CTAHOBHUIE
Ot npo¢. Iuana ITerposa [Tonosa qmH,

pexoBoauten Karenpa no YHI™ 6onectn — M® Ha MY — Codusi BbB Bpb3Ka ¢ npoleaypa 3a
3allMTa Ha JIMCEPTALMOHEH TPY/l 3a MPHCHXKaHe Ha oOpa3oBaTe/iHa M Hay4Ha cTerneH ,,Jlokrop”
no Hay4Ha crenuaiatoct 03.01.35 ,,0To-puHo-napuHrosorus’.

Temara Ha aucepTauvOHHUAT TpyA € “BiusHMe Ha JIOKaJHUA M CHCTEMEH WUMYHEH
OTrOBOP BBPXY Ha3ajHaTa KOHIECTHS M KAayecTBOTO HA JKMBOT MpPHU MALMEHTU C aliepruyeH
PUHOCUHYUT.

ABTop Ha auceprauusara e A-p AtaHac HaueB BnaiikoB, JOKTOpaHT Ha camocTosiTe/Ha
dopma Ha oOyuenue B Karenpa ,,O4Hu GosiecTH, yUIHO-HOCHO-I'BPJICHH 0OJIECTH W JIULIEBO-
4eJIF0CTHA XUpyprusa® npu MeauuuHceky yHuBepcuTeT — rp. [1neBeH.

Hay4nu ppkoBoauTE M HA AUCEpTAHTA ca:

npod. 1-p Banentun KocroB CTosiHOB, .M.

Jou. 1-p Anekcanasp BuiikoB Bbiikos, a.m.

Juceprauusra e odcbaeHa, pUeTa ¥ Haco4YeHa 3a 3aiura oT pasiupeH KareapeH cbser
Ha 24.10.2019 roauna )

JlucepTauMOHHUAT TPY /1 ce cheTOU OT 129 cTpanuim v cbabpxka 11 Tadbnuuu, 84 durypu,
7 cHUMKH U 3 npusoxkenus. bubnuorpadusra BkiaouBa 223 Hay4yHU U3TOUHMKA, OT KOUTO 12 Ha
kupunuua 1 211 Ha natunua.

I-p Aranac Hauer BuaiikoB e acucrent no VYHI' ©Oonectu B kareapa
“OropuHonapuHronoruss 1 odranmonorus” mnpu Meanumucku  dakynrer, Tpakuiicku
. yHuBepcureT, rp. Ct. 3aropa. [I-p BnaiikoB y4acTBa B /iBa IPOEKTa CBbP3aHU C AUCETALMOHHHUS
TPYyA, ,,BiusHue Ha uznoTepanusaTa BbPXY JIOKAJIHHS MUMYHUTET, KIMHUYHOTO NPOTHYAHE U
KaueCTBOTO Ha JKMBOT IpPU MALUMEHTH C aJepruyeH PUHOCUHYUT U ,,BiiusHue Ha JOKanIHUA
MMYHUTET BBPXY MHTPaHA3aqHOTO CHJOBO PYyCIO, KIMHUYHOTO MPOTHUYAHE M KA4e€CTBOTO Ha
YKUBOT MPU NALUUEHTH C aJlepruueH PUHOCHHYUT .

Jlucepranusta € CTpYKTypUpaHa cropesi CbBpeMeHHUTe H3UCKBaHus. Cliell KpaThK yBOJ
“n-p BunaiikoB B pamkure Ha 32 CTpaHMLM HarucBa JIuTepaTypHust o63op. B Hero ce
pa3rpaHuYaBaT HAKOJKO OCHOBHM HAlpaBlIeHWs, CBbP3aHU C JAMCEpTalMATa, KPaTKM aHAaTOMO-
(U3MOIOTUYHM JaHHU, UCTOPUYECKH JaHHU 3a aJIEPrHUYHUs PUHOCHHYMT, €NHUIEMHOJIOTHs Ha
3a00JIsIBAHETO C pasnpejesieHre Mo KOHTMHEHTH, Bb3pacT M Ap. JlageHa e cbBpeMeHHaTa
kracudukaips Ha AP, onucaHo e camoTo 3a00jsBaHe, YCJIOKHEHMATa KOUTO MoraTr Ja
HACTBIIIT, MPOMSHATAa Ha Ka4ecTBOTO Ha >KMBOT, KaKTO M M3IIOJI3BAHETO Ha aKyCTUYHATa
PUHOMETPHSI KaTO ChBpEMEHEH JMarHOCTHYEH METOJ ONpeesisil] TexecTa Ha 3ab0JsBaHeTo.
JlpyraTa 4act OT JuTepaTypHus 0030p € MOCBETeHa Ha UMYHOJIOTUYHHUTE IIPOMEHU HACTBIIBALIH
npu nauueHty ¢ AP. JlutepatypHuar 0630p € KOHCTPYUpPaH BbB B3aBUCHMMOCT OT MOCTaBeHATa
e ¥ 3a/1a4u.

LlenTa Ha AMcepTAllMOHHUS TPy € Ja NPOYYM BIMSHMETO Ha JIOKAJIHUA M CHUCTEMEH
MMYHEH OTrOBOp BBpPXY Ha3ajHAaTa KOHIeCTHs M Ka4yeCTBOTO Ha JKMBOT IPH MALMEHTH C
ajepruyeH pUHOCHMHYMT. 32 J1a Ce OTFOBOPHM Ha Taka MOCTaBEHATa LeN, aBTOPBT CH MOCTaBs 5
3aJja4¥, KOUTO TOUHO OTpa3siBaT NOCTaBeHaTa Lel.

3a peanu3upaHe Ha MMOCTABEHHUTE LieJ M 3aJa4d Ha JUCEPTALMOHHUSA TPYJ ca MPOBEIEHH
CJI€JHATE MPOYYBAHUS:



1. KJIMHMKO-eMUIEMHUOJIOTHYHO MPOYYBaHe 3a BIMSAHUETO HAa (PAKTOPUTE OT OKOJIHATA Cpejia

BBPXY Pa3BUTHETO 1 TEKECTTA HA U3s5IBa HA CUMNTOMHUTE Ha AP.

2. OmnpenensiHe KauecTBOTO Ha JKMBOT M CWJaTa Ha MaHu(ecTauys Ha CUMITOMUTE Ha

naupeHTute ¢ MAP u [TAP upe3 nombiBaHe Ha BBIPOCHULM M BH3yallHO-aHAJIOrOBU

CKaJIH.

3. 3BbpiuBaHe Ha pUHOCKOMHUS — KJACUYECKa U € NIOMOLITA Ha PUTH/IEH €HOCKOTI.

4, AnapaTHO OTIpeJieIsiHe Ha KOHIeCTUATA U MPOXOJAUMOCTTa HA HOCHUTE KYXHHH C MOMOLITa
Ha aKyCTUY€H PUHOMETHD.

5. MIMyHOJIOTHYHO W3Cje[iBaHe W KOJIMUECTBEHO OMNpeJesiHE Ha KOHUEHTpauusTa Ha
uyrokunute IL-4, IL-5, IL-13 v IgE-total B cepyM U laBa)kHa TEYHOCT.

IpoyuBaHeTo € HarpaBeHO Ha Teputopusita Ha YMBAJI “IIpog. 0-p Cm. Kuproeuy” 1o
BpeMe Ha €KEroJHO OpPraHu3MpaHuTe KammaHWy 3a Oe3IUIaTHW Mperieid U KOHCYITalMh Ha
NaLUEHTH ¢ anepriuded puHuT. BIloYeHn ca U nauueHTy npeMuHany npes Knunukara no YHIT
Gonectu npu YMBAJI “Ilpoch. 0-p Cm. Kupkosuy”. B wscinensanero ca mpocienenu 139
yaactauim (111 ¢ AP u 28 xonTtponu), Ha Bb3pacT ot 19 10 84 roz.

W3non3saHure METOJM ca KJIMHMYEH Tperiel ¢ €HJOCKONHWS M KOXHO TECTyBaHE C
npoBokauusi (Skin-prick test), enuaeMHOJOTMYHO MPOYYBAHE Ype3 Ch3/ajieHa OT JOKTOpaHTa
aHKeTHa KapTa, BBIPOCHUK 33 KAa4eCTBOTO Ha KMBOT IMPU MALMEHTH CbhC CHHO-HA3ajHa
nartojorust (SNOT-22); akycTuuHata pUHOMETPHUSA; UMYHOJIOTUYHO U3C/IE/IBAHE HA CEPYMHUTE U
NaBaXHU LIMTOKUHHU , cTaTucTUdecka obpabotka - IBM SPSS Statistics Inc., Chicago, IL, USA,
v.21.0/2012, ANOVA ¢ Dunnett post-hoc. T-mecm na Cmiwoovum (Student), HenapaMeTpUIHHs
Mann-Whitney U-mecm. Bcuuku pe3ynratd ca OOCBJEHM INPUW HUBO Ha CTaTHCTHYECKa
sHaunmoct P<0.05.

* Beuuku yuacTHuum, ca noamucand  dopmynsp 3a MHGOPMHUpaHO Chriacue, Cien
J€TalJIHO TIPECTaBsAHE Ha 1eJTa, 3aJa4uTe W METOJAMKATa Ha MPOy4YBAHETO W MPEAOCTaBeHa
BB3MOXKHOCT 3a JJUCKYCHS.

Pesynrature ca TmpeicTaBeHM Ha 35 CTpaHMLM, OHArjieAd W TOJYYeHH Hpe3
W3MOJI3BAHUTE CTATUCTHYecKu merojau. [Ipu oOchbikaaHe Ha pe3ysTaTWTe aBTOPBT CTUra [0
ClIeIHUTE W3BOAM HAMYMETO HA MONOXKMTeHA (aMuiiHa aHaMHe3a 3a aTOMUYHO 3a00JIBaHe y

" GIM3KM POICTBEHMIIM, HAMA T0JIOBO WIIM XOPMOHAJIHO 3aBUCHMa €KCIpecHsi. Y CTaHOBSBA Ce T10-

CHUJTHO CYOEKTUBHO Bb3lpUeMaHe Ha CUMITOMUTE OT mauueHtute ¢ [1AP, 3a pasinka ot Tesu ¢

HUAP. ITo-manudecTHara HazaiHa KoHrectus npu 6onnure ot MAP, e BeieicTBHe Ha 110-CUIIEH

MMYHOJIOTMYEH CTUMYJ M MPEIU3BUKBAT IMO-CUJIHA €KCIIPECHs] HA CUMIITOMMTE, OT aJlepreHuTe

npoBokupany uenoroguiiHute Gopmu Ha  AP.  JIeMOHCTpUpaHH ca CHIHO CHHIKEHH

BB3MOKHOCTH 3a pEaKTHBEH OTrOBOP HA JIEKOHIECTAHTM Ha HasajHara JMraBulia IpH

yuacTHUIMTE ¢ nepeuctupai AP. [Ipi 3Ha4MTEIHO 3aBUIaBaHe Ha CToiHOCTH Ha [L-4 u IL-13 B

cepyma Ha GonHute ¢ AP cripsAMO KOHTpOJHMTE, ce HabJroJaBa TEHJCHLMS 3a BJIOLIABAHE Ha

CyOEKTMBHOTO BB3NPUSTHE HA CUMIITOMHUTE HAa AP. YBenn4aBaHeto Ha CpeHUTE CTOWHOCTH Ha

KoHUeHTpauusita Ha [L-4, IL-5 u IL-13 B cepyma Ha OOJHHMTE JaBaT OCHOBaHWE Ja C€

OCBINECTBAT JOMBIHUTEIHN KJIMHUYHK TIPOYYBAHUA M Ja C€ ThPCAT JHArHOCTUYHU MU

TepaneBTUYHH TOAXOAM CBBP3aHU C Te3M MOJIEKYJIM. YCTaHOBABA Ce 0OPAaTHOMPONOPLHUOHATHA

3aBUCUMOCT MEXJy CTeleHTa Ha Has3ajlHa KOHIeCTHs M CepyMHaTa KOHLEHTpauus Ha

npouH(IaMaTOPHUTE LIUTOKUHH.
W3BouTe HaNpaBeHU OT AOKTOPAHTA HAITBJIHO OTrOBAPST HA MOCTABEHUTE 3a1a4H.
[TpuHOCHTE Ha aBTOpa MoraT Ja ce pasJie/iAT Ha JBe Ipynu ¢ Hay4yeH U OpUTHMHAJICH
XapakKTep U ¢ MPUIIOKEH XapaKTep.



JIOKTOpaHTBT Mpujiara YeTUPU CTATUU U TPU NMPE3EHTALMU OT CHUMIIO3UYMHU CBBP3aHU C
JMceTalusiTa.

ABTOpedepaThT 0OTroBaps Ha U3UCKBAHUSATA 3a MOJOOEH PO MPOYUBaHMS.

Ot HaykoMeTpu4Ha TIJle[JHa TOYKA [UCEPTALMOHHHUAT  TPYyJ OTroBaps Ha BCUYKH
M3MCKBAHMs M KPUTEPUH 3a NMPUCHKIaHe Ha oOpas3oBaTesHaTa W HaydHa crerneH ,,Jlokrop”. B
3aKJII0YEHHE KAaTO OLIEHSIBAaM aKTyaJHOCTTa Ha pa3riexaHus npobiem, 3a1bJ00UEHHs XapaKTep
Ha Wu3clieioBaTelcka AEMHOCT W MOJYYEHUTE Ppe3ylTaTd ¢ BHMCOKa Hay4yHa M IpaKTHYecKa
CTOMHOCT, yOeneHo npernopbsuBam Ha [loyntaeMuTe 4aeHOBE HA HAYYHOTO JKYpPH Ja OLEHST IO
JIOCTOMHCTBO IUCEPTALMOHHMS TPyd M Ja My Oble mpucbIeHa oOpa3oBaTesiHaTa U Hay4dHa
crereH ,,Jlokrop”.

01.12.2019r. npo¢. [luana Ilonosa, iMH



STATEMENT
By Prof. Dr. Diana Petrova Popova, PhD, MD,

Head of the of ENT Diseases Department — Medical Faculty of Medical University - Sofia

Concerning a dissertation for awarding of educational and scientific degree “Doctor”; Specialty:
03.01.35. Otorhinolaryngology;

The title of the thesis is "Effect of local and systemic immune response on nasal congestion and
quality of life in patients with allergic rhinosinusitis".

_The author of the work is Dr. Atanas Nachev Vlaykov, PhD student in an independent study at the
Department of Ophthalmology, Otorhinolaryngology and Maxillofacial surgery at the Medical University
“of Pleven.

The scientific supervisors are:
Prof. Dr. Valentin Kostov Stoyanov, PhD
Assoc. Prof. Dr. Alexander Valkov Valkov, PhD

The dissertation was discussed and accepted for defense by the extended Department Council
on 24.10.2019.

The PhD thesis consists of 129 pages and contains 11 tables, 84 figures, 7 photos and 3
applications. The bibliography includes 223 scientific sources, 12 of which are in Cyrillicand 211 in Latin.

Dr. Atanas Nachev Vlaykov is an Assistant Professor of ENT Diseases in the Department of
Otolaryngology and Ophthalmology at the Medical Faculty, Trakia University, St. Zagora. Dr. Vlaykov
participated in two scientific projects related to the dissertation work, "Impact of physiotherapy on local
immunity, clinical course and quality of life in patients with allergic rhinosinusitis" and "Impact of local
immunity on intranasal blood vessels, clinical course and quality of life in patients with allergic
rhinosinusitis". '



The dissertation is structured according to actual requirements. After a brief introduction, Dr.
Vlaykov presents a literary review within 32 pages. It distinguishes several major areas related to the
dissertation, some brief anatomical and physiological data, historical data on allergic rhinosinusitis, and
epidemiology of the disease with distribution by continents, age, etc. The modern classification of AR is
given, the complications that can occur, the changes in quality of life, and the use of acoustic rhinometry
as a modern diagnostic method for dete*rmining the severity of the disease. The other part of the
literature review deals with the immunological changes occurring in patients with AR. The literature
review is constructed according to the stated purpose and tasks.

The aim of the thesis is to investigate the impact of local and systemic immune responses on
nasal congestion and quality of life, in patients with allergic rhinosinusitis. The author sets 5 tasks that
accurately reflect the goal set.

To achieve the aim and tasks, the following studies have been performed:

1. Clinical-epidemiological study of the influence of certain environmental factors, over the
development and severity of clinical manifestations of AR symptoms.

2. Determination of quality of life and severity of clinical manifestations in patients with
IAR and PAR using a questionnaire and visual-analog scales study.

3. Performing rhinoscopy — both classic and using a rigid endoscope

4. - Evaluation of nasal congestion and nasal passage patency using an acoustic rhinometer.

5. Immunological study and quantitative measurement of IL-4, IL-5, IL-13 cytokines and
IgE-total in blood serum and nasal lavage fluid.

6. The study was conducted at the University Hospital “Prof. Dr. St. Kirkovich “during
annual campaigns for free examinations and consultations of patients with allergic
rhinitis. Also included are patients who have undergone the Clinic for ENT diseases at
the University Hospital “Prof. Dr. St. Kirkovich ”. The study followed 139 participants
(111 with AP and 28 controls), aged 19 to 84 years.

The survey was held at the University Hospital “Prof. Dr. St. Kirkovich” during annual campaigns
for free examinations and consultations of patients with allergic rhinitis. Also patients in the ENT Clinic at
the University Hospital “Prof. Dr. St. Kirkovich” have been included. The study followed 139 participants
(111 with AP and 28 controls), aged 19 to 84 years.

The methods used were clinical examination with endoscopy and skin testing with provocation
(Skin-prick test), epidemiological study using an author's questionnaire, quality of life questionnaire for
patients with Sino-nasal pathology (SNOT-22); acoustic rhinometry; immunoassay of serum and nasal
lavage fluid cytokines, statistical analyses - IBM SPSS Statistics Inc., Chicago, IL, USA, v.21.0 / 2012,
ANOVA with Dunnett post-hoc. Student T-test, non-parametric Mann-Whitney U-test. All results were
discussed with statistical significance level of P <0.05.

All participants have signed an informed consent form, after a detailed presentation of the aims,
tasks and methodology of the study and the opportunity for discussion.



The results are presented in 35 pages, summarized and obtained using the statistical methods. In results
discussion, the author attains the following conclusions: the presence of a positive family history of
atopic disease in close relatives, have no sex or hormone dependent expression. There is a stronger
subjective perception of symptoms in patients with PAR, as opposed to those with IAR. The more
manifested nasal congestion in IAR patients is due to a stronger immunological stimulus and causes a
stronger expression of symptoms than allergens provoking perennial forms of AR. Significantly reduced
opportunities for reactive response of nasal mucosa decongestants in participants with persistent AR
have been demonstrated. With a significant increase in the levels of IL-4 and IL-13 in blood serum of
patients with AR compared to controls, there is a tendency to worsen the subjective perception of the
symptoms of AR. Increases in the mean serum concentrations of IL-4, IL-5, and IL-13 have led to
additional clinical studies and to seek diagnostic and therapeutic approaches related to these molecules.
An inverse relationship was found between the degree of nasal congestion and the concentration of
proinflammatory cytokines in blood serum.

The conclusions drawn by the i’hD student are completely fulfilling the tasks assigned.
The author's contributions can be divided into two groups: with scientific and original character
and with applied character.

_-The PhD student applied four papers and three dissertation-related presentations from
sym‘posia.
- The abstract meets the requirements for this kind of research.

From a scientometric point of view, the PhD thesis fulfills all the requirements and criteria for
the awarding of the educational and scientific degree "Doctor". In conclusion, appreciating the relevance
of the issue under consideration, the in-depth nature of the research, and the results obtained with high

-scientific and practical value, | strongly recommend to the Honorable Members of the jury to evaluate
the dissertation's merit and to be awarded the scientific degree "Doctor ” of Dr. Atanas Nachev Vlaykov.

)

01.12.2019 year Prof. Diana Popova, PhD, MD
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