e |

—— YA 1 : gBoena a |
Peuensust f’fﬁ[ }/(/4 1760 ’(,[i{’z }
oT : . —
npo¢. Huxkonaii llankos, 1.M.H.

Augnbanem Cutuknnauk Tokyma 6omauna - Codus

Ha JUCCPTALIMOHCH TPy HAa TECMa
AUCCPTALIMOHCH TPYI HA TCMaA

“KoHTaKTHa ajieprus Npv aTONMYEH AepMaTuT*

3a MPUCHXKAAHE Ha 00Opa3oBaTeIHATA U HAYYHA CTETICH 'MOKTOP'
Ha 1-p Anexkcanasp [lonos

npodecronanno Hampasienue 7.1 Menuuuna

nokropcka nmporpama 03.01.21 «/lepmaTosiorust 1 BEHEPOJIOT U

1. OO0 nmpeAcTaBsiHE HA MPOLEAYPATA M JOKTOPAHTA
IIpencraBeHUAT KOMIUIEKT MaTepHajd Ha XapTUEH U €JIEKTPOHEH HOCUTENI € B ChOTBETCTBHE C
n3uckBanusaTa Ha MV - [lieBeH.
Cp0o0pa3HO M3MCKBAHUATA TUCEPTAHTHT MPEACTABS: AUCEPTAIHsI HanMcana Ha 122 ctpaHuiy;
aBTOpedepar HamucaH Ha 46 ctpanuuy; 1 myGnukanus B MEXIYHapOJIHO Hay4HO CIHMCaHUE U 3

HY6J'II/IK3.I_[I/II/I B 6LJ'IFapCKI/I HAayY4YHHU CIIMCAHU, BCUYKU CBBP3aHU C TCMATA Ha JUCCPTALITMOHHUSA TPYI.

2. AKTYaJIHOCT HA mMpodIeMaTHKATa
JlvcepTaluOHHUAT TPy ,KOHTaKkTHa ajeprusi Npu aToNMYeH JepMaTHT® pa3riexa MHOTO
CEepHO3HM MPOOJIEMHU, CBbP3aHU C KOHTAKTHATa CBPbXUYBCTBUTEIIHOCT IPU aTOMHYEH U KOHTAKTEH
nepmatut. [IpobiieMbT, KOWTO pa3paboOTBa JUCEPTAHTHT € HEIOCTATHUHO U3ICHEH B CBETOBEH
Mamial. ChiiecTByBaT pa3InyHU XUIIOTE3H, CIIOPE]] KOUTO HapyllleHaTa KOKHa Oapuepa u/uim
(buIarpuHOBUTE MyTallMM IIPU aTOMUYEH JEPMATHT ca OCHOBHATA IIPUYMHA 33 HAJIMYKE Ha TOBUIIEHA
CBPBXUYYBCTBUTEITHOCT KbM KOHTAKTHHU aJIEpreHH MPH HAKOU OT nanueHTure. Iloctass ce BBIPOCHT U
3a B)KHOCTTA Ha JJUTaBUYHATa Oapuepa npu IpyruTe ,,aTOMUYHU  3a00715BaHus — OpOHXUAJIHA acTMa

U CEHHa XpeMa.

3. ITo3HaBaHe Ha mpodJieMa
HI/IcepTaHI/IOHHI/IﬂT TPyd IIOKa3Ba, Y€ JHUCCPTAHTHT IIPHUTECIKaBa 3321’1)J'I60‘I€HI/I TCOPCTUYHHA

3HaHus U TpodecnoHaHn ymeHus. OHarlie[ieH € ¢ 2 npuiioxeHus1, 22 Tabmumu u 24 ¢urypu. 3a
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MO3HABAHETO Ha MpoljeMa € OT 3HAYCHHEe He caMO MOAPOOHUAT JIUTEpaTypeH 0030p, HO U
W3HECEHUTE OT JMCEpTAaHTa MPE3CHTAlMHU Ha CiIy4au, CBbpP3aHU C AUCEPTALMOHHMS TPy, Ha

pa3IMYHUA CUMIIO3UYMHU U KOHGepeHuuu B brarapus

4. MeToauKa Ha U3CJIe/IBAHETO
Metoaukara Ha U3CIEIBAHETO BKJIOYBA ENUAEMUOJIOTMYEH aHAINW3, KIMHUYHO H3CIIEIBAaHE,
€MUKYTaHHO TECTYBAaHE, CTATUCTUYECKH METOIU U €TUYHU acleKTu. MHOro MHTEPECEH € UHAEKCHT
MOAHLFA, xoiito npexacrass t.Hap. PAFS (population-adjusted frequency of sensitization).
Paspaboten ¢ u BHeapen ot Hemckara Information Network of Departments of Dermatology 3a
HY)KJIUTE Ha NOMYJIALMOHHU U MYJITULIEHTPOBU IIPOYYBAHUS U OINPENAEIS TCHICHIIMUTE BbB
BB3pacTO-110JI0BaTa U KIIMHUYHA XapaKTePUCTUKA, CBbP3aHU C KOHTAKTHATA ajleprus
MpOCJeIeH! TIPpe3 TOAUHUTE.

5. XapakTepucTHKA M OLIEHKA HA IUCEPTALMOHHUSA TPY/] U MPUHOCUTE

Kanmunaret n-p Anekcanabp I[lomoB mpeactaBs aucepTallioHEH TpPYAd, KOWUTO €
CTPYKTYpUpPAaH CbOOpPa3HO M3UCKBAHUATA U ChIbpXKa YBOJ, JIMTEPATYpEeH 0030p, L€l U 3ajauu,
MaTepuang U METOIH, pe3ylTaTH, OOChKIaHe, U3BOJIU, PUHOCH, MyOJIMKYBaHU Hay4YHU TPYAOBE U
oubmmorpadus.

JlutepaTypHusT 0030p € HamucaH Ha 34 CTpaHUIM U BKJIIOYBA KAaTO OTACIHHU pas3aeiau
Ne(pUHUPAHETO Ha OCHOBHU MOHSTHS KaToO aTOIMUS U aTOIMYEH Maplll, €TUOJIOTUATAa U MaToreHe3ara
HA ATONUYHHS JAEPMATHT, CKallUTe 3a OICHKA, JUAarHOCTUYHHUTE HW3CIECABAHMS U CHOTBETHHTE
nedeOHU METO/IU, eMMEMHOJIOTHATA Ha aJleprHUHUs KOHTAKTEeH JIePMATUT U aTOMUYHUS JEPMATUT,
MMYHOJIOTHYHUTE HapyLIEHUsl, MUKPOOHMOMa U IPYTUTEe PUCKOBU (PaKTOPH.

Lenrta u 6-Te 3agaun ca sicio aepunupanu. Hamupam, ge modpe GpopmynupaHnuTe 3aadud MOTaT aa
JOBEAAT JI0 MOCTUTaHE HA TOCTaBEHATa IIEl.

B paznnunuTe mpoy4yBaHuUs ca BKIIOUYEHH 00110 455 maluenTy oT JBaTa 1mosja, KOUTo ca ¢ 0010 362
MOJIOKUTETHHU PEaKUy pU ENUKYTAaHHOTO TECTYBAHE.

Pesynrarure oT coOCTBEHUTE MPOYUBAHUS Cca pa3lpeieleHy B 4 mopaszena:

v’ TlpoyuBaHe Ha KOHTaKTHATa CBPBXYYBCTBUTEIHOCT B 00mIa momyiamus ot 455 wia,
u3cnenBanu B nepuonaa 2009-2022 r. u ompenensiHe Ha CyOmoOImynaluuTe KaTo ,,JJuia 0e3
JTAaHHU 3a aTOIIMYHAa uare3a‘ 1 ,,JIUIa ¢ KIIMHUYHY 1 aHaMHECTUYHN JaHHM 3a aTOmus

v’ TlpoyuyBaHe Ha KOHTAaKTHATa CBPbXYYBCTBUTEIHOCT TIpH 189 nvIia ¢ TaHHH 32 aTOMHs

v TlpoyyBaHe Ha KOHTAKTHaTa CBPHXYYBCTBHTEIHOCT INPH MAIIMEHTHTE C U 0€3 aTonuyeH
JIePMaTUT

v OmnucaHne Ha Ka3yUCTHYHU CITyJau



B paznensT ,,O0chKIaHE HA pe3ynTaTUTE " ce€ MOAYEPTaBa 3HAYUTEIIHOTO CHOTBETCTBUE HA
JaHHUTE B OBJTapckara W CBETOBHA momynanus. /[aHHWUTE Ha JUCEPTAaHTHT Ce JOOJMXKaBaT IO
nyOIMKyBaHUTE B IMTEpaTypaTa JaHHU 3a Hali-BICOKa YECTOTA Ha €K3eMarTa Ha pblIeTe, 3a YeCTOTaTa
Ha KOHTaKTHaTa aJjeprusi Mpu aTONMIM, KAaKTO W MPOLIEHTHATa BapHaOUIHOCT B KIMHUYHO
HETpOsiIBeHa CEHCUOMIM3alus cpell BUAUMO 3ApaBU MHAMBUAM. Pe3ynrarutre OT mpoydBaHETO 3a
ChbUETAHME HA KOHTAKTHA CBPBXYYBCTBUTEIHOCT IPHU MALMUEHTH C aTONUYEH JEPMATUT ca B
CbOTBETCTBUE C MPEIUIIHA KOHCTaTallud B JUTeparypaTa, 4e HsAMa 3HAUYMUTENIHA pa3JiuKa B
pasnpoCTPaHEHUETO HAa KOHTAKTHATA aJleprus MKy aTOMMYHATA U HeaTOMM4HaTa rnomynanus. Kato
1510, KOHTAKTHATa ajeprus IMpH aTONMIMTE B HACTOSIIMS TPYH CE€ XapaKTepu3upa OCBEH C
MOBUILIEHA CBPBXYYBCTBUTEIHOCT KbM METAJIM OIIE€ KBbM KOHCEpBaHTH, OOM, apoMatd U

ne3nH(eKTaHTu

HanpaBenn ca 6 wu3Boga Ha 0aszara Ha pe3yiaTaTUTe OT JAUCEPTALMOHHHAT TPYI.
[IpencraBeHuTe N3BOM CHOTBETCTBAT HA MaTepUaia, MpeACTaBeH B r1aBa “Pesynraru”. OT romsiMo
MPAaKTUYECKO 3HAYECHUE € U3BOJ HOMEp 4 , criopej KOWTO HE ce OTKPHBA CTATHCTUYECKH 3HAYMMa
pasiMKa Mpu CPAaBHEHUETO HA YECTOTATA HAa KOHTAKTHATA aJIepTHs MEKIY IBETE CYOIONyIaluu — C |
6e3 aromus (p>0.05). IlpucwcTBUeTo Ha AJl B aTonmnyHara CcyOrmomyJjanusi He Ce SIBSIBa PHCKOB

¢axTop 3a KOHTaKTHA ceH3UTHBHOCT (p>0.05).

[IpuHocUTe Ha AUCEPTALMOHHUAT TPYJ ca 6, pa3NpeseneHu B TpU pa3jiena — OpUTHHAIHU (2

MPHUHOCA); HAYYHO TEOPETUYHH (2 IPUHOCA) U HAYYHO-TIPAKTUYECKU M MMOTBHPAUTEIHH (2 IPHUHOCA)

He oTkpuBam enemMeHTH Ha MjIarnapu3bM U HAMHpaM NPEICTaBEHUTE JaHHU 32 OpUTHHAIIHU U
MHTEPECHHU.

B Oubnuorpagusita Ha qucepTallMOHHUS TPy ca BKiIroueHU 200 tuTepaTypHHU U3TOYHUKA, OT

kouto 10 ca Ha OBATapCKH aBTOPHU B OBJITAPCKU CITUCAHUA U 2 MyONHMKauy Ha OBJITapCKU aBTOPH B

MEXIYHAPOAHU U3JaHUs.

6. IIpenenka Ha HAYKOMETPUYHUTE KPUTEPUH
BbB Bpb3Ka ¢ 1ucepTallMOHHUS TPY/[ ca MyOJUKYBaHU O CTATHH, KaTO IUCEPTAHTHT € I'bPBU aBTOP B
3 ot Tax. [IpeacraBenu ca u 4 HayyHH CHOOIIEHUS HAa OBITAPCKU U MEKIAYHAPOIHU POPYMH.
J1-p [1onoB u3Lsio oTroBapsl Ha U3UCKYEMHUTE HAYKOMETPUUHU Kputepuu Ha MY - [1neBeH cpriacHo
NIPaBUJIHMKA 33 Pa3BUTHE Ha aKaJeMUYHHs cbcTaB Ha MY -IIneBeH 3a mpugoOuBaHe Ha HayyHaTa

CTEIIEH ,,JJOKTOP .

7. ABTOpedepar



ABTopedepaTbT chabpka 46 CTpaHUIM M BKJIIOYBA B ChKpAaTEH BUJ OCHOBHUTE Pa3liesid Ha
nuceprauMoHHusa Tpyn. HampaBen e cnopen m3uckBaHusta. ChIbpKaHMETO U KadyeCTBOTO Ha

aBTope(bepaTa OoTpassBa OCHOBHUTE PE3YJITATHU, IOCTUTHATHU B AUCCPpTAL[UATA.

8. 3ak.10ueHue
JuceprainoHHUAT TpyA Ha A-p Anekcanabp Kpacumupos Ilonos Ha Tema ,KoHTakTHa aneprus
NPH ATONUYEH JAePMATUT 32 IPUCHKIaHE Ha 00pa3oBaTeIHAaTa M HAyYHa CTENEH 'TOKTOp',
ChJIbPKa HAYYHO-TCOPETUYHU U HAYYHO- IIPUJIOKHU PE3YJITaTH, KOUTO MPEACTABIIABAT OPUTMHAIICH
IIPUHOC B HAyKaTa U OTrOBAPAT HA BCHUKM M3HMCKBaHMS HA 3aKOHA 3a Pa3BUTHE HA aKaJCMHYHUSA
cberaB B PenyOnuka bearapus (3PACPB), IlpaBunnuka 3a npunarane Ha 3PACPB u IIpaBunnuka
Ha MVY-IInesen.

[lopanu ropeusnoxeHoTo, yOeleHO JaBaM CBOATA IIOJIOKUTENIHA OLIEHKA 3a MPOBEICHOTO
u3cieBaHe, MPEACTaBeHO OT pPELEH3UPaHUuTe I0-TOpe JUCepTallMOHEeH TpyJ, aBTopedepar,
IIOCTUTHATH PE3yATaTH U IPUHOCH, W MpeularaM Ha IOYUTAEMOTO HAy4HO JKypU Ja IPUCHIU
oOpa3oBaTenHaTa U Hay4dHa CTENeH ‘IOKTop’ Ha A-p Anekcanabp Kpacumupos Ilomos B qokTopcka

nporpama 1o ,,JlepMaTonorus u BEHEpOIOTHs .

15.04.2024r. PELIEHSEHT: ot o0 0T 3371

[Tpod. Hukomnaii [lankos, q1vu



REVIEW

from

Prof. Nikolay Tsankov, PhD
Acibadem City Clinic Tokuda Hospital — Sofia

on the PhD Thesis
""Contact allergy in atopic dermatitis"'
Regarding the award of the educational and scientific degree 'Doctor’
in the professional field 7.1 Medicine

Doctoral programme 03.01.21 "Dermatology and Venereology"

1. General presentation of the procedure and the PhD student

The submitted set of materials on paper and electronic media complies with the requirements of MU
- Pleven.

In accordance with the requirements the dissertation is consisiting of 122 pages; the abstract is written
in 46 pages. The PhD student has 1 publication in an international scientific journal and 3

publications in Bulgarian scientific journals, all related to the topic of the dissertation.

2. Relevance of the issues

The PhD thesis ""Contact Allergy in Atopic Dermatitis™ addresses many serious issues related to
contact hypersensitivity in atopic and contact dermatitis. The problem is poorly understood
worldwide. There are various hypotheses that the disrupted skin barrier and/or the filaggrin muta-
tions in atopic dermatitis are the main cause for the presence of increased hypersensitivity to
contact allergens in some patients. The importance of the mucosal barrier in the other "atopic”

diseases, bronchial asthma and hay fever, has also been questioned.

3. Understanding of the topic

The PhD thesis demonstrates that the dissertant possesses in-depth theoretical knowledge and pro-
fessional skills. It is illustrated with 2 appendices, 22 tables and 24 figures. Not only the detailed
literature review, but also the presentations made by the dissertant at various symposia and confer-

ences in Bulgaria on cases related to the PhD thesis are important for the knowledge of the problem.
1



4. Methodology of the study

The study methodology includes epidemiological analysis, clinical examination, epicutaneous test-
ing, statistical methods and ethical aspects. Very interesting is the MOAHLFA index, which repre-
sents the so-called PAFS (population-adjusted frequency of sensitization). It has been developed and
implemented by the German Information Network of Departments of Dermatology for
population-based and multicentre studies and identifies trends in age-sex and clinical characteristics

associated with contact allergy tracked over the years.

5. Characteristics and evaluation of the dissertation work and contributions

The PhD student Dr. Alexander Popov presents a thesis, which is structured according to the re-
quirements and contains an introduction, literature review, aim and objectives, material and methods,
results, discussion, conclusions, contributions, published scientific papers and bibliography.

The literature review is written in 34 pages and includes as separate sections the definition of basic
concepts such as atopy and atopic march, the etiology and pathogenesis of atopic dermatitis, the
assessment scales, diagnostic tests and relevant treatment methods, the epidemiology of allergic
contact dermatitis and atopic dermatitis, immunological disorders, the microbiome and other risk
factors.

The aim and the 6 tasks are clearly defined. I find that well-formulated objectives can lead to the
achievement of the stated goal.

A total of 455 patients of both sexes were included in the various studies, who had a total of 362
positive reactions on epicutaneous testing.

The results of the own studies are divided into 4 subsections:

v A study of contact hypersensitivity in a total population of 455 individuals studied between
2009 and 2022 and defining the subpopulations as "individuals with no evidence of atopic
diathesis™ and "individuals with clinical and anamnestic evidence of atopy"

v A study of contact hypersensitivity in 189 individuals with evidence of atopy

v Contact hypersensitivity study in patients with and without atopic dermatitis

v' Description of interesting clinical cases

The "Discussion of Results" section highlights the significant consistency of the data in the Bulgarian
and global populations. The dissertation's data are similar to published data in the literature on the
highest incidence of hand eczema, the incidence of contact allergy in atopics, and the percentage
variability in clinically unmanifested sensitization among apparently healthy individuals. The results

of this study on the prevalence of contact hypersensitivity in patients with atopic dermatitis are con-
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sistent with previous findings in the literature that there is no significant difference in the prevalence
of contact allergy between atopic and nonatopic populations. In general, contact allergy in atopics in
the present work is characterized by increased hypersensitivity to metals in addition to preservatives,
dyes, fragrances and disinfectants

Six conclusions are drawn based on the results of the thesis. The conclusions presented are consistent
with the material presented in the Results chapter. Of great practical relevance is conclusion number
4, according to which no statistically significant difference was found when comparing the incidence
of contact allergy between the two subpopulations - with and without atopy (p>0.05). The presence of
AD in the atopic subpopulation did not appear to be a risk factor for contact sensitivity (p>0.05).
The PhD thesis has 6 contributions, divided into three sections: original (2 contributions); scientific
and theoretical (2 contributions); and scientific and confirmatory (2 contributions)

I find no elements of plagiarism and find the data presented original and interesting.

The bibliography of the dissertation includes 200 literature sources, of which 10 are by Bulgarian

authors in Bulgarian journals and 2 publications by Bulgarian authors in international journals.

6. Assessment of the scientific criteria

5 articles have been published linked to the PhD thesis. The dissertant is the first author in 3 of them.
4 scientific communications have been presented at Bulgarian and international forums.

Dr. Popov fully meets the required scientific criteria of MU - Pleven according to the regulations for
the development of the academic staff of MU-Pleven for the acquisition of the scientific degree

"Doctor".

7. Author Summary

The summary contains 46 pages and includes in abridged form the main sections of the thesis. It is
written as required. The content and quality of the abstract reflects the main results achieved in the

thesis.

8. Conclusion

The dissertation work of Dr. Alexander Krasimirov Popov on "Contact Allergy in Atopic Dermatitis”
for the award of the educational and scientific degree 'Doctor’, contains scientific and theoretical
results, which represent an original contribution to science and meet all the requirements of the Law
for the Development of Academic Staff in the Republic of Bulgaria (LADAB), the Regulations for
the Implementation of the LADAB and the Regulations of MU-Pleven.

In view of the above, | am confidently giving my positive assessment of the studies and their results

presented by this thesis and summary as reviewed above. | propose to the honorable scientific jury to



award the educational and scientific degree "Doctor" to Dr. Alexander Krasimirov Popov in the PhD
Program in Dermatology and Venereology.

Ha ocHoBaHume un. 59 or 33114

15.04.2024 Reviewer: ......c.cccvvvvveiieieeinn,
Prof. Nikolay Tsankov, PhD.



