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I[TPO®. JOGPOMUP JTUMUNTPOB, .M.

CTAHOBUIILIE

OoT
[IPO®. UBEJIMHA ACITAPYXOBA VIOPJJAHOBA-BACUJIEBA, .M.

Karenpa ,Jlepmatosorusi, BeHeposioruss u aneprojorua” @akynrer ,,MeaunuHa®,
MenunuHcku yHuBepeurteT — [neBen

Ha ocnoBanue 3anoBen Ne 2089 ot 23.07.2025 r. na Pextopa na MY-IInesen u [Iporokoin
or 21.07.2025 r. ot penoBHO 3acemaHue Ha AkamemMudHus cbBeT Ha MY-IlneBen, Osx
Ha3zHaueHa 3a wieH Ha Hayunoro xypu 3a n-p Jlrogmun CredanHoB CTOSHOB, pelOBEH
nokTopanT kpM Katenpara mo mH(EKIno3HM OO0JECTH, €MUIEMHOJIOTHS, Tapa3sHuTOIOTHI U
Tponuyecka MeaunuHa, PakyiaTeT 1mo oOLecTBeHO 31paBe, MeIUIUMHCKH YHHUBEPCUTET —
IIneBeH, ¢ qucepTannoHHa Tema ,,Ponsta Ha Blastocystis sp. u Toxocara spp. kaTo napa3uTHH
aJlepreHy: JMAarHOCTHUYHM MpOYy4YBaHMWs MpPHM MHAlMEHTH C OCTpa M XPOHWYHA CIIOHTaHHA
ypTHKapus®, ¢ HaydeH pbkoBoauTen Jlou. a-p Benun AHrenos, 1.M.

Ha mepBOTO HEnmpuchcTBEHO 3acenanue Ha Hayunorto xypu, nposeaeHo Ha 28.07.2025 r.,
0sX ompezeneHa Ja M3roTBS CTAHOBMILE. 3a Ta3M Iiel MU Oellle MperocTaBeHa ClleAHaTra
JOKYMEHTAlUs: JAUcCepTalusaTa, aBTopedepar, MyONMKYBaHM HAy4YHH TPYAOBE M BCHUKHU
HAayyHU MaTepUalM, CIOPaBKM M JOKYMEHTH, CBBbpP3aHM C JMCEPTAllMOHHUSA TpPyA Ha
nokTtopaHTta. Ilpernenax maTesHO MaTepualuTe W JeKilapupaMm, 4e HsIMaM KOH(JIMKT Ha
MHTEPECU C KaHAMaTa.

[IpenocraBenaTa Mu qucepTainus € HanmucaHa Ha 152 cTpaHUIM, BKIFOUUTENHO: 25 CTpaHuLuU
muTepatypeH o630p, 1 crpanuma 3a 1en u 3anaun, 20 cTpaHUIM MaTepuald U METOIH, 26
CTpaHUIIM COOCTBEHH pe3ynTaTH, 24 CTpaHUIM aHATU3 WU JAUCKYCHUsS, 2 CTPAHUIM H3BOJIU U
puHOCH, 26 cTpaHuin oubnuorpadus, 7 CTpaHULIU MPHUIOKEHUS U 2 CTPAaHUIU CIUCHK Ha
MyOJMKAIMUTE W HAYYHUTE y4acTHs Ha KaHauaaTa. PesynraTture B IUCEPTAIMOHHUS TPy ca
witocTpupanu ¢ 12 tabmuuum u 19 ¢urypu. bubnuorpadusita cpabpxka 214 u3ToyHuka, oT
KouTo 9 Ha ObITapcku e3uK U 205 Ha TaTUHUIIA.



AKTYAJIHOCT HA TEMATA. [lucepramnusara pa3riex/ia BaKE€H U aKTyaJIeH BBIIPOC B
obmactra Ha MH(EKIMO3HUTE OONECTH M AIEProjorusATa. 3a00NsABaHUATA, NMPUUYUHEHH OT
Mapa3uTd ¥ aJePruyHUTE CHhCTOSHUS Ca IIUPOKO Pa3MpOCTPAHEHHU, KaToO Mpe3 MOCICTHUTE
JeceTHIIeTHs ce HaOJIoJaBa yBeJIMYaBaHe Ha YeCTOTaTa UM, OCOOCHO B Pa3BUTUTE CTPAHH.
Crniopen mocieaHu JIMTepaTypHU JAHHH, PA3lPOCTPAHEHUETO HA aJIeprHYHUTE 3a00JIABaHUS
Bapupa mexay 10% u 30% B pa3iuyHUTE IbpPKABU, B 3aBUCUMOCT OT reorpadckoro
MOJIO)KEHHE, UKOHOMUYECKOTO DPa3BUTHE, HAYMHA HA XKUBOT M XPaHEHE Ha HACEJIEHHUETO.
Bompekn dYe Bpb3KaTa MEXIy Mapa3uTHUTE HHPEKIUH M allepruuTe € IMpu3HaTta oT
JIECeTUJICTHS, MEXaHU3MUTE Ha Ta3W B3aUMOBpPB3Ka OCTaBAaT HEHANbIHO M3siCHEHH. Enun ot
KIIOYOBUTE TATOTEHETUYHH MEXAaHMW3MU IMIPU MAapa3sHTO3UTe € HMMYHONATOJIOTUYHUAT
MeXaHu3bM Ha yBpexnaaHe. [lo BpemMe Ha MuWrpanusaTa, OpraHHaTa JOKadu3alus U
pPa3sMHOXABaHETO HA MApa3sHTUTE, CE OTACIAT PA3IMYHU META0OJIUTHU TMPOJYKTH, KOHTO
3a€HO C MPOJAYKTUTE OT pa3rpa)kIaHeTO Ha MBPTBU Napa3uTH M ThKAaHU HA TOCTONIPUEMHHUKA,
CTUMYJIMpAT KAaKTO 3allMTHA HMMYHHH OTIOBOPH, Taka W CEHCHOWIM3alMs, BOJeEIa [0
aneprusa. Kakro peakiuuTte Ha CBPBbXYYBCTBUTEIHOCT OT OBp3 THUI, 3a0aBeH THUII, TaKa U
UUPKYIUPAIIUTE HMMYHHU KOMIUIEKCH Yy4YacTBAaT B CHUCTEMHUTE aJepruyHu TMpPOSBU U
opranHuTe yBpexnanus. Hacrosmiara paucepranms ce ¢okycupa BbpPXY poiisiTa Ha
Blastocystis sp. u Toxocara spp. Karo NOTEHUHUATHH allepreHd, KOETO € H3KIIOUUTETHO
aKTyaJlHO 3a KJIMHWYHATa MPAaKTHKA, ThHA KAaTO TE3W Mapa3sHTH YeCTO C€ OTKPUBAT MpHU
MAIMeHTH C OCTpa M XPOHWYHA CIOHTaHHA ypTuKapus. M3cienBanero mma 3a men jaa
JOTIpUHECE 32 MO-PaHHA M €(PEKTHBHA TUATHOCTUKA U JICYCHHE HA CKPUTHU MApa3uTO3H, KOUTO
Cce MpOsIBSBAT C aJIEPTUYHU CUMIITOMH.

HEJ U 3AJAYN HA JUCEPTAHLMSATA. OcHoBHara 1ien Ha AMCEpTalUATa € J1a Ce
u3cnenBa poyara Ha Blastocystis sp. m Toxocara spp. Karo mapa3uTHU ajepreHd MpH
MalMeHTH C OCTpa W XPOHHWYHA CHOHTaHHA YPTUKapus. 3a TIOCTUTaHE Ha Ta3u Iiell,
KaHJAUAATHT € MOCTaBWJI MET 3aJa4M, BKIIOYUTEIHO IPOyYBaHE HA YeCTOTaTa Ha MH(EKIUS C
Blastocystis sp. mpu manueHTH ¢ ypTUKapus, W3CIIeIBaHE HAa TEHETUYHOTO pa3HOOOpa3ue Ha
Blastocystis sp., cpaBHsBaHe Ha HuBaTa Ha o0m IgE u eo3uHO(UIIEH KAaTHOHEH MPOTEUH
(ECP) mpu maneHTH ¢ ypTUKapusi, HOCUTENU Ha aHTU-Toxocara [gG aHTuTeNa, 1 aHAJIKU3 Ha
kopenanuute mexay IgE, ECP u antu-Toxocara anturena.

MATEPHUAJIN U METO/IU. N3cnenBanero obxBama nepuona 2018-2023 r. u BKiIOUYBa
3103 agymm ot IlneBencka obGmact. Ot Tax 1679 ca u3cnenBaHu 3a YpPEeBHU U THKAHHU
MapasuTo3M, MOpajayd OCTpa WM XpPOHHUYHA CIOHTaHHA ypTukapus (621 mamueHta ¢ ocTpa
yptukapus u 1058 - ¢ xpoHuuHa yptukapusi), a 1424 ca 3apaBu KOHTpOJIU 0€3 aJepruvHu
cumntoMu. DekanHu U cepyMHH NpoOU ca U3CIEBaHM C MOMOIITa Ha Mapa3uTOJIOTMYHH,
monekyisipau (M3onmupane Ha renomHa /IHK u PCR renorunusupane Ha Blastocystis sp.) u
ceponornunu (ELISA 3a antu-Toxocara IgG, obm IgE u ECP) meroau. M3Bbpiienu ca
CTaTHUCTUYECKH aHAJIM3HU 32 OLICHKA HAa KOPEJIALMUTE U JUAarHOCTUYHATa 3HAYUMOCT.

OCHOBHMU PE3VJITATH U IIPUHOCH. IlpoyuBaHeTO yCTaHOBSIBA 3HAUUTEIHO IO-
BHCOKa yectoTa Ha Blastocystis sp. cpen nmanuenture ¢ yprukapus (9.6%) B cpaBHeHue ¢
koHTposuTe (1.2%). AHaIM3bT Ha MOATUIIOBETE 1MOKa3Ba, ue ST3 reHoTunsT Blastocystis sp e



Hail-uecTo cpelaHusT B HM3CleqBaHaTa IMomyianus. YecTorara Ha IOJIOKUTEIHU aHTU-
Toxocara IgG aHTHTeNna ChHIIO € 3HAYUTEIHO MO-BUCOKA CpPEJ MAIMEHTUTE C YPTUKAPHAL.
OTKpUTH ca CTAaTUCTHUYECKH 3HAYMMHU KOpEJAllMM MEXJIy HuBaTa Ha aHTh-]o0xocara 1gG
aHTuTena, cepymHute HuBa Ha IgE m xoHuentpauuure Ha ECP. Pesynrtature moakpensit
poisita Ha Blastocystis sp. u Toxocara spp. karo KogakTopu B aToreHe3aTa Ha YPTUKAPUATA.
IIpeuiokeH € HOB JAMAarHOCTHYEH alropuThM, BKiItouBall u3cieasaHe Ha ECP u anTm-
Toxocara IgG, 3a moanomaraHe Ha JAuMarHo3aTa TOKCOKAapo3a IIPHU MALMEHTH C YPTHUKApHUs.
JucepranusaTa HPeNoOCTaBsl KaKTO HAyYHO-IIOTBBPAMTENHH, Taka W HAYYHO-IIPHUIIOKHU
npuHocu. Ts mnoka3Ba, ue Blastocystis sp. u Toxocara spp. morar ja JeiicTBar KaTo
Mapa3uTHU aJepreHd, JONPHUHACALIM 3a OCTpaTa M XPOHUYHATA CIIOHTAHHA YpPTUKAPHAL.
HucepranusTa € 100pe CTpyKTypHpaHa, HallMCaHa Ha SICEH OBITapCKH €3UK U € JOTMYECKH
nocjenoBarenHa. Pezynrarure ca moakpeneHu OT 3aabJI004eH aHanu3 u auckycus. [lpuemam
JICBETTE M3BOJA M MOCOYCHHUTE B JUCEPTALMOHHHUS TPYJ NMPUHOCH 33 BAIHIHU U 3HAYUMHU.
BaxHo e, 4ye mnpoyuyBaHETO MNPEAOCTaBs HOBU JUATHOCTUYHU MapKepu, NPUIOKHMU B
Opirapckara KIMHUYHA HOpPaKkTUKAa. ABTOPBT € MyOJMKyBad TpH CTaTUM IO Temara Ha
JIUCEPTALlMOHHUS TPy Ha AaHIVIMHCKU €3UK, BCUUKM B pedepupaHd M HHICKCHUPAHU B
CBETOBHOM3BECTHUTE 0a3a AaHHU 3a HayuyHa uHpopmanus Scopus, Web of Science, Hayunu
KYPHaJIM, Y4acTBaJI € C HAy4YHHU JOKJIQAM 10 TeMaTa Ha JUcepTalusATa B YeTUPU HAllMOHAIHU
Hay4YHH (opyma, IMa ydacTHe B €IMH M3CIIEI0BATEICKH JOKTOPAHTCKH MPOEKT, (pruHaHCHpaH
or MV-IlneBen. Jlucepraumsra HaIbJIHO OTIOBaps Ha HAIMOHAIHUATE MHWHUMAIHU
M3HCKBAaHUS 3a MPUCHKIaHEe HAa 00pa3oBaTeliHATa U HayYHa CTEMEH ,,JJOKTOP B ChOTBETCTBHE
¢ bearapckoro 3akonomatenctBo u IlpaBuiiHMKa 3a pa3BUTHE Ha aKaJeMHYHHsS CHCTaB Ha
MYVY-IInesen.

3AK/IFOYEHME. [{ucepranusta Ha a-p Jlronmun CrepanoB CTOSHOB € HAYYHO U3IbpKaHa
U ChIbpKa OPUTMHAIHM pE3yATaTH C MpakTHuecka cToiHocT. llenrta u 3amaunte Ha
JUCEPTAllMOHHUS TPYyJA ca MOCTUTHATH, a M3BOAMTE ca Jorudecku obocHoBaHu. IIpenBuj
BCUYKO FOPEU3JI0KEHO, J1aBaM MOJIOKUTEJIHA OLEHKA Ha JUCEPTAllMOHHUS TPy U Mpeagaram
Ha YBaXaeMOTO Hay4yHO Xypu Jna npuckan Ha A-p  Jliogmun CrepanoB CTosHOB
oOpa3oBaTenHaTa M Hay4yHa CTeNeH ,,JJOKTOp® B JOKTOpCKa Iporpama ,,MeauiuHCKa
napaszurosorust u xenmuHtonorus” IlpodecuonanHo Hampasienue: 7.1 MeaunuHa, KbM
MenuiuHcku yHuBepcuTeT — [lneBeH.

Ha ocHoBaHme un. 59 or 33114
Wsrorsmin:

/Mpoo. n-p N. Mopnanosa-Bacunesa, 1.M./

IImesen, 14.08.2025



TO

THE CHAIR OF THE SCIENTIFIC JURY

APPOINTED BY ORDER Ne 2089/23.07.2025

OF THE RECTOR OF MEDICAL UNIVERSITY — PLEVEN

PROF. DOBROMIR DIMITROV, MD, PhD

OPINION
BY
PROF. IVELINA ASPARUHOVA YORDANOVA-VASILEVA, MD, PHD

Department of Dermatology, Venereology and Allergology, Faculty of Medicine,
Medical University — Pleven

In accordance with Order Ne 2089 of 23.07.2025 of the Rector of MU-Pleven and
Protocol Ne 3 of 21.07.2025 from a regular meeting of the Academic Council of MU—
Pleven, | was appointed as a member of the Scientific Jury for Dr. Lyudmil Stefanov
Stoyanov — full-time PhD student at the Department of Infectious Diseases,
Epidemiology, Parasitology and Tropical Medicine, Faculty of Public Health, Medical
University — Pleven, with the dissertation topic: “The role of Blastocystis spp. and
Toxocara spp. as parasitic allergens: diagnostic studies in patients with acute and chronic
spontaneous urticaria”’, supervised by Assoc. Prof. Ivelin Angelov, MD, PhD.

At the first remote meeting of the Scientific Jury, held on 28.07.2025, | was appointed to
prepare an opinion. For this purpose, | was provided with the following documentation:
the dissertation, the dissertation abstract, published scientific papers, and all scientific
materials, references, and documents related to the doctoral candidate’s research. I have
thoroughly reviewed the materials and declare that | have no conflict of interest with the
candidate.

The submitted dissertation consists of 152 pages, including: 25 pages of literature review,
1 page for aims and objectives, 20 pages of materials and methods, 26 pages of own
results, 24 pages of analysis and discussion, 2 pages of conclusions and contributions, 26
pages of references, 7 pages of appendices, and 2 pages of the candidate’s list of
publications and scientific activities. The results are illustrated with 12 tables and 19
figures. The bibliography contains 214 sources, 9 in Bulgarian and 205 in Latin script.



RELEVANCE OF THE TOPIC.The dissertation addresses an important and topical
issue in the fields of infectious diseases and allergology. Diseases caused by parasites and
allergic conditions are widespread, with an increasing frequency over recent decades,
especially in developed countries. According to recent literature, the prevalence of
allergic diseases varies between 10% and 30% across countries, depending on geography,
economic development, lifestyle, and diet. Although the link between parasitic infections
and allergies has been recognized for decades, the mechanisms of this relationship remain
incompletely understood. One of the key pathogenetic mechanisms in parasitoses is the
immunopathological mechanism of damage. During parasite migration, organ
localization, and reproduction, a variety of metabolic products are released, which,
alongside degradation products of dead parasites and host tissues, stimulate both
protective immune responses and sensitization leading to allergy. Both immediate and
delayed-type hypersensitivity reactions, as well as circulating immune complexes, are
involved in systemic allergic manifestations and organ damage. The current dissertation
focuses on the role of Blastocystis sp. and Toxocara spp. as potential allergens, which is
highly relevant to clinical practice, as these parasites are often found in patients with
acute and chronic spontaneous urticaria. The study aims to contribute to earlier and more
effective diagnosis and treatment of “hidden” parasitoses presenting with allergic
symptoms.

AIM AND OBJECTIVES OF THE DISSERTATION.The main aim of the
dissertation is to investigate the role of Blastocystis sp. and Toxocara spp. as parasitic
allergens in patients with acute and chronic spontaneous urticaria. To achieve this aim,
the candidate set five tasks, including studying the frequency of Blastocystis sp. infection
in patients with urticaria, investigating the genetic diversity of Blastocystis sp.,
comparing levels of total IgE and eosinophil cationic protein (ECP) in urticaria patients
carrying anti-Toxocara IgG antibodies, and analyzing correlations between IgE, ECP, and
anti-Toxocara antibodies.

MATERIALS AND METHODS. The study covers the period 2018-2023 and included
3103 individuals from Pleven region. Of these, 1679 were examined for intestinal and
tissue parasitoses due to acute or chronic spontaneous urticaria (621 patients with acute
urticaria and 1058 - with chronic urticaria), and 1424 were healthy controls without
allergic symptoms. Fecal and serum samples were studied using parasitological,
molecular (PCR genotyping of Blastocystis sp.), and serological (ELISA for anti-
Toxocara IgG, total IgE, and ECP) methods. Statistical analyses were performed to assess
correlations and diagnostic significance.

MAIN RESULTS AND CONTRIBUTIONS. The study found a significantly higher



prevalence of Blastocystis sp. among urticaria patients (9.6%) compared to controls
(1.2%). Subtype analysis showed ST3 genotype as the most common. The frequency of
positive anti-Toxocara IgG antibodies was also significantly higher among urticaria
patients. Significant correlations were found between anti-Toxocara 1gG antibody levels,
serum IgE levels, and ECP concentrations. The results support the role of Blastocystis sp.
and Toxocara spp. as cofactors in the pathogenesis of urticaria. A new diagnostic
algorithm is proposed, including ECP and anti-Toxocara IgG testing, to support the
diagnosis of toxocariasis in urticaria patients.

The dissertation provides both scientific-confirmatory and scientific-applied
contributions. It demonstrates that Blastocystis sp. and Toxocara spp. may act as parasitic
allergens contributing to acute and chronic spontaneous urticaria. The dissertation is well-
structured, written in clear language, and logically consistent. Results are supported by
thorough analysis and discussion. The nine conclusions and stated contributions are
accepted as valid and significant. Importantly, the study provides novel diagnostic
markers applicable in Bulgarian clinical practice.

The author has published three articles on the dissertation topic in English in indexed
journals (Scopus, Web of Science), participated in four national scientific forums, and
one research project funded by MU—-Pleven. The dissertation fully meets and exceeds the
national minimum requirements for awarding the educational and scientific degree
“Doctor” in accordance with Bulgarian legislation and MU-Pleven’s regulations.

CONCLUSION. The dissertation of Dr. Lyudmil Stefanov Stoyanov is scientifically
sound and contains original results with practical value. The aims and objectives have
been achieved, and the conclusions are logically substantiated. Given the above, | give
my positive evaluation of the dissertation and propose that the esteemed Scientific Jury
award the candidate the educational and scientific degree “Doctor” in the doctoral
program “Medical Parasitology and Helminthology” Professional Field: 7.1 Medicine at
Medical University—Pleven.

Prepared by: Ha ocHoBaHme un. 59 ot 3311

/Prof. 1. Yordanova-Vasileva, MD, PhD/

Pleven, 14.08.2025



