o Ilpencenarens na Hay4Ho xkypu,
ceriacuo 3amosex Ne 2089/23.07.2025 r.
Ha Pextopa na MY-IlieBen

CTAHOBUIIE

ot npod. A-p Munena Jlumurposa Kapuesa, a.M.
Karenpa ,, Inhekino3nu 60aecTu, enuAeMHUONIOT S, TaPa3UTOJIOTUS U TPOIIUYECKa
MeauuuHa“, MequuuHcku YHuBepcurer-1lesen
Witen Ha Hay4HO XypH 110 3anmoBea Ne 2089/23.07.2025 r. Ha PexTopa Ha MeauIMHCKU

Yuusepcurer-l1nesen

OTHOCHO: npouenypa 3a npugodouBane Ha OHC ,,JIoktop®, mpodecruoHaaIHo HapaBlIeHUE
7.1. Menuuuna, 1oKTOpcka mporpama "MeauiHCcKa mapa3uTooTust U XeJIMUHTOJIOTUS Ha
noktopanTta 1-p Jlrogmun CredanoB CTOSHOB.

Kanmunarst e npencraBun Bcuuku npeasugeHu B 3PAC u IlpaBunHuka 3a HEroBOTO
npuiiokenue npu MY-llnesen 1okymeHTH.

Hexnapupam, ye HIMaM KOH(GIUKT HA UHTEPECH C KaHAUaaTa.
Tema Ha aucepranuoHHusi Tpya: Pomsra wa Blastocystis sp. m Toxocara spp. kato
Mapa3uTHU AJNEPreHH: AUATHOCTUYHM MPOYYBAHMS NPH MAMEHTH C OCTpa M XPOHUYHA
CHIOHTaHHa YPTUKApUs

Hay4en pbpkoBoauren: nou. a-p MiBenun AHrenoB AHrenos, .M.

[IpencraBeHuTe Marepualu ca Ha €JIEKTPOHEH HOCHTEI U Ca B CBOTBETCTBHE C
m3uckBanusita Ha 3PACPB u IlpaBuinHnka 3a HEroBOoTO MPUIIOKEHUE 3a MPUI0OMBAHE Ha
OHC ,,JokTop*.

[IpencraBeHUAT MM 3a CTaHOBUINE JUcCEepTallMOHEH Tpya Ha 1I-p Jlrogmun CredaHoB
CTosiHOB, JOKTOpAHT B peoBHA (popMa Ha oOyueHHue Mo JOKTOpCcKa mporpaMa "MeauiuHcka
Mapa3uToONOTHsl M XEJIMHHTOJIOTHS’  KbM  Kareapata ,MHpexkunosHu  OonectH,
EMUJEMHUOJIOTHS, Tapa3uTOJNIOTHsT W Tpomuuecka wmemuiuHa®, dakynrer ,,O0IIECTBEHO
3npase” ipu MY -IlneBeH, ooxBarna 152 crannapTHH MaIMHOITMCHA CTPAaHUIM U ChIbpxka 12
tabmuuy, 19 purypu u 2 npunoxenus. Llutupanu ca 214 nurepaTypHu U3TOUHUIU, OT KOUTO

9 nHa kupwmna u 205 Ha narununa. Ot nociaenHuTe 5 roauHu ca mutupanu 76 (36%) ot



JTUTEepaTypHUTE U3TOUHUIM. KbM AucepTanusaTa uMa JB€ MPUIIOKEHUS, KOUTO MPEACTaBIIsABAT
Kapra Ha manuenTa, oTpaszsBaiiiy pe3yiaTatute ot nposeaeHute uzcneasanus (Ilpunoxenne 1
- biacTouucro3a mpu HmanUMeHTH C OCTpa M XPOHUYHA YPTHKapHUs — pa3lpOCTpPaHEHUE U
reHOTHNOBO pa3zHooOpasue u Ilpunoxkenme 2 — Ilpomenn B HuBata Ha oOmms IgE,
€03MHO(UITHUS KaTUOHEH MPOTEMH U Oposi Ha €03WHO(DMIHUTE KIETKH NpPU MAUEHTH C
TOKCOKAapo3a M KIMHUYHO W3sIBCHA ajeprus). JlMcepTalMoOHHMAT TPyl € HalucaH II0
OOIIONIPUETHSI MPUHIUI U ce ChcToU OT JluTepatypen 0630p (25 ctp.), Llen u 3amaun (1 c1p.),
Marepuanu u Metoau (21 ctp.), Pesynraru (31 crp.), AHanu3 Ha pe3ysiTaTuTe U 00CHKIaHe
(22 crp.), Baksrouenue (2 cTp.),KaTo HaKpast ca u3BeAeHH mo-Baxkuute M3soau u [puHocu.

AKTYaJIHOCT ¥ 3HAYMMOCT HA TeMaTa

JlucepTallMOHHUAT TPYX € MOCBEeTeH Ha possra Ha Blastocystis sp. u Toxocara spp.
KaTo TMapa3suTHU allepreHd B IMpOyYBaHE Ha MAIMEHTH C OCTpa M XPOHUYHA CIOHTaHHA
ypTUKapHus. AKTyaJIHOCTTa Ha TeMaTa Mpou3Thya OT (haKTa, ue ajJepruvyHUTe ChCTOSIHHS ca
€IHM OT Hal-4ecTo CpelllaHuTe B yoBelkaTa nartojorus. [Ipe3 mocnenHuTe roguHU ce
HaOIoaBa yBeNMYEHHWE Ha TAXHOTO pasnmpocTpaHeHue. B HayuHarta JnuTeparypa
MEXaHU3MHUTE U pOJsITa Ha (aKTOpPUTE HA OKOJHATA Cpela B TaToreHe3aTa Ha Te3U
3a00JIBaHUsI BCE OIIE C€ AUCKYTUPAT, HO €/IHa OT MPUYMHUTE 32 Bb3HUKBAHETO MM Ca pelulia
Mapa3suTHU UHBA3UU C IIPOSBU HA OCTPA U XPOHUYHA CIIOHTaHHA YPTUKApHUs, KOETO OIpeneis
U IIpaKTHYeCcKaTa HaCOYEHOCT Ha MpeAIoKeHaTa HaydyHa pa3padoTKa.

B®B Bpb3ka ¢ npoyuBaneTo e peanusupad [Ipoext Ne D2/2023r ,,IIpomenu B HUBaTa
Ha oOmms IgE, eo3uHO(MIHNSA KaTMOHEH NMPOTEHH M Oposi Ha €03MHO(DUIHMUTE KIETKH HpHU
MAalUMEHTH C TOKCOKapo3a W KIMHUYHO M3siBeHa ayeprud’, ¢(uHaHCUpaH OT MeTuIMHCKU
yHuBepcuteT — [liieBeH.

CTpyKTypa Ha JUCEePTAHOHHMSA TPYA

Hayunuar tpyn Ha 1-p Jliogmun CTosHOB OTroBapss Ha M3UCKBaHUATA 3a
pa3zpaboTBaHe Ha AMCEPTALMOHHU TPYAOBE: HAUYMH Ha CTPYKTYpHpaHe, MpeACTaBsIHE Ha
npobiiemMa, aHajdM3 Ha NOJyYEeHUTE IaHHM M 3allldTa Ha OCHOBHUTE TE3W Ha aBTOpa.
bubnuorpadusra e akTyaiaHa U U3uepraresna, KaTo U3TOYHUIIUTE ca U30paHyu TEMAaTHYHO.

Ilpecnedvm na Hayunama aumepamypa € 1EJICHACOYEH M HH(OpMAaTHBEH, Karo
MPEOCTaBs €IMH aKTyaleH 0030p Ha ChbBPEMEHHOTO ChCTOSHUE Ha aJ€PTUYHUTE MPOSBU MPH
Xopara, KakTo U pojsTa Ha MPOyYBAaHUTE Mapa3UTH B reHe3aTa Ha aJleprUYHHUTE PEeaKluu.
Kputnuno ca ordyereHu HemocTtarbuyHaTa HWHGOpMaIusg 3a aJeprUYHUTE CHCTOSIHUS B
bearapus 1mo oTHOLIEHME HAa CTaTUCTUKA M €THOJOTMYHO YyTouHsABaHe. IIpencraBenu ca

noApoOHO MaHHU 3a poisisita Blastocystis sp. u Toxocara spp B MeIMLIMHCKATa MPAKTHUKA, KAKTO
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B bbarapus, taka u no cera. MHoro no0Ope ca ONUCaHM JAMArHOCTMYHUTE METOIM,
M3IIONI3BaHU TIOCIIEJOBATEIHO TPe3 TOAWHUTE M ChBPEMEHHHTE METOIM 3a OTKPHBAHE Ha
napaszutute. Te ca KOHKpETHH U O4epTaBar sICEH IUIaH 3a MPOBEXKJAaHE HA U3CIIEIBAHUATA.

Len u 3a0auu. Ha 6a3ara Ha HanpaBeHUs JIUTEpaTypeH 0030p € ouepTaHa LeITa U ca
¢bopmynupane 5 3a1aun Ha JucepTalMoHHUA TpyA. [locTaBeHaTa Lien e sicHa ¥ TOYHA - Jia ce
npoyuu posisita Ha Blastocystis sp. u Toxocara spp. kato nmapa3uTHU aJlepreHH PU MalMeHTH
C OCTpa U XpOHWYHA CIIOHTAaHHA YPTUKAPHs. 3a/la4lTe ca KOHKPETHH U Ca MPSKO CBBP3aHU C
Hay4yHaTa XUI0Te3a U MOCTUT'AHETO Ha LieJITa Ha IPOYUYBAHETO.

Mamepuanvm u memooume ca ONMCAaHU MHOIO H34eprnarenHo. MeroauyHure
MOJIXOAM Ca MPAaBUIHO MOAOpaHM, KaKTO 3a MOCTHTaHE Ha IeNiTa Ha JTUCEPTAlMOHHHUS TPYI,
Taka ¥ C OrJie] Ha JOCTOBEPHOCT Ha JIOKJIAJBAaHUTE pe3ylITaTd. BKiIIOUeHW ca Tpu rpynu
U3CIEBAaHM JMLI@ — JHUIAa C OCTpa YPTUKApHs, H3CIEABAHM IO KIMHUYHU W/HUIH
eMUJIEMHOJIOTMYHH [TOKa3aHMsl, JMIa C XPOHUYHA YPTUKApHs U KOHTPOJHA Ipyna OT 3]paBU
ouma 0e3 ajepruyHa CHMIITOMATHKA, paslpelesieHH IO IOJ W Bb3pacT, HarjeIHo
npeacTaBeHu B Tabmuia. bposT Ha M3cienBaHUTE W OT TPHUTE TPYNH € Karo cieasa — 621,
1058 u 1424, x0oeTo € HOCTATHYHO 3a CTATUCTHYECKU aHaJIU3.

B Tasu wact Ha JuCepTaLlMOHHUSA TPYZX C€ BHXKJAA, Y€ JOKTOPAHTBT € YCBOWJI
3HAYUTEICH HA0Op OT KIACHYECKH M CHBPEMEHHM METOAM 3a JMAarHOCTUKAa M € MOoa0pal
MPAaBUITHO METOJWYHUTE TTOIXO/IH 3a pa3pelraBaHe Ha MOCTaBeHAaTa Iedl.

[TpunoxeHnTe CTaTUCTUYECKH METOJU ca MOJIXOSAIIM 33 aHAINW3 Ha pe3yiaTaTUTe OT
MIPOYYBAHETO.

Cobcmeenume npoyusanus ca TIPEACTABEHH B €IWH pasJiell, B KOWTO ce clieaBa
MOCJIEZIOBATEIHOCTTA Ha 3adauute. Pe3ynrarure ca oHarneneHu ¢ Tabaunu U GUrypu, KOUTO
JaBaT CHHTe3MpaHa MH(pOpMalus M yJIECHSIBAT BB3NPUEMAaHETO Ha MaTepHaia.
CratucTuyeckata JIOCTOBEPHOCT € IpeJACTaBeHa MHOro jao0pe B Tekcta. [lomyuenure
pe3yaTaTu ca yOeIuTelTH! U ca OTIMCaH! SICHO M TOYHO, KOETO Ch37[aBa OTIMYHA MPETJICAHOCT
W JIOKyMEHTHpaHe Ha HayyHuTe ¢akTtu. [lo mepBa 3amava - Onpedensine Ha yecmomama Ha
uneasupame ¢ Blastocystis sp. cped nayuenmu ¢ ocmpa u XpOHU4YHA CHOHMAHHA YPMUKAPUSL,
JOKTOPAHTHT YCTaHOBSIBA CUTHU(HMKAHTHO MO-BUCOK eKcTeH3uTeT Ha Blastocystis sp. (9.6%
cupsimo 1.2%) cpen mamueHTUTE C ypTHKApus CHpSMO JHIaTa OT KOHTPOJHATa Tpyra.
ExcrensutersT Ha onapasutsBaHe ¢ Blastocystis Sp. mpu mammeHTHTEe ¢ OCTpa ypTHKApHs €
8.4%, a mpu nuuara ¢ XpoHW4yHa crnoHTaHHa yptukapus — 10.4%. Ilpu cpaBHsBaHe Ha
eKCTEeH3UTeTa Ha omapasutsiBaHe c¢ Blastocystis Sp. cpen mammeHTHTE C OCTpa ypTUKapus U

MalUMCHTUTE C XpPOHHWYHA CIIOHTaHHA YPTHKapHusA, HE CC YCTAHOBABA CTATUCTUYCCKU
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nocroBepHu paznuuus. Cpen mosokutenHuTe 3a Blastocystis sp. manmentn mpeobiamaBart
ciyyanute BBB Bb3pactroBure Trpynu 41-60 rogmnu (37.40% ot omapasutenute) u 61-86
ronunu (31.30%). [IpaBu BnevatyieHHe, Y€ OT MALMEHTUTE C OCTPAa U XPOHMYHA CIIOHTAHHA
ypTHKapus u3cieaanu 3a Blastocystis sp. 811 (67.75%) ca ot skeHcku moj. Bropara 3amava -
Onpeoensane u cpaguasane HA 2eHOMUNOBAMA NPUHAONEHCHOC HA OIACMOYUCTHU U301amU
om nayueHmu ¢ ocmpa u XpOHUYHA CNOHMAHHA YPMUKAPUS U KOHMPOIHA 2PYNa Juya €
usnon3Ban KoHBeHIMoHaneH PCR [lonpoOeH aHanu3 Ha mpoOUTe YCTAaHOBSIBA, Y€ HAW-YECTO
otkpuBanus cyorun Ha Blastocystis sp. ot manuentu ¢ yprukapus e ST3. Toii e uzonupan
BbB (Qekannure npodou Ha 25 mamueHtu (80.65%). Cyotun 3 e ycranoBeH mpu 11 or
MalKueHTuTe ¢ octpa yprukapus (42.31%), npu 15 oT u3cienBaHUTE ¢ XpOHUYHA CIIOHTaHHA
yprukapusi (57.69%). Cybtun 3 € Haif-uecTo U30JUPAHHUS CYOTHUII U OT 3/PABUTE
napasutonocurenu (B 64.71 % ot uzcnensanute). JJOKTOpaHTHT KOPEKTHO OTOENsA3Ba, ue
nopajay Mankus Opoi mpoOu KaTeropuvHU 3aKJIIOUEHUS] HE € YMECTHO J1a ObJIaT HalpaBeHHU.
CerinacHo Ttperata 3amaya - Cpaenssane Ha vecmomama HA HOCUMENCMEO HA
anmumoxcokapuu 1gG anmumena npu nayuenmu ¢ ocmpa U XPOHUYHA CHOHMAHHA
ypmuKapus U KOHMpOIHA 2pyna auyd, TOKTOPAHTHT YCTaHOBSIBA CUTHHU(MKAHTHO MO-BHUCOKA
YeCcTOTa Ha MOJIOKUTEITHUTE Pe3yNITaTh 3a aHTUTOKCOKapHU IgG aHTHTENa cpe/ MalleHTUTe ¢
ocTpa ¥ XpOHUYHA YPTUKApHsl CIIPSMO KOHTPOJIHATA TpyIa Jula. 3agada 4-ta € CBbp3aHa CbC
Cpasnasane Ha npomenume 6 nHueama Ha oowus IgE npu nayuenmu ¢ ocmpa u xpoHuuna
CNOHMAHHA YPpMUKApus U HOCumenicmeo Ha aumumoxcokapuu IgG ammumena cnpamo
KOHmMpoaHama epyna auya. Y CTAaHOBEHO €, Y€ MEXJy CpeIHUTe CTOMHOCTH Ha oOmus IgE B
JIBETE CpaBHSBaHM TPYNU aJepruyHo OOJHM JiMa — C Hainuuue U 0e3 HUBO Ha
aHTUTOKCOKapHH IgG aHTHTEeNna HsMa CTaTHUCTUYECKU 3HauuMa pasziuka. [lerara 3amgaua e
cBbp3ana cve Cpasussane na nuéama na ECP (Eo3uHOpWICH KaTHOHEH KaTHOHEH MPOTEHH
mexncoy nayuewmu ¢ Oocmpa U XPOHUYUHA CHOHMAHHA VYPMUKAPUS, HOCUMENU Ha
anmumoxcokapuu 1gG anmumena u 30paéu KoHmpoaHu auya. Y CTAaHOBSBA C€, Y€ KOJIKOTO
MO-BHCOKM Ca HHMBATa Ha aHTUTOKcokapHuUTe IgG aHTHTENna, TOJNKOBA MO-U3pa3eHH ca HHUBATa
Ha ECP npu naumeHtutre ¢ oCTpu MposiBU Ha anepruyHa peakinus. He ce oTkpuBa
CTaTHCTUYECKU 3HauMMa Kopenamus mMexny HuBata Ha ECP u Ha anTutokcokapuute IgG
aHTHUTENA Cpel MAlUeHTUTE C XPOHUYHA CIOHTaHHA YPTUKAPHUS.

Ananuz na pezyimamume u oocwvocoane. B 1031 pazzien Ha nucepTanuaTa € HarpaBeH
noapoOeH aHalu3 Ha pe3yJNTaTUTe, KOUTO ca CpaBHEHHU C MOJ0OHM TakuBa B EBpomna u Ha
npyru kKoHTHHEeHTH. [logpoOHO ca omurcanu U3BeCTHU (aKTH, KAKTO U BCE OIIE HETOPA3BUTHU

Hay4YHH XUIIOTC3H, KOCTO ITOKa3Ba IMOTCHI AT 3a pa60Ta B 6’B,ZLCIJ_II/I Mpoy4YBaHUH.



3axnouenue. ABTOPBT 000011aBa, Y€ HW3BBPIICHOTO MPOYYBAHE M (POPMYIHPAHU
M3BOAM Ie ObJAT OT MOoJ3a 3a JIGKApUTE OT NpaKTUYecKaTa 3JpaBHAa Mpexa W IIe THU
MOJINOMOTHAT MPH B3€MAaHETO HAa JWArHOCTUYHM PEIICHHS 3a W3SICHABAHE ETHUOJIOTHSTA Ha
QIePTUYHUTE MPOSBU M HEOOXOJUMOCTTAa OT MapajeiHO JICYeHHWE C aHTHAJIEPTUYHH U
aHTHUIAPA3UTHU JIEKAPCTBEHU CPEJICTBA.

N3Boan

W3Bogute ca 9 u ca mHOTO M0Ope dopmynupanu. Te ca KOHKPETHH, MPOU3THYAT OT
[IOCTaBEHUTE 33]]a4l, IOJyUYECHUTE PE3YJITaTH U TAXHOTO OOCHKIaHE.

Ipunocu

J-p Jlronmun CTOSTHOB € MOCOYMJI TPU OPUTHMHAIHU Hay4YHU IIPUHOCA U MET C HAy4YHO-
IIpUIIOKEH xapakrep. IIpmemam npuHOCUTE, TBU KAaTO T€ OTpa3sBaT HaW-BAKHUTE HAYYHU
MOCTIKEHUS Ha IUCEPTALUOHHUS TPY/I.

Onenka Ha 3aIb/KUTETHHTE HAYKOMETPHMYHM MOKa3aTed, CBbpP3aHH C
AUCEPTAHOHHUSA TPYA

Pesynrature OT AMcepTalMOHHUS TPYA Ca MYOJMKYBaHM B 3 XKYypHAJHH CTaTUU B
CIHUCAaHMsI C HAYYHO pEleH3UupaHe, UMMNAKT (aKkTOp U UMMNAKT paHr. B enHa ot craruure A-p
CrosiHoB e Bogemn aBTop. [IpencraBena e cnpaBka 3a yuactue B 4 HayuyHH (popyma, Kato BbB
BCHYKH JUCEPTAHTHT € WBPBU aBTOp. Upe3 TAX pe3yaratuTe OT pa3paboTeHus
JUCEPTAllMOHEH TPYJ Ca CTaHaJIM AOCTOSIHME Ha HMIMPOK KPbI OT akageMuuHara oOuiHocT. C
TOBa € M3MBJIHEHO €IHO OT BAKHUTE M3MCKBaHMS Ha 3aKOHA 3a pa3BUTHE Ha aKaJEeMUYHUS

cberaB B PenyOnuka bearapus (3PACPB) u IlpaBunHuka 3a HEroBOTO MPUIIOKEHHUE.

ABTOpedeparbT € CTPYKTYpHUpaH B 55 CTpaHMIIM, BKJIIOUBA BCHUYKU pPE3YIATaTH OT

JVCEPTALIMOHHHUS TPYA.

3akirouenue
HOSHaBaM )I-p .HIOZ[MI/IJ'I CTOSIHOB oT CTYJIGHTCKI/ITG MYy TOOIWHU WU CbM CBHUACTCII HA
HEroBara OTAaJEHOCT KaTO MpernojiaBaTel M Ha CTapaHHEeTO My MpH pa3pabOTBaHETO Ha
aucepTaiMoHHus TpyA. OmpeneneHo cyuTaM, 4e TMPEACTaBEHUSAT ITUCEPTAIMOHEH TPYA
C’I)HT)p)Ka HpI/IHOCI/I, KOHUTO MOoraT aa HOCJ'IY)KaT Ha KIIMHNUYHAaTa HpaKTI/IKa 34 IMOBHUIIIAaBAHC HaA
HACOUYCHOCTTA Ha PA3IUYHH CIICIUAINCTH KbM Mapa3uTO3M KaTO BEpOsTHA MPUYMHA OCTpa
W/WIM XPOHUYHA YPTUKAPHSL.
JlucepTanmoHHUAT TPYJ MOKa3Ba, Y€ JOKTOPAHTHT A-p Jlroamun CTOSIHOB MpHUTEKaBa

33)1’[).]160‘—IGHI/I TCOPCTUYHH 3HAHUA U HpO(i)CCI/IOHaJ'IHI/I YMCHHA [0 Hay4YHaTa CICHAIHOCT



»MEIHUIIMHCKA TMapa3uToOJOTHsl M XEJIMHHTOJIOTHA, W JEMOHCTpHUpa KadecTBa 3a
CaMOCTOATEITHO MPOBEK/IAHE HA HAYYHO U3CIICABAHE.

[Topagy TOPEHM3IOKEHOTO, YOENEHO JaBaM CBOSTa MOJOKMTENIHA OLEHKa 33
MPUCHKIAaHETO Ha oOpa3oBarenHata W HaydHa creneH ‘JJOKTOP’ na g-p Jlrogmmun
CredanoB CTOSAHOB B [OKTOpCKa mporpama 1o ,MeIHMIHHCKA Tapa3uTOIOTHA U

XeJIMHUHTOJIOrHs

04.08.2025 r. HMsroreuia cranosuiero. Ha ocHoBaHue un. 59 or 33N

/Mpo¢. n-p Musena Kapuesa, 1.m./



To the Chairman of the Scientific Jury,
Appointed by Order Ne 2089/23.07.2025
of the Rector of Medical University - Pleven

STATEMENT

from Prof. Milena Dimitrova Karcheva, MD, PhD
Department of “Infectious Diseases, Epidemiology, Parasitology and Tropical Medicine”,
Medical University - Pleven
Member of the Scientific Jury under Order Ne 2089/23.07.2025
of the Rector of Medical University - Pleven

REGARDING: procedure for acquirement of the educational and scientific degree “Doctor”,
professional field Medicine, doctoral program “Medical parasitology and helminthology” of
the doctoral candidate Lyudmil Stefanov Stoyanov, MD.

The candidate has submitted all relevant documents, required by the Law for the
Development of Academic Staff and the Rules for its application at MU - Pleven.

I declare that | have no conflict of interest, regarding the candidate.
Topic of the dissertation thesis: Role of Blastocystis sp. and Toxocara spp. as parasitic
allergens: a diagnostic study on patients with acute and chronic spontaneous urticaria.

Research advisor: Assoc. prof. lvelin Angelov Angelov, MD, PhD

The submitted materials have been digitized and are in accordance with the
requirements set by the Law for the Development of Academic Staff of the Republic of
Bulgaria and the Rules for its application for the acquirement of the scientific degree of
“Doctor”

The dissertation thesis submitted by dr. Lyudmil Stefanov Stoyanov, full-time doctoral
candidate in the doctoral program “Medical parasitology and helminthology” in the
Department of “Infectious diseases, epidemiology, parasitology and tropical medicine”,
Faculty of “Public Health” of Medical University - Pleven, covers 152 standard pages and
contains 12 tables, 19 figures and 2 appendices. The work cites 214 literature sources, of
which 9 are in Cyrillic and 205 are in Latin. Seventy-six (36%) of the sources have been

published in the last 5 years. The dissertation includes two appendices which are patient cards



that reflect the results of the performed studies (Appendix 1 — Blastocystosis in patients with
acute and chronic spontaneous urticaria — distribution and genotype diversity and Appendix 2
— Changes in the levels of total serum IgE, eosinophil cationic protein and eosinophils in
patients with toxocariasis and clinical allergy). The dissertation thesis is written in accordance
with the generally accepted principles and contains a Literature review (25 pages), Goal and
Tasks (1 page), Materials and Methods (21 pages), Results (31 pages), Analysis of the results
and discussion (22 pages), Conclusion (2 pages) and at the end of the work, the most
important conclusions and contributions.

Relevance and importance of the topic

The dissertation topic is on the role of Blastocystis sp. and Toxocara spp. as parasitic
allergens among patients with acute and chronic spontaneous urticaria. The topic is relevant
because allergic diseases are among the most common in human pathology. In recent years,
there has been an increase in their prevalence. The exact mechanisms and roles of the factors
of the external environment as a part of the pathogenesis of these diseases are still being
discussed in scientific literature. One of the causes for the development of allergization are
various parasitic invasions that present with acute or chronic spontaneous urticaria, which also
determines the practical focus of the proposed scientific work.

As a part of the study a project funded by Medical University — Pleven, was realized -
Project Ne D2/2023 “Changes in the levels of total IgE, eosinophil cationic protein and
eosinophils in patients with toxocariasis and clinical allergy”.

Structure of the dissertation thesis

Dr. Lyudmil Stoyanov’s scientific work meets the requirements for the development
of a dissertation: structure, presentation of the problem, analysis of the resulting data, and
defense of the author’s main theses. The bibliography is relevant and exhaustive and the
sources have been chosen thematically.

The scientific literature review 1s focused and informative and provides an up-to-date
overview of the current state of allergic conditions in humans, as well as the role of the
studied parasites in the genesis of allergic reactions. The insufficient information on the
statistics and etiology of allergic conditions in Bulgaria has been assessed critically. The
author has presented detailed data on the role of Blastocystis sp. and Toxocara spp. in medical
practice in both Bulgaria and the rest of the world. The diagnostic methods used over the
years, as well as modern methods for parasitic diagnosis have been presented very well. They

are specific and outline a clear plan for the conducting of research.



Goal and tasks. Based on the literature review, the author has formulated a goal and 5
tasks as part of the dissertation work. The goal is clear and concise — to study the role of
Blastocystis sp. and Toxocara spp. as parasitic allergens among patients with acute and
chronic spontaneous urticaria. The tasks are specific and are directly related to the scientific
hypothesis and work towards the goal of the study.

The Materials and Methods have been described in great detail. The methodological
approaches are correctly selected, both as a way of achieving the goal of the dissertation work
and in terms of the reliability of the reported results. Three groups of individuals have been
studied — subjects with acute urticaria, that have been studied based on clinical and/or
epidemiological indications, subjects with chronic spontaneous urticaria and a control group
of healthy individuals without any allergic symptoms, all distributed based on sex and age and
neatly arranged in a table. The number of individuals in each group is respectively 621, 1058
and 1424, which is enough for statistical analysis.

From this part of the dissertation thesis, one can see that the doctoral candidate has
mastered a significant set of classical and modern diagnostic methods and has correctly
selected the methodological approaches to resolve his set goal.

The applied statistical methods are suitable for analyzing the results of the study.

The results are described in their own section, which follows the sequence of the tasks.
The results are shown using tables and figures, which synthesize the information and facilitate
the understanding of the material. The statistical reliability is presented very well in the text.
The results obtained are convincing and are described clearly and precisely, which creates
excellent clarity in the documentation of the scientific facts. On the first task - To study and
compare the rate of infection with Blastocystis sp. in patients with acute and chronic
spontaneous urticaria and among healthy controls, the author describes a significantly higher
rate of infection with Blastocystis sp. (9.6% vs. 1.2%) among patients with urticaria,
compared to individuals from the control group. The extent of infection with Blastocystis sp.
in patients with acute urticaria is 8.4%, while in patients with chronic spontaneous urticaria it
was 10.4%. When comparing the extent of Blastocystis infection between patients with acute
and chronic spontaneous urticaria, the author does not find statistically significant differences.
Among patients positive for Blastocystis sp. the highest prevalence is among the age groups
41-60 years old (37.40% of the infected) and the age group 61-86 years old (31.30%). It is
noticeable that among the patients with acute and chronic spontaneous urticaria that were

tested for Blastocystis sp. 811 (67.75%) were female.



For the second task - To determine the subtype of Blastocystis isolates in healthy
carriers and in patients with acute and chronic spontaneous urticaria, conventional PCR was
used. The detailed analysis of the samples shows that the most common subtype of
Blastocystis sp. isolated from patients with urticaria was ST3. It was isolated from 25 patients
(80.65%). Subtype 3 was found in 11 patients with acute urticaria (43.21%) and in 15 of the
patients with chronic spontaneous urticaria (57.69%). Subtype 3 was also the most commonly
isolated subtype from healthy parasite carriers (64.71% of the tested subjects). The author
correctly mentions that due to the low number of genotyped samples, it is not appropriate to
draw any definitive conclusions. As part of the third task - To study and compare the rate of
antitoxocara IgG antibody carriership in patients with acute and chronic spontaneous
urticaria and in healthy controls, the doctoral candidate describes a significantly higher rate
of antitoxocara IgG antibody carriership among patients with acute and chronic spontaneous
urticaria compared the control group. The fourth task is to compare the levels of total serum
IgE in healthy individuals and in patients with acute and chronic urticaria that are carriers of
antitoxocara 1gG antibodies. The author has found that the difference in the median values of
total serum IgE in the two compared groups of patients with allergic reactions, with or
without antitoxocara IgG antibodies, was not statistically significant. The fifth task is to study
and compare the levels of ECP (Eosinophil cationic protein) in patients with acute and
chronic spontaneous urticaria infected with Toxocara spp. and in healthy individuals. The
author finds that in patients with acute urticaria as the levels of antitoxocara IgG antibodies
increase so do the levels of ECP increase proportionally. There wasn’t a statistically
significant correlation between the levels of antitoxocara 1gG antibodies and ECP in patients
with chronic spontaneous urticaria.

Analysis of the results and discussion. This section of the dissertation provides a
detailed analysis of the results, which are compared with similar ones in Europe and on other
continents. Known facts have been described in detail, as well as still untested scientific
hypotheses, which shows potential for future studies.

Conclusion. The author summarizes the performed studies and formulates conclusions
that will be of practical use to physicians and will allow them to make diagnostic decisions for
the clarification of the etiology of allergic reactions and the necessity of paralel treatment with
antiallergic and antiparasitic drugs.

Conclusions

There are nine conclusions and they are all incredibly well formulated. They are

specific and derive from the set tasks, the results and the discussion of said results.



Contributions

Dr. Lyudmil Stoyanov’s work has three original contributions and 5 with an applied
nature. | accept the contributions, since they reflect the most important scientific
achievements of the dissertation thesis.

Assessment of mandatory scientometric indicators related to the dissertation
work

The results of the dissertation work have been published as 3 journal articles in
journals with an impact factor and/or impact rank. In one of dr. Stoyanov’s articles, he is the
first author. A reference lists 4 participations in scientific forums in each of which the
doctoral candidate is the first author. Through these the dissertation work has become
available to a wide circle of the academic community. This fulfils one of the most important
requirements of the Law for the Development of Academic Staff of the Republic of Bulgaria

and the Rules for its application.

The abstract is made up of 55 pages and includes all of the results of the dissertation

work.

Conclusion

| know dr. Lyudmil Stoyanov from his years as a university student and | am a witness
to his dedication as a teacher and his diligence in developing his dissertation work. |
definitely believe that the presented dissertation contains contributions that can serve clinical
practice to increase the focus of various specialists towards parasitoses as a potential cause
for acute and/or chronic spontaneous urticaria.

The dissertation thesis shows that dr. Lyudmil Stoyanov possesses in-depth theoretical
knowledge and professional skills in the specialty “Medical parasitology and helminthology”
and demonstrates qualities for independent scientific research.

Due to the above, | confidently give my positive assessment for the awarding of the
educational and scientific degree of “Doctor” to dr. Lyudmil Stefanov Stoyanov in the

doctoral program “Medical parasitology and helmithology”
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