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PasnpocTtpanennero Ha ajepruyHuTe OOJIECTH Ha JUXaTelHAaTa CHUCTEMa CE€ YBElIMuYaBa
3HAUMTENIHO MpPe3 MOCISTHOTO aeceTwieTne. AseprudyHust puHuT (AP) oka3Ba OrpoMHO
BB3/ICHCTBHE BHPXY KQUE€CTBOTO Ha )KUBOT HA OTJCITHUS HHIUBH]I U BIIUsIC BBPXY OOIIECTBOTO
Karo Lsu10. B3aumopaeicTBusTa MeXay FOpHU M JOJHU JUXATEIHW IIBTHUINA CE IIPUEMAT 3a
JI0Ka3aHU, HO JIMIICBAT MMO3HAHUS 3a B3aUMHOTO MM BIIMSIHME Ype3 ChbBPEMEHHH MOJIEKYJISIPHU
U FeHeTU4YHU u3cneaBanus. Hamocnenbk ce ycrtanoBu, ye CD4+ kietku ce nudepeHnupar B
Th17 nonymamus, npoayuupanm IL-17. PeBusupa ce kimacuyeckara Th1l/Th2 mapamurma.
IIpenn3BuKaTeNncTBO Ha BUCOKOTEXHOJOTMYHUTE TIEHETHUYHU W3CIEABAaHUS € H3SICHSIBAHE
MpOM3X0/la Ha aTONUYHUTE Oo0JieCTH 4Ype3 HIASCHTUPHUIMpPAaHE HAa TE€HU U TEHETUYHU
MOJUMOP(PU3MH ONIPEAEISIIM NpeIpa3nonokeHueTo kbM 6onecrra. Llea Ha nucepranusra e
Ja ce MPOY4YH BIUSHUETO Ha aJepruyHUs PUHUT BBPXY JAMIIAHETO M HecneuupuyHarta
Oponxuanna xuneppeaktuBHOCT (BXP) Meromn: KoxHo-anepriuunu npodu, HyHKIHOHAITHO
W3CJIe/IBAHE Ha JUIIaHE, METaXOJIMHOB TecT, (DIOynUTOMETpUYHO u3ciensane 3a |L-17,
onpenensHe noauMmopduzeM Ha B2-AP ren Ha 16 amuHOKMcenuHHa no3uiys. Pesyaratu u
M3Boam: ChiiecTByBa 3aKOHOMEPHOCT MEX]Y IMOJMCEHCHOMIM3anusa u cekpeuns Ha IL-17
npu AP. bonau ¢ AP nMar HapylieHM COMPOMETPUYHM IOKAa3aTeNd, NMPOSIBU Ha MOBUIIEHA
BXP u cwemectBeno ce BiusaaT ot BMI, MCE]l5.75 u monuceHcnOmmm3anus. [ eHeTHIHUAT
noauMopdu3bM Ha 16 mozunus B reHa Ha 32-AP e cBbp3an ¢ noBumieHa Hecrienupuuna bXP
npu 6onHu ¢ AP. Excnipecusita Ha Gly BMecto Arg (auB tum) B reHa Ha $2-AP ce Biuse ot
nona u BMI. Hannune Ha myrtanten anen - G/G, nojoxureneH MxX TeCT U COUPOMETPUYHH
OTKJIOHEHHMSI, J1aBaT OCHOBaHHUS 3a M3BOJ, Y€ T€HETHMUYHHUAT MOJUMOP(U3BM BIHSIE BBPXY
nuxatenHara GyHkuus Ha 6omHu ¢ AP. [TonucencnOunu3anusTa urpae ChIiecTBEHa poJIst MPH
cexkpeunsara Ha IL-17. Jloka3Ba ce ponsta Ha IL-17 B marorenesatana AP. Ilpunocu: 3a
IBpBU I'BT y Hac € uscnensad IL-17. bearapcka momynanus euwsciegBaHa 3a I€HETHYHA
BapuabuiHocT Ha $2-AP 3a mwppBu mbT. [Ipeanara ce anropuThbM 3a TUArHOCTHYEH TOIXOT
Yype3 MOJIepHU U3ciieiBanus npu O0omHU ¢ AP.



INYBJIUKAIIMU B HAYYHU CIIMCAHUS B BBJIT'APUSA

2.1]éemxoea B. Anepeuunu u neanepeuunu punumu, Meouxapm, op.2/2010 2. ¢ 4 — 11.

OOekT Ha aBTOpPCKaTa CTAaTHUsA Ca aJepruvyHUTe W HealepruyHu puHuTU. [lompoOHO ca
KOMECHTHUPAaHU €THUOINATOreHe3ara, ChBPEMEHHUTE Kiacu(UKaluu, KIMHUYHUTE MPOSBH,
nudepeHIraaHaTa Juardo3a, yCIOKHEHUSATA M JICYCHHETO WM. B crarusara ce akieHTHpa
BbPXY Hail-HOBHTE HAYYHW OYAKBAHHS W JOCTIDKCHHS 33 UMYHOTEpAIlUs Ha aJeprHYHUS
puautr (AP): 1. I[lomoOpeHue Ha KOHBCHIIMOHAJHHWTE aJCpPreHHH BAKCHUHH, 4pe3
PEKOMOMHAHTHHU aJIEPTeHH C IIeJl U3TOTBSHE HAa WHIWBUAYAJIHU BAaKCUHU TPEIHA3HAYCHU 32
oTHenHus manueHT. 2. VHXeKkTupaHe Ha alepreHd AUPEKTHO B JUMQEH BB3ET TOJ
VITPa3BYKOB KOHTPOJ. 3. Ch3iaBaHe Ha MOJU(HUIIMPAHU aJIepreHn 0e3 PUCK 3a aHA(HIIAKCHSI.
Jlpyr akUeHT € moauepraHaTa aBTOpCKa MO3UIHS BHPXY H3MOJI3BAHETO HA AHTUJIICBKOTPUCHU
(Montelukast) 3a neuenue nHa AP B bbiarapus nogo6HO Ha YTBBPJIEH TEPaeBTHUEH MOAXO0] B
EBporma u 1p. pa3BuTH JbpKaBy.

3. Kyyapos A., Lleemkosa B. Anepeuunusm punum u YCio8HO NAMOSEHHUMEMUKPOOPSAHUIMU
8 NAMo2eHe3ama Ha XPOHUYHUSL PUHOCUHYUM ¢ HOCHanoauno3a. Anepeonoeust u Knunuuna
umynonoeusn 2007, op. 1: 3-9.

Chronic rhinosinusitis is a common disease which has a significant impact on thequality of
life of the sufferer. At the same time, it is closely related to pulmonary pathology
(inflammatory and noninflammatory). CRS is clinically defined as CRS without and
withpolyposis. According to J. Ponikau et all. (1999), in patients suffering from CRS
withpolyposis, fungi (fam. Dematiaceous) play a major role in the pathogenic process.
Nowadays it is undoubtedly accepted that chronic inflammation in nasal cavities is a
mainfactor for nasal polyps. Aim of our study was to define the frequency and the role of
fungalinflammation in patients with polyposis and CRS. 30 patients (20 male and 10 female)
aged 40-69 years suffering from CHR with polyposis, and 10 healthy controls were
studied.Nasal smear was taken from all patients and was examined microscopically for
presence offungal elements and Eo. SPT with the following fungal allergens were performed:
Alternaria, Aspegillus, Mucor, Penicillium, Fusarium, Rhizopus. Total IgE antibodies of
patients and controls were determined.

INYBJIUKAIIMKM B NEPUOIUYHU HAYYHU WH3JAHUA, KOUTO HE CA
CBBP3AHU C JOKTOPCKATA JUCEPTALIUA

| IYBJIMKALIMU B YY/ KU HAYYHU CIIUCAHUA

4. Tsvetkova-Vicheva V., Konova E., Lukanov T., Gecheva S., Velkova A., Komsa-Penkova R.
IL-17 producing T cells could be a marker for patients with Allergic Rhinitis. IMAJ 2014, 16:
358-362. (IF 1.018)

Background: Interleukin-17A (IL-17A)-producing CD4+T helper cells have been implicated
in allergic inflammation; however, the role of IL-17A in allergic rhinitis (AR) patients with
different degrees of atopy and airway reactivity to methacholine (Mch) has not been
examined. Objectives: To explore 1L-17A-producing CD3+CD4+T cells in peripheral blood
of patients with persistent AR and assess the degree of atopy, eosinophil count (Eo count),
and bronchial hyper-responsiveness (BHR) to methacholine. Methods: The study involved 61



patients and 30 controls. The percentage of CD3+CD4+IL-17A+T cells in peripheral blood
was measured by flow cytometry, bronchial challenges with Mch were performed, as was skin
prick tests with standard inhalant allergens, and Eo count was measured. Atopic status was
determined by the number of positive SPT results and wheal mean diameter. Results: A
statistically significant difference in Th17 cell percentage was found in the AR and control
groups (2.59 + 1.32% and 1.24 + 0.22% respectively, P = 0.001). Forty-one patients (67.2%)
were polysensitized to indoor and outdoor allergens, while 20 (32.8%) had positive skin prick
tests to indoor allergens. CD4+T cells were significantly higher in the patient group compared
to the control group (2.91 £ 1.5% versus 1.91 + 0.62%, P = 0.005), as was Eo count (4.48 +
2.13 vs.2.32 £ 1.83) (P = 0.0001). Forty-one in the AR group (67%) and 7 (23%) in the
control group were Mch-positive (P = 0.001). The percentage of IL-17A-producing CD4+T
cells was significantly higher in males compared to females (3.15 + 1.8% versus2.31 = 0.9%,
P = 0.02) Conclusions: Polysensitized AR patients exhibited higher IL-17A-producing
CD4+T cell levels and eosinophil counts. Male patients displayed a higher frequency of IL-
17A-producing T cells.

5. Tsvetkova-Vicheva V., Gecheva S., Komsa-Penkova R., Velkova A., Lukanov T. IL-17
producing T cells correlate with polysensitization but not with bronchial hyperresponsiveness
in patients with allergic rhinitis. Clinical and Translational Allergy 2014, 4:3
(http://www.ctajournal.com/content/4/1/3) (IF 2.53)

Background Th2-type T cell response has a considerable role in atopic diseases. The
involvement of Th17 and IL-17 in atopy process provided new understanding of allergic
diseases. Bronchial hyperresponsiveness is quite common in allergic rhinitis. We aimed to
explore the expression of 1L-17 producing CD3* CD4" T cells in peripheral blood of rhinitic
patients, with/without bronchial hyperresponsiveness and sensitized to common allergens, as
this relationship has not been examined. Methods Sixty one patients with allergic rhinitis and
thirty controls were examined. 1L-17 producing T cells were detected by flow cytometry, IL-
17, IL-4 and IL-13 levels in peripheral blood were evaluated by ELISA. Bronchial
hyperresponsiveness was investigated with methacholine challenge test. Atopy was evaluated
by skin prick tests with common allergens. Results IL-17 producing T cell percentage of AR
group was significantly higher: 2.59 + 1.32 than in controls 1.24 + 0.22, (p = 0.001).
Significant sex related difference in CD3" CD4" IL-17 T cells was observed: respectively in
male patients versus female 3.15 = 1.8% and 2.31 = 0.9%, (p = 0.02). Rhinitics had greater
bronchodilator responses compared to controls (p = 0.001), however the percentages of T
cells in both groups appeared equal. Serum IL-17 levels in AR group were significantly
higher (5.10 £+ 4.40) pg/ml than in controls (3.46 +£1.28) pg/ml, (p = 0.04). IL-4 levels (0.88 +
1.27) and IL-13 levels (3.14 £+ 5.85) in patients were significantly higher than in control’s
(0.54 + 0.10) pg/ml, (p = 0.001) and (1.19 £ 0.64) pg/ml; (p = 0.001) respectively. The
percentages of T cells in patients sensitized to 5 allergens (group 1) were significantly lower
(1.91 £ 0.62) than those sensitized to more than 5 allergens (group II) (2.91 £ 1.5) (p = 0.004).
Conclusions The observed higher levels of IL-17 producing T cells in polysensitized males
suggest a role of IL-17 in pathogenesis of AR. The higher airway responsiveness in AR may



not be Th17 dependent. The higher serum values of I1L-17, IL-4 and IL-13 demonstrate the
presence of cytokine balance in atopic diseases.

I TYBJIMKALIUUA B HAYYHU CITMCAHUS B BBJII'APUSA

6. Tsvetkova V., Petrova P. Intravenous Immunoglobulin Treatment of Patients with
Antiphospholipid Antibody Syndrome Associated with Borderline Hypothyroidism and
Myasthenia Like Syndrome. Clinical Application of Immunology 2003, 2(1):165-172.

SUMMARY:: It may be premature to say, but aPL may end up being one of thecommon
threads that ties together all of the seemingly unrelated 80 known autoimmune diseases” —
Virginia T. Ladd, president of the American Autoimmune Related Diseasesassociation
(AARDA). Thyroid disorders are among the most prevalent medical conditions. Most persons
with thyroid disorders have autoimmune disease. Borderline hypothyroidismis an insidious
condition with subtle and nonspecific symptoms and may be mistakenlyattributed to other
illness. Very often abnormalities in nerve conduction and muscularfunction may be present in
patients with mild thyroid failure. Myasthenia like syndrome is aneuromuscular autoimmune
disease, which is characterized also with muscle complaints. Still there is no consensus if
these patients should be treated or not. Implementing a management strategy will prevent the
progression of the symptoms

7. Kyyapos A., lleemroea B. HmyHON02U4HO 2bOHO 6b3naANeHUE U XPOHUYEH DPUHOCUHYUIN.
Omopunonapuneonoeus 20006, 2:46-49.

Chronic rhinosinusitis is a common disease. Some authors accept the leading role of
Dematiaceous family fungi. Eosinophills cells take part in the immunological reaction. We
investigated 20 patients for 3 months (25 to 72 year old; 12 women and 8 men). All of them
were with CRS without polyposis. 15 of them were positive prick tests to one or two allergens
of Fusarium and Penicillium, Alternaria, Rhizopus species origin. The same patients had
hyphal fragments and eosinophills in histological investigation of nasal secretion.

8. Kyyapos A., Ileemkoea B. Pona u uwecmoma una ¢yneume om fam. Dematiaceous 6

namozene3ama HA XPOHUYHUSL PUHOCUHYUM ¢ HOCHA noaunosa. Omopunonapuneonous 2006,
4:37-41.

Xpoununusat puHocHHYHUT (XPC) e uecTo cpemano 3a00sBaHe, KOETO HapyIlaBa Kad4eCTBOTO
Ha xxuBoT. Kimanuno XPC ce onpenens kato ase ¢popmu: 1. XPC 6e3 HocHanmonmpo3sa. 2. PC
¢ HocHa monuno3a. Crnopen myOnukanusata Ha J. Ponikau (1999) mpunaumentu ¢ XP ¢
nosumno3a, reoure ot fam. Dematiaceous UMaT OCHOBHA PoOJisi B MATOT€HETUYHMSI IMPOIIEC.
IlenTa Ha MpOydYBAHETO € Ja CE€ OMPEACIA POJIATA U YECTOTaTa Ha I’bOHOTO BB3MAICHUE MPHU
XP ¢ nonunosa. Uscneasanu ca 25 6oman ¢ XP ¢ HocHa monumo3a (19 mbxke u 6 keHu) Ha
BB3pactT 40-69 rox. u 15 3apaBu koHTpoaM. Ha BCUUKHM MallMEHTH MUKPOCKOIICKHU € U3CIeABaH
HOCEH CEKpeT 3a HaIW4YUEe Ha T'bOHU eJIeMEeHTH U eo3uHOo(uimu. OCHIIECTBEHH ca KOXKHO-
anepruunu  npodou (KAIT) ¢ ameprenu Ha Alternaria, Aspegillus, Mucor, Penicillium,
Fusarium, Rhizopus. [Ipu xupyprudto gedeHre €0ChIIECTBEHO XUCTOIOTUYHO H3CICABAHE HA



OTCTPaHCHHUTE IIOJMIIO3HA Macd M C€ JO0Ka3Ba HAIMYUE Ha BB3MAIUTCIHU IOJUINU U
€03MHO(MITHA MHOUITPALIKSL.

9. Kyyapos A., /icambasos K., I[eemxosa B., ['euesa C. Ilpoyusanus evpxy poisma Ha
2voume 6 emuonamozeHe3ama Ha XpOHUYHUS PUHOCUHYUM 6e3 U ¢ HOCHA NOJUN03a —
npeosapumenro cvoowenue. Omopunonapuneonozus 2007, 3:47-50.

Chronic rhinosinusitis is a common disease. Some authors accept the leading role of
Dematiaceous family fungi in its pathogenesis. Eosinophills are major actors in the immune
reaction. The aim of the study is to determine the role of Dematiaceous family fungi in
ethiopathogenesis of CRS with and without polyposis. Material and Methods: In the course of
three months we examined 50 patients (35 males and 15 females) (18-72 year old) with CRS.
They were divided to: 30 subjects without polyposis, 20 with nasal polyposis and 10 (5 males
and 5 females from 20 to 60 year old) served as healthy controls. Nasal secret was taken from
all patients and controls for cytological exam. Skin prick tests (SPT) and slgG to fungal
allergens (Alternaria, Aspegillus, Mucor, Penicillium, Fusarium, Rhizopus) was performed
with all patients and healthy controls. Results: Cytologic examination of nasal smear showed:
presence of fungal elements (hyphies) in 8 controls (80%) and lack of Eo in all control
subjects, while 35 patients had fungal elements (70%) and Eo in 40 (80%) of them.SPTs were
positive to one or several fungal types in 15 (33%) of patients without polyposis, 2 (4%) with
polyposis and none of the control group. Examination of sera for specific IgG was positive in
all groups. In the control group the titre of specific antibodies was 2,3- 30 mcg/ml while in the
patients group the titre was significantly higher (>40 mcg/ml) — in 37 (70%) patients: 17
without polyposis and 18 with polyposis respectively.

10. I'enosa C., Ileemroea B., Japoanosa Xp., Honuesa JI., Tepsues JI., Hocugposa T. Epexm
na Cetirinax 6bpxy KO#CHAMa peakmugHOCm npu nayuenmu ¢ xponuuna ypmuxapus. GP
News 2007, 7(87): 4-15.

Hen: Jla yctanoBu notuckamus epekt Ha Cetirinax BbpXy XUCTAMHUH NPEAU3BUKAHU €PUTEM
U Tanyja Hpy MalueHTH C XpOHWYHa ypTukapus. Jla ce mpoyuu moTHcKamus e(exkT B
3aBUCHUMOCT OT BPEMETO, KIMHUYHOTO CHCTOSHUE Ha IMALMEHTHUTE, I0jJa U Bb3pacTTa UM.
Marepunan n Mmeroau: 20 nanveHT ¢ XpoHU4HA Y PTUKapUs Ha Bb3pacT oT 18-63 rox. u noin
Mbk/xkeHa — 9:11. 50% ot 1iax — ¢ uzoctpeHa Yprukapus, 50% - B KIMHUYHA PEMUCHSL.
Kpumepuu 3a eéxnrousane: Jla He € IPOBEKIAHO aHTUXUCTAMUHOBO JICUEHHE B MOCIEAHUTE D
nHu. [la He ca mpueMaHu CUCTEMHHM KOPTHKOCTEPOUIU U JIEBKOTPUEHOBU aHTArOHUCTHU IIPE3
MOCIIEAHUST Mecell. 3ama3eHa KO)KHAa peakTHUBHOCT. JKeHHM — B M3BBbHMEHCTpYyaJieH IMKBII.
Ju3aitn Ha npoyuBaHero: Prick tect ¢ 10mg/ml xucramuH Ha BolapHaTta cTpaHa Ha
npenMuniHunara, 20 MuH. npenu aa Opae nageHa nosa ot 10 mg Cetirinax. Prick tect cbe
chIllaTa J03a XUCTaMUH € HampaBeH Ha 30 muH. cnen npuema Ha Cetirinax, kakto u Hal, 3, 6,
9, 12, 24 yac. 13mepBaH € cpenHus pa3Mep Ha mnamynata U epurema. OnpenensHeTo Ha
CpeIHUs IMaMEThp Ha Mamynara u epuremMa B mm ce otunta 20 MHUH. cjell OCTaBSIHETO Ha
XUcTaMHHA. KIIMHUYHOTO ChCTOSIHME HA NMALlUEHTUTE € MPOCIIEAEHO B MPOIBIKEHUE HA 7 JHU
Ha (ona Ha penoBeH npuem Ha 1 Tabin. Cetirinax. [IpoyuBaneTo e muaie00 HEKOHTPOIUPAHO.
Pe3yaratu u o6cbxkaane: [loruckanmusat epext Ha Cetirinax oTuyeTIMBO 3amoysa ome Ha 30
MHH. OT IpUeMa My, KaTO Hal-CHJIHO M3pa3eH € Ha 3 4Yac BbpPXYy epuremMa M Ha 9 yac mnpu
namyna. Ha 24 gac onpeneneHo ce 3a0ens3Ba HaMmalsiBaHe Ha motuckamms edexrt. He ce e



YCTAaHOBWJIO paziuuue B moTuckamus edekt Ha Cetirinax BbpXy MamyjaTa ¥ epuremMa B
pa3MYHUTE YacoBE B 3aBHCHMOCT OT II0JIa Ha MauueHTure. Pasriexmaiiku edexra Ha
Cetirinax mpu man@eHTH B PEMUCHS M U30CTPEHH, HSAMA CHINECTBEHH Pa3IH4Hs B pa3MEpPHUTE
Ha Tamyjla ¥ €pUTeM B pa3iIuyHuTe dYacoBe. Ha mammeHTHn ¢ 000OCTpeHa KIMHHYHA
CHUMIITOMaTHKa € mpoabbkeHa Tepanusarta ¢ Cetirinax Bmo3a 10 mr nuesHo. Habmronenuero
BBPXY TAX € NpoAbDKWiIo 7 nHU. Ilpum 7 OT maumeHTUTE € MOCTUrHaTa I'bJIHA KIMHUYHA
pemucus. Ilpu 3 OGonHM He € oBimagsiH oOpuBHUs cuUHIApoM. 3akJroueHue: Cetirinax e
MEIMKAMEHT ¢ OTJIMYHA  AHTUXUCTAMMHOBA  AKTUBHOCT, JI€MOHCTpUpaHa  4pe3
(dapMakosoru4eH TecT — e(QEeKT BbPXYy XHUCTAMMHOBO NPEAM3BHKAHM MaIlyja U EpPUTEM.
Cetirinax e ¢ 6bp30 HacTHIBaL] OJOKHpAI e(eKT, €AHAKBO U3PAa3eH BbPXY IMaIlyja U €pPUTEM.
Hsma paznuume B mortuckamus edext Ha Cetirinax B 3aBUCHMOCT OT I0Jia, Bb3pacTra W
KJIMHUYHOTO ChCTOsHME Ha manuentute. Cetirinax e ¢ omimueH e(eKT MpH MalUeHTH C
XPOHWYHA N30CTPEHA YPTUKAPUS BOJCII JIO IThJIHA KIIMHUYHA PEMUCHS.

11. Kyyapos A., I[eemkosa B., Cmosanoe U. Porama na amonusama kvm pyneu 8
namoezeneszama Ha Xporuurus punocuryum. Omopurnonapuneonozus 2008, 3:34-37.

Aim:The aim of this study was to identify the different fungi: Alternaria, Aspegillus,Mucor,
Penicillium, Fusarium and Rhizopus through Skin Prick test (SPT) in Chronic Rhinosinusitis
(CRS) patients and to correlate their participation in pathogenesis of chronic inflammatory
nose mucous membrane changes. Material and Methods: Two groups of subjects were
included: Control group of 25 normal individuals (14 males and 11 femalesfro 20 to 65 year
old), Patient group of 100 adult CRS patients (55 males and 45 femalesfrom 20 to 65 year
old) was enrolled throughout 3 years. The patient group was separated in two subgroups: CRS
without nasal polyposis (NP) — 70 patients and CRS with NP (30patients). CRS was
diagnosed based on medical history, physical exam and CT scandata. SPT to fungal allergens
was performed with all patients and healthy controls. Results:1. Control group: SPT was
positive in 2 (8%) patients. 2. Patient group: 38 (38%) of them were positive to allergen of
fungal origin. CRS without NP was positive in 30 (42,86%) patients. CRS with NP was
positive in 8 (26,67%) patients. Discussion: Recently many discussions arise concerning the
role of fungi in CRS. Positive SPT to one or more fungal allergens in 38% of CRS patients
proves the high frequency and role of fungi in chronicinflammation pathogenesis. Profound
analysis are necessary concerning role and frequencyof Dematiaceous family and aspergillus
fungi in the pathologic process of chronic nasalcavities inflammation.

12. IJeemxkosa B. ['enemuunu éapuanmu Ha OPOHXUAIHAMA ACMMA, AIePSULHU PUHUMU U
cevp3anus ¢ max f2-adpenepeuden nonumopduszvm. Meouxapm 2010, 5:9-10.

3a ObpBH OBT CC O6C’I))K,Zla BB3MOXHa Bpb3Ka MCXKAY BIUAHUCTO HA TICHCTUYCH
nonuMopdu3bpM Ha B2-afapeHeprudeH perentop Bbpxy bpouxuanna actma (BA) u Anepruuen
punut (AP). Hamocnenbk B acTMOJIOTHATA, YCIOPEIHO C FEHETUYHH W3CIICABAHUS BBPXY
OpoHXHaTHAa acTMa U aTOMHs, c€ MyOJUKYBaT TBHPJIE MHOTO CHOOIIECHHUS MMOCBETCHH Ha P2-
aJIpEHEPTUYCH PElENnTOpPeH MOIUMOPGU3BM H JIEYCHHE C ABITOJAeHcTBAIIM 32 aroHUCTH
(LABA). Pa3nuunu aBTOpPHM JOKa3BaT, 4Ye MAIMEHTH - XOMO3HIOTHH KbM aprMHUH Ha 16
aMUHOKHCEJIMHHA To3ulus Ha [P2-aapenepruueH peuentop (B16 Arg/Arg), mo-cimabo ce
MOBIUSABAT OT MOHOTepamusi c¢bc Salmeterol m mo-moOpe OT KOMOWHHpPAHO JIEYCHHE C
WHXAJIaTOPeH KOPTHUKOCTEPOWJ. YCTaHOBsiBA ce, 4e OomHM ¢ BA — XOMO3UTOTHH IO



OTHOIIIEHWE Ha TIMIMH Ha chiiata no3unus (B16 Gly/Gly), otroBapst Ha JedeHHE ChC
Salmeterol. WuTepnperanuara Ha pe3ynTaTH OT pPa3IUYHU TPOYYBAHUS IIOKa3Ba, 4Ye
actMatunu ¢ renotun B16 Arg/Arg uB16 Gly/Gly umar no-no0sp epext or KoMOMHHpPaHO
nedenue ¢ B2 aronucty u uaxanatopeH koprukocrepoun (ICS) B cpaBHeHHE C MalMEHTH Ha
monotepanusa ¢ ICS. B cratusra ce o6chxaa u Bb3MOkHOTO yuacute Ha Thl7 u IL-17 B
raToreHe3ara Ha ajJepruieH pUHMUT.

13. IJeemkosa B. Anepeuuen punum u cunyumu. Medinfo 2010, 5:21-25.

[Ipe3 nocneaHOTO JeCeTUSIETHE M3CIIEJOBATEIUTE YCTAaHOBSIBAT 3HAYUTEIHO INPUIIOKPHUBAHE
Mexay Be3nanurennure npouecu Ha ropuurte (I'AIl) u gonmuu auxarennu nwruma (IIT).
Jlockopo ©Oonectn KaTo OpoHXMadHa acTMa, OCTbP U XPOHUYEH CUHY3UT, aJepruyeH,
HEaJIepruueH PpUHUT U CPEJEH OTHUT ca pasMIekKIaHU CaMOCTOSITENIHO. AKTYaIHHUST MOAXOJ
oOenuHsABa OOJIECTHUTE E€AMHULM KaTO HapyIIEHUs Ha €JUHHATa JMXaTelHa CHUCTeMA.
PecnipaTOpHUAT TPaKT OT JIMraBUIATa Ha CPETHOTO YXO, HOCA U CUHYCUTE 10 OPOHXHAIHOTO
IbPBO € CXOJAEH NpH OTTOBOP Ha NATOJIOIMYHM Bb3AeHCTBUSA. AnepruueH puHuT (AP) n
Xponuuen puHocuHyuT (XPC) B 3HauuTenHa CTENeH MpOsBABAT NPUIIOKPUBAIIU Ce
CUMIITOMH Ha aJePTUYHO BB3MAJICHHE, AaHATOMUYHU, TE€HETHYHH, WMYHOJIOTHYHH,
MUKPOOHONOTHYHM ¥ (aKTOPH Ha OKoiHata cpena. AP Biuse BbpXYy TEXKECTTa Ha
cumrnromure npu manueHTH ¢ XPC W cioydyamte Ha PE3UCTEHTHOCT KBbM TEpaIusTa.
CrpImecTByBaT pa3IMYHMA XUIOTE3W 3a mnaTodusnonornyHa Bpb3ka Mexay AP u XPC.
[Ipennonara ce ywactuero Ha S. Aureus W CyNepaHTUT€HHaTa My aKTHUBHOCT.
Be3nanurennusat cnektbp npu XPC Bce mo-yecto BKIIOUBA (DyHTHaTHU anepreHu. Alternaria
u Penicillium akTuBupaT €03MHOGMIN In Vitro ¥ IpeJU3BUKBAT JIerpaHyIalus, HO poJsiTa Ha
¢ynrure 3a XPC ocraBa HesicHa. J|0oka3aTeNCTBO 3a TOBA € HE3a{OBOJIMTEIHUAT pe3yaTar OT
MPOBEXKJaHe Ha MPOTHBOI'bOMYHA Tepamus B MPOIBIDKEHHE Ha pa3jMueH NMPEeuo]i OT Bpeme
(maiti-uecto 6 mecena). I[lomuepraBa ce aBTOpCKaTa MO3MIMS 3a HAPACTBAIO BIMSHUE HA
(GyHTHATHUTE allepreHd BBPXY KIMHHUYHOTO MpoTHYaHe Ha AP ©m Karo camMocTosATeIHA
0oJIecTHA eAMHMIIA B CbBPEMEHHUTE YCIIOBHS HA KUBOT.

14. Terziev L., Tsvetkova V., Shopova V., Dancheva V., Stavreva G., Atanasova M.,. Lukanov
T., Stoyanova A. Effect of L2-oxothiazolidine-4-carboxylic acid on markers of inflammation
and lipid peroxidation in bronchoalveolar lavage fluid in mice model of asthma. J Biomed
Clin Research 2010, 3(1):40-44.

Asthma is a serious medical and social problem, characterized by an inflammatory response
and production of large amount of reactive oxygen species. Our goal was to studi the effect of
a gluthatione precursor of some markers of inflammation and lilpidperoxidation in an animal
model of asthma. The study was carried out on 28 C57B1 mice, divided into four groups:
group 1 — controls; group 2 — injected and inhaled with ovalbumin(OVA); group 3 — treated
with L-2-oxothiazolidine—4—carboxylic acid (OTCA) and inhaled with phosphate buffered
saline; group 4 — injected with ovalbumin and OTCA, as well asinhaled with OVA. Under
sodium pentobarbital anaesthesia the animals were sacrificed on hour 48 after the last
inhalation to obtain bronchoalveolar lavage fluid (BALF). The total cell number and cell
counting, total protein content, the levels of IL-4, IL-5 and 8-isoprostane were investigated in
BALF. OVA increased the total cell number and the levelsof IL-4, IL-5 and 8-isoprostane.
OTCA significantly decreased the total cell number, thetotal protein content as well as the



levels of IL-4, IL-5 and 8-isoprostane in comparison with ovalbumine. OTCA attenuates
inflammation and lipid peroxidation in asthma provoked by ovalbumin in a mouse model.

15. Ileemrkosa B. bpouxuanna acmma — ouazrosa u neverue. Meouxapm 2011, 2:24-25.

Cnopen pannoto ompezaenenue Ha American College of Chest Physicians, OponxmuanHara
actMa (BA) e 0oiecT ¢ KIMHHUYHHM TPOSIBM HA TOBHUINCHA PEAKTHBHOCT HA JIMXATCIHUTE
BTHUING, YIbJDKaBaHE HA (OPCUPAHOTO HW3IUIIBAHE MPOMEHSIIO CE CIHOHTAHHO WU TIOJ
BIUsiHUE HAa MeaukameHTH. OcBeH kinacwueckute ¢opmu Ha BA, B craTusaTa ca M3JI0KEHU
HSKOU OT Hal-HOBHTE [IOCTIDKEHHS B TEHETHYCH AaCIeKT IMPU HW3yYaBaHE HA acTMara.
[Tomueprano e 3HAYCHUETO HA UACHTHU(PHUIMPAHUTE T€HU: JC3UHTCTPUH U METaJIONpPOTEHHA3a
33 (ADAM33; xpomozoma20pl3), aunentummin nentupaza (xpomozoma20ql4), GYFIP 2
(xpomo3omasSq33), B2 — ampeHopenenTopeH T'eHeH moauMopdu3bM. I'eHHHTE TTOTMMOp(HH
BapHaluu Ha 2 peuenTopa Bce MOBEYEe MPEIU3BUKBAT MHTEPEC B HaydyHATa OOMICCTBEHOCT
NPEeIUMHO TIpM HHTEPIPETHpaHe JiedeHHeTo Ha bA. B cratusta ce akueHTHpa BBPXY
HE3HAYUTEIIHUST OpOM W3CIIe/IBaHUS TIOCBETCHH Ha OpOHXHAJIHA XUICPPEAKTUBHOCT H
TCHETHYCH pelenTopeH moymMopdu3bpM. V3BECTHH ca eIMHUYHU MPOYIBAHUS BBPXY PHHHT,
OpOHXHMATHA XUIICPPCAKTUBHOCT U TCHETUYCH MOJIMMOP(PHU3IBM.

16. IJeemrkosa B. Jleuenue na bponxuanna acmma. Medinfo 2011, 5:25 — 28.

bponxuannara actma (BA) e eqHa oT Hali-pa3npocTpaHEHUTE XPOHUYHU OO0JIECTH, 3acsAraiia
300 MuIMoHa BB3PAaCTHHU U Jella OT BCUYKH €THUYECKU IPYNH U IbpPKABU B CBETOBEH Marao.
AKTyallHUTE eNuAEMHOJOIMYHM JaHHM MoKa3BaT, ye okoyio 250 000gymm Beska roauHa
yMHpAT MpEeXJIEBPEMEHHO OT acTMa. IIpe3 mocneaHuTe roAvHM KOHILENIHUATA 3a MOCTUTaHEe
Ha KOHTpPOJ Haja OoJjiecTTa € OCHOBHA TepamneBTUYHA 3a7ada. OCHOBHHMTE NPUHLUIMN Ha
JIeYEeHHE BKJIIOYBAT €THOJIOTMYEH U MAaTOreHeTu4eH noaxoA. [lpu OonHM ¢ TEXKO MpoTHhyalia
BA narorenesara e umyHoMmenuupana cebp3ana ¢ Th2, CD4+(T) knetku npoayuupamu [L-4,
IL-5 u IL-13. CnenoBaTenHo Ouonzouynu modyramopu KaTO MOHOKJIOHAJTHH aHTHUTENa,
Pa3TBOPUMH PELENTOPU U PELENTOPHU aHTAarOHUCTH IPEICTaBIsABAT pa3yMHa CTPATETHs 3a
paJBUTHE HAa HOBHM TEpPANEBTUYHH METOIH 3aoIpeaeieHn O0omHH, npu Kouto Th2 uMyHHHUST
MIaTOT€HETUYEH MEXAHU3BM € ,,aKTUBEH . AKTYyalHH M3CJICBAaHUs JOKa3BaT yyacTheTo Ha IL-
17 npoxayuupan ot HOB Kiac xennepuu jguMdonutu (Th17) B maToreHeTH4HUS CIEKThp OT
MOJIEKYJIM CBBbp3aHH ¢ mnaTtoreHe3ata Ha bA. IlocodeHuAT WHTEpIEBKUH AUPUKHUPA
HeyTpodmiHUS WHQIYKC B OpOHXHMATHOTO JABPBO M TOTEHIMpa Th2 MeauupaHoTo
eo3nHo(uiIHO OenoapoOHO Bb3maneHue. MneHtuduuupanu ca peryjaaTOpHUTE CHCTEMH,
aHTaxupanu npu audepenimanusta Ha Th17 u cekpenmsra Ha IL-17 u ToBa € ocHOBaHHE B
Onu3Ko ObJelIe 1a ce OUaKBaT HO6U MeduKkamenmu nacoyenucpewly IL-17 npu neuenuemo
Ha acmma.



17. IJeemkoea B. Tepsues JI., Heanos B. ['enemuuna eapuabunnocm Ha [-adpenepeuinu

peyenmopu U HAOHOPMEHO Me2N0-PUCKOSU (DAKMOPU 3d alepeuder PUHUm u acmmd.
Meouxapm 2012, 2:28-30.

Bbponxuannara actma (BA) ce xapakrepusupa ¢ XpOHHYHO Bb3MaJIEHUE, KOETO MPEIU3BUKBA
OponxuanHa xurneppeaktuBHOCT (bXP) u o6ctpykmus. B moro cnyuaun BXP ce ycranosiBa u
IIpU NauueHTH ¢ AnepruueH puHUT (AP). ['eHeTMuyHMTE JIOKYCH NOTEHLMAIHO CBBP3aHU C
pucK oT pa3Butue Ha BA Mmorar na ObpnaT kinacuuUUpaHu B 1B TPyNH: KaHAMIAT T€HU C
MOTEHLIMAJIHa poJid B MaroreHe3ara Ha BA M NO3MIMOHHO KJIOHUpPAaHM I'€HU C BCE OLIE
HeussicHeHa QyHkuug. Equn ot Haii-noOpe mpoydyeHUTe TeHU € TO3U Ha [2-apeHepruyHus
penenitop (B2-AR) chabpkain nomuMophHA BapuaHTH ¢ BUCOKA ajielIHa YeCTOTa Mpu Osuiata
paca. B o6mara nonynanus bXP uma 13% pasnpocTtpanenue u € puckoB (HakTop 3a pa3BUTHE
Ha BA. Bps3kara Ha 5q31-033 xpomo3oma ¢ BXP u atommsra ce mpuema 3a Joka3aHa (B
XPOMO3OMHHUSI YYacCThK c€ ChAbpKaT kKanauaat reHu 3a bXP). 'enernunure Bapuanuu B 16
KomoH Ha (2-AR mpomensar peuentopHara ¢yHkuusa. J[o TO3M MOMEHT HE € MPOBEXIAHO
n3cneaBade 3a nmosmMopdu3sM B reHa Ha B2-AR crnen tect 3a BXP mpu manuentu ¢ AP.
[Tonobno npoyuBaHe e mposeneHo oT Jl-p Baus LlBeTkoBa BbpXy HallMeHTH C JaHHU 3a
atonusa u AP c/6e3 nannu 3a BXP. B cBoero u3cnenBane Ts ycraHoBsiBa, ue 6onHu ¢ AP u
noBuiiieHa BXP moka3Bar TEHICHIMS 3a MMO-BUCOKA YeCTOTa Ha BapuaHTeH renotun — G/G.
Cnopenusikou Teopun upe3 bXP moxe na ce unentudunupa yactuyHa (GeHOTHITHA U3Ba Ha
OpoHxocmna3zbM IpH OOTHH, KOUTO HE ca uMmanu QeHotunHo u3saBeHa bA. CrnemoBaTenHo
OTIpe/ICNITHETO Ha T€HETUYHM JIETEPMHMHAHTU CBBp3aHU ¢ acumnTomarnyHa bXP moxe na
ObJie MOJIE3HO MPHU €THOJIOTMYHO M NMaTO(U3MOJIOrMYHO yTouHsiBaHe Ha O0oiHM ¢ BA. He ce
M3KJII0YBA BB3MOXKHOCTTA 3aBIUSHUE HA Jp. MOJIMMOPPU3MU B MPOMOTOPHMSI M KOJUPAL]
peruoH Ha B2-AR. [Ipomsnara B excripecusita Ha B2-AR moxe na Biuse u Bbpxy pyHKUMATA
Ha XOJMHEPTUYHUTE PELENTOPH KOHTPOIMPAIIH OPOHXHATHUS TOHYC, Bb3MOXKHO 00sSCHEHUE
Ha curHudukanTHa Bpb3ka Mexnay Gly 16 m mosumena BXP. HagHopmenoto Terso ce
npueMa kato puckoB ¢akrop 3a AP u BA. B-anpenopeuenropuute rean (ADRB2, ADRBS3,
ADRBI) ca 00exT Ha MHTEH3UBHO MPOYyUYBaHe B 00JacTTa Ha 3aTiIbCTsABaHeTO. B2-AR koaupa
OCHOBEH JIMIIOJUTHYEH PELENTOPEH MNPOTEMH B MACTHUTE KJIETKM Ha 4YoBeka. /JlBa
MOJIMMOP(PU3MHU XapaKTEPU3UPALIN Ce ChC 3aMsiHA HAa aMMHOKHMCEIMHATa aprMHUH C TJIMLKH
Ha 16 mo3unus ¥ ryTaMuH OT TJIyTAMHUHOBA K-HA HA 27 TO3ULHKS ca U3CJEeIBaHU IIPU acTMa 1
3aTirecTsaBade. B wHsakou momymanuu GIn72Glu BapuaHT ce acoruupa ¢ HAIHOPMEHO Tero. 33
—anpeneprudeH penentopeH (B3-AR) mporemH wurpae BaxkHa pojisi MpU MeTa0oM3Ma Ha
aIUIOLUTUTE KaTO IMOCPEIHMK 3a JIMIONM3aTa B OTTOBOP HAa KaTE€XOJIAMMHHMTE M TEXHUTE
arOHUCTH C TOTEHIMAIHU aHTUAMA0ETHM U aHTHOOEe3HH CBoiicTBa. Bb3MOXHO €
NOTUMOP(QHU3BbM B T€HA CBBP3aH C MOAMSIHA Ha TPUNTO(AaH OT aprUHUH Ha 64 MO3UIMA
(Trp64Arg), 1a uma OTHOIIEHNE KbM ITOHM)KEHATA JIMIIOJIUTUYHA aKTUBHOCT U HaTPYIIBaHE Ha
JUOUAM B MacTHaTa TbKaH. Pl-agpeHepruyeH pelentop ce mnpueMa KaTo MNOTEHIHUaJeH
KaHJIMJAT TeH 3a 3aTIbCTABaHE BbB BPb3Ka C y4aCTHETO My B KaTeXOJIAMUH-WHIyLMpaHaTa
€HepruiiHa XoMeocTasa Ha opranu3zma. CTUMyYJIMpPaHETO MY KaTO 4acT OT ceMeUcTBOTO Ha G-
IIPOTEMHOBH PELIENTOPH y4acTBa B MPOLECUTE HA pa3X0/ Ha €HEPrus U JIMIIOJIN3a B MacTHaTa
THKaH.



18. IJeemxkosa B. Anepeuuen punum u Arepeuuna acmma. co8pemeHer mepanesmuyen
nooxod. Meouxapm 2012, 5:32-34.

TepaneBTHYHHUAT apceHan 3a BB3JACHCTBHE BBPXY ATOMUYHHUTE OOJIECTH (PUHUT U acTMa)
IIOCTOSIHHO c€ OOHOBSIBA Ipe3 IMOCIEIHOTO AECETHJIETHE ¢ HOBU MeaukaMmeHTH. Kynupaiiku
CUMIITOMAaTUYHUTE TPOSIBU HA aneprusi, oOM4YalHUTE JIEKAPCTBEHU CPEICTBA OCUTYpSBAT
KOMGOPT M KayecTBO Ha JKMBOT, HO MaJKa 4acT OT TIX Ca CIIOCOOHM Ja OCUTYypsBaT
IBJITOTpaiiHa peMUCHUSl HA OCHOBHUTE KIIMHUYHU CUMIITOMH. B cratusra e HarpaBeH Iperien
Ha TeparneBTUYHUTE CXeMHU 3a jeueHue Ha AP u BA ¢ kiacuuecku JIeKapcTBEHU Cpe/CTBa U
Hal-akTyaaHu (papMakoJIOTHYHU U OMONOTHYHU MeankaMeHTH. AP: OOydeHne Ha NaIMeHTH,
n30srBaHe KOHTAaKT ¢ ajepreHd win wuputantd. Papmakorepanus: HHTpanazamHu
KopTHrkocTepouau, H1 6mokepu ot BTOpo mokoseHue (chBpeMeneH TepmuH 3a H1 Gnmokepu:
,00patHu aronucty’”). KomOunupanu ¢opmynu BrimrouBamu HI1  aHTUXHMCTaMMHU U
[VIIOKOKOPTUKOMIM 32 HA3aJIHO TMPWIOKEHHE - B Ipouec Ha npoyuyBaHe. Hazannu
JIEKOHT'€CTaHTH. AHTHJIEBKOTpUEHH. MOHTENYKAcT (€OUHCTBEHHUST OT TEe3M MEAMKAMEHTH
onobpen 3a neueHue Ha AP). MacrouutHu crabunuzaropu, JIOKaqHU XOJIMHEPIHMYHU
MeaukameHnTH, Ajepren Cneuuduuna Hmynotepnius (ACUT). Jleuenue c¢ antu-UrE
MOHOKJIOHaJIHM aHTUTena. KancaunuHosa neceHcuOunuzauus. bvoewu nacoku 3a neuenue
Ha AP: Soft steroids, Dissociated steroids, Xucrtamuun H4 peunentopHu aHTaroHHCTH,
komOunupanu H1 n H3 penentopuu antaronnctu u HoBu H1 Gmokepu. IIpocrarmangua D2
peuentopuu antaronuctd (CRTH2 antagonists). PDE4 wunxuGurtopu. bpagukunun (2
peuentoper aHtaroHuctd. MAP kuHasHu uHXUOUTOpH. WHXMOMTOPHM HA LUTOKHHH.
Tpunra3zuu unxuburopu. Muxubutopu Ha HoHHM KaHaid. NO CHHTETa3HU HHXUOUTOPH.
Anepeuuna oponxuanna acmma:. ObnexyaBamy. KoHTponupaiy - NpoTUBOBB3NATUTEIHU:
KOPTUKOCTEPOUIH, MACTOLIUTHU CTaOMIN3aTOpH, BB3JCHCTBAIM BbPXY MMyHHaTa CHUCTEMA:
MMYHOMOJZIYJIATOpPU U UMYHOCYIIpecOpH. Hoeu nacoxu ¢ mepanesmuunama cmpameus 3a
Jleyenue Ha anepeuyHna opouxuanna acmma. Nuaxubutopu Ha TpombOokcan A2 (TxA2) —
Ozagrel. ,,JIBOWHM” aHTaroHUCTU cpelly JIEeBKOTpUEeHOBM U TxA2 peuenrtopw.
Wmynomonynatopu - Suplatast - mpemioxen 3a jedeHne Ha actMa KaTo KoHTpousiep Ha Th2
3aBucuMO anepruyHo Bb3naienue. CpG onuronykineoruau (CpG-ODNS) - aktuBatopu Ha
T.Hap. toll-like petentopu. OGEKT Ha MHTEH3MBHU MPOYYBAHHS MIPE3 MOCISTHUTE TOJUHH € U
T.H. Th17 3aBucumo anepruuno Bw3nanenue ype3 IL-17 ¢ qokazana nosuieHa ekcrnpecust B
OpOHXHTE Ha acTMaTHIM MpH ceHCHMOWnIM3auus. Pe3ynTatu oT mpoyuBaHHUS Ha acTMAaTHULU
nokaspar yuyactue Ha IL-17 npu npuBnnuane Ha HEYTpO(UINM B OPOHXHUTE ONpPENENSIIKU To
KaTo Mapkep 3a TexecTTa Ha Oojectra. KiimHWYHM M3nuTBaHMs ca HacodyeHH KbM IL-17-
CBBpP3aHU BB3MNAIUTEIHM OOJIECTH M pe3ylTaTUTe OT M3Moyi3BaHeTo Ha anti-IL-17 Ab ca
OKypaXkaBallld BBIIpeKH (akTa, ye IO OTHOIIEHHe JjeyeHne Ha BA u OpoHxuaiHa
XUIMEPPEaKTUBBHOCT, OOEKT Ha IPOYyYBAaHMSI BCE OIIE ca XUBOTUHCKM Mojaenu. B cBoe
Npoy4YBaHe NMPH aTONMYHU MAIMEHTH C ajepruueH puHUT, B. lIBeTkoBa ycTaHOBsIBa Bpb3Ka
Mexay excipecusara Ha IL-17 u OpoHxuaiHa XuneppeakTUBHOCT.

19. IJeemkosa-Buuesa B., Henosa M. Haonopmeno meeno, amonusi u anepeuyer puLum.
Jlexapcka npaxmuxa 2012, 6:3-6.

[Ipe3 mocnenHuTe TpU AECETHIIETUS HATHOPMEHOTO TEIJIO M 3aTIBCTSIBAHETO TPEBOXKHO CE€
yBEJIMYaBaT M CE OYAKBa Jia CE€ MPEBbPHAT B CBETOBHA MaHAEMHs JOPU U B Pa3BUBAIIUTE CE
crpanu. Asnepruynuat puHuT (AP) u aronmunara BponxuanHa actma (BA) Haii-BeposTHO
KOpeJHMpaT ¢ TEJIECHOTO TErJI0 U3pa3eHo Ype3 MHaeKe Ha TenaecHata maca (U TM). [lpuunnute
3a TOBa SIBJIEHUWE Ca HESICHU. ENMIEMMOIIOTMYHM MPOYYBAHMS YCTAHOBSIBAT BPB3Ka MEKIY



3aTabCTsABaHe, atonus, |gE 3aBucuM anepruyeH pUHUT U OPOHXOOOCTPYKTUBHHM CHCTOSHUS
KOpeJHpaIy ¢ ToJd, TeXEeCT Ha OosnecTTa, pU3NUecKa akKTUBHOCT M Ap.¢pakTopu. JaHHH OT
METa aHaJIu3u BbPXY HAJHOPMEHOTO TEIJIO J0Ka3BaT PUCK OT BBb3HUKBAHE NPEIUMHO Ha
actma. Hamero npoyuBane nokas3Ba Bpb3ka Mexay BMI u anepruuen punur. Crenenra Ha
CEHCHOMIM3AIMs KbM pa3IMyHHU aJlepreHd npu OOJHU ¢ HaJHOPMEHO Terjia BEpOSTHO MMa
BIIUSIHUE BBPXY HOsBaTa U pasnpocTpaneHueto Ha AP. M3crnenBaneTo mpenocrassi JaHHU 32
Brnusare Ha UTM BBpXy (peHoTunHara u3sa Ha AP. HamHOpMEHOTO TEryio BEposSTHO BIUSHE
BBPXY aTONUYHATa CeHCUOMIN3aus Ha UHIUBUIM ¢ AP.

20. Tsvetkova-Vicheva V., Terziev L., Dardanova H., Nenova M. Allergic Rhnitis, Spirometry
and Broncial Hyperresponsiveness. J Biomed Clin Research 2012, 5(1):43-47.

Different studies have provided evidence for association between allergic rhinitis (AR) and
lower airway pathology with consequences in terms of onset of asthma. Exact mechanisms of
allergic rhinitis influence on expiratory airflow parameters are still unclear. Patients with AR
often manifest nonspecific BHR without evidence for asthma. The aim of our study was to
evaluate the impact of allergic inflammation on spirometric parameters in patients with AR
without asthma and to asses the relationship between AR and expiratory airflow parameters.
The purpose was to measure the effect of a nose disease on pulmonary function. 265 patients
with persistant allergic rhinitis (PAR) were evaluated trough spirometric measurments and
methacholine test. 11 (4,1%) subjects had values lower than 80% for forced expiratory
volume in the first second (FEV1) of predicted (mean values 72,73%=5,7). 14 (5,3%)
presented with forced vital capacity (FVC ) below 80% of predicted (mean values 2,73+0,6).
78 (31,8%) were with values < 80% of predicted for forced expiratory flow at 25% and 75%
of the pulmonary volume (FEF,5.75) (mean values 2,6+0,92). 5 (FEV1< 80%), 6 (FVC<80%),
49 (FEF,5.75<70%) subjects had positive bronchoprovocation test (BPT) with methacholine.
An existing ,,latent” allergic lower airways inflammation in AR could be manifested through
spirometry and BPT.

21. IJéeemxkosa-Buuesa B., bojickos b. Xponuuna ypmuxapust u cyoOKiuHu4en
xunomupeouousvm. Meouxapm 2012, 5:50-51.

TupeonHUTE HAPYIIEHUS C€ TPUUUCISIBAT KbM COIMATHO-3HAYMMHUTE OOJIECTH, €IHU OT Hali-
YecTUTe B €HJOKpUMHHAaTa mnarojiorus. WHTepec mnpeacraBnsiBa T.Hap. CYOKIMHUYEH
xunotupeonn3bM (CKX). Pasnpocrpanenunero My B oOriaTta momyianus ce npuema ot 3%
10 8%. Crnopen myOJMKyBaHU JaHHU Ha BBITapcKOTO APYKECTBO MO €HIAOKPUHOJIOTHUS CIIE
npoy4BaHe BbpXy 2415 nuna ot 6 pernona Ha beirapus ot 20 no 80 rogumHa Bp3pact, CKX
uMa ce HabmogaBa B 76% 1o 84% ot u3cnenBanute. Kato cyOKIMHHYEH XUMTOTUPEOUTUZHEM
ce ompenens ChCTOSIHHE, NMPH KOETO TUPEOMIHUTE XOPMOHHM B cepyMa ca B pe(epeHTHU
IpaHUIIM, @ HUBOTO Ha TUpeou I-cTuMyuparius XopMoH (TCX) e jeko moBHIIIeHO. 3a Mepro
oT 6 mecena B oTaeneHueTo 1o aineprojorus Ha YMBAJI ”JI-p I'. Crpancku™ 28 nanueHTu Ha
BB3pacT oT 21 no 58 rogwmnm ¢ xponuuyHa yptukapus (17 >xenu u 11 mbxe) u 10 3mpaBu
KoHTpoyHM Junia (7 'keHu U 3 MBxke) Ha Bb3pacT oT 30 10 55 roauHM ciej MpoBeXIaHEe Ha
ASST ca uscnensanu 3a cepymHr HuBa Ha TCX u ®@T4. PesynraTture mokasBaT CIETHOTO
pasnpeznencaue: 12 (43%) or manMeHTHTE UMAT MOJOXKHUTEJICH aBTOJOXEH TecT, a 13 (46%)



ca ¢ nmoBumeH TCX. Ot manuentute ¢ nonoxkutesieH ASST, 9 ce mpeacTaBiT ¢ MOBUIIICHH
HUBAa Ha THPEOCTUMYNIHpAIl XOpPMOH W 3 ca HopManHu croiiHocTH. [lpm 16 OGomnu c
orpunareneH ASST, 4 cpuro umar nosuiieHu crornoctu 3a TCX. Ipu 3apaBuTe KOHTPOIH,
ASST e nonoxwutener npu 3 (1 mbx u 2 xenn) u TCX ce mo3uTuBUpa mMpu 2 OT TSIX.
[MoBumennre HHBa Ha TCX ce aBmwkar mexay 4,5-7 mlU/ml. Pedepentaure rpanunm
OOMKHOBEHO c€ ChOOpa3siBaT C Bb3pacTTa M ce MpHeMa, Y€ MPH Bb3PACTHU MAIMEHTU €
J0mycTuMoO 1a O0baat no-sucoku — 10 6 mIU/ml. CrenoBarenno Moke Ja ce HarpaBH U3BOJI,
4Yye € BB3MOXKHA 3aBUCHUMOCT MEXAYy ymepeHo mnoBuiieHn croiHocty Ha TCX u XV.
[IpencraBeHnTe MbPBOHAYAIHM H3CIIEABAHUS OHMXa MOIVIM J]a HaAMepAT MOTBbPXKIEHUE MpU
KIMHAYHE HAOJIOAEHUS BBPXY HAIMEHTH C IMPOSBU HA XUIOTUPEOMIU3BM U e(DEeKTHT Ha
cyOCcTUTyupallla XOpMOHaJdHa Tepamus BbPXYy THUpeouJHaTa AUCHYHKUIUS U XPOHUYHATA
YpTHKAPHSI.

22. Tsvetkova-Vicheva V., Velkova A., Ivanov P., Komsa-Penkova R. The Arg16Gly
Polymorphism in the B2-adrenergic Receptor Gene is Associated with Bronchial
Hyperresponsiveness and Allergic rhinitis in the Bulgarian Population. Biotechnology and
Biotechnological Equipment 2013, 27(2):3700-3703. (IF 0.622)

Bronchial Hyperresponsiveness (BHR) is a risk factor for asthma but it can be observed in
allergic rhinitis (AR) and healthy subjects too. The mechanisms of genetic susceptibility to
BHR are unknown. In general it is thought to be result from both genetic and environmental
factors. Some studies have demonstrated that nonspecific airway hyperresponsiveness is
associated with a specific p2-adrenergic receptor (B2-AR) genotype in asymptomatic healthy
subjects. The present study was performed to determine the impact of single nucleotide
polymorphism (SNP) on allergic rhinitis patients with evidence for bronchial
hyperresponsiveness. One hundred allergic rhinitis patients analyzed for BHR and forty
healthy controls were genotyped for polymorphism of the f2-AR gene. Nonspecific airway
hyperesponsiveness was measured using Methacholine bronchoprovocation (BPT) test.
Polymerase chain reaction (PCR) was used to identify (Argl6/Gly) polymorphism at 16
codon in B2-AR gene. It was observed that allergic rhinitis patients who are homozygous for
the Gly16 allele are more responsive to methacholine than patients who carry the Argl6
allele.

23. IJeemxkosa B., Benkosa A. Pasnpocmpanenue na anepeuunume doiecmu cpeo
nacenenuemo om Cesepna bvieapus no oannu om xocnumanuzayuume 8 YHueepcumemcka
oonnuya-Ilnegen 3a 6-coouwern nepuood (2006-20112). Meouxapm 2013, 2:8-9.

Pasnpoctpanennero Ha anepruuHd OONECTH Tpe3 TMOCIETHUTE HIKOIKO JIeCETHIICTHUS
JIPacTUYHO C€ yBeluYaBa. 3a KOJMYECTBEHO OMNpeNesiHe Ha TOo3W (EHOMEH B peaula
IbpKaBU  C€  TMPOBEXKJAT MHOTOLUEHTPOBHM, CTaHAAPTU3UPAHHM U  pPaHAOMHM3UPaHHU
€NUJEMHUOJIOTMYHH TTpoy4BaHus. TsIXHATa e € He caMO M30JUPaHO MPEIOCTaBIHE U aHAU3
Ha JIaHHU 32 pa3lpOCTpPaHEHHE Ha aJeprUuHUTE CHCTOSHUS, a U TeHEepUpaHE Ha XMIIOTE3H,
CTUMYJMpAIIX EKCIepUMEHTAIHU U3CJE/IBaHUA C TAaTOreHeTHYHa W TepaneBTUYHA
HacoueHocT. [IpencraBame uzciaeasane Bbpxy 3973 manueHTy, Xocnurain3upanu B Kinnnuka
no aneprojorusi —-MVY-Ilnesen 3a 6 roaumen nepuon ot 2006 nmo 2011 rox. Bkia. Ilen Ha



MPOYYBAHETO € Jla Ce MPOCJeNr YecToTaTa Ha JIBaJECeT alleprU4YHHU OO0JIECTH Cpell OOIIHs
Opo¥i XOCTIMTAIM3UPAHU MMAMEHTH, J1a C€ MPOy4YH 3a00J€Ba€MOCTTa 110 BpEME U 110 OCHOBHH
XapaKTePUCTHKU Ha OOJIeMyBaJIWTE JHUIIA-TI0J, B3PACT, MECTOKMBEeHE (00JIacT, rpall, Celo).
B xnmHuKara ca nexkyBaHH OOJIHU MpeIuMHO OT obxnact [IneBeH U Manbk Opoi MallMeHTH OT
npyru 11 obnactu B bearapus. AHaTU3bT Ha XOCIUTATH3AIMUTE 10 HO30JIOTHYHU €IUHUIU
MOKa3Ba Hali-BHUCOKa 4yecToTa 3a ainiepruyeH puHuT (AP) — 15,6%, 6ponxuanna actma (bA) —
13,4%, xpouununa yprukapus (XVY) — 13,5%, memukamentos3na aneprus (MA) — 9,7%, u
octpa yptukapus (OY) — 7,3%. [lanuenTH, JekyBaHU C APYTU JTUArHO3M MOKa3BaT 4eCTOTa
nox 5%. JlanHuTe OT MPOYYBAHETO CHBIAJAT C JIaHHU 33 PA3NPOCTPAHEHUETO Ha Hal-4eCTUTE
anepruanu 6osectu B EBpona.

24. Ileemkosa-Buuesa B., Hsanos I1., Tepszues JI., [ euesa C., Komca-Ilenxosa P.
I'enemuuen noaumophusvm Ha AH2UOMEH3UH KOHGEPMUPALY eH3UM NPU NAYUEHIU C
anepauven puHum u npuopyHcasawjil OPOHXUAIHA ACMMA, MeOUKAMEHMO3HA U XPaAHUMEHA
anepeus 8 ovneapcka nonyiayusi. Meouxapm 2013, 6:59-61.

Anruorensun konseprupaums eHsum (ACE) mpeBpbia anruorensus | B anruorensus .
[TocnegnusT npennasBa KpbBOOOPALIEHUETO OT BHE3AIIHO ClaJlaHE Ha KPHbBHOTO HaJsSITaHE.
XumnoBoJjieMusiTa € KOMIIOHEHT Ha cucreMHure |JE Memuupanu peakuuu MO3HaTH Karo
aHapUIaKTHYHU. AHTUTEH-aHTUTSUIO 3aBUCHMHTE QJIEPTHYHU PEAKUUU OT Obp3 THUN Ce
o0yciaBsIT OT MacHBHO OCBOOOXKIaBaHe Ha (hapMaKOJIOTUYHO AKTHBHU CYOCTaHIMH -
XMCTaMHUH, CEPOTOHMH, JIEBKOTPUEHM M JAp. OT MacTouuTHu U Oasodunu. PeHun
anrnorensuHoBara cucrema (PAC) oka3Ba BB3JCHCTBHE BbPXY aKTUBHOCTTA U JWHAMHKATA
Ha XHUCTaMHMHA TpU ATONUYHUTE peakUUH. AHTMOTEH3MH-KOHBEPTHPAIIUAT EH3UM
MHAKTHBHpa OpaJMKHHMHA, cyOcTaHIMs P M HEBpOKMHHMH A, yyacTBa B IaTOreHe3ara Ha
peauia Bp3nanuTeNHu 6onectu U ce Bausie oT cnenuduueH renorurn. ACE I/D e enunnden
nykieoruaeH nomumopdusbm (SNP) na ACE. I'ersT Ha ACE e pasnosnoxen Bbpxy 17023.3
XpPOMO30Ma; UMa JIBe ajieHu (popmu: BMbKBaHe ,,|” unu ornanane ,,D” Ha 287 6a3oBa aBoiika
B uHTpoH 16. [Nomumopdussm ACE I/D perynupa ekcrpecusita Ha €H3MMa, BIIHSIE BbpPXY
CHJIaTa Ha MMYHOJIOTUYHHS OTIOBOP M € OT CBIIECTBEHO 3HAYCHHE 3a KJIMHUYHATA M3sBa HA
aronuuHuTe Oonectu. KbM AHeIIHa JaTa mopeauna oT U3cieaBaHus ca (OKYCUPaHU BBPXY
Bpb3kara Mexay ACE I/D nonuMop¢du3bsM M pUCKBT OT MposiBa Ha aneprudeH puHuT (AP).
He ca no6pe npoydyenu obaue prCKOBUTE (PAKTOPH 3a pa3BUTHE HA CHCTEMHa aHaWIaKCUs
IIpU APYTH HpuApyx)aBamy atonuuHu Oonectu. Lles Ha HacTOsAIETO MPOYUYBaHE € IPOYUYBaHE
gyectotata Ha ACE 1I/D nomumopd3sm mnpu OonHu ¢ anepruueH puHUT (AP) w/mm
NpUApYyXKaBalld aTonmudHu Oosecth: OponxuanmHa actMa (BA), MeankaMeHTO3Ha aleprus
(MA) u xpanutenHa aneprusi (XA) B Owirapcka momynaius. Marepuajiu u meroau: B
uscnenBanero Osxa BkiaroueHn 121 mmma (81 manmentu u 40 3apaBu). KoxkHO-ajmeprudHo
tecryBane d4pe3 SKin prick test (SPT) Oemie OChIIECTBEHO HAa MAIMEHTH M KOHTPOJIH.
[Tanmentute Osixa pasaenenu Ha 4 rpynu: [-Ba rpyma ¢ AP; II-pa rpyma ¢ AP u BA; Ill-ta
rpyna c AP u MA; IV-ta rpyna ¢ AP u XA. /leBeT OT mallMeHTUTE ce NMPEACTABAT C aHAMHE3a
3a MpEeXUBAHA aHA(PWIAKTUYHA PEakIisl OT MEIUKAMEHTH, a celieM OT xpaHu. [lanuenture u
KOHTpoJITe Osixa TeHoTunu3upanu upe3 anen-cnenupuuen PCR meton. D u | anenu Osxa
unentudunmrpann upe3 PCR ammmudukanus Ha choTBeTHUTE GparMeHTH OT 16 WHTPOH B



rena Ha ACE. Pesyararu: B rpynara va AP gectorara va D/D, I/D u I/l renotun e 51.28%,
43.59% u 5.13% pecnektuBHO. B KOHTpONHATa Tpyma KOPECHOHIUPANIUTE CTOMHOCTH ca:
25%, 52.5% u 22.5% pecnektuBHo. D/D renotun npesanupa npu AP, a I/l renotun npu
3npaBute. CTAaTUCTHUECKUAT aHAJIM3 YCTaHOBsBA chlecTBeHO pasnmuue: P=0.029 u p=0.05.
D/D reHoTun uma mo-TOJISIMO pa3lpoCTpaHeHHE B rpymnarta Ha mamueHture ¢ AP u BA B
CpaBHEHHE C KOHTPOJHTE, HO PAa3IMYMETO HsAMAa CTaTUCTHYECKa 3HAaYMMOCT. YectoraTa Ha
rerotunt I/l u D/D npu AP ¢ MA u AP ¢ XA e uaeHTHuHa. 3ApaBUTEe KOHTPOJHU IOKa3BatT
Haii-rosiMa yectota Ha |/D renorun. 3akiiodyeHue: Pesynrarute OT HAlIeTO MPOyYBAHE
nokassat, y¢ ACE /D noaumopdusma Moke aa Obe pUCKOB (GakTOp 3a aJperuucH PUHHT
W/WIM TpUApyXkKaBalia acTMa B Obirapcka nmonynanvs. MeauKaMeHTO3HaTa UM XpaHUTEIHA
aJIeprusi KaTo CHITBTCTBAIIO 3a00JIIBaHE BEPOSTHO HE KOPEJIMpPA ¢ TEHOTHITHATA U3MEHUHNBOCT
Ha aHTHOTEH3MH KOHBEPTUPAIIHS SH3UM.

25. Tepzues JI., I]leemkoea-Buuesa B., Henosa M., [lapoanosa X. Tecmysane u
npemeoukayust Ha NOOOPAHU NAYUEHMU C anepeuu NPU NPOBEHCOane Ha U3Ce08aHe C OOHU
Konmpacmuu eewecmea. bvieapcku meouyuncku xcypran 2013, 7(3):35-39.

JloknanBanu ca 71 mamueHTH, MOAJIekallld Ha KOHTPACTIHO M3CIIe[BAaHE C WOHHU HOA-
ChJbpPJKallM BEIIECTBa, pasieiieHu B 2 rpynu: | BkmrouBama 51 moaOpaHM MalMEeHTH C
aHaMHe3a 3a MeaukaMmeHnto3Ha aneprust u Il rpymna ot 20 manmuenTu 6€3 momobOHa aHMHE3a
M3IIOJI3BAHM KaTo KOHTpoiu. Ha BCHMYKM ManmMeHTH € HampaBeHa KO)KHO-CKapu(pUKaIMOHHA
npoba ¢ KOHTPaCTHOTO BelIeCTBO, oTueTeHa Ha 20-ata munyTa. [llect marmentn (11,8%) ot
mbpBata rpyna u eaud (5%) OT KOHTpOJWTE ca Jaid MOJOXHTEIHH pe3yiaratd. Te ca
M3KJIIOYEHU OT U3CIEBAHETO M Ca MPEIJIOKEHH aITEepHATHUBHU METOIM 3a u3ciensaHe. Ha
OCTAHAJIUTE € MPOBEJCHA MPEMEIUKALMNSA MEXIy €IWH U TPU [IHU TMPEAu HU3CIIECIBAHETO,
BKJTFOYBAII[a KOMOMHUPAHO MPHUJIOKEHNE Ha KOpTUKocTepouieH npenapat u H1 6mokep. Huto
€IMH OT T€3U MAIMeHTH HE € pa3BWJ CTPAaHWYHA PEAKIHUS KbM M3IOJ3BAaHOTO HOHHO HOJ-
ChIbprKallo BeuecTBo. Cunrame, ye nmojapoOHaTa aHAaMHE3a 3a HATMYHU PUCKOBU (DaKTOpH 3a
pa3BUTHE HAa CTPAaHUYHU pEAKLUUU KbM KOHTPACTHUTE BEIIECTBA M MPEIBAPUTEIHOTO
TECTYBaHE Ha MAIlMEHTUTE C KOHTPACTHOTO BEIIECTBO W€ MO3BOJAT H3KJIIOYBAHETO Ha
3acTpalleHuTe, a MpeMeauKanusiTa cbc crepound U H1 aHTMXHCTaMUHOBM Tpernaparu Iie
HaMaJIi 0 MUHUHMYM Bb3MOKHOTO Pa3BUTHE HA CTPAHUYHH PEAKIIUU.

26. IJeemxkosa-Buuesa B. Anepeuuen punum u kaunuya. Meoungo 2014, 3:36-40

CratusitTa mpeAcTaBs aBTOPCKA MO3MIMS OTHOCHO MAaTOI€HETUYHATa 3aBHCHUMOCT MEXIY
KallUTMYeH CHHJPOM M ajepruueH puHUT. [lpeanara ce IMarHOCTUYEH aJIrOpuThbM Ha
MIOBE/ICHNE NIPU MALMEHTHU C KAlUIMYEH CUHAPOM. XpOHUYHATA KalUIALA € AUATHOCTUYHO U
TEPANEBTUYHO MPEAU3BUKATEICTBO 3a JIEKapU OT pPa3jIMYHU crnenuanHoctu. Hali-yecture
OpUYMHM  acTMa, pUHUT U ractpoe3ogareanen pedaykc (I'EPB)  3arpynusBar
caMOCTOsITeTHaTa KOMIUIEKCHA OLIEHKa OT €UH crenuanucT. Yecto GojecTra ce mpencTaBst
atunuyHo. IlamMeHTH ¢ acTMa M NepCUCTHpal] KalUIMYeH CUHAPOM HE BHHAru HMar
OpoHX000CTpyKIMsl. B MUHAIOTO MOHATHETO XPOHMYHA KallIUIA C€ BB3IpPUEMAIIE KaTo
CUMIITOM Ha OenonpoOHa mHGekmusA. [[Hec Beue ce mpuema Karo MHOTO(AKTOpHA M3sSBa OT
pasnuyHM opraHu M cucremu. Kamumna npeausBukaHa oT 00JeCTH Ha FOPHUTE JUXATEIHU



bTUILIA C€ KaTeropusupa karo “cunapoM Ha kanumna Ha [JII1”. B mnpaktukara cu
OOIIOMPaKTUKYBAIIM JIeKapH, aneproiiosn U YHI crenuanuctu eXeTHEBHO ce CONBCKBAT C
npobnema kanumna ¥ AP. MexaHu3MuTe Ha TAXHOTO B3aMMOJICHCTBHE BCE OlIe HE ca
HaI'bJIHO Pa3KPUTH.

27. I[eemrosa-Buuesa B. Anepeuuen punum — OUGSHOCIMUYEH AI2OPUMBM. CbEDEMEHHU
KAUHUYHU U MONleKyaspHo-ouonocuunu mapkepu. Medical magazine 2014, 3:30-32.

AJNEpruyHuAT PUHUT € XPOHUYHO BB3NAIUTEIHO 3a00IsIBaHE HA TOPHUTE TUXATEIHU IbTUILA
C XapaKTEePHU CHMIITOMH TPU €KCIIO3UIMS KbM OIPECIICHH aJepreHn Ha CeHCUOMIU3UPaHU
uHauBuAM. IloBuienn cepyMuu HuBa Ha IQE U monoXxuTenHu KoKHO-aJepruiyHy TECTOBE CE
M3IIONI3BAT KaTo OMOMapKepH 3a aKTUBHOCT Ha 0OJeCTTa WM PeaKkiHs KbM aHTHAJIEPTUYHA
Tepanusd. Ha3zanHuAT NpOBOKALMOHEH TECT € BAIMAMPAH KIMHUYEH MOJEIN 3a W3CJECIBaHE
naTo(U3NOJIOTUATa Ha pUHUTA. BHONCHYHO U3clieBaHe, Ha3aleH CMUB WJIM JIaBaK OLICHSBAT
HaJM4ue Ha JIOKAJIEH aJepru4eH PUHUT . YCWIMATA Ha CbBPEMEHHHUTE M3CIIEJOBATEIN Ca
HAaCOYCHU KbM OTKPHUBAHE HA HOBU MapKepH 3a ajJeprUyHO BB3MAJIICHHUE C L] JOIBJIBAHE
CBILIECTBYBAILIUTE METOAM 3a JUarHo3a U MoHuUTOpuHr Ha AP. B Hacrosmara crarusa ce
00CBHXK/Ia TUArHOCTUYEH AITOPUTHM 32 IMO-TOYHO Je(UHHpPAHE HA ATONWYHMHS PHUHHUT Ype3
HEWBAH3MBHU METOJM Ha U3CIIEBaHE: KIMHUYHH, UMYHOJIOTMYHH U TEHETUYHH.

11l MOHOI'PA®UUN

28. boorckos b., IJeemkosa-Buueea B., [lonosa /[., Buxenmuesa E., Huxonos K., Mumes JI.,
Tepsues JI., Xpucmosa M., banesa M., Huxonosa M., Hukonos I1., Mycmaxos T., Mapkosa L{.
Hoea xunomesa 3a namoeenezama na agmoumynHume 6o1ecmu u Heonnazmu. 1100
peoakyuama Ha npog. b. Booxckos u npog. M. Banesa, uzoamencmeo”’APCO”. 2013, ex. 11
(11):58-61; 2x. 11 (12):62-66.

[Ipe3 m3muHamure 15 roguHu ciex BTOPOTO HM3AaHUE HA ,,ABTOMMYHUTET M aBTOMMYHHH
Oosectu”, B 00JacTTa Ha aBTOMMYHHHMTE OOJECTH MMa TBBPAE MHOTO OTKPUTHS, HIKOH OT
KOUTO OMXa MOIJM Ja C€ OINpeneisT Karo ,,peBojirolnoHHM”. HoBuM xumoresw mnpuemar
F€HOMHO Y4YacTh€ BBB B3aUMOJCICTBHE C MHOXECTBO (AaKTOpU B MATOTEHETHYHUTE
MEXaHU3MH Ha aBTOMMYHHHUTe OosiecTH. B mo-ronsiMara cu dYacT ChABPKAHHETO Ha
MOHOTpadusTa € IOCBETEHO Ha JIB€ OCHOBHM TeMH: 1. KITMHUYHO 3HaueHue Ha reHa Ha CTLA-
4 mytaiun Ha BRAF ren m npoOsnemMu Ha OHKOJOTHMSATa B TSCHAa BPB3KAa C aBTOMMYHHHTE
TUPEOUTHH pa3cTpoiicTBa. B. [[BeTkoBa ydacTBa cbhe cieiHUTE TeMU B MOHOorpadusra: 1. Kak
CUTHAJIM3ALUATA U TeHHUTE TPAHCKPUIIIMOHHU abepalnuu JUKTYBAT KJIEThbUHUS (EHOTHI Ha
cucremHusa Jlynyc Epuremaronmec. 2. JlekapcTBeHO HHAyUMpaH Jjaymnyc. 3. JlekapcTBEHO
MHIYLUUpaH aBTOUMYHUTET.

IV HAYYHMU OB30PU CbC COBCTBEH ITPUHOC

29. Tepsues JI., I[eemkosa-Buuesa B. 3uauenue na anmuoxcuoanmume 2iymamuou u L-2-
oxothiazolidine-4-carboxylic acid npu acmma u opyeu 3abonseanus, cevpsanu ¢
oxcuoamusen cmpec. Bvaeapcku meouyuncku sxcypran 2013, 7(2):17-21.



HampaBena ¢ XapakTepuCTHKa Ha €IMH €CTECTBEH HECH3WMEH aHTHOKCHIAHT, TJyTaTHOH.
W3uepriBaHeTo HA TIIyTaTHOHA B OpraHW3Ma € CBBP3aHO C peauia 3a0oJsiBaHUs,
HEBPOJICTCHEPATHBHY, OemoApOOHH, BHPYCHH u ap. OmnucaHu ca HEroBHsS CHHTE3,
Pa3MpOCTPAaHEHHETO My B OpPraHW3Ma M HErOBHTE (YHKIIUHU, CBbP3aHH C JCTOKCHUKAIMS HA
KCCHOOHMOTHUIIM, YUCTCHE HA CBOOOIHH paavKaid W MOIYJIUpPAHE Ha KJICThYHHU IPOLECH.
[IpencraBeHn ca HSAKOM OT MPEKYypPCOPUTE HA IMCTeHHA (CKOPOCT-IMMHTHpAIl (GakTop 3a
CHHTE3a Ha IJIYyTaTHOHA) ¢ akIeHT Bupxy L-2-oxothiazoliodine-4-carboxylic acid (OTC).
[TokazaHo e MPHUJIOKEHUETO My B IN VItr0 u iN VIVO M3cieaBaHus C 1e]l Bb3CTAaHOBSIBAHE Ha
HaMaJICHUTE 3allaCi OT MIyTaTHOH MPH 3a00JsBaHUS KAaTO WHTOKCHKALUS C CTAaHOJ, IUC-
IUTaTUHA-TIPEIU3BUKaHU OBOPEYHM YBpEXIaHUS U 0COOEHO — mNpH OpOHXHMATHA acTMa.
ABTOpHTE UHMTHpPAT CBOM pE3YJITATH, IOJYYCHH BBPXY EKCICPHUMCHTAJICH MOJCI Ha
’KHBOTHHCKA aCTMa, KOMTO MOTBBpkaaBat Onaronpustaus edext va OTC BbpXy MapKepH Ha
BB3IAJICHHE, JIUIH/IHA TEPOKCUIAINS U aHTHOKCHIAHTHA 3alllUTHA CHCTeMa B OiuTe Apo0oBe.

30. Tepsues JI., I[eéemkosa-Buuesa B., Xapakmepucmuxa u pojisi Ha MaHean NOppupurume

npu 3a0015A6aHUS, NPOBOKUPAHU OM OKcuoamuseeH cmpec bvieapcku MeOuyuncKu JcypHan
2013, 7(2): 22-26.

B o0030pa ca pasrienaHu MaHTaH Me30MOp(UPHUHUTE, NPEACTABUTENIM HA €IHA OT TPYIHTE
AHTHOKCHJIAaHTH. JlaJleHu ca XapaKTEePUCTUKHUTE HA HIKOU OT HAW-TUITUYHHUTE MPEIACTABUTEIN
Ha, CBCTOSHUE cien Jbpuerepamnus. [lokazaH € W MOJBOTBOPHHAT €(PEKT Ha JBa OT
npenaparute (MnTE-2-PyP  u  MnTnHex-2-Pyp) BbpXy Bb3MaJCHUETO, JHIHIHATA
nepokcungamuss Tazu rpyna — MnTBAP, MnTE-2-PyP u MnTnHex-2-Pyp, TtiaxHoTO
pasmpeneieHre B OpraHu3Ma, TOKCHYHOCT, TMONYKMBOT M CBoicTBa. JlokmagBaHu ca
MOJIOKUTETTHUTE UM €(PEeKTKU MPHU Pa3THUHU 3a00NBaHUS, MPOBOKHPAHU OT OKCHUIIATUBEH
cTpec, B T.4. OpoHxmamHa actMa, OemoapoOHa ¢ubpo3a, HEBPOJEACTEHEPATUBHU
3a00JIIBaHUSI, HHCYJIT, THA0ET, KAPIIMHOMH HSKOW OT OCHOBHHTE 3BE€HA HA AaHTHOKCHIAaHTHATA
3alMTHA CHCTeMa B OennTe ApoO0OBe Ha MUIIKH B )KHBOTHHCKH MOJIEI Ha acTMa, HAaOJto1aBaH
OT aBTOPUTE B TEXHU EKCIIEPUMEHTH.

31. Tepsues JI., I[eéemkosa-Buuesa B., Hzonpocmanu u bonecmu Ha beaume opobose.
Bwneapcrku meouyuncku srcypnan 2014, 8(1): 7-12.

B mpencraBennst mMarepuan ce pasriexaaT oOpa3yBaHETO Ha M3OMPOCTAHUTE, MPHIUKUTE H
pPa3IUKUTE MEXIY TAX U TpocTarmanauante. [locouenu ca 6emoapoOHUTE 3a00ABaHUS, IPU
KOUTO HM30TNPOCTAHUTE Ca CHTypEeH, CIelMu(UYCH W HEWHBA3WBCH MapKep 3a OKCHJIATHBEH
cTpec. ABTOPBT MOAKPEIS TOPHOTO ChC COOCTBEHU PE3YJITATH, TTOJYUECHU B CKCIICPUMEHTAJICH
MOJIeT Ha acTMa. 3aeJHO C TOBa € MOKa3aHO BIUSHUETO, KOETO T€3U CheIUHEHUS UMaT BbPXY
pa3NUYHUA KJIETHhYHU THUIIOBE (TVIAAKOMYCKYITHH, €HIOTETHH, BBH3MATUTEIHU KJIETKH) U TI0
TO3W HAYMH MOTAT Ja BJOMIAT KIMHUYHOTO MPOTHYAHE Ha ChINUTE 3a00JsABaHUsS (acTMma,
XpOHUYHA 00CTPYKTHBHA OenoapoOHa 6oect, ocTpu 0eI0apoOHH YBPEeKIAHUS U IP. ).



V PE3IOMETA OT HAYYHHU ®OPYMMU B UHY’KBUHA, (CBbP3AHU U HE
CBBP3AHU C JOKTOPCKATA JUCEPTALIUA ), IYBJIUKYBAHU B
CBOTBETHUTE CBOPHUIIU C PE3IOMETA

1. Tsvetkova V., Petrova P., Lukanov T., Eleazar M., Andreeva C., Konova E., Alsabach T.
Intravenous Immunoglobulin treatment of patients with antiphospholipid antibody syndrome
(APS) associated with borderline hypothyroidism and myasthenia like syndrome. Third
European Forum on Antiphospholipid Antibodies; Utrecht 2001 (20-21 April). Abstr. book p.
72.

These results present a 5 year study on 37 patients wit APS, borderline hypothyroidism and
mild clinical expression of myasthenia gravis. They had high titers of a aPL, borderline TSH
concentrations. Some of them had thyroid autoantibodies, ANA and activated platelet
markers. EMG studies confirmed affected mussels in 24 of the cases. We treated the patients
with IVIG infusions, low doses L-thyroxin, anticoagulants and antioxidants. The titers of aCL
decreased and normal thyroid function was restored with the resolution of neuromuscular
symptoms. We think that the good effect of therapy is due to immunomodulating action of the
IVIG, which restores membrane potential and reduces apoptosis. That is why we accept that
borderline hypothyroidism and myasthenia like syndrome have common pathogenic
mechanism connected with APS.

2. Tzvetkova V., P. Petrova, H. Andreeva, E. Konova, Tz. Lukanov, E. Mussa. Clinical
provements of the close association between infertility, antithyroid antibodies and subclinical
hypothyroidism. VIII International Congress of Reproductive Immunology, Opatia, Croatia,
2001(July 2-6). American Journal of Reproductive Immunology 2001, 46(1): p.90 (IF 3,050).

A limited number of investigations have been carried out to assess the association between
obstetric complications, antithyroid antibodies (ATA) and Anticardiolipin antibodies (ACL).
The aim of the study was to evaluate the incidence of ATA in pregnant women with a history
of recurrent abortion, fetal death and the risk of subsequent spontaneous pregnancy loss.
Methods: Using ELISA methods: TgAb,McAb(INOVADiag., USA); TSH (DBC, Canada);
FT3, FT4 (Clin-Pro, USA); ACL (INOVA, USA) and TPO (Immunoradioassay) were
measured every trimester of the pregnancy. Sonographic control of the thyroid gland was
performed as well. Results: TSH was significantly increased in women with ATA and
recurrent miscarriage whereas thyroid hormones were in normal range. Some of the pregnant
women had features of hypofunction of the thyroid. In these cases low doses of L-Thyroxin
were given. The euthyroid patients had only constant medical supervision. Some of the
pregnant with a history of previous autoimmune thyroid disorders and fetal loss were treated
with IVIG. Conclusion: According to the results we can propose that the risk for miscarriage
is higher in the first trimester of the pregnancy in women with high levels of TSH and ATA.
The association between thyroid autoimmunity, subclinical hypothyroidism, ACL and
miscarriages will be discussed.

3. Genova, S., Tsvetkova, V, Dardanova H., Yolcheva D., Terziev L., Yosifova T. Effect of
cetirinax on the skin reactivity in patients with chronic urticaria. World Allergy Organization
Journal, 2007 (November) Abstr. book p S167.



Background: Cetirinax (Actavis), a derivate of piperazine, belongs to the family of the
second-generation antihistamines. It is a fundamental pharmacological active metabolic
product of hydrazine — a first-generation antihistamine. Beside its antihistamine activity,
Cetirinax possesses also other varied qualities that augment its antiallergic properties.
Suppresion of erythema and papula is traditional pharmacodinamical mechanism used to
determinate activity of H1 receptor antagonists. The purpose of that survey is to get in touch
with suppressive effect of Cetirinax on erythema and papula caused by histamine in patients
with Chronic Urticaria. The aims that we put were to survey suppressive effect according to
time, clinical condititon of patients, sex and age. Methods: The study involved twenty
patients with Chronic Urticaria, 18-63 years of age. Histamine sensitivity of all patients was
given by prick test with 10mg/ml histamine 20th minutes before treatment with 10 mg
Cetirinax. After that the same sensibility was determined on 30th minutes, 1st, 3rd, 6th, 9th,
12th and 24th hour. Results: The suppressive effect of Cetirinax set in 30th minutes and is
highest marked in 3rd hour on the erythema and in 9th hour on the papula. The difference
were statistic important compared to basic size of papula and erythema. Depression of
erythema was equal like papula in various hours. Depressive effect was marked clearly in
24th hour. We determined that histamine papula and erythema were similar at patients
independently age, sex, clinic condition. The clinic effect correlates to the excellent
suppressive functions. Conclusion: Cetirinax is a medicine with excellent quality on the skin
reactivity.

4. Tsvetkova V. Genova, S. Atopy in patients with allergic rhinitis as risk factor for bronchial
asthma; XXVII Congress of the European Academy of Allergology and Clinical Immunology
2008, 1746.

Resume: Nowadays Bronchial Asthma (BA) and allergic rhinitis (AR) are common clinical
conditions with erasing evidence of shared epidemiological and patho-physiological
backgrounds. The clinical association of rhinitis and asthma has been recognized long enough
to be defined as "one airway, one disease”. Epidemiologic studies have proved that asthma
and rhinitis often coexist. Many studies and observations on concomitant AR in adult patients
with asthma are published, but less for the presence of asthma in allergic rhinitis patients are
done. Allergic rhinitis is associated with bronchial hyperresponsiveness (BHR), even in the
absence of asthma symptoms. Bronchial hyperreactivity, a component of asthma, has often
been reported to be present in patients with AR. Bronchial hyperreactivity in AR might
represent a prognostic factor for further progress to asthma. Moreover, these bronchial
impairments depend on the specific allergen sensitisation. The aims of our study were: to
define the presence of atopy in patients with intermittent or persistent allergic rhinitis as a risk
factor of further development of bronchial asthma, and to measure airway responsiveness in
these patients. Matherial and Methods: 68 patients with AR (45 females and 23 males) 16-50
years in age were enrolled. Skin prick tests with different indoor and outdoor allergens were
performed. All of them underwent Methacholine challenge test. Results: Most of the patients
with AR (51) were polysensitized (up to 75 % mainly with indoor allergens). The other 17
were considered nonatopic subjects (25 %): RR=3 (atopy/nonatopy). BHR was established in
20 (29,4 %) of the patients with AR and 18 (26,4%) of them were atopics: p value-0,74.



Conclusions: BHR and atopy coexist in a substantial proportion of patients and atopy is a
prevalence condition in BHR positive patients with allergic rhinitis. Therefore they share the
risk for developing Bronchial asthma.

5. Genova, S., Tsvetkova V. Guenova E. Autologus serum skin test in patients with allergic
problems of upper ways. XXVII Congress of the European Academy of Allergology and
Clinical Immunology 2008, 1741.

Autoimmune mechanisms in pathogenesis of allergic diseases of upper airways are commonly
debated although existing data are not a lot. The aim of this study is to determine the presence
of functional antibodies against high affinity IgE receptor FcepsilonRI or IgE receptors in
patients with allergic rhinitis (AR). Materials and methods: Thirty four patients with AR /22
females and 12 males - 18 to 73 years aged/ were enrolled. Sixteen of them were with atopic
AR and eighteen with nonatopic AR. Twenty one patients with Chronic idiopatic urticaria
(CIU) (17 females and 4 males - 18 to 70 years aged) served as controls. The following
criteria for including were applied: 1.Well preserved skin reactivity. 2. Antihistamines and
steroids were withdrawn at least 14 days prior to skin tests. All patients underwent skin test
with autologous serum for assessment of receptor FcepsilonRI or IgE antibodies availability.
Positive result was considered when autologous serum induced wheal and flare diameter was
more than 3 mm in comparison with negative saline solution made control. Wheal and flare
responses were measured at 20 min. Alternative analysis was used as statistical method.
Results: Positive autologous serum skin test (ASST+) showed 15/34 patients with AR (44,
12%) and 9/21 with CIU (42, 86%). The difference is statistically unreliable: (p > 0, 05).
Positive autologous serum skin test was established in 8/16 patients with atopic AR (50,00%)
and in 7/18 patients with nonatopic AR (38,89%), (p > 0,05). Comparing results of patients
with atopic, nonatopic AR and these with CIU we did not perceive statistically reliable
difference /p > 0, 05/ and /p > 0, 05/ respectively. Conclusion: ASST results in patients with
allergic —problems of upper airways are similar to these with CIU. ASST+ patients are
equally presented in spite of presence of atopy.

6. Genova, S., Tsvetkova, V, Yosifova T. Effect of levocetirizine on skin reactivity to autologus
serum in patients with chronic idiopathic urticaria. XXVII Congress of the European
Academy of Allergology and Clinical Immunology 2008, 943.

Background: Many patients with chronic idiopathic urticaria (Cl1U) show positive autologous
serum skin test (ASST+). This reactivity is due to the presence of auto-antibodies to the IgE
or against the alfa—chain of the high-affinity receptor for IgE /Fc epsilon RI alpha/. This
determines the autoimmune character of this type of urticaria. Objectives: To examine the
effect of levocetirizine on the wheal and flare size, caused by autologous serum, in patients
with CIU and ASST+. Methods: 17 patients with an exacerbated CIU and ASST+ were
included in the study. Subjects were washed out of their previous medications for 14 days. All
subjects gave their informed consent. 12/17 patients took 1 tablet of Xyzal (levocetirizine
5mg), once daily, for a period of 30 days. The remaining 5 patients took placebo during this
period. Control ASST was performed in all patients on days 0 (baseline), 10 and 30. The
mean size (mm) of the wheal and flare reactions as well as itch (on a 6-score visual scale)



were recorded. Analysis was performed using T—Test statistics. Results: Wheal and flare
reactions in patients taking levocetirizine decreased versus baseline both on day 10 and 30.
The inhibition was statistically significant for flare (p=0.0322) but not for wheal (p=0.0972)
on day 10, however, the flare and wheal reactions were significantly inhibited on day 30
(p=0.0001 for both). There were no changes in the size of the wheals and flares in patients
taking placebo at any time point. While there was no significant difference in the wheal and
flare reactions between the 2 groups on day 10, these reactions were significantly inhibited by
levocetirizine vs. placebo on day 30 (p=0.0001 for both). Subjects on levocetirizine reported
significant decrease of their itch vs. baseline already at day 10 (p=0.0001) and day 30
(p=0.0001). Subjects on placebo reported a weak and non-significant decrease of itch at any
time point. The difference between the 2 groups was statistically significant at day 10
(p=0.0001) and at day 30 (p=0.0001). Conclusions: Levocetirizine can significantly inhibit
the skin reactions to autologous serum in ASST+ CIU patients. This might be due to potential
immuno-modulating effects, which are in addition to the classic H1-blocking and anti-
inflammatory effects.

7. Kutsarov Asen, Tzvetkova Vanya, Koleva, Rumjana, Todorova Albena, Gecheva, Svetla,
Aleksovska, Tanja. Chronic Rhinosinusitis with Nasal Polyposis -The Role of Aspergillus and
Dematiaceous Family Fungi in Pathogenesis. Acta Clinica Croatica 2009, 48 (1) p 100 (IF 1,
19).

Chronic rinosinusitis (CRS) is a widespread disease. Some authors have recognized the
leading rule of Aspergillus and Dematiaceous family fungi in it's pathgenesis. Eosinophils
have a key role in the immune reaction. The aim of this study was to determine the role of
Aspergillus and Dematiaceous family fungi in pathogenesis of CRS with nasal polyposis. 34
patients were studied (20 females and 14 males; 40-65 year old) with CRS and nasal
polyposis and 20 healthy control patients (12 females and 8 males; 40-65 year old) during a 4-
month period. Nasal discharge for cytological analysis was taken from all the patients and the
controls. Skin prick tests and enzyme-linked immunosorbent assay (ELISA ) for specific
serum IgG to fungal allergens (Aspergillus alternaria, Fusarium, Rhisopus, Penicillium and
Mucor) were performed. Cytological findings of nasal smear showed presence a fungal
elements (hyphies) in 8 controls (80%) and lack of eosinophils in all control subjects, while
fungal elements were found in 24 (70,58%) patients and eosinophils in 27 (79,4%) patients.
Skin prick tests were positive to one or several fungal types in 4 (11,8%) of the patients with
polyposis and none of the control group. Both the patients and the control group had elevated
specific serum fungal IgG (slgG). The serum level of 1gG in the control group was 2,5-40
mcg/ml while in the patient’s group it was significantly higher serum level fungal as 1gG (>40
mcg/ml) — in 28 (82,4%) patients respectively (p<0,05). We suggest that Aspergillus spp. and
Dematiaceous family fungi might play an important rule in the development and maintenance
of inflammation process in CRS with NP.



