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HasnaueH cpM 3a wieH Ha HayuHo »kypu mo npouemypa 3a myOid4yHa 3aliuTa Ha
ropenocoYeHus AUCEPTalMOHEH TPyl ¢be 3anoBea Ne 3151/26.11.2019 r. na Pekropa Ha
MY - Ilnesen npod. a-p Cnasuo Tomos. Ha mepBoTo 3acenanne Ha Hay4qHOTO *ypH CbM
u3bpan 3a peueHseHT. [IpenocraBeHata MU JOKyMEHTALMs € ChIVIACHO M3MCKBaHMSATA Ha
3aKkoHa 3a pa3BUTHE Ha akajeMuuHus cbcTaB B P. bwarapus, IlpaBuinuka 3a
MpUIoKeHHeTo My M [IpaBHIHHKA 33 PasBUTHE HA aKaJEMMYHHs CHCTaB B MeIMIMHCKM
yHUBepcuTeT — [1nesen.

AKTyaJlHOCT Ha JHcepTallHOHHATA TEMA:

B cBBpeMeHHAaTa OTOPHHOJAPHHIONOTUA LIMPOKO C€ IMCKYTHpa BBIPOCHT 32
TACHATa BPB3KA MEXK/Iy aTONMYHUTE 3a00JIsBAHMA — AEPrUYEH PUHOCHHYHT, OpOHXHATHA
acTMa M aTOMNHYEH JEPMATUT, B3aMMOJACHCTBUATa MEXIY TAX U MOCIEOBATEIHOCTTA Ha
KIMHAYHATA MM M35Ba. AJleprudHUTe PUHOCHHYMTH (AP) mpeactaBisiBar MpUTEraTe/Ha
TeMa 3a Hay4HH MPOYYBaHMs, CBbP3aHM C PasKpPUMBAHETO HAa PA3HOPOJAHM  MPHLETHH
aHTUTeHH U pa3paboTBaHe Ha HOBH, MO-CbBBPLICHHH, AWAHOCTHYHM  METOJMKH 3a
W3Cie/IBAHE HA MATOTCHETHYHUTE MEXAHW3MH U KIMHUKO-MOP(OIOrHYHATE 0COOCHOCTH B
eBOJIIOMPAHETO Ha AJIEPrMYHOTO Bh3NajeHHe. B TO3M CMHMCBI, TeMaTa Ha NPELIOKEHHUS
HayuyeH aHaIu3 e 6e3CNOpPHO aKTyalHa.



3a bearapus Bce ol JIMICBAT CHCTEMATU3UPAHU JaHHH KAKTO 3a eMMIEMHOJIOTHATa
1 natomopdonoruata Ha AP, Taka M MO OTHOLIEHHE Ha €()EKTUBHOCTTA HA Pa3IUYHHUTE
JUArHOCTUYHHM METOJM M TEPaNieBTUYHOTO MOBEICHUE cpell Objirapckara nomnyJiausi.

Te3un ¢axktu ce ABABaT JOCTaThbYeH MOTHUB 3a pa3paboTBaHe Ha TOPENOCOYCHHS
Hay4eH IPOEKT, KaTo ITbPBH 33 CTpaHaTa AUCEPTALMOHEH TPYA, CBbp3aH ¢ mpobieMaTukara
1 o0oraTteH ¢ MMyHEH aHaJIU3.

CTpyKTypa, XapaKTepHCTHKA H OLeHKA HA JHCePTALHOHHMS TPYA:

[Ipennoxenara aucepralus € CTPYKTypHUpaHa CIOpeJ [pUETHUTE IpaBUia.
Haneuarana e na 129 cp. BKmqua ChIbp)KaHHE M ChKpalleHHs — 2 CTP. BbBEIACHHUE U
nuTeparypen 0630p — 34 cTp.; uen u 3agaun — 1 ¢Tp.; Marepuamu u meromu — 11 CTp.;
cobcTBeHn pesyaratd — 35 crp.; o0ckxkaane — 20 cTp.; 3aKI0YEHHE U U3BOAU U IIPUHOCH
— 2 CTp.; Hay4Ha NPOAYKIMsA 10 TEMaTa Ha JUcepTaluiaTa — 1 cTp., U3M0A3BaHa IuTeparypa
— 14 ctp., npunoxenus — 7 ctp. bubnuorpadusra e ¢ 223 nureparypHu usrounuim (12 Ha
Obarapckd W 221 Ha aHMIMACKM €3MK), TMOCTMTHaT € OaJaHC MEXIy KIaCHYEeCKH H
ChbBPEMEHHM CTaTHH, KaTo npeobianasat te3u cien 2000 r. He ca noagmunatu pa3paboTku
U CTaTUH OT OBJIrapcky aBTOpH, yOIMKYBaHU B HaAy4yHaTa IEPHOAMKA.

MarepuansT € onariezeH ¢ 11 tabauum, 84 Gurypu u 7 ¢oTocu ¢ BUCOKO KauyecTBo.

ITo3naBane Ha npobjaemMa U JHTepaTypeH 0030p:

O630psT mpexcTaBisBa 3aabJ00YEH aHAIW3 Ha JIMTEPAaTypHUTE M3TOYHULU. AP e
00CB/IEH KaKTO B MCTOPHUYECKH, TaKa M B ChBpeMeHeH acnekT. [loapobHo ca pasrienanu
BJIIMSIHMETO Ha (AaKTOPUTE Ha OKOJIHATa cpefa W OWTOBMTE HABHIM KAaTO PHCKOBH 3a
3a00JIIBAHETO, KaKTO M HETaTUBHOTO MM BB3JICHCTBHE BBPXY KaueCTBOTO Ha JKHBOT Ha
nauupeHTure.  [lpencraBeHn ca ChBpEMEHHHMTE [O3HAHHMS BBPXY HMYHOIOTHYHUTE
MEXaHM3MM Ha BBb3HMKBaHE Ha aJlepruyHHs pUHMT. [lUCKyTHpaHa € pojisiTa Ha MHOXKECTBO
KJIETbYHM aITepallid M eKCIpecHs Ha MNpOMH(IAMATOpPHU MOJEKYIH (KaKTo u
B3aMMOJICHCTBMETO MEKIy TAX) B [aTOreHe3aTa Ha XMIEPpeaKTUBHATA Has3alHa
narodusnonorus. [locoueHn ca BB3MOKHOCTHUTE HAa aKyCTHYHATA PHHOMETPHUS KaTo
IMarHOCTMYHA METOJMKAa ¢ BBMOJKHOCT 3a Npocie/isiBaHe M Ha e(eKTa OT MpUIIOKEeHATa
Tepanus.

B nurepatypHus 0630p aBTOPBT AEMOHCTPUpPA JOCTATHYHO IMO3HAHWE W JIOTHYHO
apryMeHTHpa HeoOX0JUMOCTTa OT pa3paboTBaHe Ha AUCEPTALMOHHKS TPY .

MeToanKa HA U3CJIeABAHETO H MOCTHIHATH pe3yJjTaTHu:

HenTa e GpopmynupaHa CHO — Ja Ce MPOYYH BJIMSHHETO HA JIOKAIHUSA U CHCTEMEH
MMYHEH OTrOBOp BBPXY Ha3ajHaTa KOHNECTHS M KaueCTBOTO HA JKHUBOT MPH MALMEHTH C




aJIepru4eH pUHOCHHYHUT. 3a MMOCTUIaHETO Ha LIEATa AMCEPTaHTHT CH € MOCTaBUI 5 3aAa4H,
NPaBUJIHO OTpa3sBallld HAYMHHUTE M MOCJIEI0BATEIHOCTTA 32 PEATU3UPAHETO H.

O6exT Ha npoyuBaHeTo ca 139 yyactHuuwm (111 ¢ anepruyen puHAT U 28 KOHTPOJIN).
Ot pabGorHata rpyma 58 (52.3%) ca xenu u 53 (47.7%) mbxe; 54 (48.65%) ca c
uatepMmutupaur AP u 57 (51.35%) ¢ nepcuctupauwy AP. Beuuku ca npemuHanu npes
Knunukara no YHI' Gonectu xbm YMDBAJI B Ct. 3aropa 3a nepuona sinyapu 2015 —
sHyapu 2018 r. m ca nmoanucBald HMHPOPMHPAHO ChITIACHE 3@ Y4YaCTHE B Hay4yHOTO
Npoyy4BaHe.

M3BbplICHH ca KIMHUKO-EMMIAEMHOJIIOTHUEH aHallM3 M OLEHKAa Ha pPHUCKOBUTE
dakTopu Ha OKOJIHATa cpe/la; MMyHOJIOTHYHO M3CJIe/IBaHE 3a KOJIMYECTBEHO ONpeIe/IsiHE Ha
KOHUeHTpauuaTa Ha uutokuuure I1L-4, IL-5, IL-13 u Toranuus IgE B kpbBEeH cepym H
NaBajkHa TEYHOCT; KJIACHYECKa PHHOCKOIIHS U ¢ IIOMOLITA Ha PUTHAEH €HJI0CKOI; arnapaTHo
onpejieNisiHE Ha KOHTEeCTUATA M MPOXOAMMOCTTa Ha HOCHUTE KYXMHHM; ONpe/eleH € edekra
Ha GoJiecTTa BbPXY KauyecTBOTO Ha JKMBOT Ha OosieqyBaiuTe Ha Oa3a M3sBa Ha KIMHUYHHUTE
CHUMITOMH.

JlanHuTe ca BbBeAEHH W 00paboreHH ¢be cratucTHdeckus naketr SPSS v.24.0. 3a
HMBO Ha 3HAYUMOCT, NPH KOETO CE€ OTXBbp/s HyJeBara xunore3a e npuero p<0.05.
M3non3BaHu ca TPaJMLMOHHUTE 3a €IHO HAayyHO M3CIE/IBaHE CTATHCTHYECKH aHaIM3H U
METOIH.

Pe3ysararure OT KIMHHKO-EMIHAEMHOJIOTMYHOTO rpoyyBaHe npu 111 Gonnu (54 ¢
HUAP u 57 ¢ [IAP) noka3saTt OTCBCTBHE Ha IOJIOBO WJIH XOPMOHAJIHO 3aBHCHUMa €KCIIPECHs.
[ToTBBpK/1aBa ce reHeTHYHATa B3aMMOBPb3Ka B Pa3BUTHETO Ha aTOMHMYHA NATOJIOrUs, KaTo B
31.8% ot u3cieaBaHMTE NALMEHTUTE CHIIECTBYBa (aMuIHA aHaMHE3a 3a aTOMHYHO
3abonsBane. B 32.4% ce nabmo/1aBa ¥ ChITBTCTBAIIA aTOMMYHA NATOJOTUS — 3a MALMEHTUTE
¢ ITAP Gponxuanna acr™a (B 47,2% ot TaX) U aronuyeH aepMatuT (B 33,3%); 3a Te3u ¢
WAP aronuuen aepmatur (B 44,4% ot 14x) U OpoHxuanHa actma (B 38,9%).

BbB Bpb3Kka ¢ onpezeisiHe Ha edexkra Ha OosiecTra BbpXYy KauyeCTBOTO HA MKHMBOT
CUMITOMUTE C Hal-HEraTUBHHU IOC/IEACTBHMS Ca HOCHATa CEKpELMsl, 3allyllIBAHETO Ha HOCa,
KHXaHETO, CTHYAHETO Ha CEKPETH KbM IbPJIOTO W HAMAJIEHHETO Ha OOOHATENHUTE W
BKYCOBHTE YCELIaHMsA. YCTAaHOBABA C€ [0-U3pa3eHO CyOEeKTHBHO BB3NPUATHE HA
cumnToMarojorusta ot naumeHture ¢ ITAP 3a pasnuka ot te3u ¢ MAP.

Haszannara koHrectus e no-ManugectHa npu 6onuure ot MAP, BcieacTBue BUCOKUS
UMYHOIE€HEH TIOTEHIMaJl Ha T[OJIEHUTE M TMpEeAU3BHKBAT [0-CHJIHA EKCMpecHs Ha
CUMINTOMHUTE, OT aJepreHUTe MPOBOKUpALM IenoroguiuHute ¢opmu Ha AP.
JleMOHCTpHpaHM ca CHJIHO CHHJKEHHM BB3MOXHOCTH 3a pEaKTHBEH OTroBOp Ha
IEKOHIeCTaHTH Ha Ha3aJHaTa JMraBMLa NpH yYacTHULMTE ¢ nepcuctupanl AP.

JlaHHMTE OT HMMYHOJIOTMYHOTO H3CJI€/IBAHE [I0Ka3BaT 3HAYMUMO 3aBMILEHWE B
croiiHoctuTe Ha 1L-4 u IL-13 B cepyma Ha OosHuTe ¢ AP cnpsiMO KOHTPOJIMTE, KaKTO M
MO3UTHBHA KOpeNanus MEXIy BiollaBaHe Ha cummnromure Ha AP M HapacTBaHeTo Ha
CpEeIHMTE CTOMHOCTH Ha KoHueHTpauusaTa Ha IL-4, IL-5 u IL-13 B cepyma Ha Oonnure.




YcraHoBeHa € OOpaTHONMPONOPLMOHAJIHA 3aBUCHMOCT MEXKIY CTENEHTa Ha HaszalHa
KOHrecTHsi (OmpejenHa 4ype3 aKyCTMYHa PUHOMETpHUSA) M CepyMHAaTa KOHLIEHTpallMs Ha
npouHQIaMaTOPHUTE LIUTOKHUHH.

[TonmydyeHuTe pe3yaTaTH OT aBTOPCKMTE U3CIIEABAHUS Ca AMCKYTHPAHH B CBET/JIMHATA
Ha u30bpaHaTa TEOpETHYHA paMKa M Ca CPAaBHEHU C pE3yJTaTHTE HAa CbBPEMEHHHTE
npoyuBanust B obnacrra. [Tocoyena e HeoOX0AMMOCTTa OT MPOBEKJAHE HA JOMBIHUTEIHH
KIMHUYHA M MMYHHM TpOyYBaHMs B TbPCEHE HA MaTOMU3MOJIOIMYHM MEXaHU3MH,
JIMarHOCTUYHU M TepaneBTHUYHH MOAXO0AH CBbP3aHH C EKCIPECHUATA Ha MPOBB3NAJIUTEIHHTE
mosiekysid. HanpaBeHute 0OCBkKAaHMS JI€MOHCTPUpAT 3aAbJ00YEHO TMO3HABaHE Ha
npoGsieMa OT JOKTOPAHTa, MNpPaBUJIHK Pa3ChKACHUS M KPHUTHYHO MHTEpIpeTHpaHe Ha
pe3yJTaTuTe.

IpuHOCH H 3HAYHMOCT Ha pa3paboTKaTa 32 HAYKATAa H NPAKTHKATA:

JlucepTalMOHHUAT TPY/l 3aBbpllBa C S H3BOAA, KOMTO MMPOU3TUYAT OT COOCTBEHUTE
MpOyuYBaHUs M OTpas3sABaT BAPHO M TOYHO TMOJYYEHHUTE pE3yJTaTH M TEXHHUS aHalu3.
Onucann noapoOHO, Te MPEJACTaBISABAT CUCTEMATH3MPAHH JAaHHHM, HSAKOM OT KOMTO Ce
myOauKyBaT 3a MpbB NbT B bbarapus.

[Ipuemam nocoyeHuTe 8 NMPHHOCH, OT KOMTO YETHPHU C HAYYE€H M OPUIMHAJIEH
XapakTep M 4eTHpH ¢ mpuioxeH. TpsOBa na ce uMa mpeaBHJ, Y€ NPOYYBAHUATA Ha
¢GaxkTopuTe, BOACLIM JO BIOLIABAHE HAa KAYECTBOTO HA JKMBOT IIPH MALMEHTUTE C
MEePCUCTHpAlll U MHTEPMUTHPALL AJEPrUYeH PUHUT U M3CJIEIABAHHMATA HA KOHLIEHTPALMUTE
Ha peryjartopHuTe 3a atonus uMTokuHu I1L-4, IL-5 u IL-13 B cepyM M aBaXkHa TEUYHOCT Ha
Oonau ¢ AP ca oOpurMHaJHM W TMOHEpPCKM 3a bbarapus u pesyarature OT TAX
NpPEeACTaBIABAT HECBMHEH HayueH MPUHOC.

ApTopedeparsT KbM AMCEPTALIMOHHUS TPYA € OT 50 CTpaHULM M OTpa3sBa aIeKBaTHO
OCHOBHUTE MOMEHTH Ha HayuyHaTa pa3paboTka.

HPQHEHKH HA HAYy4YHaTa NPOAYKUHSA M0 JHCEPTALHOHHHSA TPYA:

JIOKTOpaHTBT € MNpeACTaBUl CINMCBK C HayyHaTa CH MPOAYKLMSA [0 TeMara Ha
JIUCEepTallMOHHUA TpyA — 4 cratvu (eaHa pedepupaHa M MHIEKCHMpaHa B cBeTOBHara Oasa
JNaHHW ¢ HayyHa uH$opmaums Scopus) M 3 yuyacTus B HayuyHH (GOpPyMH, OT KOMTO 2 B
yykOuna. U B 8-Te Tpyna e a-p A. Biaiikos e Bozel aBTop.

KpuTuunu Oesexkku:

e B aBropedepara auncsa pasnenst ,,O0cbKaaHe Ha pesyaTatute”. bu Morio Toi 1a
ce mnpuuuciad KbM ,Pesynaratu®, KbAETO 4YacT OT IMOJYyYEHHTE pe3yJTaTd ca
aeiicrBurenHo obcwaeHu (karo pasaen ,Pesyaratm v oOcbikaaHe™, Kakro e
o0unuaiino). Tosa 6u Ganancupallo cTpyKTypaTa Ha aBTopedepara.



e 3a yno06CTBO Ha YMTaTeNs U pelEH3eHTHTE OM OWIO [M0-yMECTHO LMTHpaHHUTE
U3TOUHMLIM B TeKCTa Ja ObaaT ¥ HomepupaHu. B Oubnamorpadckus CIUCHK
CBIIECTBYBAT aBTOPH C MOBEYE OT elHa MyOaMKalMK, HAKOM B €/IHa W ChLIA rOIMHA
(nanp. Bousquet P. NoNe 22-28; nse ot 2001 r., ase or 2008 r.). CeiuecrByBar
eIMHAYHU TIPOTTYCKU B U3MMCBAHE HA JUTepaTypHUTE U3TOYHMIM (Hanp. Ne36 ,,Case
of a periodical affection of the eyes and chest. by john bostock...* Bmecto ,,Bostock
J. Case of a Periodical Affection of the Eyes and Chest. Med Chir Trans. 1819;10(Pt
1):161-165%).

e Dbuxa MorM 1a ce OTNpaBsAT HAKOU 3a0eNeXKH OT TEXHHYECKHM XapaKTep, KOMTO He
HAaKbpHsIBAT HAyYHATa CTOMHOCT Ha pa3paboTKaTa.

CuuraM, 4ye ¢ HampaBeHWTe 3a0enexKu TPyAbT Ha I-p AT. BraiikoB He HamaisBa
Hay4HaTa CH CTOMHOCT.

JakJ04YeHne:

OueHsABaM TIOIOKUTEIHO JUCEPTALIMOHUS TPYA Ha A-p ArtaHac Biaiikos. IIpuemam,
ye [10CTaBEHMTE 3aJayd ca W3IBJIHEHHW aJleKBaTHO. Pe3yiarature Ha NMCEPTALIMOHHUSA TPYI
HM JaBaT HOBH MpEJCTAaBU 3a reHeTHYHaTa 0a3a, KIMHHUYHATA CHMIITOMAaTHKa, PUCKOBHTE
dakropu Ha cpeiara U MMyHHHs AucOalaHC Ha alepPrUYHMs PUHMT. YOeaeHO cuuTaMm, ue
JHUCEPTALMOHHUAT TpPY.H ,BiusAHME Ha JIOKaIHHUA M CHCTEMEH HMMYHEH OTIOBOP BBPXY
Ha3aJIHaTa KOHIeCTHS M KayeCTBOTO HA JKMBOT [P MAlUEHTH C alepruyeH PUHOCHHYWUT
uMa HeoOXOAMMHTE KadyecTBa M MpUHOCEH Xapakrep. Karto riacyBam MOJIOXKHMTENHO CH
Mo3BOJIiBAM Jla T[permopbuBaM M Ha rouuraemMoro HayyHo Ikypu JAa TpUCHIAM
obpazoBatenHara M HayuHa crened «Jlokrop» mo HC ,,OtopuHOnapuHroniords™ Ha a-p
Atanac Haues Buaiikos.

02.12.2019 .
' Bty

[Tpod. a-p Aumutsp ['ocnganHOB, 1.M.H.



REVIEW
By Prof. Dimitar Konstantinov Gospodinov, MD, PhD, DMSc

Head of Department “Dermatology, Venereology and Allergology”
Medical Faculty, Medical University - Pleven

Of PhD thesis for awarding of the educational and scientific degree “Doctor” in higher
education area 7. Health and sports; Professional field 7.1. Medicina; Scientific specialty:
“Otorhinolaryngology™

Title of PhD thesis: Effect of local and systemic immune response on nasal congestion
and quality of life in patients with allergic rinosinusitis

Author of PhD thesis: Dr. Atanas Nachev Vlaykov, Department of Otorhinolaryngology
and Ophthalmology at the Medical Faculty — Stara Zagora, and since 2018 he is a 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. Valentin Kostov Stoyanov, MD, PhD
Assoc. Prof. Alexander Valkov Valkov, MD, PhD

[ have been appointed as a member of the Scientific Jury of the procedure for public
defense of the aforementioned dissertation with Order Ne 3151/26.11.2019 year of the
Rector of MU - Pleven, Prof. Dr. Slavcho Tomov. During the first meeting of the Scientific
Jury I was selected as a reviewer. The documents that were provided to me are in
accordance with the requirements of the Act for the Development of the Academic Staff in
the Republic of Bulgaria and the application rules, adopted by the Medical University of
Pleven.

Relevance of the dissertation topic:

In contemporary otorhinolaryngology, the issue of the close relationship between
atopic diseases - allergic rhinosinusitis, bronchial asthma and atopic dermatitis, the
interactions between them and the sequence of their clinical manifestation is widely
discussed. Allergic rhinosinusitis (AR) is an attractive topic for scientific research related to
the discovery of heterogeneous target antigens and the development of new, more
sophisticated, diagnostic methods for investigating the pathogenetic mechanisms and



clinical morphological features of the evolution of allergic inflammation. In this sense, the
topic of the proposed scientific analysis is undeniably relevant.

In Bulgaria, there is still a lack of systematic data on the epidemiology and
pathomorphology of AR, as well as on the effectiveness of different diagnostic methods and
therapeutic behavior among the Bulgarian population. These facts are a sufficient motive for
the development of the aforementioned scientific project, being the first dissertation in the
country related to the problem and enriched with immune analysis.

Structure, characteristics and evaluation of the dissertation:

The presented PhD thesis is structured according to the approved requirements. It is
printed on 129 page, which include: content and abbreviations used - 2 pages; introduction
and literature review - 34 pages; purpose and tasks - 1 page; material and methods - 11
pages; own results - 35 pages; discussion - 20 pages; conclusions and contributions — 2
pages; publications related to the dissertation - 1 page; bibliography - 14 pages; applications
- 7 pages. The bibliography contains 223 literary sources (12 in Bulgarian and 221 in
English), a balance between classical and contemporary articles has been achieved, the
majority of the articles are after the year 2000. There have been no omitted publications and
articles writen by Bulgarian authors and published in the scientific literature.

The work is illustrated with 11 tables, 84 figures and 7 high quality pictures and 3
applications.

Knowledge of the problem and literature review:

The review is an in-depth analysis of the literature. AR has been discussed in both
historical and contemporary terms. The impact of environmental factors and household
habits as a risk for the disease is discussed in detail, as well as their negative impact on the
quality of life of patients. Contemporary knowledge on the immunological mechanisms of
the occurrence of allergic rhinitis is presented. As well as the role of multiple cellular
alterations and the expression of proinflammatory molecules (as well as the interaction
between them) in the pathogenesis of hyperreactive nasal pathophysiology is discussed. The
possibilities of acoustic rhinometry as a diagnostic technique and its role of the therapeutic
monitoring are shown. In the literature review, the author demonstrates sufficient
knowledge and logically argues for the need of the thesis developing.

Research methodology and results achieved:

The aim is clearly stated — to be investigated the impact of local and systemic
immune responses on nasal congestion and quality of life, in patients with allergic



rhinosinusitis. In order to achieve the aim, the dissertant has assigned 5 tasks, which
correctly reflect the ways and the sequence of its realization.

The study included 139 participants (111 with allergic rhinitis and 28 controls). Of
the working group, 58 (52.3%) are women and 53 (47.7%) are men; 54 (48.65%) had
intermittent AR and 57 (51.35%) had persistent AR. All of them passed through the Clinic
for ENT diseases at the University Hospital in Stara Zagora from the period of January 2015
- January 2018 and have signed an informed consent to participate in the scientific study.

Clinical- epidemiological analysis and assessment of environmental risk factors has
been performed. An immunological assay of quantify of the cytokines IL-4, IL-5, IL-13 and
total IgE concentration in blood serum and lavage fluid; classical rhinoscopy and with rigid
endoscope; determining of congestion and nasal cavities passage; the effect of the disease
on the quality of life of the patients were determined based on manifestation of clinical
symptoms.

The data has been processed with the statistical package SPSS v.24.0. A significance
level rejecting the null hypothesis has been assumed to be p <0.05. The traditional statistical
analysis and methods for a scientific study have been used.

The results of the clinical and epidemiological study in 111 patients (54 with [AR
and 57 with PAR) showed the absence of sex or hormone-dependent expression. The
genetic relationship in the development of atopic pathology is confirmed, with a family
history of atopic disease in 31.8% of the patients studied. Concomitant atopic pathology was
observed in 32.4% - for patients with PAR bronchial asthma (in 47.2% of them) and atopic
dermatitis (in 33.3%); for those with IAR atopic dermatitis (in 44.4% of them) and
bronchial asthma (in 38.9%).

In determining the effect of the disease on quality of life, the symptoms with the most
negative effects are nasal secretion, nasal congestion, sneezing, secretions of the throat, and
olfactory and taste sensations. A more pronounced subjective perception of symptomatology
was found in PAR patients as opposed to those with IAR.

Nasal congestion is more manifested in patients with IAR, due to the higher
immunogenic potential of pollen, which causes a stronger expression of symptoms than
allergens that provoke perennial forms of AR. Significantly reduced nasal mucosa
opportunities for reactive response of decongestants in participants with persistent AR have
been demonstrated. .

Immunoassay data show a significant increase in IL-4 and IL-13 levels in the serum
of patients with AR compared to controls, as well as a positive correlation between the
worsening of symptoms of AR and the increase of mean IL-4, IL- 5 and IL-13 levels in
blood serum of patients. An inverse relationship was found between the degree of nasal
congestion (determined by acoustic rhinometry) and the serum concentration of
proinflammatory cytokines.

The results obtained from the author's research are discussed in the light of the
selected theoretical framework and compared with the results of the current research field.
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The need for additional clinical and immune studies in the search for pathophysiological
mechanisms, diagnostic and therapeutic approaches related to the expression of
proinflammatory molecules is indicated. The discussions made demonstrate a thorough
knowledge of the PhD student in this problem, correct reasoning and a critical interpretation
of the results.

Contributions and importance of the work to science and practice:

The dissertation ends with 5 conclusions arising from own research and accurately
corresponds to results obtained and their analysis. Described in detail, they are systematic
data, some of which are published for the first time in Bulgaria.

I accept the above 8 contributions, four of which with scientific and original
character, and four with applied character. It should be kept in mind that studies of the
factors leading to impaired quality of life in patients with persistent and intermittent allergic
rhinitis and studies of the concentrations of regulatory cytokines - IL-4, IL-5 and IL-13 in
serum and lavage fluid of patients with AR are original and pioneering in Bulgaria and their
results represent a definite scientific contribution.

The Abstract is 50 pages long and adequately reflects the main points of scientific
work.

Assessment of the scientific publications related to the dissertation:

The PhD student has been presented a list of his scientific publications on the topic of
his dissertation - 4 articles (one referee and indexed in the world database of scientific
information Scopus) and 3 participations in scientific forums, 2 of which were abroad. And
in the eight works Dr. Vlaykov is the lead author. .

Critical notes:

e “The Results Discussion” section is missing in the Abstract. It could be referred to as
"Results", where some of the results obtained are actually discussed (as in the
"Results and Discussion" section, as is customary). This would balance the structure
of the abstract.

e For the convenience of the readers and reviewers, it would be more appropriate that
the cited sources in the text to be numbered as well. There are authors in the
bibliographic list with more than one publication, some in the same year (eg
Bousquet P. No. 22-28; two from 2001, two from 2008). There are also some gaps in
the writing of literary sources (eg Ne36 "Case of a periodic affection of the eyes and
chest. By john bostock ..." instead of "Bostock J. Case of a Periodical Affection of
the Eyes and Chest. Med Chir Trans 1819; 10 (Pt 1): 161-165").




e Some technical comments that do not affect the scientific value of the development
could be made. I believe that with the remarks made, the work of Dr. At. Vlaykov
does not diminish its scientific value.

Conclusion:

I appreciate the dissertation work of Dr. Atanas Vlaykov. I agree that the tasks assigned
have been adequately fulfilled. The results of the dissertation give us new insights into the
genetic basis, clinical symptoms, environmental risk factors and immune imbalance of
allergic rhinitis. I am convinced that the thesis "The effect of local and systemic immune
response on nasal congestion and quality of life in patients with allergic rhinosinusitis" has
the necessary qualities and contribution character. By voting positively, I also allow myself
to recommend to the venerable Scientific Jury to award the educational and scientific degree
“Doctor ” in Medicine Specialty “Otorhinolaryngology™ to Dr. Atanas Nachev Vlaykov.

02,12.2019
(227

Prof. Dimitar Gospodinow, MD, PhD, DMSc
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