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Bopxy nucepranmoHeH Tpy 3a NpuI00UBaHe Ha 00pa3oBaTeliHA H HayYHA CTETICH
,»JJOKTOp”

ABTOp Ha AMCEPTAUOHHUAT TPy : A-p Jlrogmun Credano CTosHOB
Tema Ha TUcepTalMOHHUAT TPYI: ,,Ponsara Ha Blastocystis sp. u Toxocara spp. kato
[apa3sUTHU aJIEPreHu: AMarHOCTUYHY IPOYYBAHUS IPU MALMEHTH C OCTPA U XPOHUYHA

CIOOHTAaHHA YPTUKApUs
dopma Ha TOKTOpAHTypaTa: peloBHA
Karenpa ,,Indexnmo3nu 60ecTd, enuIeMUOJIOT S, TApa3uTOIOTHS U TPOIIHYECKa

MeIUUKHA KbM MenUIMHCKU YHUBEPCUTET - [1neBen

UiteH Ha HAYIHOTO XKypH: Ao, aA-p Jumutep Banos Byues, n. /kmMH/, MeaummuHCKH
yHuBepcuteT - [Inosnus, Kateapa nndexunoznu 0osiectu, napa3uToaorus U Tporruecka
MEIUITNHA.

|. AKTyaqmHocT Ha mnpodjema, pa3paGoTBaH B HAYYHO-TEOPETHYHO W HAYYHO-
NPHJI0KHO OTHOIIIEHHE

B aucepranyoHHus Tpya aKTyaJIHOCTTa Ha pa3paOOTBaHUTE JaHHU 32 3HAUEHUETO Ha
napasutHuTe BHIoBe Blastocystis sp. m Toxocara Spp. karo anepreHu ¢ Oe3cropHa H
obextuBHa. [lepuHMpanaTta TemaTuka, cHopeln LeNTa W 3aJauuTe € IUlaHupaHa Ha 0asa
JOKYMEHTUPAHU KJIMHUYHU JaHHHU, CBIPOBOACHU C J1abOpaTOPHO-NApa3UTOJOTUUYHH,
MOJIEKYJISIPHO-OMOJIOTUYHU U UMYHO-CEPOJIOTMYHN METOAM. JIOTHYHO clieBaT LeJIeHacoueH!
3aKJIFOUMTEIIHN U3BOJIH, O€3YyCIOBHO onpeensiy Msicto Ha Blastocystis sp. u Toxocara spp.
KaTo IIMPOKO PA3MPOCTPAHEHH Y HAC ITAPa3UTHU NAaTOTCHHU.

1. CreneH Ha MO3HABaHE HA ChCTOSHUETO Ha HDO6J'ICM3. W JUTCPATYPHUA MAaTCPpHaJl

JIutepaTypHuTe U3TOYHULM BKIrOYBAT 214 3armnasus, oT kouto 205 Ha natuHMLA, 9 Ha
KUPHJIUIIA, OTHACST C€ U Ca IUTUPAHU OCHOBHO B 0030pa U 0OCHkKIaHETO Ha JUCEPTALMOHHUS
npoekT. Te ca CBHIETENCTBAIM 3a SCHOTA Ha ONPENEICHUTE 3a Pa3pabOoTBaHE U pEILEHHE
TEOPETUKO-TIPUIIOKHU 33auu. TpyabT chabpka 152 cTaHIapTHU CTPAaHULU U € JOCTAaThYHO
oHarnesieH ¢ 12 Tabnunu, 19 durypu u 2 npunoxenus.

2. ChOTBETCTBHE HA MPHIOKEHUTE METO/IU 3a U3CIIE/IBAHE C TIOCTaBEHATa OCHOBHA I1eJ1

u d)ODMVJ'II/IDaHI/I 3aJa4um
I_[CJ'ITa " 3aJa4YUTC Ha pa3pa60TI<aTa ca I[e(bI/IHI/IpaHI/I KpaTKO U TOYHO, HACOUCHU KbM

CBIIHOCTHA Ha mpobiema. OTpazeHu ca MpOBEACHUTE KIMHUYHY POYYBaHUS U J1a00paTOpHU
u3cieaBaHus cropes GopMysIMpaHaTa OCHOBHA IIe]T M MPOU3TUYALIUTE OT Hesl [VIaBHU 33/1a4H.

OOchkaaHusITa Ha MPOYYBAHUTE U MOJYYEHH JaHHHU JIOTMYHO ClIeZBaT B KpPaTKO
3aKIIIOYeHne OT 00oO0maBamy 9 W3BOAM, 3 OPUTHHAIHN HAyYHO-TECOPETUYHU TPUHOCH U 5
MIPUHOCHU C HAYYHO-TIPAKTUYECKU XapaKTep.



Craructuueckara oO6paboTka Ha JaHHUTE OT paszpaboTkara € mpodecuoHalHa U
OCUTYpsiIBa MaKCHMaJIHa IOCTOBEPHOCT Ha PE3yJITaTUTE.
3. [IpuHoCH Ha IMCEPTALMOHHUAT TPYI

B pazgena ,,CoOcTBeHM mnpoyuBaHWs’ TIO TeMaTHKaTa € BKJIIOYCH OOIIMpeH
KOHTHHI€HT KJIMHUYHUA M aMOyIaTOpHH ManueHTd /1679/, kakTo u u3cleABaHU 37paBu Ul
/kontpomu - 1426/. OT TAX W3CIEABaHU 32 YPEBHH MPOTO30M M XEIMHHTH ca peci. 1197
OonHy, B T.4. ¢ Blastocystis Sp. kaTo Haii-4ecTo OTKpMBaHHMs YpEBEH Mapa3ut. Bpb3kara c
ypTHKapHs KaTo Haii-uecta KOXHa U3sBa MpH onapasutsBaHe ¢ Blastocystis sp. motBbpxaaBa
aJlepru3upaIys MOTEHIKA [1a IIapa3uTa - EKCTEH3UTETeT Ha uHBazus 9,6% /115 cinyuyast/.

Blastocystis sp. ce npencrasst ot 34 prb030MHHU 11amMa, OT KOMUTO C€ OTKPUBAT OCHOBHO
cyotunoBe ST1 u ST3. Haii-yectu anepruynu nposisu ce HabmogasaT mpu ST3. Ilpu ST1
CIIy4auTe Cca MO-4eCTO ACHMIITOMHH - C YPEBHO HOCHUTEIICTBO, HO CE€ OTKPHBAT M TaKWBa C
nposiBeHa aneprusi. Paznpocrpanenuero Ha ST1 u ST3 cpex GonHuTe U 3ApaBu € eaHakBo. B
3aKIII0YCHHE C€ M3THKBA HEOOXOAMMO H3CIICJIBAHE 32 YPEBHH MApa3UTH MPHU CIIydau HA OCTpa
Y XpOHUYHA YPTUKAPHsL, KAKTO M MPOBEXKAAHE CHOTBETHO OCBEH IMPOTHUBOATPETMYHO JICUCHHE
Y TIApa3UTOLUIHO JICYCHHE.

[To-HaTaThK B MpOYYBAHMATA 32 HEPSAKO CpelllaHaTa y Hac MHBa3us ¢ 1oxocara spp.
aBTOpa YCTaHOBSIBAa MO-BUCOKA YECTOTAa HA HOCHTEJCTBO Ha aHTHUTOKcOKapHU |G aHTuTena
MIPH MALMEHTH C aJeprusi, CPAaBHEHU ChC 3/IpaBu Jinia. M3non3Ban € UMyHO-€H3UMHHUST METO/T
ELISA, koliTo HEe onpe/ens cTaaus Ha HHBA3UOHHHUS MPOIEC - OCThP WIU XPOHHYEH, HO CE
MPEropbyUBa KaTO PYTHUHHO CEPOJIOTUYHO M3CIICABAHE HA BCEKU aJIEPTHYHO OOJICH TAIMEHT.

[Ipunaranu ca meroau 3a omnpeaensHe Ha oOuys IgE 1 Ha €03MHOPMIIHUAT KAaTHOHEH
npotent /ECP/, mpenBua y4acTHeTo MM B MaToreHe3aTa Ha ajJeprHYHHUTE 3a00JsSBaHHS W
napasuto3ure. CepymuusT IgE ce siBsSiBa momoleH AMarHOCTUYEH MapKep MpU TOKCOKapHa
MHBa3us. YCTaHOBsIBA c€ Bpb3Ka Mexay aHTHUTOKcokapeH 1gG u o6 IgE, xoiito TpukpaTtHO
ce MOBMIIaBa Mpu aneprusi. Tazu kopenamus e Oener 3a CKOpOIllHAa WHBA3Us M aKTUBHOCT Ha
nponeca. IlpenopbuBa ce uscnensane Ha 1QG mpu Bucoku IQE, xaro Taka pano ce
JMAarHOCTHIIMpa CKPHUTa TOKCOKapo3a, MoJyIekKalla Ha €THOJIOrMYHa Tepamnusl.

W3cnensanero Ha JMHAMUKATA Ha eo3unoguanusm kamuonen npomeun |[ECP/ ¢ mo-
HAJICXKJICH KPUTEPHU OT TOBA Ha repudepHara 03MHOPHINS TPU TOKCOKapo3a, Mopaan 4ecTo
aneoznHo(uIHM (HOpMHU Ha TOKCOKapo3a. YcraHoBeHa € kopenaus mexay ECP u 1gG mpu
CITy4auTe C OCTpa aJIePrHsl.

B 3akmoueHneTo aBTOpa MpEnopbuBa AMArHOCTHMYHO MApa3UTOJIOTHYHO U3CIIE/BaHE
3a YpEeBHU M THhKAHHU MApa3UTO3M MPH BCHUUKU CIydad Ha M3sABEHa anepruyHa peaxuus. [Ipu
narueHTH ¢ oom IgE u ECP, B cnyuait Ha 1gG 3a Tokcokapo3a Jia ce mpeleHsBar 3a CKpuTa
WHBa3Us, C HAAJIEKHO IPOTHBOAIEPTUYHO U MAPA3UTOLUIHO JICUCHHUE.



4, IIpenenka Ha HV6J'II/IKaHI/II/ITe IO JUCEPTALIMOHHUSA TPV

[IpeacraBenute oT aBTOpa 3 MyOIMKALIMKU MO TEMATa Ha AUCEpTAIUATA ca OTHEYaTaHU
KaTo )XYpPHAIHU CTAJIUU - HA aHTJIUUCKHU e3WK. JJOKTOpaHTHT € y4acTBall C TEMAaTHYHU HAYYHU
nokiamu B 4 HayyHu (opyma. YdacTBa ChIIO Mpu pazpaboTkaTa Ha Hay4deH nmpoekt /2023 1./,
BKJIFOYBAI] BBIPOCH OT JUCEpTalUsATa - KbM MEIUIMHCKUS YHUBEpcuTeT, I[lieBeH.
CbaBTOpPCTBOTO Ha JoKTOpaHTa ¢ mnapaszuroio3n ot HIBIIb u apyru MeauinumHCKH
cnenuanuctd oT MY - IlneBeH nmoka3BaT Bb3MOXKHOCTUTE MY 3a Hay4Ha padOTH B TBOPUYECKHU
EKHUII.

5. MHeHus, NpenopbKu U OeNeKKH

Paborara Ha AOKTOpaHTa, BKIIOYBAIIA KIMHUKO-JAWATHOCTUYHM M JaOOpaTopHO-
JMAarHOCTHYHU TPOYYBAHUS Ca C TEOPETUKO-TPAKTUYECKa HACOYEHOCT, KaTo € pa3paboTeH
npoOJieM HEMOCPEACTBEHO CBBP3aH C IaroreHe3ara Ha paslpoCTPEeHH B OOIIECTBOTO
MapasuTo3u - OJACTOIMCTO3a M TOKCOKapo3a M IMPUYMHSABALIM aJeprudyHa CUMIITOMATHKA.
Hsmam Genexku 1 KOPEKIUHU MO OTHOIIEHHE Ha pa3paboTKara, aAMUpUpaM Hay4dHUs MMOAXO0J]
U TOJIYYEHHUTE PE3YyITaTH - KAKTO OT TEOPETHUYHO, TAKA U OT MPAKTUYECKO IIEIUILE.

11. 3aka04eHue

JlucepTalluoHHUAT TPYA, NMPEABHA IOCTaBeHATa LEd U MPOU3XOXKJAUIUTE OT Hes
3a/1a4u, € pa3paboTeH OT JOKTOPAHTa CUCTEMHO U JAETalIHO, Ha HAyYHO-TEXHOJIOTUYHO HHUBO
IIpH YCIIOBUATA HA ChBPEMEHHA KIIMHUKO-1a00paTopHa IUarHoCTUYHA Oa3a.

Pesynrarure, moyueHu B pa3paboTKaTra ca C OINPEACIICHO TEOPETUKO-TIPAKTUYECKO
npunoxxenue. Criazenu ca nznckBanusita Ha 3PAACPD u [IpaBuinuka 3a npuaoKeHUEeTo My.

[IpenBun HampaBeHHMs] aHaIU3 JaBaM TOJOXKUTENHA OIEHKa Ha pa3padoTeHUs
JUCEpTAallMOHEH TPy W CUUTaM 3a OCHOBaTeaHO ja mpemnoxka J-p Jlroamun CredanoB

CrosHoB na mpuaoOue oOpa3zoBareiHaTa W Hay4yHa CTENeH ,JIOKTOp”, B MPodecHoHaTHO

Hanpasienue 7.1. Menuuuna. Haywyna cnenuanHocT: ,,MeauuMHCKAa Mapa3uToJIOTHS U
XEJIMUHTOJIOTHS .

Ha ocHosaHue un. 59 or 331514
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I. Relevance of the studied problem from a scientific theoretical and applied sense

The relevance of the study in the dissertation work on Blastocystis sp. and Toxocara
spp. as allergens is both objective and undeniable. The defined topic, according to the goal
and objectives, is planned based on documented clinical data accompanied by parasitological,
molecular-biological and immuno-serological tests. The conclusions follow logically and
unreservedly determine Blastocystis sp. and Toxocara spp. as widely distributed parasitic
pathogens in Bulgaria.

1. Degree of knowledge on the state of the problem and literary material

The work includes 214 literary sources, of which 205 are in Latin and 9 are in Cyrillic.
They are mainly referenced in the literature review and discussion sections of the thesis. They
are indicative of the clarity of the designated theoretical and applied tasks set for completion.
The thesis is made up of 152 standard pages and is illustrated with 12 tables, 19 figures and 2
appendices.

2. Compliance of the applied research methods with the main goal and formulated
tasks

The goal and tasks of the work are defined briefly and precisely and are focused on the
essence of the problem. The conducted clinical studies and laboratory tests reflect the
formulated goal and the tasks that derive from it.

The discussion on the studies and the resulting data logically follows into a short
summation made up of 9 conclusions, 3 scientific and theoretical contributions of an original
nature and 5 scientific contributions of an applied nature.

The statistical processing of the data is done in a professional manner and this ensures
maximum reliability of the results.




3. Contributions of the dissertation thesis

In the “Own research” section of the work, the author has studied a large contingent of
clinical patients and outpatients /1679/, as well as a healthy individuals /controls — 1426/. Of
the first 1197 were tested for the presence of intestinal protozoans and helminths and among
them Blastocystis sp. was the most commonly isolated intestinal parasite. Urticaria as the
most common skin manifestation of infection with Blastocystis sp. confirms the allergization
potential of the parasite — extent of 9,6% /115 cases/.

Blastocystis sp. is presented in 34 ribosomal strains, of which the two most common
are ST1 and ST3. Allergic presentation is most commonly found in infections with ST3. ST1
cases are usually asymptomatic - carriership of the parasite in the intestines, but cases with
allergy have been described as well. In conclusion, it is necessary to test for the presence of
intestinal parasites in patients with acute and chronic spontaneous urticaria, as well as to treat
with anti-parasitic drugs, in addition to anti-allergic drugs.

Later on, the study focuses on the not uncommonly found in Bulgaria invasion with
Toxocara spp. The author finds a higher rate of antitoxocara 1gG antibody carriership among
patients with allergies compared to healthy individuals. The immuno-enzyme method ELISA
was used, which cannot determine the stage of the invasion process — acute or chronic, but it
is recommended for routine serological testing among allergic patients.

Methods have been used to determine the levels of total serum IgE and eosinophil
cationic protein /ECP/, due to both being parts of the pathogenesis of allergic and parasitic
diseases. Total serum IgE can be an additional diagnostic marker in Toxocara invasions. The
author has found a correlation between antitoxocara 1gG antibodies and total serum IgE, the
latter of which was three times higher in allergic patients. This correlation is a marker for a
recent invasion and activity of the process. Antitoxocara 1gG should be tested in cases of high
total serum IgE, which would allow early diagnosis of hidden toxocariasis and which would
require etiological treatment.

The dynamics of eosinophil cationic protein /ECP/ would be a more reliable criterion
than that of peripheral eosinophilia in toxocariasis, due to aneosinophilic cases of toxocariasis
being common. A correlation between ECP and antitoxocara 1gG antibodies levels was found
in cases of acute urticaria.

In conclusion the author advises that diagnostic parasitological testing for intestinal
and tissue parasites should be performed in all cases of prominent allergic reaction. Patients
with high total serum IgE and ECP in cases with antitoxocara 1gG antibodies should be
considered for a potential hidden invasion and for concurrent treatment with anti-allergic and
anti-parasitic drugs.

4. Assessment of publications related to the dissertation thesis

The presented by the author 3 publications on the topic have all been published as
journal articles in English. The doctoral candidate has also participated in scientific forums
with 4 reports on the topic. He has also been part of a scientific project /Ne D2/2023/, funded
by Medical University — Pleven. Co-authorship between the author with parasitologists from
the National Center for Infectious and Parasitic Diseases as well as other medical specialists
from Medical University — Pleven shows his qualities for scientific work in a team.




5. Opinions, recommendations and notes

The doctoral candidate’s work which includes both clinical-diagnostic and diagnostic
lab studies, has a theoretical and practical quality. The thesis is on a problem directly related
to the pathogenesis of widespread parsitoses among the community — blastocystosis and
toxocariasis which cause allergic symptoms. | have no additional notes or corrections,
regarding the work and | admire the scientific approach and the results obtained - both from a
theoretical and practical point of view.

I1..Conclusion

The dissertation, given the set goal and the tasks arising from it, was developed by the
doctoral candidate systematically and in detail, at a high scientific and technological level
under the conditions of a modern clinical and laboratory diagnostic base.

The results of the work definitely have a theoretical and practical application. The
requirements of the Law for the Development of Academic Staff of the Republic of Bulgaria
and the Rules for its application have been met.

Given the analysis made, | give a positive assessment of the developed dissertation

thesis and | consider it reasonable to suggest that dr. Lyudmil Stefanov Stoyanov should

acquire the educational and scientific degree of “Doctor” in the professional field 7.1

Medicine, Doctoral program “Medical parasitology and helminthology”
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