CTAHOBHUIUIE
Or

Ipo¢. A-p LiBeromup UBanos {IMMUTPOB, IMH
Memununcku YuuBepcuret — Codpus, ®axkyarer no o01mecTBeHo
3apaBe
»IlIpod. n-p Hexkomup Boaennuapos, iMH*
N3nbanuTesnen nupexkTop Ha YHuBepcurercka IIspsa MBAJI -
Codwus ,,Cs. Moan Kpserurea® EAJL

BrHuIeH wieH Ha HaydHO X)ypHu cbe 3amoBen Ne 1773/ 25.06.2024 r. Ha
Pextopa Ha MVY-IIneBeH 3a mpoBexaHe HA MpoueAypa MO 3alUTA HA
auceprauuoHed Tpya Ha I-p Paguna KanunoBa KupkoBa, TOKTOpaHT Ha
caMocCTosiTelTHa MoAroToBKa kbM Karenpara ,,Ounu 6onectu, YHI' Gonectu
n JIUX* na @akyarer no ,Meauuuna“, MYVY-Ilnesen Ha TeMa.
wllpunoxenue Ha OCT-anruorpadgusi npu NAUMEHTH € MAaKYJIHA
AereHepanus CBbp3aHa C Bb3pPacCTTa 7| XOpOHIAJIHA
HeoBacKyJapu3auusa“ c HaydeH pbroBoauten Ilpod. n-p CHexana
Becenmnnosa Myprosa, 1m.

[IpencraBeHuTe mMaTepuany MO MPoLEeaypara HabIHO ChOTBETCTBAT
Ha M3MCKBaHUATA Ha 3aKOHA 3a pa3BUTHE HA AaKaJE€MUYHHUS CbCTaB B
Penyomuka bwarapus (3PACPB), na IlpaBuiHuka 3a mnpuiaraHero Ha
3PACPb u Ha llpaBunHuka 3a yclOBHSTa W pela 3a NpuioOuWBaHE Ha
HayYyHU CTENEHU W 3aeMaHe Ha aKaJeMUYHH UTHXHOCTH B MeAMIIMHCKU
yauBepcutet-Ilnesen (MVY-IlneBen), 3a npuchxkaaHe Ha oOpa3oBaTe/iHATA U
Hay4Ha CTeIleH ,,JJokTop®.

I-p Panuna Kupkosa e poaena Ha 8 nekemBpu 1990 r. CpenHoto cu
cu oOpa3zoBaHue 3aBbpiBa B HanlnoHanHus yueOeH KOMIUIEKC MO KyATypa ¢
Tuuen 3a u3ydaBaHe Ha uTainuaHcku e3uk. [Ipe3 2015 rogmna mpugoOuBa
oOpa3oBarenHo-KBadu(UKAIMOHHATa  CTeNeH  ,Marucrep-iekap“ 1o
cnenuaiHocT ,MemunuHa“ B Meaunuacku ¢akyaTeT Ha MeauImHCKu
Yuusepcurer - Copust (MY-Codus), ¢ ornmmuen ycnex. IIpe3 2018 r. I-p



Pamuna KupkoBa mpumoOuBa BTOpa MarucTbpcka CTEIMEH MO CHEIUaTHOCT
,»OOIIIECTBEHO 3/paBe M 3ApaBEH MEHHIKMBHT KbM DakyiaTer 10
oOmectBeHo 3apase ,Ilpod. n-p Llekomup BopenuuapoB, amu*, MVY-
Codus. Ilpe3 2020 r. -p KupkoBa npumobuBa crnenuasHocT 1o ,,O4Hu
oonectu’. Ilpe3 cwmara roguHa cbe 3amoBen Ne 2953/14.12.2020 r. Ha
Pextopa ma MY-IIneen, /I-p KupkoBa € 3auncieHa 3a JOKTOpPaHT Ha
camocTosTeNHa oaroroBka keM Karenpa ,,Ounu 6onectu, YHI Gonectn u
JTUX*.

[Ipodecnonanuusar nwpT Ha [-p KupkoBa kato nexap-crnenuaiucTt mo
OYHHU OOJIECTH 3alloy4Ba OT €JHO OT Ha-pEeHOMHUpAHUTE JICUCOHH 3aBEJCHUS
B cTpaHata — YHuepcutercka IIsppa MBAJI — Codms ,,CB. Hoan
Kpwcruten“ EAJl, a Bnocnenctue paboTv U B €HA OT HAW-TIPECTHHXKHUTE
6omuuiy B Utanus — ,, Xymanurac Pucepu Xocnuran® — Mumnaso.

Kbm MomenTa [[-p KupkoBa cnenuanusupa ,,HeBpoodTanmomnorusa B
VYuuepcurer Bura-Canyre Can Padaene B MuaiiHo, moJ pbKOBOACTBOTO
Ha nipo. Ppanuecko banzaerno.

Huceprammonnusat Tpya Ha J-p Paguna Kupkosa e B obem ot 162
CTaHJApTHA MAIIMHOMHUCHU CTPAHUIM, OHarjienaeH € ¢ 16 Tabmuuu u 20
¢urypu. bubnuorpadckara cnpaBka BiiIouBa 179  nuTepaTypHuU
U3TOYHUIM, OT KOUTO 3 ca Ha OBIATapCKU aBTOPH, a OCTAHAIUTE — Ha
Yy)KJIeCTpaHHU. TEeKCThT Ha JUCEepTalMsITa € CTPYKTypupaH B ceaeM
OCHOBHU TJIaBHU.

JlucepTalMOHHUAT TPyl € IMOCBETEH Ha M3KIIOYUTEIIHO AaKTyalleH
npobjieM — MakyJiHaTa JereHepanus, cBbp3aHa c Bb3pactra (MCB).
MJ/ICB ¢ emHa OT BOJCIIMTE MPHYMHHM 3a CJIENOTa B CBETOBEH Maliad, C
OTPOMHO COLIMAIHO U1 UKOHOMUYECKO BIUSIHUE BbPXY KAU€CTBOTO HA JKMBOT
Ha HACEJICHHETO, 0COOEHO B PAa3BUTUTE, WHAYCTPUAIU3UPAHU CTPAHH, CHC
3acTtapsBallia Bb3pacToBa CTpykTypa. CbBpeMeHHaTa OQTaIMOJIOTUS €
MOCTaBeHa IpeJl MPEAN3BUKATEICTBOTO Ja HaMepH OajlaHca MEXIy paHHaTa
U TMpelM3Ha JUArHOCTHKA M ChCTaBsHE Ha ONTUMM3UPAH IIEHOBO U IICJIEBO
edeKkTUBEH TeparneBTHueH Mmonen. JucepranmonnusT tpyn Ha [-p Panuna
KupkoBa mocTaBsi akIleHT BBpPXYy ONTHYHATA KOXEPEHTHa ToMorpadus —
aaruorpadust (OCT-A) kaTo HOBa, HEMHBA3UBHA W BHUCOKO MH(OpPMATHBHA
n300pa3uTesHa TEXHHWKA 3a JUAarHOCTUIIMpaHE, OICHKAa Ha eQekTra OoT
Tepanus U MpocieasBaHe Ha MaIMeHTH ¢ HeoBacKkynapHa Gopma nHa MJICB.



H-p KupkoBa ycnsiBa na wuaeHTHGUIUpPA OIpeneacHrn Mop(hOIOTHYHI
XapaKTepUCTHKHU Ha HEOBaCKylapHUTe MeMOpanu, cbriacHo OCT-A, Oene3u
Ha aKTUBHOCT W TMpPOTpecHsi Ha 3a0oiisiBaHeTo. B qucepranMoHHus Tpya ca
U3BEJICHU 3aBHCHMOCTHU, OJjarojjapeHue Ha KOUTO JOKTOPAHTKATa ChCTABS
IPEIIoKEHHE 3a MPOTOKOJ 32 TEPANEeBTUYHO MOBEJACHUE, ChOOPa3eH U3IISII0
¢ OCT-A Haxonkara.

B Hacrosammsa mucepraumoneH tpyn [-p Paguna KupkoBa mokassa
3a0bI00YEHN 3HAaHWA 10 pa3paboTBaHaTa TeMaTUKAa W yMEHUSA 3a
CaMOCTOSTEITHO MPOBEXKIAHE HA HAYYHO M3CJIC/IBaHE.

B nuteparypHus 0630p, AUCEpTaHTKATa MOKa3Ba MIMPOKA JTUTEpATypHA
OCBEJIOMEHOCT U KOMIIETEHTHO KPUTUYHO OTHOILICHHE KbM CBHIIHOCTTA Ha
3a00J15IBaHETO, CHIECTBYBAIIUTE TMOAXOAM M METOJIM 3a JUArHOCTHKA,
POCIIEIIBAHE U TEPAIIUs.

Mertononorusita ¥ METOJMKaTa Ha pa3paboTkaTa MMaT WHOBATHUBEH
xapaktep. ToBa € bpBH ONUT HE caMO y Hac, HO U B EBpona, Ha 6a3aTa Ha
pE3yNTaTUTE OT MPOBEJECHOTO MPOYYBAHE, /1a c€ 0OOCHOBABAT ChbBPEMEHHU
MPAaKTUYECKH TMOJIXOIM M Ja C€ MNPEeMIOKH MOJAENI 3a ONTUMHU3UpPAHE
TeparneBTUYHUS PEKUM IPU NalMeHTu ¢ HeoBackynapua MJICB.

IlenTa m 3amaunTe Ha TPOBEICHOTO H3CieABaHE ca (OPMYIUPAHH
NPEU3HO M Ca peau3upaHd KOMIIETEHTHO. Pa3paboTeHa € KOMILJIEKCHA
METO/AMKA, KaTo METOAUTE, NPWIOKEHU TMpuU pa3pabdOTBAaHETO HA
MOCTaBEHUTE 3aJauM, ca Jo0pe moa0paHW U MPEACTaBEHH, U ca Jalu
BB3MOKHOCT Ha JOKTOpaHTKaTa Ja TOJy4d JOCTaThbYHO JOCTOBEPHU
pe3ynTarH.

[TonyueHnuTe pe3yiTaTd UMAT HAYYHO-TEOPETHUYHHU U TMPAKTUYECKO-
MPUJIOKHU TPUHOCH.

OT Hay4YHO-TEOPETUYHO 3HAUYCHHE € aHaJu3bT Ha ChIAOBOTO
peMojieNiupaHe Ha HAaMBHUTE HEOBACKYJIAPHM MEMOpPAaHM TMpPHU MALUEHTU C
MJICB non aeiictBueto Ha anTH-VEGF Tepanus. [lonyuenure pesynararu 3a
OpbB BT Ca OTHECEHM KAaTO XHWIIOTe3a 3a pa3IMuHUsA NPOU3XOJ Ha
HeocwhaoBere mnpu MJICB (BeposiTHO eaHa 4YacT, MNPOU3XOXKAAIIM OT
HOpMaJlHaTa CBhJOBAa MpEXka, a Jpyra — OT MHUTPUPAIH CHJIOTEITHH-
MPOTEHUTOPHU KJIETKH). ToBa € MIBpPBOTO NPOYYBAHE, KOETO OTKpHBA
KOpEJNalMoOHHAa 3aBUCHUMOCT MEXAy Oelera Ha aKTUBHOCT/TIPOTpECcHUs
,,aHTHOrpadCcka Bp3Ka* M KOHKPETEH BUJ HEOBACKyIapHa MeMOpaHa.



OT Hay4YHO-TIPAKTUYECKO 3HAUCHHE € Pa3pab0TBAHETO HAa MIPOTOKOJI 3a
TEepaneBTUYHO MoBeAeHue npu HeoBackynaapHa MC/IB, koiTo mo3BossiBa
NEpPCOHAM3UPAHE Ha TepanusTa 3a BCEKU OT/AENEH MalUMeHT, Oa3upaHo
3110 Ha OCT-A Haxoakure.

HamnpaBeHuTe u3BOAM W MPENOPBKM B 3aKIIOYMTENIHATA 4YacT Ha
JUCEPTALMOHHUS TPy Ca KOHKPETHU W JIOTUYHO OTPA3ABAT MOJYYEHUTE
pe3yaTaT B COOCTBEHOTO U3CIIEABAHE.

Pe3ynratute oT MpOBEICHOTO U3CJIEABAHE U MPOU3TUYAILIUTE OT TAX
M3BOJU U MIPENOPHKU Ca JUYHO JIEJIO HA JOKTOPAHTKATA.

ABTOopedepaTbT OTroBaps HAmbJIHO HA  ChIBPKAHMETO  Ha
JTUCEPTAIIMOHHUS TPYJl, OTpa3siBa aKypaTHO AaKIEHTUTE U € pa3paboTeH
cboOpa3zHo u3uckBanusita Ha 3PACPb u HopmaruBHata ypenba Ha MY-
[1neBen.

[IpencraBenu ca Tpu HayyHd NyOJUKAlMM BBB BpPb3Ka C
JUCEpPTAllMOHHUS TpyHd (€IHa OT MNyOJIMKAIMUTE € B MEXKIyHapOIHO
cnucanue). J-p Paguna KupkoBa ce oTKposiBa cpel MIIAUTE KOJIETH ChC
CBOATA TOJIIMa Hay4YHA aKTUBHOCT U U3SBU HA MPECTHKHU MEXIYHApOIHU
dopymu. Ilpes 2021 roauHa, BBB Bpb3Ka C IIPE3CHTAIMSA, CBBpP3aHa C
JUCEPTAIIMOHHUS TpyHd, Tosy4daBa u Harpama 3a «Mmnag odrammosnor ¢
HayueH npuHoc» Ha umeto Ha [Ipod. JI-p Croumen Ib00B.

3akioueHue

C ornen Ha ropensnoKeHOTO, CUUTAM Y€ AUCEPTAUUOHHUAT TPYJ Ha
H-p Paguna KanunoBa KupkoBa Ha Ttema: ,llpuioxkenme na OCT-
aHruorpausi nmpM NANUMEHTH ¢ MAaKYyJHAa JereHepamus CBbpP3aHa C
Bb3PACTTa U XOPOMJAAJTHA HEOBACKYJIAPHU3AIMUA " € B 3aBbPILICH BUJ U 11O
aKTYaJTHOCT, THOBATUBHOCT U BUCOKA CTEMNEH Ha €(PEKTUBHOCT U 3HAYUMOCT
Ha TOJIYYEHUTE PE3YNTATH OT MPOBEAECHOTO M3CIEABAHE, HAITBIHO OTrOBaps
Ha W3UCKBAaHUSTA U KPUTEPUUTE HAa 3aKOHA 32 Pa3BUTHE HA aKaJIeMUYHUS
cecraB B P boirapus, Ha IlpaBuiHMKa 3a HETOBOTO NPUJIOKEHHWE U HaA
cpoTBeTHUS [ IpaBuiHuk Ha MY -11neBeH.

[IpenBua Ha MO-TOPHOTO, UMaM ITBJIHOTO OCHOBAHHWE Ja IJIacyBaMm

4



MOJIOKUTEJIHO ¥ yOemeHo Ja Tpeaioka Ha IMOYUTAEMUTE YICHOBE Ha
Hayunoto xypu HazHadeHo cbe 3amoBen Ne 1773/ 25.06.2024 . na Pexropa
Ha MY-IlieBeH, na NPUCHAAT 00pa3oBaTeJHATA M HAY4YHA CTeNeH
»JOKTOpP* B o00Mact Ha BuUcHIETO oOpa3oBaHue: 7. ,3apaBeona3BaHe U
criopt*’; mpodecuoHanHO HampapieHue: 7.1. ,MemunuHa“ M JOKTOpCKa
nporpama: ,,Odranmonorusa* Ha /I-p Paguna Kupkosa.

Ha ocHoBaHue un. 59 or 33J14
Codus, 12.08.2024 r. MBroTBHJI CTAHOBHIIIETO: .......covvvvveeaiveeennn

/Mpod. A-p LBeromup Jumurpos, amu /



OPINION
By

Prof. Dr. Tsvetomir Ivanov Dimitrov, DMSc
Medical University - Sofia, Faculty of Public Health
"Prof. Dr. Tsekomir Vodenicharov, PhD"
Executive Director of the First University Multiprofile Hospital
for Active Treatment - Sofia "'Sveti Yoan Krastitel'* EAD

External member of a scientific jury with Order No. 1773/ 25.06.2024 of the
Rector of MU-Pleven for conducting a procedure for the defense of the
dissertation work of Dr. Radina Kalinova Kirkova, a doctoral student of
independent training at the Department of "Ophthalmic Diseases, ENT
Diseases and MFS" of the Faculty of "Medicine", MU-Pleven on the topic:
""Application of OCT-angiography in patients with age-related macular
degeneration and choroidal neovascularization' with supervisor Prof. Dr.
Snezhana Veselinova Murgova, MD.

The materials presented in the procedure fully comply with the requirements
of the Law on the Development of the Academic Staff in the Republic of
Bulgaria (LDAS) Regulations for the Implementation of the LDAS and the
Regulations for the Terms and Conditions for Acquiring Scientific Degrees
and Holding Academic Positions at the Medical University-Pleven (MU-
Pleven), for awarding the educational and scientific degree "Doctor".

Dr. Radina Kirkova was born on December 8, 1990. She completed
her secondary education at the National Educational Complex for Culture
with a lyceum for studying the Italian language. In 2015, she obtained the
educational and qualification degree "Master of Medicine" in the specialty
"Medicine" at the Faculty of Medicine of the Medical University - Sofia
(MU-Sofia), with full grades. In 2018, Dr. Radina Kirkova obtained a
second master's degree in "Public Health and Health Management"” at the
Faculty of Public Health "Prof. Dr. Tsekomir Vodenicharov, Ph.D., MU-
Sofia. In 2020, Dr. Kirkova obtained a specialty in "Ophthalmology". In the
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same year, by Order No. 2953/14.12.2020 of the Rector of MU-Pleven, Dr.
Kirkova was enrolled as a doctoral student of independent training at the
Department of "Ophthalmic Diseases, ENT Diseases and MFS".

Dr. Kirkova's professional path as a doctor-specialist in eye diseases
began at one of the most renowned medical institutions in the country —
University First MHAT - Sofia "Sveti Yoan Krastitel " EAD, and
subsequently worked in one of the most prestigious hospitals in Italy -
"Humanitas Research Hospital" - Milan.

Currently, Dr. Kirkova specializes in "Neuro-Ophthalmology" at the
Vita-Salute San Raffaele University in Mialn, under the supervision of Prof.
Francesco Bandello.

The dissertation work of Dr. Radina Kirkova is in a volume of 162
standard typewritten pages, illustrated with 16 tables and 20 figures. The
bibliographic reference includes 179 literary sources, of which 3 are by
Bulgarian authors, and the rest - by foreign authors. The text of the
dissertation is structured in seven main chapters.

The dissertation is dedicated to an extremely important problem - age-
related macular degeneration (AMD). AMD is one of the leading causes of
blindness worldwide, with a huge social and economic impact on the quality
of life of the population, especially in developed, industrialized countries
with an aging demographic structure. Currently the ophthalmology is faced
with the challenge of finding the balance between early and precise
diagnosis and compiling a cost-optimized and target-effective therapeutic
model. Dr. Radina Kirkova's dissertation focuses on optical coherence
tomography - angiography (OCT-A) as a new, non-invasive and highly
informative imaging technique for diagnosis, assessment of the effect of
therapy and follow-up of patients with a neovascular form of AMD. Dr.
Kirkova was able to identify certain morphological characteristics of the
neovascular membranes, according to OCT-A, signs of disease activity and
progression. In the dissertation work, dependencies are brought out, thanks
to which the doctoral student draws up a proposal for a protocol for
therapeutic behavior, fully compliant with the OST-A finding.

In the current dissertation work, Dr. Radina Kirkova demonstrates in-
depth knowledge of the developed topic and skills for independent conduct
of scientific research.



In the literature review, the doctoral student shows a wide literature
awareness and a competent critical attitude to the essence of the disease, the
existing approaches and methods of diagnosis, follow-up and therapy.

The methodology has an innovative character. This is the first attempt,
not only in our country, but also in Europe, based on the results of the
conducted study, to justify modern practical approaches and to propose a
model for optimizing the therapeutic regimen in patients with neovascular
AMD.

The purpose and tasks of the conducted research are formulated
precisely and are implemented competently. A complex methodology was
developed, and the methods applied in the process of the assigned tasks were
well selected and presented, and enabled the doctoral student to obtain
sufficiently reliable results.

The obtained results have scientific-theoretical and practical-applied
contributions.

It is of scientific -theoretical importance the analysis of vascular
remodeling of naive neovascular membranes in patients with AMD under
the action of anti-VEGF therapy. The obtained results are for the first time
referred to as a hypothesis for the different origin of the neovessels in AMD
(probably one part originating from the normal vascular network and the
other from migrated endothelial-progenitor cells). This is the first study to
find a correlation between the activity/progression marker “angiographic
banding” and a specific type of neovascular membrane.

Of scientific and practical importance is the development of a protocol
for therapeutic behavior in neovascular AMD, which allows personalization
of therapy for each individual patient, based entirely on OCT-A findings.

The conclusions, made in the final part of the dissertation work are
concrete and logically reflect the results obtained in the own research.

The results of the conducted research and the resulting conclusions
and recommendations are the personal work of the doctoral student.

The abstract fully corresponds to the content of the dissertation work,
accurately reflects the highlights and was developed in accordance with the
requirements of the LDAS and the regulations of the MU-Pleven.

Three scientific publications are presented in relation with the
dissertation work (one of the publications is in an international journal). Dr.
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Radina Kirkova stands out among her young colleagues with her great
scientific activity and appearances at prestigious international forums. In
2021, in relation to a presentation related to the dissertation work, she also
received the Award for "Young Ophthalmologist with Scientific
Contribution™ named after Prof. Dr. Stoimen Dubov.

Conclusion

In view of the above, | consider that the dissertation work of Dr.
Radina Kalinova Kirkova on the topic: " Application of OCT-angiography
in patients with age-related macular degeneration and choroidal
neovascularization " is complete in terms of relevance, innovation and a
high degree of effectiveness and significance of the obtained results of the
conducted research , fully meets the requirements and criteria of the Law on
the Development of the Academic Staff in the Republic of Bulgaria, the
Regulations for its application and the relevant Regulations of MU-Pleven.

In view of the above, | have every reason to vote positively and with
conviction to propose to the honorable members of the Scientific Jury
appointed by Order No. 1773/ 25.06.2024 of the Rector of MU-Pleven, to
award the educational and scientific degree ""Doctor' in the field of
higher education: 7. "Health and Sports " ; professional direction: 7.1.
"Medicine " and doctoral program: "Ophthalmology " of Dr. Radina
Kirkova.

Ha ocHoBaHMe un. 59 ot 33114

Sofia, 12/08/2024 Prepared the opinion:.........ccccceceveniene

[Prof. Dr. Tsvetomir Dimitrov, DMSc /



