
Todorova.

23.10.2023 Made by: Ha ocHoBaHue un. 59 or 33N

Pleven Prof. Dr. Snezhana Tisheva, DSc.



