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AKTYaJIHOCT HA TeMaTa

Xponuunara 0b0peuHa HegoctarbuyHOCT (XBH) craBa Bce mo-3HauuM mpodJiem 3a
ChbBpEMEHHATA MEUIIMHA TTOPAJIA HEIIPEKbCHATOTO YBEIMYaBaHe Ha Oposi Ha OOJIHUTE.
Anemusita € MHOTO yecTo ycioxkunenne Ha XbH. C nporpecusita na XbH nocrenenno ce
yBeJIMYaBa M 4eCToTaTa Ha peHaliHaTa anemus, kosto goctura 100% mpu repmunanna XbH.

Komb6unanusra na anemust u XbH Boau 10 3HEUMMO BIIOIIaBaHE HA Ka4ECTBOTO Ha
YKUBOT Ha MAIUEHTUTE, YTEKHSIBAHE U YUECTSIBAHE HA JPYTH YCIOKHEHHS U KaTO IISUI0 — J0
CKbCSBaHE Ha MPEKUBIEMOCTTA. BbIpeku ue Te4eHNEeTo Ha peHATHATa AaHEMHUS € 3HAYUTEITHO
MoI00pEHO Cciie1 3aMmoYBaHe Ha U3IMOI3BAHETO HA epUTPOIIOe3aTa CTUMYIUPAIIU areHTH, BCe
Olle CHIIECTBYBAT Pe/IMila HEMPOYUYEHH acTIeKTH Ha TOBA JICUCHUE.

B acrniekta Ha M3710KEHOTO TeMaTa Ha JUCEPTALMOHHUS TPY/] € HAITBIHO aKTyalHa.

CTpykTypa Ha AucepTaAUMATA
JlvucepTalMOHHUAT TPYJ € HamucaH Ha 169 crpaHUIM, OT KOUTO JMTeparypeH o63op — 49,
e, 3aJaud, MaTepuan U METOOu — 7, COOCTBEHH MpoyuBaHHs — 86, W3BOJU, MPUHOCH,
CIHUCHK Ha MyOJMKAIMHUTE, CBBbpP3aHH C aucepranuara — 4, kauromnuc — 17. Kauromucst
BKJIFOUBA 385 M3TOYHMKA, OT KOUTO 5 — Ha kupwinna u 380 — Ha natuHuia. Jlucepranusra e
CTPYKTYpHUpPaHa MPaBUIHO, ChOOpPa3HO OOMMIONpHeTHTE M3UCKBaHUsA. OHariieeHa € OTIUYHO

cbe cbe 70 Tabnuy u 34 Gurypu.

B siutepaTypHus 0630p € cuctemMaTU3upaHa OCHOBHaTa nHpopmanus kacaema XbH u
peHaJHaTa aHeMUs OT MOCJIeAHUTE TpH AeceTusneTus. O030pbT € CTPYKTYpUPaH OPUTUHAIHO

H caM 1o ceOe cu MOXke 1a ObJie IleHeH U3TOYHNK Ha 3HAaHME.



Heara Ha mucepTarmoHHUS TPy € GopMyHpaHa MPaBUIIHO — Jla C€ HAIIPaBH OIICHKA Ha
JICYEHHUETO HA peHAJIHATa aHeMHUs Ipu naureHTH ¢ XbH — B mpeauanusara v Ha JUanu3HO
JIEYCHUE, KaTO Ce aHAIM3HUPAT TaHHUTE OTHOCHO COIMO-IeMorpadckara CTpyKTypa Ha
MPOYYBAHUTE KOHTUHIEHTH, OCHOBHHTE 3a00Js1BaHus, TexkecTTa HA Xb3, n3nomsanute ECA,
e()eKTUBHOCTTA Ha JICYUCHUETO W BIMSIHUETO MY BBPXY Ka4€CTBOTO Ha KHUBOTA.

[TocraBenute 3agauyu ca oceM, (GOPMYJIHpPaHU Ca MPABHIHO U TMOCIEAOBATEIHO IJIAHUPAT

HU3I'BJIHCHUECTO Ha LCJITAa HA JUCCPpTALlUATA.

MarepuansT BKIIOYBA TOJISIM Opoii OOTHHM - 32 aHAJIM3 HA JICUSHUETO HA pEHATHATA aHEMHS
642 nymu B npeauaInu3eH CTaaui U 255 Ha JIeUeHHUE C IEpUTOHEaTHA U XEMOuau3a, 3a

aHaJIM3 Ha KAa4eCTBOTO Ha JKUBOT - 144 0oiHH.

3a 000cHOBaBaHE Ha CTOMHOCTTA HAa HAYYHUS aHAJIM3 Ca U3I0J3BaHU MHOXKECTBO
CTaTUCTHYECKH METOH (BKJI. KOMITIOTBPHU MPOrpaMu), KaTo € OIpeiesieHa JOCTOBEPHOCTTA
Ha MHOTO TOJISIM OpOii OT MOJYYEHUTE PE3YIITATH.

CoOcTBeHNTe NPOYYBAHMSA Ca [IPOBEJICHU B MHOXKECTBO HampasiieHus. Hanpasen e
COLIMO-AEeMOrpa(cK aHAJIN3 HAa BCUYKU U3CJIEABAHU KOHTUHI€HTH, IIPH KONTO CE€ yCTaHOBSABA
3HAYUTEJIEH OTHOCUTEJIEH /s HAa Bb3PACTHUTE JIMLA C BCUUKH cTreneHu Ha XBbH.
AHanu3upaHa e Bpb3KaTa MEXIy TEXKECTTa Ha aHemusATa U Texxecrra Ha XbH, Bbp3pacrra,
OCHOBHOTO 3a0o0JisiBaHe. AHalM3MpaHa € Bpb3kara Mexy Texxectra Ha XbH u
NPOABIKUTENHOCTTA Ha JleueHueTo ¢ ECA. AHanu3upanu ca moapoOHO U OPUTHHATIHO
nosupoBkara Ha et ECA, kopekiusaTa Ha peHajaHaTa aHeMus Ipy pasiandHa TesxecT Ha XbH,
KaTo € cpaBHEHa e(PEeKTUBHOCTTA Ha pa3auuuHUTE npenapatu. [lonpobHo e aHanu3upana
Bpb3KaTa MEX/ly KOPEKLIMATa Ha aHEMUSITA BB BpeMeTo U 1o3upoBkaTa Ha ECA B
3aBHCUMOCT OT Ta3M KOPEKLHUs, a ChII0 Bpb3KaTa aHEMHUS U ChCTOSHUETO Ha ObOpedyHara
¢yHkuus. OpUrHHAIHO € HalpaBeHOTO CPAaBHEHHE B HAKOJIKO HACOKH Ha Pe3yJITaTUTE OT
JICYEHUETO Ha aHEMUSTA B NIpeANain3ara U Mpyu NallMeHTUTE Ha JIEYEHHE C XEMOANAIN3a U C
nepuToHeanHa Auanu3a. KauecTBoTo Ha )KMBOTA € MPOYYEHO U aHAJTM3UPAHO KAKTO MpU
MALMEHTUTE B MIPEINAIN3aTa, Taka U IPU TE3U Ha IUAJIN3HO JICYEHHE, KaTO € U3I0JI3BaH
uHcrpymenta KDQOL-SF-36™, ¢ pa3pernieHue Ha (pupmarta cOOCTBEHHK, KaTO MPEBEJIEH,
BaJIMIMPAH U a/lallTUpaH 3a U3MO0JI3BaHe y Hac.

Hanpasenute nzBoau ca 12 Ha O6poif u 0000111aBaT Half-Ba)KHUTE PE3YNITATU: HAIHIIE €
JMHEWHO MOHMKEHUE Ha CPeJHAaTa CTOMHOCT Ha XeMOrJIoOuHa NpHu HamalsiBaHe Ha ['®;
CPEAHOTO yBEJIMUYEHHE HAa CTOMHOCTTA Ha XEeMOTJI00MHA cliel 6-MeCeUHO JIeUeHHE C pa3InuHu

ECA B npenuanuzara e ontumanHo u Bapupa ot 1,1 1o 3,1 g/L Ha mecer; MOHWKEHUETO HA



CPEITHOMECEUHUTE 03U Ha BCUUKH IIPEnapaTH 1pe3 BTOpUsl 6-MecedeH Nepruo/] Ha JICYEHUETO
Ha PA B npenuanusara e 10CTOBEpHO; NpoabKuTenHocTTa Ha X/JI e nocroBepHO 1o-
rojsiMa Mpu NalUEHTUTE C MPEAIIESCTBAIIO JICUEHUE Ha aHEMUSATA; TALIUEHTUTE C
MPEAIECTBAILOTO JICYEHUE HA peHAJIHATa aHeMUsI Ipeau 3anouyBane Ha X/1JI umar
JIOCTOBEPHO MO-100pa Ob0peuHa GyHKIUS; CPETHUTE J03U HAa €MOETHHA MPOTPECUBHO Ce
IIOHM>KaBaT [IOYTH TPUKPATHO IIPe3 NMeproja oT 6-us 10 48-us Mecell Ha JICUEHUETO C
MEPUTOHEAITHA INANIN3a; KOPEKIUATA Ha aHEMUSATA € JJOCTOBEPHO MM0-100pa MpH MAIllMEHTUTE
Ha JICYCHHE C IEPUTOHEAIHA INAIN3a, B CPABHEHHE C MALIUEHTUTE MPOBEK AN JICUCHHUE C
XEMOIMAJIN3a; CJIe]l NIECTMECEYHO JICUCHHE Ha AHEMUSATA C €MIOETHH B MpeIuann3ara ce
OTUMTA YBEJIMYCHHUE HA OIIEHKATa Ha KAYECTBOTO HA KUBOT BHB BCHUKH JTOMEUHU, KOETO
Bapupa ot 12,7 1o 40,2%; npu nanmeHTUTe OT JIBaTa I0Ja, Ha Juainu3Ho JiedeHue Ha XbH,
Ka4eCTBOTO Ha JKMBOT € €qHAKBO, B 12/19 noMeliHa OLIEHKUTE HA KEHUTE U MBKETE ca
HaITbJIHO CPAaBHUMH.

[Tocoyenu ca oceM OpUTHHAIHU U OCEM MOTBBPAUTEICKU MPUHOCA, KOUTO Ca HAITBIHO
00OCHOBAHHU U CHBCEM IPABIITHO Ca U3BEJICHHU OT Pe3yTaTHTE Ha JUCEPTALMOHHUS TPY/I.

[TyOnukanuuTe, CBbpP3aHu C TUCEPTALUATA ca TPH, B OBJITApPCKH CIIMCAHUs, KaTO eHa OT
TAX € Ha aHTJIMHCKYU €3UK. YYacTUATa C IOKJIaI1d B HAyYHU GOPYyMHU Ca YETUPH — JBA B
Bearapus u 18a B 4y)KOHMHA, a y4acTHUATA B HAYYHU NMPOEKTH, puHaHCHpaHu oT MY -IlneBen,
ca JiBe.

ABTOpedepaThT € HaMKMCaH ChbOOPa3HO U3MCKBAHMSITA U OTPa3siBa MHOTO A00pe
CTPYKTYypaTa U ChIbP>KaHUETO HA JUCEPTALIMOHHUS TPYI.

Hswma nanHu 3a maaruaTcrBo.

B 3aki1i0ueHue — qUCEPTAIIMOHHUAT TPY] ,,AHEMUS U KaUe€CTBO Ha )KUBOT MPHU OOJIHU C
XpOHUYHA ObOpeUHa HeIOCTAaTHYHOCT Ha IMAIN3HO U KOHCEPBATUBHO JIeYeHHe” Ha J-p
I'eprana Bacunesa TogopoBa nMa He0OXOUMUTE KaueCTBa U OTTOBaps Ha M3UCKBAHUATA 32
MPUCHKTaHEe HA 00pa3oBaTeIHATA U HAyYHA CTETIEH ,,JJOKTOP” 1O Hay4yHAaTa CIEeIHATTHOCT

,Hedpomorus™.

Ha ocHoBaHume un. 59 or 3314
10 oxTomBpu 2023 1. ITpod. a-p Banentun MkoHOMOB, A.M.H.
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Actuality of the topic

Chronic renal failure (CRF) is becoming a more significant problem for contemporary
medicine because of the constant increase in the number of patients. Anemia is a very common
complication of CRF. With the progression of CRF there is a gradual increase in the frequency of
renal anemia, which reaches 100% in end stage renal failure.

Combination of anemia and CRF leads to significant declining of the quality of life of the
patients, worsening and increase in other complications and in general — reduction of survival. Despite
the fact that the treatment of anemia is significantly improved after the beginning of the usage of
erythropoiesis stimulating agents there are still a number of unresearched aspects of this treatment.

In this aspect the topic of the dissertation is completely actual.

Structure of the dissertation

The dissertation is written on 169 pages, from which literature review — 49, aim, tasks,
materials and methods — 7, own researches — 86, conclusions, contributions, list of publications,
related to the dissertation — 4, bibliography — 17. The references include 385 sources, from which 5 —
in Cyrillic and 380 — in Latin. The dissertation is structured correctly, based on the commonly
accepted standarts. It is presented excellently with 70 tables and 34 figures.

In the literature review the main information regarding CRF and renal anemia from the last
three decades is systematized. The review is structured originally and can be a valuable source of
knowledge all by itself.

The aim of the dissertation is formulated accurately — to evaluate the treatment of renal
anemia in patients with CRF — in predialysis and on dialysis treatment by analyzing the data of socio-
demographic structure of the researched patients, main diseases, severity of CKD, used ESA, efficacy
of treatment and its implication on the quality of life. The set tasks are eight, formulated correctly and
plan the completion of the aim of the dissertation.

Material includes a large number of patients — for analysis of the treatment of renal anemia
642 patients in predialysis stage and 255 on treatment with peritoneal dialysis and hemodialysis, for

analysis of the quality of life — 144 patients.



For explanation of the value of the scientific analysis many statistical methods are used (incl.
computer programs), and the credibility of many of the received results is defined.

The own researches are made in many directions. A socio-demographical analysis of all
researched groups is made, which shows a significant relative share of elderly in all stages of CRF.
The connection between the severity of anemia and severity of CRF is analysed, the age and the main
disease. The connection between the severity of CRF and duration of treatment with ESA is also
analyzed. Originally and in depth analysis is made of the dosage of five ESA, correction of renal
anemia in different severity of CRF, and the effectiveness of each drug is compared. A detailed
analysis is made about the connection between anemia in time and the dose of ESA, depending on this
correction, as well as the connection of anemia with the renal function. Originally a comparison has
been made in several aspects of the results of treatment of anemia in predialysis and in patients treated
with hemodialysis and peritoneal dialysis. Quality of life is evaluated and analyzed for patients in
predialysis, as well as those on dialysis treatment, using the instrument KDQOL-SF-36™, with
approval from the corporation owner, and it is translated, validated and adapted for usage for the first
time in Bulgaria.

The conclusions made are 12 and they summarize the most important results: there is a linear
declination of the average value of hemoglobin with reduction of eGFR, the average increase in the
hemoglobin value after 6-month treatment with different ESA in predialysis is optimal and varis from
1,1, to 3,1 g/L per month; decrease in the average monthly doses of all drugs for the second 6-month
period of treatment of RA in predialysis is significant; the duration of HDT is significantly longer in
patients with previous anemia treatment; patients with previous treatment of renal anemia before
beginning of HDT have significantly better renal function; the average doses of epoetin progressively
decrese almost three times for the period from 6™ to 48" month of treatment with peritoneal dialysis,
compared to patients who undergo treatment with hemodialysis; after 6 months of treatment of anemia
with epoetin in predialysis an elevation in the evaluation of quality of life is reported in all domains,
which varies between 12,7 and 40,2%; in patients from both genders on dialysis treatment of CRF the
quality of life is equal, and in 12/19 domains the marks of females and males are completely
comparable.

There are eight original and eight confirmatory contibutions, which are completely explainable
and correctly based on the results from the dissertation.

Publications, connected to the dissertation are three, in Bulgarian journals, one of which is in
English. Participation with reports at scientific forums are four — two in Bulgaria and two abroad, two
scientific projects are developed, connected to the topic, financed by MU-Pleven.

PhD dissertation summary is written based on the requirements and represents very well the
structure and contents of the dissertation.

There is no data for plagiarism.



In conclusion — the dissertation on topic “Anemia and quality of life in patients with chronic
renal failure on dialysis and conservative treatment” of Dr. Gergana Vasileva Todorova has the
required qualities and fulfills the requirements for acquiring of educational and scientific degree

“Doctor” on the scientific specialty “Nephrology”.

Ha ocHoBaHue un. 59 or 3314
10 October 2023 Prof. Valentin Ikonomov, MD, DSc



