PEIIEH3USA
Ot npo@. a1-p bopsina /leamiicka, AMH
Ha nucepranuonen Tpya 3a npugodusane na OHC ,,[loktop”
Ha A-p I'eprana Bacuiesa Toxoposa
penoBeH NOKTOpPaHT KbM Kareapa mo Hedposiorus, xemaroaorus u
racrpoenrepoJsorus npu MY-Iliesen
Tema ,,AHeMHs U Ka4eCTBO HA )KUBOT NPH OOJHH C XPOHUYHA ObLOpeyHa
HEJ0CTATHLYHOCT HA INAJIHU3HO H KOHCEPBATUBHO JieueHue”.
B 00J1aCT Ha BHUCLIETO o0Opa3oBaHue 7. 3npaBeona3BaHe u cuopt, 7.1. Meauuuna,

AOKTOpPcKa mporpama ,,Hedposiorusa“

Hay4en pbpkoBoaures: npo¢. Bacua Togopos nvMHu

Cnc 3anosen Ha Pextopa Ha MY IlneBen Ne 2913/26.9.23 cbMm onpenerneHa 3a
YJIEH Ha HAYy4YHO KypH 3a 3alliTa Ha Hay4eH Tpy/ 3a npuaoousanHe Ha OHC

»JlOKTOp* Ha 1-p I'eprana Bacuiesa Togoposa.

Kparku Onorpaguynu 1aHHU

J-p I'eprana Tonoposa 3aBbpiiBa meaunHa mnpe3 2015 r. Cneunanuszupa
Hedponorus u npugodusa cnenranHoct ,,Hepponorus® npe3 2020 r. Ot 2016 . e
acucteHt, a oT 2019 1. e penoBeH AOKTOpaHT B cekTop ,,Hedponorus* kem Kareapa
no Hedposorus, XeMaToJaorus 1 ractpoenteposorus rpu MY -Ilnesen. Bnanee
AHTINICKY, (PPEHCKU U PYCKH €3HK.

JlcepTalmoOHHUAT TPy € 00ChIeH, IPUET U HACOYEH 3a 3aiuTa Ha 19.1omu
2023 r. npex pasmmpen Karenpen cwBet npu Karenpa no nedpomnorus,

XCMAToJIOTHA U raCTPOCHTCPOJIOT .

AHaJIM3 HA JMCEPTALMOHHMSA TPYX
Temara Ha gucepranyATa € akTyaJIHa BbB BPBb3Ka C BCE MIO-HOBUTE HACOKHU B

pa3pa60TBaHe Ha MCIWMKAMCHTH 3a JICUCHHUC HAa PCHAJIHATA aHCMHA U 3HAYCHHUCTO Ha



TaKaBa Teparus 3a Ka4eCTBOTO HA KUBOT Ha OOJIHU B MPEAUAIIN3CH U TUATTU3CH
ctaauid. JlutepaTypHUAT 0030p € HaNMCaH MOAPOOHO KaTo pas3riiexa OCHOBHU
XapaKTepUCTUKHU Ha ObOpeYHaTa aHeMUs, JISYCHUETO ¥, Pe3UCTEHTHOCT KbM Teparnus,
HA4YMHHM 32 OIICHKA Ha Ka4€CTBOTO Ha KUBOT. To¥ ce 6a3nupa Ha MHOTO TOJISIM CITUCHK
ot 385 Oubnuorpadcky U3TOYHUIIM, 5 HA kKupuiuia u 380 Ha TaTUHUIIA, KATO
OCHOBHATa 4acT OT TAX ca OT nocjaeaHute S roguuu. JI-p TogopoBa KpUTUIHO
AHAJIM3UPA JINTEPATYPHUTE JaHHU. TOoBa 1 JaBa Bb3MOKHOCT 32 ONPEIEIISIHE HA LETa
Ha JIUCEPTAIUITA, KOSTO BKJIIOYBA OLICHKA HA JICUCHUETO HA PEHAJIHATa aHEMUS MPU
XBb3 B nmpeauanu3eH cTaiuil U Ha AMaIN3a, C aHaJu3 Ha colo-aeMorpadckara
CTPYKTYypa, OCHOBHUTE 3a00ssiBaHusl, TexkecTTa Ha Xb3, n3nomssanute ECA,
e(eKTHBHOCTTA Ha aHTHAHEMUYHOTO JICYCHUE U BIUSHUETO MY BbPXY KaueCTBOTO Ha
’KMBOTA.

Bb3 ocHOBa Ha Taka ompejenieHara e ca popMmynupanu 3a pazpadoraHe 8
3a/1a4M, BKJIFOYBAIIM COILMO-JAeMorpad)cka XapaKTepUCTHKa Ha OOJIHUTE,
CBHIIOCTABSIHE Ha IMOJIOBUTE, Bb3PACTOBU Pa3Inuvs U OCHOBHOTO 3a00JIsIBaHE C
TEXKECTTa Ha aHeMusiTa U Ha Xb3, aHaJIN3 Ha MPOBEXKJAHOTO JICUCHUE U
e(heKTUBHOCTTa My ChC CPaBHSIBAHE HA PE3YJITATUTE OT MPUIIOKEHUETO Ha
paznuunuTe ECA, n3sicHsiBaHE Ha XapaKTEPUCTUKUTE U €PUKACHOCT OT
aHTHaHEMUYHATa Teparus Ipu OOJHU Ha MEPUTOHCATHA THAJIN3a U Ha XeMO/IHaJIn3a,
KAaKTO Y OTYUTAHE HA MPOMEHHU B Ha KAY€CTBOTO HA JKUBOT HA MAI[UEHTUTE B
Npearaliu3eH CTaaui U Ha Jualin3a cjiej] KOPEKIUs Ha peHajTHaTa aHeMUs.

[IpoyuBaHeTO € Bb3 OCHOBA Ha JAHHUTE Ha TojsiM Opoit 60aHU. 3a aHau3 Ha
neyeHneTo Ha peHanHara anemusi ¢ ECA ca BkiroueHu 642 nymu B npeauaan3eH
cTaauii U 255 Ha JieueHue ¢ MepUTOHEAHA IUaIu3a U XeMOoIMaan3a. 3a M3CJIe/IBaHe
Ha Ka4eCTBOTO HA >KMBOT Ca aHAJU3UPAHU JaHHUTE Ha 144 GosHU, pa3npeeseHu
criopen craaust Ha XB3.

N3rnon3BaHuTEe METOAM OTTOBAPAT HA 11eJITa M 33/Ia4MTe Ha AUCEpTaIusATa.
[Tonydyenure naHHu ca aHAJIM3UPAHU C 6 CHBPEMEHHH CTAaTUCTUYECKH METOJU, KOETO

AaBa OCHOBAHHC 34 JOCTOBCPHOCT HaA IOJYUYCHHUTC PCIYyJITATH.



Bcesika rmaBa ot aucepranusTa 3aBbpiiBa ¢ 0000IIeHNE HA TTOYYCHUTE TaHHU,
oopMeHH KaTo SICHA U KOHKPETHU M3BOoAN. OKOHYATEITHUTE aHAIM3U U 00001IeHNe
Ha TOJTyYE€HUTE JAaHHU JiaBa Bb3MOXKHOCT 3a (hopMyliupaHe Ha 12 0OCHOBHM M3BOJIA,
MO-CHIIECTBEHUTE, OT KOUTO €A, Ye € HAOII0IaBaHO JTMHEHHO MOHMKEHUE Ha
XeMornoouHa rpu HamajsBane Ha ['D ot 60 go 5 ml/min/1,72 m?, ge HapacTBaHETO
Ha XeMoIyIo0uHa ciell 6-mecedHo jeuenue ¢ paznuunu ECA npu npeanainzHo
OOJTHU € ONTUMAJTHO, & CTOMHOCTHUTE Ha TOKa3aTess MPH MO IBPKAIIOTO JICUeHHEe ca
B pedepenTHUTE rpanuiy npu Bcuuku ECA, ye ce oTunTa 10CTOBEPHO MOHMKEHUE
Ha CPEIHOMECEUHUTE JIO3U Ha BCUUKHU MPENapaTu NpU NPOIbIKUTETHOTO
MPOCJEAsBaHE HA MAIlUEHTUTE, Ye MO-T00pUTE XeMaTOJIOTUYHH MTOKa3aTeIn KbM
Haudanoro Ha XJIJI ca cBbp3anu ¢ mo-100pa MpeKUBSIEMOCT, KaTO OOJTHUTE C
ONTUMAJIHO JICYEHHE Ha peHaliHaTa aneMus mpu 3anouBane Ha X/[JI ca ¢ mo-go0pa
O0bOpeuHa (yHKIMS B CPAaBHEHUE C MAllMEHTUTE Oe3 TakaBa Tepanusi. luTepecen
U3BO/I C TPAKTUYECKAa HACOUEHOCT € U, Y€ MU MepUTOHEATHA JUalin3a 103aTa Ha
€MOETUHA MPOrPECUBHO CE€ HAMAJISIBA MMOYTH TPUKPATHO OT 6-ust 10 48-Usl Mecel Ha
JICUCHUETO U, e KopeKiusaTa Ha aHemusita mpu XJ[JI HacThnBa mo-0aBHO B
CpaBHEHHE C MPEIUATIU3HUA CTAANN U IEPUTOHEATHA TUAJIN3a, KaTo MpH
NEpUTOHEATHATA AUATN3a KOPEKIUATA HA aHEMUSATA CE€ MOCTUTA C MO-HUCKU JI03HU HA
ECA, xoeto omnpezens no-manku (uHaHCOBU paszxoau. MIHTepec npeacTaBisBar u
W3BOJIUTE, CBbP3aHU C KAYECTBOTO HA KHUBOT, ITPU KOETO C€ YCTAHOBSIBA, Y€ CJIC]T
[IECTMECEYHO JICYEHUE C EMOETHH B MpeInalinu3eH cTaauid To HapacTBa ¢ 10 40,2% u
€ T0-100pO MpU MBKETE.

[IpuHOCHUTE Ha AUCEPTAIMOHHUS TPY Ca pa3JejeH! Ha OPUTHHAIHU U C
MOTBBPAUTEINICH XapakTep. [ osiMa 9acT oT TAX ca 0COOEHO IEHHH MOPaau
pakTUYeCcKaTa UM MPUIIOKUMOCT, YCTAaHOBEHA MPY aHAJIU3 Ha JAHHUTE Ha MHOTO
rOJISIM KOHTUHTEHT NauueHTu. OpUrnHaIHUTE BKIIIOYBAT, Y€ 3a IPHB BT CE
CBIIOCTaBs JeueHneTo Ha ObOpeunara anemus ¢ ECA npu manveHTH B npeanain3eH
CTaJui U ¢ XeMOJMalii3a WM C IEPUTOHEATHA TUAJIN3a, KaTo Ce CPaBHSIBAT
pesynrarure ot npuioxenueto Ha et ECA. Onpenens ce cpeanara

MPOABILKUTCIIHOCT HA JICUCHHUCTO U e(l)eKTI/IBHOCTTa Ha BCCKHU IIpCIiapart, 10Ka3Ba CC,



4e C yBEJIMYaBaHE Ha NPOJBLKUTEIHOCTTA HA JUAIM3HOTO JICYEHUE CE YBEIUYaBa
ISUTHT Ha OOJTHUTE, MIPH KOUTO AHTHAHEMUYHOTO JICYCHHE BPEMEHHO C€ IpeKpaTsBa
M0-4€CTO MpU OOJTHU Ha TIEpUTOHEATHA Auanu3a. BaxkeH npakTuuecku U OpUrHHAIICH
MIPUHOC € U, Y€ ONTUMAJIHATA aHTUAHEMUYHA TePaIns B IPEAUATU3HUS CTaIUN
OTpEIEIIs MO-TOIsIMA MPOIBIHKUTETHOCT HA JUATM3HOTO JICUEHUE U HE HA MOCJIETHO
MSICTO € Ba)KE€H MIPUHOCHT , Y€ C TAKOBA JICUEHUE 3HAYUTEIIHO CE MOoA00psiBa
KauecTBOTO Ha kuBOT. [[-p TomopoBa MoTBbprK/1aBa, Ue CTOWHOCTUTE HA XeMOTITOOWHA
BbB BCUUKH TPYIU CE MOAAbPKAT B TAPTETHU HUBA, IPEIIOPBUYAHU OT FalyIaiiHUTE,
KaTo TOBA CE€ MOCTHUTA CbC CPEAHU U MaJKH 103U Ha ECA, 4ye aHTHaHEMUYHOTO
neuenue ¢ ECA e cBbp3aHo ¢ nonoOpsiBane Ha ObOpeuHara Qynkuus, ye npu I11J] ca
HEOOXOAMMH MO-HUCKH JI03U OT MEIUKAMEHTHUTE, B CPaBHEHHE C OOJTHUTE Ha
XeMOAMANIN3a, KAaKTO U, Y€ U MPU MPEeIUaTU3HA U JUATU3HN OOJTHU JIMIICBAT TOMENHU
C TPEBOXHO HHUCKH PE3YJITATU U CHOTBETHO C MHOTO JIOIIO KaY€CTBO HA KUBOT..
HucepranusTta € omMyHO oHareneHa cbe 70 tTadmuim u 34 gurypu.
ABTOpedeparsT € HaMCcaH C SCEH M TOUYEH HAay4yeH CTHJI U OTPa3siBa HAI'bJIHO
OCHOBHHTE YacTH Ha aucepranusara. He ca Mu U3BECTHU [1aHHM 3a IJIArMaTCTBO.

I-p TonopoBa uma 3 myOauKaiuy o Temara, JBe OT TAX B CIIHCAHUE,
pedepupano B Cxomyc u 1 B ciricaHue Ha aHTJIMACKH €3UK. Ts IpeocTaBs U CIUCHK
oT 4 nokJana, U3HECEHH Ha HaydHU GOPYyMH, KAKTO U y4acTHE B 2 HAyIHO-
M3CIIEIOBATEIICKH MTPOEKTA MO TeMara, ((MHAHCHUPAaHU HA KOHKYPCHO Hayano oT MY -
[1neBen.

Bb3 0CHOBa HA rOpeM3JI0’KEHOTO NPUEeMaM, Ye JUCePTAUMOHHMAT TPYA HA
a-p I'eprana BacusioBa ToxopoBa oTroBapsi HalrbJIHO HA U3MCKBAHUATA 32
npucs:xkaane Ha OHC ,,JlokTop” no HedpoJiorusi ¥ npeajiaraM Ha yBaskaemuTe

YJICHOBC HA HAYYHOTO KYPH J1a 1JiacyBaT MOJI0KHUTE/IHO.

Ha ocHoBaHume un. 59 or 3314
10 oxT. 2023 [Tpod. n-p bopsina Jlenuiicka, TMH
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of dissertation for obtaining the educational and scientific degree “Doctor”
by Gergana Vasileva Todorova, MD
full-time PhD student at the Department of Nephrology, Hematology and
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Topic “Anemia and quality of life in patients with chronic renal failure on
dialysis and conservative treatment”.
area of higher education 7. Healthcare and sport, 7.1. Medicine, doctoral
degree program “Nephrology”

Research supervisor: Prof. Vasil Todorov, MD, DSc

By Order of the Rector of MU-Pleven No2913/26.09.23 | have been
chosen as a member of the scientific jury for defense of scientific work for
obtaining educational and scientific degree “Doctor” by Dr. Gergana Vasileva

Todorova.

Short biography:

Dr. Gergana Todorova graduated medicine in 2015. She specialized and
obtained speciality in “Nephrology” in 2020. Since 2016 she is an assistant and
since 2019 a full-time PhD student in sector “Nephrology” at the Department of
Nephrology, Hematology and Gastroenterology at MU-Pleven. She is fluent in
English, French and Russian languages.

The dissertation has been discussed, accepted and directed for defense at
19 July 2023 by extended Department council of the Department of Nephrology,
Hematology and Gastroenterology.

Analysis of the dissertation

The topic of the dissertation is current in relation with the newest

recommendations in development of new drugs for treatment of renal anemia
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and the significance of this therapy for the quality of life of patients in
predialysis and dialysis stage. The literary review is written in detail and reviews
basic characteristics of renal anemia, its treatment, therapy resistance, methods
of evaluation of quality of life. It is based on a very large list of 385
bibliographical sources, 5 in Cyrillic and 380 in Latin, and most of them are
from the last 5 years. Dr. Todorova critically analyzes the literature data. This
gives her the opportunity for defining the aim of the dissertation, which includes
evaluation of the treatment of renal anemia in CKD in predialysis stage and in
dialysis, with analysis of socio-demographic structure, main renal diseases,
severity of CKD, used ESA, effectiveness of antianemia treatment and its
influence at the quality of life.

Based on the defined aim eight tasks have been formulated, including
socio-demographic characteristics of patients, juxtaposing of gender, age
differences and main disease with severity of anemia and CKD, analysis of
treatment and its effectiveness comparing the results of application of different
ESA, clarifying of the characteristics and effectiveness of antianemia therapy in
patients in predialysis stage of CKD, patients treated with peritoneal dialysis and
hemodialysis, as well as evaluation of changes in the quality of life of patients in
predialysis and dialysis stage after correction of renal anemia.

The research is based on the data from a large number of patients. For
analysis of treatment of renal anemia with ESA 642 patients in the predialysis
stage are included and 255 on hemodialysis and peritoneal dialysis. For
evaluation of the quality of life data from 144 patients are analyzed, divided
according to the stage of CKD.

The methods used are correspondent to the aim and tasks of the
dissertation. The acquired data are analyzed with 6 contemporary statistical
methods, which gives reason for credibility of acquired results.

Every chapter of the dissertation ends with summary of obtained data, in

the form of clear and specific conclusions. The final analysis and summary of
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received data gives the opportunity to formulate 12 main conclusions, most
substantial of which are that a linear declination of hemoglobin with reduction
of eGFR from 60 to 5 ml/min/1,72m2 is noticed, that elevation of hemoglobin
after 6-month treatment with different ESA in predialysis patients is optimal and
values of the marker in supportive treatment are in reference range in all ESA,
that there is a credible decrease in the average monthly doses of all drugs in
continuous evaluation of patients, that the better hematological markers at the
beginning of HDT are connected with better survival, as patients with optimal
correction of renal anemia at the beginning of HDT are with better renal
function compared to patients without such therapy. An interesting conclusion
with practical direction is that in peritoneal dialysis the dose of epoetin
progressively decreases almost three times from 6" to 48™ month of treatment
and that correction of anemia in HD happens slower compared to predialysis
stage and in peritoneal dialysis, as well as in peritoneal dialysis anemia
correction is acquired with lower doses of ESA which defines smaller financial
costs. An interest present the conclusions connected to the quality of life, which
show that after six months of treatment with ESA in predialysis stage it
increases with 40,2% and is better in males.

The contributions of the dissertation are divided to original and with
supportive character. Most of them are extremely valuable because of their
practical application, based on analysis of data from a large number of patients.
The original involve that for the first time the treatment of renal anemia with
ESA is compared in patients in predialysis stage and on hemodialysis or
peritoneal dialysis, by comparing the results of application of five ESA. The
average duration of treatment and efficacy of each drug has been defined,
proven that with increase of the duration of dialysis treatment the number of
patients in whom the antianemia treatment is temporary terminated increases,
more commomnly in patients on peritoneal dialysis. Important practical and

original conclusion is that the optimal antianemia therapy in predialysis stage
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defines longer duration of dialysis treatment and last but not least that this
treatment considerably improves the quality of life. Dr. Todorova confirms that
values of hemoglobin in all groups are maintained within the target levels,
recommended by the guidelines, and this is achieved with average and moderate
doses of ESA, that antianemia treatment is connected with improvement of renal
function, that in PD lower doses of the drugs are required, compared to patients
on hemodialysis, as well as in predialysis and dialysis patients there are no
domains with significantly low results and respectively very low quality of life.
The dissertation is excellently presented with 70 tables and 34 figures.
The dissertation summary is written in clear and exact scientific style and
reports fully the main parts of the dissertation. There is no data for plagiarism.
Dr. Todorova has 3 publications based on the subject, two of them in
journals referred in Scopus and 1 in an English language journal. She presents a
list of 4 reports, presented at scientific forums, as well as participation in 2
scientific projects on the subject, financed from MU-Pleven.
Based on the previously presented I accept that the dissertation of Dr,
Gergana Vasileva Todorova fully corresponds to the requirements for
acceptance of educational and scientific degree “Doctor” of Nephrology and

| propose to the respected members of the scientific jury to vote positively.

Ha ocHoBaHme un. 59 or 33N14
10 Oct. 2023 Prof. Boryana Deliyska, MD, DSc



