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Pousita na Blastocystis sp. n Toxocara spp. kaTo napa3uTHHA aJepreHn:
AHATHOCTHYHH NIPOYYBAHUS IIPH MANMEHTH ¢ OCTPA M XPOHHYHA CIIOHTAHHA

ypTHKApUSA

Hay4en ppkoBoauTen: aou. 1-p UBennH AHresioB AHIe/IOB, IM

IlpencraBeHnre MaTepuald ca Ha €JIEKTPOHEH HOCUTEN M Ca B CHOTBETICTBHE C
usucksanuaTa Ha 3PACPDB wu IlpaBunnuka 3a HeroBoto mpuioxeHue 3a npumoousane va OHC

»JlokTop®. IIpu npernena Ha AUCEepTALMOHHNS TPY/l He OTKPHX JAHHHM 32 IIArMATCTBO.

JexnapupaMm, 4e HAMaM OOIM HAyYHH pa3pabOTKHM C JOKTOPaHTa H IIOTEHIHAIIEH

KOH(JIMKT HAa UHTEPECH.

I Iposexnane na noxkropantypara: JI-p CrosHoB KaTo npenojaBaren B Kareapa
»Heko3nu 6onectu, Ermuemuosorus, [lapasuronorus u Tponuuecka MEAUIMHA® € 3a9KCIIEH
3a peIoBEH JOKTOpaHT npe3 HoemBpH 2019 r. Ilo Bpeme Ha pa3paboTBaHETO HA AUCEPTAITHOHHHS
TPYJ, € IMOJIOXKII YCICIIHO U3IUTUTE 38 KAHAMAATCKA MuHuMyM. Cllell OTYHCIIIBaHE C MPABO Ha

3ammTa npes 2024 r. e oTkpyTa Npoleaypa 3a anpodaiys Ha AUCePTAIHOHHUS TPY/I.

II AKTyaIHOCT B 3HAYMMOCT HAa TeMaTa.
JlMCepTalMOHHUAT TPY I pasriieik/ia e/lHa MHOTO ChBPEMEHHA M aKTyallHA TEMA 34 BPB3KaTa
MEXIY aJepTHYHHUTE CBCTOSHUA M mapasuTHUTEe Oonecty. B ciaywas ce mpoydra BIMSAHHMETO Ha

Blastocysis sp. u Toxocara spp. BbpXy pa3sBUTHETO Ha OCTpa ¥ XpOHHMYHA ypTUKapus. B cBosTa



paspa6oTka 1-p CTOSIHOB e BKIIIOUMII €IHH NPEACTABUTE! Ha TapasUTHUTE NPOTO30H - Blastocystis
Sp. ¥ €IUH Tapa3uTeH XeNIMUHT — Toxocara spp. Taka KkbM OCHOBHATa Te3a 3a BPH3KATa MEXKIY
[apasuTUTE W alepruYHHUTEe CHCTOSHKA C€ BKIFOUYBAT MPEICTABUTENN HA JBETE T'OJEMH Ipynu
Tapa3uTy — NPOTO30U M XCIMMHTH.

TIpHumMHNTE 32 PasBUTHE HA AIEPIUsA Ca Pa3sHOOGPAsHH U CIIOPE] ECKIEPTHU OLEHKH Hajl
500 000 aymwm ca 3acerHaTH OT JUXATEIHH ajlepru, a ot Tsax 150 000 ca gena. Yecto anepruyuna
CUMTOMATHKA C€ YCTAHOBABa B XO/a HA WHBA3WHU, NPUYMHIBAHN OT PA3/IMYHU IapasUTHU BUIOBE
W peauiia YYSHU THPCAT B3aMMOBPB3Ka MexXIy TAX. EnHM OT Hal-IMPOKO PasnpOCTpaHEHWTE
apa3uTo3u NPy XOpaTa ca re0XeIMUHTO3MTE M TOKCOKapo3arta ¢ Ipu4uHuTeN Joxocara spp. ChHio
ce BKIIXOYBA B Ta3M rpyna 3a6osisBanusi. B opraHmsMa Ha YOBEKa ce pa3BuUBa JapBHaTa dopMa Ha
TOKCOKapUTe W KAaTo THKAaHEH MapasuT OTAENS CEKPETOPHO-EKCKPETOPHM AHTHUIECHH, KOMUTO
CTHMYJIUpAT UIMyHHATa CUCTeMa ¥ MOraT J1a HOBEJAT 10 CHIIHHA aJepruyHy peaKluu, KaTo acTMa,
ypTukapus wid arorus. OT Apyra crpana 6,1acToIMCTO3aTa, KaTo YpEBHA IIPOTO3003a CHII0 MOXKE
Ja TIpOTHYa C W3JBCHA alepruiyHa cumnromaruka. [IpoydBaHeTo Ha pasIpOCTpaHEHHMETO HA
TOKCOKapo3aTa M OJIACTOLMCTO3aTa Cpej| MAIMEeHTH C OCTpa W XpPOHWYHA YPTUKAIUd, KaKTO U
MAaTOT€HeTUYHOTO BB3/ICHCTRIE HAa €TUOIOTMIHUTE IPUYMHHTEINHN Ha IBETE Tapa3uTo3H 00yClaBsIT
AKTyaJIHOCTTa HA TeMaTa Ha JUCEPTAIFOHHNS TPy /. M3M0N3BaHETO HA TEXHUKHM 38 TEHOTHIIMpaHe
HA W30NATH OT Blastocystis sp. mokassa, ue J-p CTOSHOB € OBJaJAN M YCHENIHO € HPHIOXKMI
CHBPEMEHHHU JMATHOCTHYHH METO/IVKH.

I1. CTpyKTypa Ha IHCepTALHOHHHUS TPYJ

Hayuuust Tpyxn Ha a-p CTOSHOB OTroBaps Ha W3WCKBAaHUATA 3a pa3paboTBaHE Ha
JMCEpTALMOHHK TPYAOBE: HAYMH HA CTPYKTypHpaHe, MPEACTaBIHE Ha Npoljiema, aHalu3 Ha
TIOJIy4EeHHUTE JaHHM U 3alliTa Ha OCHOBHUTE TE3H Ha aBTOPA,

IpencraBeHuaT MaTepuan e paspaboren Ha 152 ctpanuim u cpaspxa 19 durypu u 12
tabuuny. B nmureparypHara cnipaBka ca BKIroueHu 214 3ariaBus, oT KouTo 9 Ha kupwimna u-205
Ha natuHuia. bubnuorpadusra e akryanHa M HM3depHarenHa, Karo 57% OT M3TOYHULMTE ca
my06auKyBaHy B nociueanure 10 roauuu.

JIumepamypruuam 0630p e nieneHacoueH 1 MH(GOopMaTHBEH, KaTo MIPEACTaBs U34epIaTciIcH
mpernie] Ha paslpoCTPAHCHHETO M KIMHWYHATA 3HAYMMOCT HA aJEprHMYHMTE 3a0014BaHUA M

TIapasuTO3UTE, aBTOPHT € Jajl KOHKPETHUA U ACHHU ONPCACIICHUS 3a OCTpa, XpOHUYHA U CHHOHTAHHA



YPTUKapHU. Omucann ca CTHOJIOTUATA, TAKCOHOMUATA, GI/IOJ'[OI‘I/I}ITa, AKU3HCHUA HUKDLI Ha

Blastocystis sp., ycTaHOBEHHTe CyOTHIIOBE OT M30JIATHTE HA MapasuTa OT X0pa M Bb3MOIKHOCTTA 34
NOAPOOHO € aHaTM3UpaHa MO3UTHBHATA BPH3KA MEKAY XEIMHHTHATA MHBA3Us U Pa3BUTHETO HA
Pa3sIMYHK aJIEPTUYHU CHCTOSHMA. Upe3 BKIIOYBAHETO HA JBaTa MOKa3areis - €03WHO(QUICH
xaruoseH npotenH (ECP) u o6 IgE 1-p CTosiHOB ThpeH AOIBIHUTEIHA KPUTEPYH 32 OTIPEAETIAHE
CTajus Ha MHBA3HOHHMS MPOLEC NPYU NAIMEHTH C TOKCOKAapO3a U HAMYKe Ha OCTPA ¥ XPOHWYHA

CTIOHTaHHA YPTHKApPH.

Len u 3a0auu.

Ha 6asaTa Ha HampaBeHHS aHAIM3 € OUYepTaHa IlenTa U ca GopMyNupaHu 5 3aja4u Ha
muacepTanmonkust Tpy . ITocTaBenara e Ha Hay4HATa pa3paboTka e sACHA ¥ TO4YHA. 3aJaduTe ca
KOHKDPETHH M Ca MPAKO CBbP3aHM ¢ HAYYHATa XUITOTe3a U OCTUTAaHETO Ha [EeNTa Ha IPOYYBaHETO.

Mamepﬁam;m U Memooume ca ONWCAaHW H3UYepHaTenHo. MeToAuYHUTEe TMOAXOAU ca
NPaBUIIHO TOAOPaHy, KaKTO 3a TIOCTUTAHe Ha LIeJITa Ha AUCEPTALMOHHUS TPY/l, Taka | C OTJie] Ha
JIOCTOBEPHOCT Ha JOKIaABaHuTe pe3yirati. Bxmrouenu ca 3103 nuua ot [LreBeHcka 061acT, Kato
1679 ca uzcnenBany 3a YpEBHU U THKAHHY NTAPA3UTO3H 110 MOBOJ CUMIITOMY Ha OCTpa ¥ XPOHMIHA
CIOHTaHHA ypTHKapus U 1424 ca 3apaBu nvna 6e3 aHAMHECTUYHM [AHHM 3a alepruyHa
CHMIITOMATdKa. BposT Ha U3Cle/BAHWTE JMUA W NALMEHTH € JOCTATHYCH 32 CTATUCTHYECKH
aHaJIN3.

Ot onucaHKeTo Ha U3NION3BAHKTE METOLH Ce BIK/A, Ye JI-p CTOSHOB € yCBOWI 3HAYHTENECH
Ha0Op OT CHBPEMEHHM AWArHOCTHYHW TEXHWKH, KOWTO Jia TMOMOTHAT 32 paspeliaBaHe Ha
NOCTaBEeHAaTa el

IIpunoskeHuTe CTATUCTHUYECKHA METOAM Ca TOJXOJMIMK 3a aHalu3 Ha pe3yJTaTuTe OT
npoy4yBaHeTo. Hsamam 3a6enexKu WK TPeHopbK KbM TO3M pasfel ¥ My JaBaM BHCOKA OLICHKA.

Pezynamamume OT IpOBEICHUTE U3CNEIBAHNS €A NPEACTABEHH B €IWH paszien Ha o6mo 32
cTpanuuy. ONKCaHWETO Ha JaHHUTE CIe/[Ba JJIOTUYHO pe/ia Ha 3aJjaulTe Ha JUCCPTALMOHHUS TPY/I.
Pesyntarure ca OHar/eIeHH ¢ OTIIMYHO U3TOTBEHH TAOIULM U GUTYPH, KOUTO JaBaT CUHTE3MpaHa
uHbOpMANU U yIECHABAT BB3NMPHUEMaHeTO Ha Matepuana. CTaTHCTHUECKaTa JIOCTOBEPHOCT €
Ipe/ICTaBeHa MHOF(;JI[(‘)Gpe KaKkTo B TEKCTa, Taka u npu ¢urypure u tadbnurure. [lomydeHure
pesyaTary ca yOeauTeH! U ca OMHMCAHM SICHO U TOUHO, KOETO Ch3/jaBa OTIIMYHA MPErJIeJHOCT 1

JOKyMEHTHUpaHe Ha HayuHuTe GakTu.



Ilo mepBata 3amada 3a YpEeBHH NPOTO30M M XEIMHHTHU ca uscieaBanu 1197 manueHtu ¢
octpa yptukapusa (OY) u xponumuna crnontanHa yptukapus (XCVY) u 1300 3ppaBu nwmna.
ExcTen3uteTsT Ha omnapasutaBaHe ¢ Blastocystis sp. cpel TAIWEHTHTE C YPTUKapus €
curaudukanTHo mo-BucOK (9.6%) B cpaBHeHMe ¢ nMuaTa OT KoHTponHata rpyna (1.2%).
WuTépecHu ca pe3yiITaTuTe 3a ONapasuTIBaHeTo ¢ Blastocystis sp. Ipyu MALMEHTY C YPTUKapHA IO
BB3PACT U MOJI. ABTOPBT YCTaHOBSABA [10-BUCOKA OIIAPA3UTEHOCT ClIe]] JUILATa HA BB3PacT MEXKIY
41-60 1. (37.40%) u xemmte (66.1%). CpaBHEHHETO C KOHTPOJHATA TPyNa MOKa3Ba, e
BEPOSTHOCTTA 32 onapasutsaBaHe ¢ Blastocystis sp. € 0xkon0 § NbTU MO-BUCOKA IpH NaieHT ¢ OY
¥ nouty 10 mbTH 110-BHCOKa — ripu manuesTn ¢ XCVY.

Ilo BTOpara mocTaBeHa 3amada upe3 KoHBeHnmounasieH PCR ca reHoTumupaHu
61acCTOLMCTHH M30JIaTH OT 45 MalueHTH ¢ OCTpa U XPOHWYHA CIIOHTAHHA yanKapI/m u ot 24
3[paBH napasuToHocuTenyd. OCHOBHO W MpHM ABETE TIPyNM M3CIEABaHU JMIA CE€ OTKPHUBAT
cyrrrunioBe ST3 u ST1, xouto ca cpex Hali-uecTo U3oaMpaHuTe CyOTUNIOBE Ha Blastocystis sp. .

Ilo Tpetata 3amaya 3a Hanuuue Ha aHTUTOKCOKapHM IgG anTHTEna ca HscnenﬁaHn 297
NalMeHTH ¢ ypTukapus u 50 31paBu nuna 6e3 aneprudHu OrUIakBaHus. JJaHHUTe 3a DallUEeHTHUTE
ca chOpaH PpeTPOCNIEKTURBHO OT HaTMYHaTa MeIUIIHCKA JOKYMEHTAIHs 32 ieproaa 2018-2023 r.

IIpaBu BriewatTiieHre A0CTA BUCOKHS OTHOCUTENICH /71 Ha NOJI0XKUTEIHUTE 3a TOKCOKapo3a
MAIEHTH KaKTO C OCTpa ¥ XpOHWYHA ypTHKapus — 26.3%, Taka U B KOHTpoJHaTa rpyna - 10%.
JIpyr uHTEpECeH pe3yiTaT €, ue nanuenTute ¢ yprukapua (OV u XCV) umat cpesso 3.3 mbTH ro-
BHCOK PUCK 32 HOCHTEJICTBO Ha aHTHTOKCOKaphu IgG aHTHTE A CIIpsIMO KOHTi)OJIHaTa rpyrma.

3a uW3MBJIHEHWE Ha 4YeTBbpTara 3ajada A-p CTOSHOB Npoy4Ba BpB3KaTa MEXAY
croifHoctuTe Ha obmus IgE npu Tpu rpynu: a) manueHTH ¢ ypTUKapus W TOKCOKapo3a; 0)
TIALMEHTH C YpTHKapus, HO 6€3 JaHHU 32 TOKCOKapo3a U B) 3/IpaBH JTUNA. ABTOPHT HE YCTAHOBABA
CTaTUCTHYECKH 3HAUMMa pa3iiuKa B CpeiHMTe CTOHHOCTH Ha obmus IgE npu nspBuUTe ABE TPYIH,

HO OTKpHBa JaHHM 3a KOpenamus MexJy HUBaTa Ha aHTUToKcakapHuTe 1gG aHTHUTEeNna M o0mus
IgE.

IIpu I/ISII'BJIﬁéHI/IGTO Ha mietara 3agaya 1-p CTosHOB cpaBHsBa croitHocTuTe Ha ECP mpu
CBIOIUTE TPYIHM H3CIeABaHM MNalMeHTH, onucaHu B 3amada Ne 4. Pesynrarute ca moxasamu
CTaTUCTUYECKU imcrmaepﬁa pasiuKa B CTOMHOCTHTE HA €O3MHO(MIHYUSA KATHOHHUS MIPOTEUH NpH

rpynure nmaqueHTHU ¢ YpTUKapuajiHa CUMIITOMAaTHKa ¢ A 0e3 HaTMJKue Ha CHCI_II/I(l)I/I‘IHI/I TOKCOKapHHU



antuTena. ChIo BayKHO € HaOMIOACHUETO, Y€ B 3aBUCUMOCT OT HUBATa Ha aHTUTOKcokapHuTe IgG
aHTHTENa ca ¥ croliHocTuTe Ha ECP npy manyieHTHTE ¢ OCTpU NPOSIBY Ha alepru9HaTa peaKiys.

Ananuzom u 06cvicoanemo Ha pe3yNTaTUTE € SICHO W aHAJIMTUYHO, KaTo JaBa IThJIHA
IPEZCTaBa 3a U3BBpIIEHAaTa M3ceJoBaTelIcKka paboTa U ChOTBETCTBA HA MOCTABEHUTE 3aJa4d U
KpaiiHa 1en. B jpaxmodeHue AucepTaHTHT 0000ImaBa, e NpH MalMEHTH ¢ OCTpa M XPOHWYHA
CIIOHTaHHA YPTUKapHsl d4ecToTara Ha omapasutsBane ¢ Blastocystis sp. m Toxocara spp e
3HAUMTENHO [T0-BUCOKA B CPAaBHEHME C Ta3W MU 3APaBU JMLA U NIPENOpbUBa Napa3sUTONOTHYHO
U3CIIEBAHE 32 YpPEeBHA U ThKaHHA Iapa3uTo3a IPH BCUYKM ClIydyau Ha KIMHNYHO W3BEHA
ajlepryyuHa peaKiys.

III. M3Boau. M3Boaute ca 9 u ca MHoro jnobpe Qopmynupanu. Te ca KOHKpeTHH,

MNpoUu3THYAT OT HOCTaBCHUTE 3ajauu, INOJIY4YCHHUTEC PE3YITATU U TAXHOTO obcHxKIaHe.

IV. IIpunocu

J-p CTOSIHOB € MOCOYMII TPU HAYUHO-TEOPETHUHHU MPUHOCH C OPUTUHANIECH U ET C HAyYHO-
NpuiokeH xapaktep. [Ipuemam U310 pUHOCUTE, T KAaTO Te OTPa3faBaT Hali-BaXKHUTE HAYYHU
MOCTXKEHUS Ha JUCEPTalMOHHMA Tpyd. HayuHnaTa u mpakTHuecKaTa CTOMHOCT Ha HAlpaBEHUTE
MPUHOCH € Ge3CTopHa, KaTo 0COOCHO IICHHHU Ca OTIPE/IEITHETO Ha CYOTHUIIOBAaTAa NPUHAIJISKHOCT
Ha u3onatu Ha Blastocystis sp. OT NMAalMCHTH C OCTpa ¥ XpOHWYHA CIIOHTAaHHA ypTHKapus U
yCTaHOBeHaTa B’BBXOI[}IHI& Kopenarms Mexny HuBata Ha obmmsa IgE, ECP u crolinoctite Ha
aHTuTOKCcOKapHuTe [gG anTuTeNa NPHU NaIMeHTH C OCTPa YPTUKAPUs, KOETO MOXKE HHIUPEKTHO J1a
JlaBa Bb3MOKHOCT 32 OMpe/eIIHe Ha €THOJIOTHATA Ha aJIEprUYHOTO CHCTOSHUE.

V. Onenxa Ha 3aJbJUKATETHHTE HAYKOMETPHYHH IMOKA3aTeld, CBbP3aHH C
AUCepTALINOHHUS TPYA

Pesyxratute OT AMCEPTALMOHHMS TPY Ca MyOIMKYBAHH B 3 JKypHAIHH CTATHY B CTIHCAHHA
¢ nMmaxT (axtop u UMNakT panr. [IpeacraBeHa e crpaBka 3a yuactue B 4 HayuyHu Gopyma, KaTo
BbB BcHUKU € J-p CrosHOB mepBu aBTop. Cumram, uye MO TO3M HAYUH pPE3YJNTAaTHTE OT
pa3paboTBaHETO Ha AUCEPTALMOHHUSA TPY/ Ca MOIYYHIN MHOTO 100pa He3aBMCHMa HAyYHa OIICHKa
U Ca CTaHaJIM JOCTOSHUE Ha MIKUPOK KPBr OT akajgeMuyHara oO0mHocT. C TOBa € U3ITBJIHEHO €IHO
OT Ba)KHUTE U3MCKBaHU Ha 3aKOHA 3a pasBUTHE Ha akaJeMUYHUs cheTaB B Pemybnuka bpirapus
(BPACPB) u IlpaBunnuka 3a HeroBoro npunoxxeHne. OcBeH ToBa J-p CTHOSHOB € pBKOBOAWI
€[IMH HAyYHO-U3CJIeAOBATEIICKH IPOCKT, puHaHcupanu ot MY IlneBeH npu pazpaboTBaHeTo Ha

AACCPTANNOHHHUA TPY .



BEB Bpb3Ka C M3rOTBEHUTE IyOJIMKAIMK CUMTaM, Y€ TOJTyYEHUTE pe3yTaTH, 0cO6EHO OT
TeHOTHITMPAHETO € HEOOXOIMMO J1a GBAT OTPa3EeHU B MEXN/yHAPO/IHY CITMCAHUA C HMIIAKT ¢akrop
3a oborarsBaHe Ha 6a3uTe JaHHU 33 U30JIATHTE Ha Blasto'cystis Sp., IOKa3aHyu B HalllaTa CTpaHa.

V. AgTopedepaThbT € CTPYKTYPHpPaH B 55 CTPaHMIM ¥ BK/IOYBA BCHYKH PE3YJITaTh OT

JUCEPTAIIUOHHUS TPY

VI. VI 3akio4yenue

JIMcepTalMOHHUAT TPY/l CHAbPXKA HAyYHM W HAYYHO-IPWIOKHH PE3YJTAaTH, KOUTO
OTrOBapAT Ha BCYKYM M3UCKBAaHMs Ha 3aKOHA 32 PAa3BUTHC Ha aKaJICMUYHHUS CHCTaB B PenyGnuka
Bwirapus (3PACPB) u [IpaBniHnka 3a HEroBOTO Npriarase. JIncepTalOHHUAT prn MOKa3Ba,
ye poxropanThT A-p Jloamun CTosHOBa NpHUTEXKaBa 3aJbJIO0YCHH TEOPETHYHH 3HAHWA H I
npod)eCHOHATHM YMEHMsl [0 Hay4yHaTa CIELMaNHOCT ,,Me/MIMHCKa MapasuToJorus |
XEJIMMHTONIOTHA®, KaTO JEMOHCTPHpa Ka4yecTBa M YMEHHMS 32 CaMOCTOSATEIHO NPOBEKIAHE Ha
HayJIHO U3CTIE/IBaHe. |

[lopagu TIOpEM3NOKEHOTO, YOENEHO JaBam CBOATA MOJIOXKHTEJIHA ONEHKA 32
TNIPUCHKIAHETO Ha obpasoBarennara u HayuHa crenen ‘JIOKTOP’ na a-p Cros1HOB B IOKTOpCKA

nporpama 1o ,,MeIuuuHCKa Napa3suToNOrus U XeJAMHHTOJ0r A

Codusn 14.09.2025 r. M3roreuia peuensusita: Ha ocHoeaHue un. 59 or 33114

IIpod. a-p Uckpa Paiinosa, an
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I. Conduct of the doctoral program: Dr. Stoyanov as a lecturer in the Department of
Infectious Diseases, Epidemiology, Parasitology, and Tropical Medicine, was enrolled as a
regular doctoral student in November 2019. During the development of his dissertation, he
successfully passed the minimum candidate exams. After being expelled with the right to
defend in 2024, a procedure for the approval of the dissertation was opened.

II. Relevance and significance of the topic.

The dissertation examines a very contemporary and relevant topic concerning the
relationship between allergic conditions and parasitic diseases. In this case, the influence of
Blastocysis sp. and Toxocara spp. on the development of acute and chronic urticaria. In his
study, Dr. Stoyanov included one representative of parasitic protozoa - Blastocystis sp. and one
parasitic helminth - Toxocara spp. Thus, the main thesis on the relationship between parasites
and allergic conditions includes representatives of the two large groups of parasites - protozoa
and helminths.

The causes of allergy development are diverse, and according to expert estimates, over
500,000 people are affected by respiratory allergies, 150,000 of whom are children. Allergic

symptoms are often observed during invasions caused by various parasitic species, and a



number of scientists are looking for the connection between them. Some of the most widespread
parasitic diseases in humans are soil transmitted parasitic diseases and toxocariasis caused by
Toxocara spp. is from this group of diseases. The larval form of Toxocara develops in the
human body and, as a tissue parasite, secretes secretory-excretory antigens that stimulate the
- immune system and can lead to severe allergic reactions such as asthma, urticaria, or atopy. On
the other hand, blastocystosis, as an intestinal protozoan disease, can also cause pronounced
allergic symptoms. The study of the prevalence of toxocariasis and blastocystosis among
patients with acute and chronic urticaria, as well as the pathogenetic effect of the etiological
agénts of the two parasitoses, determine the relevance of the topic of the dissertation. The use
of genotyping techniques for Blastocystis sp. isolates shows that Dr. Stoyanov has mastered
and successfully applied modern diagnostic methods.
1L Structure of the dissertation

Dr. Stoyanov's scientiﬁc work meets the requirements for the development of
dissertations: structure, presentation of the problem, analysis of the data obtained, and defense
_ of the author's main theses.

The presented material is developed on 152 pages and contains 19 figures and 12 tables.
The bibliography includes 214 titles, of which 9 are in Cyrillic and 205 are in Latin. The
bibliography is up-to-date and comprehensive, with 57% of the sources published in the last 10
years. -

The literature review is focused and informative, providing a comprehensive overview
of the prevalence and clinical significance of allergic diseases and parasitic infections in modern
conditions. The pathogenesis of allergic reactions in parasitic diseases is discussed, and the
author provides specific and clear definitions of acute, chronic, and spontaneous urticaria. The
etiology, taxonomy, biology, and life cycle of Blastocystis sp. are described, as are the
established subtypes of parasite isolates from humans and the possibility of developing urticaria
in patients with blastocystosis. With regard to toxocariasis, the positive relationship between
helminthic invasion and the development of various allergic conditions is also analyzed in
detail. By including two indicators—eosinophil cationic protein (ECP) and total IgE—Dr.
Stoyan(;V seeks additional criteria for determining the stage of the invasive process in patients
with toxocariasis and the presence of acute and chronic spontaneous urticaria.

Goal and objectives.

Based on the analysis, the goal is outlined and five objectives of the dissertation are
formulated. The goal of the scientific research is cléar and precise. The tasks are specific and

directly related to the scientific hypothesis and the achievement of the study's objective.
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The material and methods are described in detail. The methodological approaches are
correctly selected, both for achieving the objective of the dissertation and for ensuring the
reliability of the reported results. A total of 3,103 individuals from the Pleven region were
included, of whom 1,679 were examined for intestinal and tissue parasitosis due to symptoms
of acute and chronic spontaneous urticaria, and 1,424 were healthy individuals with no history
of allergic symptoms. The number of individuals and patients examined is sufficient for
statistical analysis.

‘The description of the methods used shows that Dr. Stoyanov has mastered a significant
set of modern diagnostic techniques that help achieve the set goal.

The statistical methods applied are appropriate for analyzing the results of the study. I
have no comments or recommendations on this section and give it a high rating.

The results of the studies are presented in a single section 'of 32 pages. The description
of the data follows the logical order of the tasks of the dissertation. The results are illustrated
with excellently prepared tables and figures, which provide synthesized information and
facilitate the perception of thé material. Statistical reliability is presented very well both in the
text and in the figures and tables. The results obtained are convincing and are described clearly
and acduratély, which creates excellent clarity and documentation of the scientific facts.

For the first task on intestinal protozoa and helminths, 1,197 patients with acute urticaria
(AU) and chronic spontaneous urticaria (HSU) and 1,300 healthy individuals were examined.
The prevalence of Blastocystis sp. infection among patients with urticaria is significantly higher
(9.6%) compared to individuals in the control group (1.2%). The results for Blastocystis sp.
infection in patients with urticaria by age and gender are interesting. The author found higher
parasitism among individuals aged 41-60 (37.40%) and women (66.1%): Comparison with the
control group shows that the probability of Blastocystis sp. infection is about 8 times higher in *
patients with AU and almost 10 times higher in patients with HSU.

For the second task, blastocyst isolates from 45 patients with acute and chronic
spontaneous urticaria and from 24 healthy parasite carriers were genotyped using conventional
PCR. Subtypes ST3 and ST1, which are among the most ‘ frequently isolated subtypes of
Blastocystis sp., were found in both groups of subjects.

For the third task, 297 patients with urticaria and 50 healthy individuals without allergic
complaints were tested for the presence of anti-Toxocara 1gG antibodies. Patient data were
collected retrospectively from available medical records for the period 2018-2023.

The relatively high proportion of patients positive for toxocariasis is striking, both in

acute and chronic urticaria (26.3%) and in the control group (10%). Another interesting result
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is that patients with urticaria (AU and HSU) have an average of 3.3 times higher risk of carrying
anti-toxocara IgG antibodies compared to the control group.

To accomplish the fourth task, Dr. Stoyanov studied the relationship between total IgE
values in three groups: a) patients with urticaria and toxocariasis; b) patients with urticaria but
no evidence of toxocariasis; and c¢) healthy individuals. The author found no statistically
significant difference in the mean total IgE levels in the first two groups, but found evidence of
a correlation between anti-7oxocara 1gG antibody levels and total IgE.

In the fifth task, Dr. Stoyanov compares the ECP values in the same groups of patients
described in task No. 4. The results showed a statistically significant difference in the values of
eosinophil cationic protein in groups of patients with urticarial symptoms with and without
specific toxocara antibodies. It is also important to note that, depending on the levels of anti-
toxocara IgG antibodies, the ECP values in patients with acute manifestations of allergic
reactions also vary. '

The analysis and discussion of the results is clear and analytical, providing a complete
picture of the research work carried out and corresponding to the tasks set and the ultimate goal.
In conclusion, the author summarizes that in patients with acute and chronic spontaneous
urticaria, the frequency of parasitization with Blastocystis sp. and Toxocara spp. is significantly
higher than that in healthy individuals and recommends parasitological testing for intestinal and
tissue parasitosis in all cases of clinically evident allergic reactions.

III. Conclusions. There are 9 conclusions, which are very well formulated. They are
specific, derived from the tasks set, the results obtained, and their discussion.

IV.  Contributions

Dr. Stoyanov has indicated three scientific-theoretical contributions of an original nature
and five of a scientiﬁc—épplied nature. I fully accept the contributions as they reflect the most
important scientific achievements of the dissertation. The scientific and practical value of the
contributions made is indisputable, with the determination of the subtype affiliation of
Blastocystis sp. isolates from patients with acute and chronic spontaneous urticaria and the
established upward correlation between total IgE levels, ECP, and anti-Toxocara IgG antibody
values in patients with acute urticaria, which may indirectly enable the determination of the
etiology of the allergic condition.

V. Assessment of the mandatory scientometric indicators related to the dissertation

The results of the dissertation have been published in three journal articles in magazines
with impact factor and impact rank. A report on participation in four scientific forums is

presented, with Dr. Stoyanov as the first author in all of them. I believe that in this way, the
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results of the dissertation have received a very good independent scientific evaluation and have
become known to a wide rangé of the academic community. This fulfills one of thé important
requirements of the Law on the Development of Academic Staff in the Republic of Bulgaria
and the Regulations for its application. In addition, Dr. Stoyanov led a research project funded
by MU Pleven during the development of the dissertation. |

With regard to the publications, I believe that the results obtained, especially from
genotyping, should be published in international journals with an impact factor in order to
enrich the databases on Blastocystis sp. isolates proven in our country.

VI. The abstract is structured in 55 pages and includes all the results of the dissertation.

VII. Conclusion

The dissertation contains scientific and applied scientific results that meet all the
requirements of the Law on the Development of Academic Staff in the Republic of Bulgaria
and the Regulations for its implementation. The dissertation shows that the doctoral student Dr.
Lyudmil Stoyanova has in-depth theoretical knowledge and professional skills in the scientific
specialty "Medical Parasitology and Helminthology" demonstrating qualities and skills for
conducting independent scientific research.

For the reasons stated above, I am éonﬁdent in giving my positive assessment for the
awarding of the educational and scientific degree of "DOCTOR" to Dr. Stoyanov in the doctoral

program in "Medical Parasitology and Helminthology." _ 2 S s

Sofia, 14 September 2025 Review prepared by: Ha ocHoBaHue un. 59 or 33N
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