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Al. JlucepranmoneH Tpy 3a nMpuaoOuBaHe Ha 0Opa3oBaTeIHa M HAyYHa CTETEH ,,JI0KTOP

AtanacoBa A. KilnHUYHA OLIEHKA HA MALMEHTUTE C SI3BE€H KOJIUT-ChbBPEMEHEH MOIXO/I.
HMuceprauunonen tpya 3a OHC ,,Jlokrop*, MY — Bapna, 2014

Pe3rome: XpoHNYHHUTE BB3NAIMTETHH OojiecTH Ha depBara (XBbBY) BKirOUBaT SI3BEH KOJUT
(SIK), 6omect Ha Kpon (bK), HemeTepMUHHUpPaH KOJIUT B MUKPOCKOTICKH KoiuT. SIK Moke na mma mepBa
M3sBa B pa3jMyHa Bb3PACT, KATO HAYAJIOTO € YeCTO B MylajiaTa Bb3pacT. [[poTnya ¢ HUCHK MOPTAJIHTET,
HO CBITBTCTBA MAIIMEHTHUTE TIpe3 IEeJHs )XKUBOT. ViMa XpOHWYEeH peluANBHpAaII X0/, KOWTO He MOXeE J1a
Obae mpeackasad. Oka3Ba HEOJIArONMPHIATHO OTPaKCHHWE BBbPXY BCHYKH AaClEKTH Ha JKHUBOTA Ha
MalUeHTUTe: (U3NYECKO pPAa3BUTHE, aKO HAYaJloTO € B paHHATa JIETCKa BB3PACT; EMOIMOHAIHO
CHhCTOSTHUE, COIMAJIHA U MKOHOMHYECKA aKTUBHOCT. BBB BCHYKHM CTpaHH Ha CBETa CE yCTAaHOBSIBA
noumaBaHe Ha dyectora Ha XBBUY u SAK. ChiiecTByBa OTHOCHTENHA TepareBTUYHA Hee(hUKACTHOCT
W/WIH HENPEJCKa3yeMOCT, KOSTO B JJaJICH MOMEHT OT Pa3BUTHETO Ha OOJIECTTa MOXeE Jla IOBENE U JIO
olepaTHBHO JieueHne. Xapakrepuctukure Ha SIK u HepemeHuTe npoOieMu BbB Bpb3Ka ¢ n30opa Ha
JIeYeHNE, TIOCTUTHATUTE PE3YJITATH OT MPUIIATAHETO HA KIIACHYECKUTE TEPAIIeBTUYHN CPEICTBA, KAKTO
Y HOBHTE OWIOJIOTMYHU METUKAMEHTH, U3UCKBAT U3TPaXk/IaHe Ha ChBPEMEHHA KIMHUYHA OI[EHKA, KOATO
BKJIFOYBA: aliTOPUTMU 3a JIUATHOCTHKA, /ICKBATHO JICUEHUE U MPOCIesiBaHe Ha e)eKTa OT JICUSHHETO
ripu 6onHUTE ¢ K, exuriHa paboTa Ha MHOKECTBO CITEIIUAIMCTH, KOUTO Jia IOBEIAT 10 ONTUMHU3UpPaHE
Ha 3/paBETO M KAUeCTBOTO HAa JKMBOT HAa TE3W MalMeHTH. HaTpymanwrte maHHM OT JHTEparypara
MOKA3BaT, Y€ BCE OIIIC OCTABAT HEIOU3SICHCHH: (JaKTOPUTE, KOUTO BIIMSAT 3a JOCTUTAHE HA SHIOCKOIICKA
1 MOP(OJIOTHYHA PEMUCHS; KOM TEPANeBTUYHU PEKMMHU MOTAT Jia CIIOCOOCTBAT 3a MOCTHTaHETO Ha
IbJIHA peMucus’? B ToBa KIMHUYHO TpoyuBaHe, koeTo obOxBama 160 mamuentu ¢ SK, kimuHuuHA
pemucusa gocturat 23,10% oT manueHTHUTEe, ChOTBETHO KIMHHUYHA M eHpockorcka 15,00% u mbinHa
pemucus (¢ 6enes3u u 3a Mmopdonoruuna pemucusi)-13,10%. Hanumunero Ha mceBAONONNIIO3a OPees
TEXKECTTa Ha 3a00JIIBAHETO M JIUIICATAa HA OTTOBOP Ha Tepanusata. Mexay texectra Ha K u neuenueto
¢ KC crpiecTByBa 3HaunTEIHA 3aBUCUMOCT, Kato camo mipu 7,50% ot nekyBanute ¢ KC e mocturnarta
knuHuYHA pemucusi- S0. Mexay croitnoctute Ha CRP u paznpocrpanenueto Ha JK chiiecTByBa mpaBo
MPOTOPITUOHATHA YMEPEHA 3aBUCUMOCT, T.€. KOJIKOTO TO- TOJIsIM ¢ 00xBarta Ha SIK, ToyikoBa mo- BUCOKH
ca croriHocTuTe HAa CRP (p<0,05). Bcnuky manueHTH, mpyu KOUTO € 3aIoIHaTo JiedeHue ¢ auTu- TNF
MEINKaMEeHTH, Ca TaKMBa C IPOTPecHsi Ha O0JIeCTTa IO OTHOIIIEHHIE Ha TEKECT U Pa3npoCTpaHeHHe 1 6e3
OTTOBOp Ha TpuioxeHara Tepamus. [Ipu monmoBuHaTa mma Gopmupane Ha KC 3aBHCHMOCT, KOETO €
HAJIOKHUJIO KBM JIeUeHHETO ¢ 5- ASA, nma ce mnobasu n AZA. Aatu-TNF tepamnusra Boau 10 cTaOwMITHA
KJIIMHUYHA, €HIO0CKOTICKa N MOp(oIornyHa peMucus, KakTo MPH WHAYKINS, TaKa U TIPU MTOAIBPKAIIO
JieueHre, ¥ MOKe JIa TIPEIOTBPATH MMPOKTOKOJIEKTOMUS IIPH OCTHP TEKBK KOJIUT. Y CTaHOBEHO Oe, ue K
“Ma auHaMu4deH xom. [lpu eHa 4eTBBPT OT MalMeHTH MMa mporpecus Ha ooxBara. JlasHoct Ha K ot
6 1o 10 roguHM BOAM O MPOTPECHs HA PAa3MPOCTPAHEHUETO BHB BCHUKH JIoKanmm3anuu. Komakoro mo-

roiisiM € o0XBara, TOJKOBA IO-H3pa3eHa € TexecTTa Ha Oojecrra. Hamuie e ymepeHa 3aBUCHMOCT



MEXTy pasnpoctpanenueTo u Texectra Ha SIK (r=0,33; p <0,001). Exkcnpecusita Ha HLA — DR BBpXYy
MOHOIIMTH OT mepudepHa KpbB npu Oonuu ¢ SIK e mpaBompomnopipioHanHa Ha aKTHBHOCTTa Ha
BB3MAJIUTEIHNS MIPOLIEC TPH M3CJICBAHE HA PE3YNTaTUTE IO BpeMe Ha o0ocTpsiHe W pemucus (p <
0,001), xato Haii — BHcoka e npu Texxkute Gpopmu (S3). Hamanssanero Ha ekcripecusita Ha HLA — DR
MOXE Jia MOCITYKM Karo MapKep 3a CTUXBaHE Ha BB3MATUTENHHS MPOIEC M HAYalo Ha PEMHCHSL.
CHmkaBaHeTo Ha excrpecusta Ha CD25+ B xo/a Ha JeueHUE MOXKeE Jla ce PUEMe KaTo OJIaronpusITeH
nporHoctuueH Oesner. HezaBuCHMMO OT TekecTTa M CTaaus Ha 3a0oiisiBaHeTO, Mpu nanuenTure ¢ K
croiHocTuTe Ha CD25+ ocraBar 3HAYMTENHO MO —BHCOKU copsmo 3apasure juma (p < 0,05).
[NoBumasaneto Ha NK (CD16+56+) —mumdonutu ce cpema npu jgekute GOpMU U € MOKa3aTen 3a
Hayayuo Ha KIMHUYHA peMucus. [1oabpT, ceMeHHOTO MookeHne 1 00pa30BaHUETO HE OKa3BaT BIUSHUC
Bepxy KXK. TpynoBara 3aeTocT, OT ipyra ctpaHa, okaspa BiusiHue Bbpxy KK, kaTo 6e3paboTHHTE UMAT
no-aucko KK (p<0,05). MurensmBHOCcTTa Ha Oonkara, JaBHOCTTa W Texecrtra Ha SIK okaspar
cpiiectBeHo BiusHUE BHpXy KUK (p<0,05), kato ce xapakTtepusmpaT C OTPHUIATEIIHO BB3CHCTBUE.
OpUTHHATHUTE TPUHOCH HA TO3M JTUCEPTALMOHEH TPY/ ca: POCIEICH € Bh3MAIUTEIHHAT POIec pH
SK mocpencTBoM MapkepH 3a KbCHAa M PaHHA aKTHUBAIMs Ha JTUMQPOUUTHTE B TiepudepHa KpbB upe3
(IIOYIIUTOMETPHYCH aHAIIN3, CAMOCTOSTEIHO H B ChUETAHUE C MPHIIOKCHUETO UMYHOCIIMHTHTpadUs U
MOHOKJIOHAJTHA aHTHT'PaHYJIOIIMTHH aHTHUTENA; MPOBEICHO W aHAJIM3MPAHO 32 IBPBU MBT B CTpaHaTa
npoyuyBane Ha manueHTH ¢ K ¢ Tpu BBIpPOCHHMKA, KOMTO 3acsraT OTJENHH AaCIeKTH OT OICHKa
Ka4yecTBOTO Ha JKHUBOT, KaTO JIOITBIHEHNE KbM KIMHUYHOTO U €HJIOCKOIICKO MPOCIIE/siBaHe; JJ0Ka3aHa €
BpBb3KaTa MEXIy KIMHMYHATA OIIEHKAa Ha 3JPaBOCIOBHOTO CHCTOSHHE M KaueCTBOTO Ha JKUBOT,
HU3MEPEHO Ype3 CIICLHaTHA HHCTPYMEHTH.

Abstract: Chronic inflammatory bowel diseases (IBD) include ulcerative colitis (UC), Crohn's
disease (CD), indeterminate colitis, and microscopic colitis. UC can have its first appearance at different
ages, with the onset often being in young adulthood. It has a low mortality rate, but accompanies patients
throughout life. It has a chronic relapsing course that cannot be predicted. It adversely affects all aspects
of patients' lives: physical development, if the onset is in early childhood; emotional state; social and
economic activity. In all countries of the world, an increase in the frequency of IBD and UC is observed.
There is relative therapeutic ineffectiveness and/or unpredictability, which at some point in the
development of the disease may lead to surgical treatment. The characteristics of UC and the unsolved
problems in connection with the choice of treatment, the achieved results of the application of classical
therapeutic agents, as well as new biological drugs, require the construction of a modern clinical
evaluation, which includes: algorithms for diagnosis, adequate treatment and monitoring of the effect of
treatment in patients with UC, teamwork of multiple specialists to optimize the health and quality of life
of these patients. Accumulated data from the literature show that the factors that influence the
achievement of endoscopic and morphological remission still remain unclear; What therapeutic
regimens can help achieve complete remission? In this clinical study, which included 160 patients with

UC, clinical remission reached 23.10% of patients, respectively clinical and endoscopic 15.00% and



complete remission (with criteria for morphological remission)-13.10%. The presence of
pseudopolyposis determines the severity of the disease and lack of response to therapy. There is a
significant relationship between the severity of UC and CS treatment, with only 7.50% of those treated
with CS achieving clinical remission - SO. There is a directly proportional moderate relationship between
CRP values and the prevalence of UC, i.e. the greater extension of UC, the higher the CRP values

(p<0.05). All patients in whom treatment with anti-TNF drugs was initiated were those with disease
progression in terms of severity and distribution and no response to the applied therapy. In half, there is
a formation of CS dependence, which necessitated the addition of AZA to the treatment with 5-ASA.
Anti-TNF therapy results in stable clinical, endoscopic, and morphologic remission, both with induction
and maintenance treatment, and may prevent proctocolectomy in acute severe colitis. It was found that
the UC has a dynamic course. A quarter of patients have range progression. A duration of 6 to 10 years
of UC leads to progression of the extension in all locations. The greater the range, the more pronounced
the severity of the disease. There was a moderate correlation between the prevalence and severity of UC
(r=0.33; p<0.001). The expression of HLA-DR on monocytes from peripheral blood in patients with
UC is directly proportional to the activity of the inflammatory process when examining the results during
exacerbation and remission (p < 0.001), being the highest in severe forms (S3). The decrease in HLA-
DR expression can serve as a marker for the decrease level of the inflammatory process and the onset
of remission. A decrease in CD25+ expression during treatment can be considered a favorable
prognostic marker. Regardless of the severity and stage of the disease, CD25+ values remained
significantly higher in patients with UC compared to healthy individuals (p < 0.05). An increase in NK
(CD16+56+)-lymphocytes occurs in mild forms and is an indicator of the beginning of clinical
remission. Gender, marital status and education do not influence QOL. Employment, on the other hand,
has an impact on QOL, with the unemployed having lower QOL (p<0.05). The intensity of pain, duration
and severity of UC have a significant negative impact on QOL (p<0.05). The original contributions of
this dissertation work are: the inflammatory process in UC was follow- up by means of markers for late
and early activation of lymphocytes in peripheral blood by means of flow cytometric analysis, alone and
in combination with the application of immunoscintigraphy and monoclonal anti-granulocyte
antibodies; conducted and analyzed for the first time in Bulgaria a study of patients with UC with three
questionnaires that affect separate aspects of quality of life assessment, as a supplement to clinical and
endoscopic follow-up; the relationship between the clinical assessment of health status and the quality

of life measured by special instruments has been proven.



B1. Iucepranuonen tpyxa 3a HC ,,JlokTop Ha HAyKHTe
ATanacoBa A. CepyMHaTa eKcrpecusi Ha MUKpOPHOOHYKJICMHOBU KUCEITUHH MPH MALMEHTH C
XpPOHUYHM BB3MAJIUTEIHU OojecTd Ha yepmara. [ucepraumonen tpyxa 3a HC , JlokTtop Ha
Haykute“, MY — Bapna, 2021

Pe3tome: Br3nmanurennute 6oiectu Ha yepBara (Inflammatory bowel disease -IBD) ca
CJIOKHU 3a00JIsIBaHUS ¢ HesicHa maroreHe3a. B ocnoBata Ha IBD cTon XpoHHYHO Bh3MajIcHUE
U IPOMEHEHU UMYHHHM peakuuu. TpaguLMOHHO MOHMTOpUpaHETO Ha mauveHTtu ¢ IBD e
YCIIO)KHEHO 10 M3BECTHA CTENEH MOopajaud HE0OXOAMMOCTTA OT MpHJIaraHe Ha MOBTapSIIN Ce
WHBA3WBHU METOAM (€HIOCKOTICKA TIpoueaypu ¢ Ouomncuu). MUKpOpHOOHYKIEHHOBUTE
kucenmnan (microribonucleac acids —miRNAs) ca manku 21-24 HYKJICOTHIHM JIBYBEPHIKHU
RNA monexynu, KOUTO ¢ TOMOIITa Ha KOMITJIEKC OT OITHIM MOTaT J1a IPeIU3BUKAT HapsI3BaHe
Ha onpenenenu nHpopmarmonHu RNAs (MRNAs) Monekynu, KOUTO ce sIBSIBAT TEXHU MUIIICHH.
To3u npouec mpeam3Buka RNA 3armymaBane (RNAsilencing) Ha cboTBeTHHUTE TeHU. Te3u
Majgku Hekoaupamu Oentbi RNAS B KICTKHTE €€ HapuyaT MHUKPOPHOOHYKIECHHOBHU
KHCeNMHU. MHOXECTBO MpOyuBaHUsl paskpuBar, ye miRNAS urpasr cpiiecTBeHa poiisi BbB
BCEKH €IUH €Tam OT BB3MaJICHHETO. 1€ ydacTBaT B AM(EPEHIUAIUATA, PETYIHPAHETO U
KJIeThbUHATA CHUTHAJIM3AlMsS Ha BpOJAECHAaTa M MpUI0OUTa MMYHHA CHCTEMa, KOHTpoja Ha
OapuepHata (YHKIMS HA CHTEPOIIUTHUTE, HETraTMBHAaTa oOpaTHa BpPB3Ka BBPXY pPa3IuIHU
CUTHQJIHM THTHINA, CBbP3aHU C BH3MAJECHUETO, KOHTPOJA Ha IMPOLECUTE Ha aronro3a M
aBTo(arus, AUCIIIA3Us, KJIEThYHA CMBPT, JICJICHEe U aHTHOTeHe3a. JJaHHUTe OT muTeparypara
OCTaBaT J0CTa MPOTUBOPEUNUBH MTOPAIN PA3TIMIYHUTE U3TOUHUIIM Ha MiIRNAS (Myko3a Ha KOJIOH,
uwieyMm, mnepudepHa KpbB, HU3MPAKHEHHUS, CIIOHKA), IAlMEHTUTE, OT KOUTO ca B3€TU
CHOTBETHUTE TPOOM ca B CTaguii Ha AKTUBHOCT WM PEMHUCHSA, C Pa3IMyHA JABHOCT Ha
3a00JI5IBAHETO M TEPANEeBTUYHH peXkuMHU. KaTo ce mmar mpeaBu] BCHUKH T€3HM 0COOEHOCTH,
KAaKTO ¥ Bb3MOXKHOCTUTE, KOUTO MPEAOCTaBAT U3CIIEABAaHUATA B 00JIaCTTa Ha EKCIPecusTa Ha
miRNAs npu nmanuentu ¢ IBD, Bp3HUKHA HEOOXOAMMOCTTA OT U3CIICIBAHETO UM CpeJl rpyma
ot narueHTn ¢ 6onect Ha Kpon (BK) u s3Ben komut (SK) 3a nma ce ompenenu poisita Ha
eKCIIpecusaTa UM IpU JUATHOCTHUKA, MPOCIEAsBaHE U JieueHHe. B KIMHUYHOTO MpOyuYBaHE
yJacTBart cenemaeceT namuentu ¢ IBD, pasaenenu Ha 2 rpynu oT 35 MaMeHTH, CbOTBETHO C
BK 35 (20 ¢ aktuBHa BK u 15 B pemucus) u ¢ K 35 (20 ¢ aktuBen AK u 15 B pemucus),
npemuHanu npe3 Knunukara no ractpoenteposiorus ot 04.2019 1o 10.2019 r. B xmuHUYHOTO
npoy4BaHe yuyactsar ouie U 30 31paBu JOOpOBOIIM Ha Bb3pacT OT 18 10 42 roguHu, KOUTO
HSIMaT aHaMHe3a 3a 3a00JIBaHUs, HEe pUeMaT HUKAKBU MEAMKAMEHTH, U CJie]] 3all03HaBaHe C

YCIIOBUSATA 32 y4acTHE B KIMHUYHO MPOYyYBaHE, ca MoAmucaid MHGOPMUPAHO ChIVIacue 3a



ydacTHe B KJIMHUYHOTO u3cieqaBaHe. [Ipu BCHUKH € U3BBPUICHO KOJUYECTBEHO U3MEpPBaHe Ha
HUBO Ha cepyMmHa ekcripecuss Ha miRNA-u:*Hs miR-16 2; *Hs miR-28 1; *Hs miR-29¢c 1;
*Hs miR-96 1; *Hs miR- 142-3p 2;*Hs miR-142-5p 1; *Hs miR-144 4; *Hs miR-155 2;
*Hs miR-191 1; *Hs miR-199a 1; *Hs miR-363 1; *Hs miR-451 1; *Hs miR-1228-3p 1
n xoutpoiHu: *Hs RNU6-2 1; Ce miR-39 1 npu IBD manmentn ¢ Gomnect Ha Kpon B
aKTUBHOCT M PEMUCHSI, IIPU A3BEH KOJIUT B aKTUBHOCT M PEMUCHUS U TIPH 3/IpaBU JOOPOBOJIIIH.
Excnpecusita Ha paszrnexaanute miRNAs ce pa3nuuaBa npu nanuentute ¢ bK u SK.
[Tpu nanuenture ¢ BK ekcnpecusita e cCUrHu(UKaHTHO MO-BUCOKA OT Ta3W MPH MAI[UEHTUTE C
AK. Ilpu uscnenBane Ha excmpecusita Ha MiIRNAs mpu aBere Tpynu TalMEHTH CIIOPEN
aKTUBHOCTTA Ha 3a00JISIBAHETO C€ YCTAHOBU PA3JIMKa HE CAMO B €KCIPECHSTa HA OTACITHHUTE
miRNAs, HO ce oTKposiBa U creruduueH 3a KOHKpeTHOTo 3abossiBane miRNA moammuc.
Cnopen nokanuzanusta (miR-199a, miR-96 u miR-155 3a K u miR-28, miR-142-5p, miR-
191, miR-199a, miR-155, miR-1228-3p u miR-96 3a BK) u ¢popmara na nporuuane (miR-155,
miR-191 u miR-199a 3a K u miR-16, miR-28, miR-142-3p, miR-142-5p u miR-1228-3p 3a
BK) ce ycranossBar pasmuunu miRNAs 3a nBere 3a0oiisiBaHUS C pa3IUyHA MOCOKA Ha
eKCIIpecusi  COpsIMO  TMparoBuTe  CTOMHOCTU.  VIHTECTMHAIHUTE  YCIOXKHEHUS U
€KCTPAanHTECTUHAITHUTE TIPOSBU KopenupaT ¢ paznuuyad miRNAs npu nanmentute ¢ bK u SK.
JlaBHOCTTa Ha 3a00JIIBAaHETO KOpEIHMpa C MOBUIIEHATA eKCIpecus Ha pa3nuyHd miRNAs npu
narueHTTe ¢ BK (miR-28 u miR-96) u K (miR-144 u miR-155). Tlpu neuenue c
KOpPTUKOCTEepou M ce HabmroaBa mosuieHa excrpecus Ha miR-96 (BK), miR-142-3p(SIK) u
miR-155(5K), kouto ca cnenmuduunu 3a KOHKpeTHOTO 3aboisBaHe. [Ipu manmentn c K
tepanusta ¢ 5S-ACA e cBbp3aHa ¢ MoHIKeHa ekcrpecus Ha miR-16 u miR-142-5p, nokato npu
narenTy bK nma nosumena ekcripecust Ha miR-144. Ilpu neyenue ¢ a3aTHONPHH MAIUEHTUTE
¢ bK umat nonmxkena excripecust Ha cnenuduaante miRNAs (miR-28, miR-142-3p u miR-
1228-3p), nokaro nipu nanuenture ¢ JAK excrnpecusra Ha miR-96 e mox nmparoBaTta CTOMHOCT,
orpeJiesieHa Npy 3paBu UHAMBHUIU. bronornynara tepanus npu nanuenture ¢ BK xopenupa
C MmoBHILIeHa ekcrpecust Ha miR-28, mokaro npu nanuenture ¢ JAK croiinoctute Ha miR-1228-
3p ce gobmmkaBaT [0 MparoBUTe CTOMHOCTH MpH 3ApaBu uHANMBUAU. [loBuIIeHaTa ekcripecus
Ha miR-28 mpu namuentute ¢ bK e cenuduien mapkep 3a MOCTUTHATA pEMUCHS M KOPEJIHUpa
¢ nonmwxkenu HuBa Ha CRP, FCP, nocturnara pemucus, ouenena upe3 CDAI, HopmaiHO HUBO
Ha CEpYMHO Kes130, BuTaMuH B12 u Butamun D. CpliecTByBa 3aBUCHMOCT MEX/y CEpyMHAaTa
excrpecust Ha miR-142-5p, miR-96, miR-199a u HuBara Ha Butamun D npu nanuentu ¢ IBD.
Bce ome He € sicHo ganu negunuThT Ha BuTamMuH D e cBbp3aH ¢ nosisara Ha IBD, HO nedunutet

Ha BUTaMHH D MMa BHUCOKa 4ecToTa Ha pa3npocTpaHeHue cpen nmauenture ¢ [BD.



B cweBpemennara memuiinaa miRNAs HamupaT BCe MO-IIMPOKO MPHIIOKEHUE KATO
HEMHBA3MBHU OMOMApKEepH OT AMATHOCTUIIMPAHETO O MPOCIEIASBAHETO XOJa Ha pa3iudHU
3abomsBanus, BKIrounTenHo U IBD. Ot gpyra crpana miRNAs HamMupar NpuiIoKeHHE U B
WHOBATUBHU Tepanuu npu peauna 6onectu. Jlokaro B IUTepaTypara ChblleCTBYBAaT MHOXKECTBO
myOJuKaIuu 3a npuiokeHnero Ha MiRNAs B guarHocTukaTa W JICUEHHETO Ha Pa3IMuHU
OHKOJIOTUYHM 3a0oJyiiBaHUs, TO B 00JlacTTa Ha HMyHOMenuupanute Oonectn u IBD
MyOIMKAIUUTE Ca OTPAaHUYCHU C TIPOTUBOPEUYHBH PE3YIATATH, PA3TUIHH TAHEITH U METOINKHU Ha
ekctpakiuss Ha MiRNAS, pa3nmuuHu momysnanuyd OT TAIMEeHTH C pa3jdHa JIaBHOCT Ha
3a00JIIBaHETO U MIOCTAaBEHH B Pa3IMYHU TEPANIEBTUYHH PEKUMU. TOBa 3HAYUTEIIHO 3aTPy/THABA
CBIIOCTAaBSHETO HA JaHHUTE M M300pa Ha moaxonsan manen or miRNAs, kolto ma Obae
BanuaupaH 3a pasrpannyaBaHe Ha BbK ot K u 3apaBu koHTpomu cpen Obiarapckara
nonynauus. Pe3yntature oT HACTOSALIOTO HM3CIEIBaHE MOKazaxa, uye B W30paHHs MaHeNl OT
miRNAs nma TakuBa, KOUTO ca crienu(UIHU 3a OIICHKA Ha aKTUBHOCT U PEMHUCHS, KaKTO H 3a
pasrpaHM4yaBaHe Ha TANHMEHTUTE cropen MoHpeanckaTa KiacuuKamus, Taka W TpH
M3MO0J3BAaHUTE PA3IMYHU OLICHBYHM CUCTEMHU U MpUJIATaHU TepaneBTUYHU pexxkumu. [lopamu
JIUTICaTa Ha BaJUIUPAHU CTOMHOCTH OsiXa OMpeIesieH! MparoBu cTOMHOCTH Ha MiRNAs npu
3/IpaBU KOHTPOJIM, KOMTO MOCIYKHXa 32 OPUEHTHUP B IMOCOKATa HAa EKCIPECHUs U Bb3 OCHOBA Ha
TE€3U pE3yJNTaThu ce€ YCTaHOBM, ue mnpu nauueHnture ¢ BbK uma cBbpbXxekcrpecuss Ha
pasrnexxganure miRNAs, nokaro npu manuentute ¢ K excrnpecusta € MOHMXKEHa,
no0mkaBalia ce 10 MparoBUTe CTOMHOCTH Ha 3/[paBUTE KOHTPOJIM. Y CTAaHOBUXA CE Pa3INuHU
miRNA-noanucu 3a akTHBHOCT W peMHCHS Ha JABETe 3a0oisaBanus, kato 3a bK cnenuduunara
miRNA 3a nocturnata pemucus € miR-28, yusATO eKkcrpecus € NOBUIIeHA, JOKATO IOBUIIIEHATA
excnpecust Ha miR-29¢ u miR-142-5p ca cneun¢puyHM 3a TOCTUTHATA PEMUCHS TpU
nanuenture ¢ AK. Ot gpyra ctpana ¢ akTuBHOCT Ha bK ce cBbpBa CBpbXeKcIpecusaTa Ha IecT
miRNAs (miR-16, miR-29¢c, miR-96, miR-142-3p, miR-191 u miR-451), nmokaro mnpu
narueHTute ¢ K mma camo emna cnermuduyna miRNA, 4usITO MOBUIIEHA EKCTpEcUs ce
CBBp3Ba ¢ akTUBHOCT (MiR-155).

THHKOUpEBHATA JIOKAIHM3AIMS CE CBHP3Ba C MOBUIIECHA eKCIIpecus Ha yeTupu miRNAs
(miR-28, miR-142-5p, miR-191 1 miR-199a), nokaro nebenoupeBHaTa JOKATU3AINS KOPEIUpa
Cc moBwuIIIeHaTa ekcrpecus Ha miR-155 u miR-1228-3p. Ot apyra crpana npu odmupeH o6xXBaT
uMa cBpbXekcnpecus Ha miR-96. Ilpu mnamuenTn ¢ mneHerpupan] (HEHOTUH uMa
cBpbxekcnpecus Ha miR-142-3p, miR-142-5p u miR-1228-3p. Ilpu nmamumenture ¢ SAK u
MPOKTUT c€ HaOJroJaBa MOHWXKEHa ekchpecus Ha miR-199a, kosto ce moGmmkaBa mo

yCTaHOBEHATa IparoBa CTOMHOCT 3a 3ApaBH KOHTpoiH. [loHmxkeHna ekcnpecus Ha miR-96 ce



YCTaHOBSIBA MPU NAIIUEHTUTE C JIIBOCTPAHEH KOJMT, JOKATO IIPU TE3U ¢ OOLIMPHO 3acsAraHe Ha
ne0esoTo YepBo MMa cBpbxeKkcnpecus Ha miR-155. Cpbxekcnpecusta Ha miR-155, miR-191
u miR-199a e puckoB ¢akrop 3a pa3BUTHETO Ha XPOHUYHO MEpcUCTHpaiia ¢opma Ha
nporrnuane Ha K. M3cnenBaneTro Ha ekcmpecusita Ha pasriexaanute miRNAs cropen
WHTECTUHAJHUTE YCIIOKHEHUS W €KCTPAUHTEPTUHAIHU IPOSBU IMOKAa3a Pa3HOIOCOYHOCT Ha
pesyararute npu nauuerture ¢ AK u bK.

EnHo OT ronemMuTe mpeAn3BUKATENCTBA Mpea KIWHUIMCTA € mpu nedioT Ha IBD na
pasrpaHuyy MPOMEHUTE, YCTAHOBEHH 4pe3 0Opa3HUTE U KIMHUYHU METOAU C KaKBa JaBHOCT
ca. IIpn manuenture ¢ bBK moBumenara excnpecuss Ha miR-96 ce cBbp3Ba ¢ mMaBHOCT Ha
3a00JIsIBAaHETO 10 S T., @ TIOBUIIIEHATa eKcrpecus Ha miR-28 e cBbp3aHa ¢ mo-roysiMa JaBHOCT
Ha 3a0omnsBaHeTto. [Ipu nanmenture ¢ SIK nporaocTuyHa posist 3a JABHOCT Ha 3a00JISIBAHETO 10
6 T. UMa moBHIIeHaTa ekcrpecus Ha miR-155 u miR-144, xouto B moBeuero ciaydau ca
CBBp3aHU ¢ akTHBHA OojecT. OT riieiHa TOUKa Ha MPHJIaraHoTo JeueHue rnpu nanueHture ¢ bK
Ha OMOJIOTMYHA Tepanusi MOXKE Jla Ce Kake, 4e € IMOCTHTHaTa peMHCHUsl MPH TOBUIICHATa
excrpecust Ha miR-28, mokaro moHmkeHaTa ekcmpecus Ha Ta3n MiRNA npu nedenue c
UMyHOCyTIpecopu (A3aTHONpPHUH) IMOKa3Ba, Y€ TOBa JICUEHHWE HE € JOBENO JO0 PEMHCHS.
Jleuenuneto ¢ 5-ACA 1 KOPTUKOCTEPOU TN CE CBBP3Ba C IEPCUCTHPAIa AKTUBHOCT Ha OoJiecTTa
U moBuIleHa ekcrpecuss Ha miR-96 u miR-144. Ilpu nmaumenture ¢ SIK nedenuero c
OMOJIOTMYHA Tepanusl ¥ UMYHOCYIpecopu (A3aTHONPUH) BOAM IO MOCTUTAHE HA PEMHUCHS U
MoHMXeHa ekcrpecust Ha miR-96 u miR-1228-3p no cToitHOCTH OJIU3KHK 10 M TTO/ TIPAroBUTE.
Tepanusita ¢ 5-ACA e edektuBHa npu narueaTute ¢ AK Thil kato ce HaOMOAaBa MOHMKEHA
excrpecust Ha miR-16 1 miR-142-5p, KOUTO ca CBPBXEKCHPECHUpPAaHU MPH AKTHBHOCT. [Ipu
JieueHHe ¢ KOPTUKOCTEPOU I 32 IOCTUTAHE HA PEMUCHS MMa CBpbXeKcnpecus Ha miR-142-3p
1 miR-155, kouTO B HACTOAIIOTO M3CIIEBAHE CE€ CBBP3BAT C aKTUBHA OosecT. OrpaHUYCHUsATA
B TOBa INMpOYYBaHE ca Majkus Opoil marueHTH, OTChCTBUETO Ha marueHTd ¢ bK m Bucoka
aKTUBHOCT Ha 3a00IIIBaHETO, pa3jMYHAaTa JaBHOCT Ha OoiecTTa U (hakTa, 4e MPOYIBAHETO
noka3Ba MoMeHTHarta ekcrnpecus Ha miRNAs. [lopaau orpanundenust Opol M3CieIBaHUS B
obnactra Ha IBD ca HeoOXomuMu OOIIMPHM KOXOPTHH MPOYYBAHHS, KOUTO Ja BAJIUIUPAT
YCTaHOBEHHUTE Pe3yITaTH U Ja pa3riiefjaT IpoMeHUTe Ha cboTBeTHUTE MIRNAS B TuHaMUKa.

3a npeB 0BT B bearapus e oTpaseHo noApoOHO W U3UEpPHATETHO NMPUIIOKEHUETO Ha
miRNAs npu Bb3pactHu nanuentd ¢ IBD. U3BbpiieHo € 10cTOBEpHO, TOYHO M HOAPOOHO
onucanne Ha ekcrpecusita Ha mMiIRNAs npu IBD nammentd B craguii Ha peMUCHS.
N3uepnatenno e oTpaseHa ekcnpecusta Ha mMiRNAs cropen XapakTepucThkaTa Ha

nanuenture ¢ IBD u mpoBexnanoTo Jsedenwe. OmnpeneneHu ca MparoBU CTOWHOCTH 3a



pasrpannvaBaHe Ha ekcrpecusita Ha mMiRNAs. U3rotBen e cnemuduuen npodun Ha
narueHTuTe ¢ BK u SIK Bb3 ocHOBa Ha excnipecusaTa Ha miRNAs. YcTaHoBeHU ca cCrielupUIHA
miRNASs 3a peMucust u akTUBHOCT, JIOKaJIH3alus, popMa Ha MPOTUYAHE U TIPOBEICHO JICUECHUE.
N3BbpiieH e 3aap00ueH aHanu3 Ha ekcipecusta Ha miRNAs ciopen HuBara Ha Butamun D.
3a npwsB 16T B bearapus e uszcnensan nanen or miRNAs 3a onenka Ha IBD nipu BB3pacTHu
NanueHTH. 3a NpbB BT B bbyirapus npu Bp3pacTHu nauueHTy ¢ IBD e uscnensana posdra Ha
miRNAs, KOMTO ca JoKazaiu CBOsSTa €(PEKTHMBHOCT 3a XapaKTepU3UpaHE MAIHEeHTH C
OHKOJIOTHYHM 3a00siBaHus (miR-16, miR- 28, miR-96, miR-155, miR-199, miR-363 u miR-
451). 3a pbB BT B bharapus e onmcana ekcrnpecusara Ha usciensanute miRNAs cripsmo
Ipuiiarasara tepanus npu nauuentu ¢ IBD. 3a npsB npT B bbiirapus e qoka3zaHa 3aBUCUMOCT
MEXIy ekcrpecusita Ha onpeneneHd miRNAs u neguuura Ha Butamun D npu nanuenTu c
IBD.

Abstract: Inflammatory bowel diseases (IBD) are complex diseases with unclear
pathogenesis. At the heart of IBD is chronic inflammation and altered immune responses.
Traditionally, the monitoring of patients with IBD has been somewhat complicated by the need
to apply repeated invasive methods (endoscopic procedures with biopsies). Microribonucleic
acids (microribonucleac acids - miRNAs) are small 21-24 nucleotide double-stranded RNA
molecules that, with the help of a complex of proteins, can cause the cutting of certain
informative RNAs (iRNAs) molecules that are their targets. This process caused RNA silencing
of the corresponding genes. These small non-protein-coding RNAs in cells are called
microribonucleic acids. Multiple studies have revealed that miRNAs play an essential role in
each stage of inflammation. They are involved in the differentiation, regulation and cellular
signaling of the innate and adaptive (acquired) immune system, control of enterocyte barrier
function, negative feedback on various signaling pathways related to inflammation, control of
the processes of apoptosis and autophagy, dysplasia, cell death, division and angiogenesis. Data
from the literature remain quite controversial due to the different sources of miRNAs (colonic
mucosa, ileum, peripheral blood, feces, saliva), the patients from whom the respective samples
were taken were in the active or remission stage, with different duration of the disease and
therapeutic regimens. Considering all these features, as well as the opportunities provided by
the studies in the field of miRNA expression in patients with IBD, the need arose to study them
among a group of patients with Crohn's disease (CD) and ulcerative colitis (UC) in order to the
role of their expression in diagnosis, follow-up and treatment was determined. Seventy patients
with IBD, divided into 2 groups of 35 patients, respectively with CD 35 (20 with active CD and
15 in remission) and with UC 35 (20 with active UC and 15 in remission) participated in the



clinical study, who passed through the Clinic of gastroenterology from 04.2019 to 10.2019.
Thirty healthy volunteers aged 18 to 42, who have no history of diseases, do not take any
medication, and after familiarizing themselves with the conditions for participation in a clinical
study, have signed an informed consent to participate in the clinical study, also participate in
the clinical study. Quantitative measurement of the serum expression level of miRNAs was
performed in all:*Hs miR-16 2; *Hs miR-28 1;*Hs miR-29c 1;*Hs miR-96 1;*Hs miR-
142-3p 2;*Hs miR-142-5p 1;  *Hs miR-144 4;  *Hs miR-155 2; *Hs miR-191 1;
*Hs miR-199a 1; *Hs miR-363 1; *Hs miR-451 1; *Hs miR-1228-3p 1 and control: *Hs
RNU6-2 1; Ce miR-39 1 in IBD patients with Crohn's disease in activity and remission, in
ulcerative colitis in activity and remission, and in healthy volunteers. The expression of the
considered miRNAs differed between CD and UC patients. In the CD patients, the expression
was significantly higher than that in the UC patients. When examining the expression of
miRNAs in the two groups of patients according to disease activity, a difference was found not
only in the expression of individual miRNAs, but also a disease-specific miRNA signature
stood out. According to localization (miR-199a, miR-96 and miR-155 for UC and miR-28, miR-
142-5p, miR-191, miR-199a, miR-155, miR-1228-3p and miR-96 for CD ) and course pattern
(miR-155, miR-191 and miR-199a for UC and miR-16, miR-28, miR-142-3p, miR-142-5p and
miR-1228-3p for CD) are established different miRNAs for the two diseases with different
direction of expression relative to the threshold values. The intestinal complications and
extraintestinal manifestations correlate with different miRNAs in CD and UC patients. The age
of the disease correlates with the increased expression of different miRNAs in the patients with
CD (miR-28 and miR-96) and UC (miR-144 and miR-155). Under corticosteroid treatment,
increased expression of miR-96 (CD), miR-142-3p(UC) and miR-155(UC) was observed,
which are specific to the particular disease. In UC patients, 5-ASA therapy was associated with
decreased expression of miR-16 and miR-142-5p, whereas in CD patients there was increased
expression of miR-144. When treated with azathioprine, CD patients had decreased expression
of specific miRNAs (miR-28, miR-142-3p and miR-1228-3p), while in UC patients miR-96
expression was below the threshold value determined in healthy individuals. The biologic
therapy in CD patients correlated with increased miR-28 expression, while in UC patients, miR-
1228-3p values approached threshold values in healthy individuals. Increased expression of
miR-28 in CD patients is a specific marker of achieved remission and correlates with decreased
levels of CRP, FCP, achieved remission assessed by CDAI, normal level of serum iron, vitamin
B12 and vitamin D. There is a relationship between the serum expression of miR-142-5p, miR-

96, miR-199a and vitamin D levels in IBD patients. It is still unclear whether vitamin D



deficiency is associated with the onset of IBD, but vitamin D deficiency has a high prevalence
among IBD patients. In contemporary medicine, miRNAs are increasingly used as non-invasive
biomarkers from diagnosis to monitoring the course of various diseases, including IBD. On the
other hand, miRNAs are also used in innovative therapies for a number of diseases. While there
are numerous publications in the literature on the application of miRNAs in the diagnosis and
treatment of various oncological diseases, in the field of immune-mediated diseases and IBD
the publications are limited with conflicting results, different panels and miRNAs extraction
methods, different patient populations with different ages of the disease and placed in different
therapeutic regimens. This significantly complicates the comparison of data and the selection
of an appropriate panel of miRNAs to be validated for distinguishing CD from UC and healthy
controls in the Bulgarian population. The results of the present study showed that in the selected
panel of miRNAs there are those that are specific for the assessment of activity and remission,
as well as for the differentiation of patients according to the Montreal classification, as well as
for the different assessment systems used and therapeutic regimens applied. Due to the lack of
validated values, threshold values of miRNAs in healthy controls were determined, which
served as a guide in the direction of expression, and based on these results, it was found that in
CD patients there is an overexpression of the considered miRNAs, while in UC patients the
expression is decreased, approaching the threshold values of healthy controls. Different
miRNA-signatures were found for activity and remission of the two diseases, and for CD the
specific miRNA for achieved remission was miR-28, whose expression was increased, while
increased expression of miR-29c and miR-142-5p are specific for achieved remission in the
patients with UC. On the other hand, the overexpression of six miRNAs (miR-16, miR-29c,
miR-96, miR-142-3p, miR-191 and miR-451) was associated with CD activity, while in patients
with UC there was only one specific miRNA whose increased expression is associated with
activity (miR-155). Small intestinal localization was associated with increased expression of
four miRNAs (miR-28, miR-142-5p, miR-191 and miR-199a), while large intestinal
localization correlated with increased expression of miR-155 and miR-1228-3p. On the other
hand, there is an overexpression of miR-96 in a gastrointestinal tract large involvement. In
patients with a penetrant phenotype, miR-142-3p, miR-142-5p and miR-1228-3p were
overexpressed. In the patients with UC proctitis, decreased expression of miR-199a was
observed, approaching the established threshold value for healthy controls. Decreased
expression of miR-96 was found in patients with left-sided colitis, while in those with extensive
colonic involvement, miR-155 was overexpressed. Overexpression of miR-155, miR-191 and

miR-199a is a risk factor for the development of a chronic persistent form of UC. The study of



the expression of the considered miRNAs according to the intestinal complications and
extraintestinal manifestations showed divergent results in the patients with UC and CD. One of
the great challenges for the clinician is at the onset of IBD to establish how long is IBD
duration, according to the changes detected by imaging and clinical methods. In CD patients,
increased miR-96 expression was associated with disease duration up to 5 years, and increased
miR-28 expression was associated with longer disease duration. In UC patients, the increased
expression of miR-155 and miR-144, which in most cases are associated with active disease,
has a prognostic role for the duration of the disease up to 6 years. From the point of view of the
treatment applied in CD patients on biological therapy, it can be said that remission was
achieved in the increased expression of miR-28, while the decreased expression of this miRNA
in the treatment with immunosuppressants (Azathioprine) shows that this treatment is not
resulted in remission. Treatment with 5-ASA and corticosteroids was associated with persistent
disease activity and increased expression of miR-96 and miR-144. In patients with UC,
treatment with biological therapy and immunosuppressants (Azathioprine) resulted in remission
and decreased expression of miR-96 and miR-1228-3p to values close to and below the
threshold. 5-ASA therapy was effective in the UC patients as decreased expression of miR-16
and miR-142-5p, which are overexpressed in activity, was observed. ri treatment with
corticosteroids to achieve remission had overexpression of miR-142-3p and miR-155, which in
the present study were associated with active disease. In patients with UC, treatment with
biological therapy and immunosuppressants (Azathioprine) resulted in remission and decreased
expression of miR-96 and miR-1228-3p to values close to and below the threshold. 5-ASA
therapy was effective in UC patients as decreased expression of miR-16 and miR-142-5p, which
were overexpressed in activity, was observed. When treated with corticosteroids to achieve
remission, there was overexpression of miR-142-3p and miR-155, which in the present study
were associated with active disease. The limitations of this study are the small number of
patients, the absence of CD patients with high disease activity, the different duration of the
disease, and the fact that the study shows the cross-sectional status of the expression of
miRNAs. Due to the limited number of studies in the field of IBD, extensive cohort studies are
needed to validate the established results and examine the changes of the relevant miRNAs
during the evolution of IBD. For the first time in Bulgaria, the application of miRNAs in IBD
adult patients is reflected in detail and comprehensively. A reliable, accurate and detailed
description of the expression of miRNAs in IBD patients in remission was performed. The
expression of miRNAs according to the characteristics of IBD patients and the treatment

performed is comprehensively. Threshold values were determined to discriminate the



expression of miRNAs. A specific profile of CD and UC patients was drawn up based on the
expression of miRNAs. Specific miRNAs for remission and activity, localization, course and
treatment were identified. An in-depth analysis of the expression of miRNAs according to
Vitamin D levels was performed. For the first time in Bulgaria, a panel of miRNAs was studied
for the evaluation of IBD adult patients. For the first time in Bulgaria, in IBD adult patients,
was investigated the role of miRNAs, which have proven their effectiveness in characterizing
cancer patients (miR-16, miR-28, miR-96, miR-155, miR-199, miR- 363 and miR-451). For the
first time in Bulgaria, the expression of the studied miRNAs in relation to the applied therapy
in IBD patients has been described. For the first time in Bulgaria, a correlation between the

expression of certain miRNAs and Vitamin D deficiency in IBD patients has been proven.

B4. XabunuTtanuoHeH Tpyl = HayYHH MyOauKauu (He mo-majiko oT 10) B u3maHus, KOUTO ca
pedepupaHu U MHACKCHPAHU B CBETOBHOM3BECTHHU 0a3u JaHHU ¢ HaydyHa WH(opMaIus

1. M. T'eopruena, Kp. Konena, H. PameBa, 1. Kpacnanues, A. Atanacosa, JI. ['epoBa,

P. ITanueBa-AumurpoBa, M. MockoBa. HeankoxoiaHa MacTHa 4epHOpOOHA O0NIeCT

y nena u roHouu. [lenquatpus, 2017;(1):13-17. ISSN: 0479-7876 (Scopus)

Pe3tome: OO030pbT € MOCBETEH Ha HEAJIKOXOJHA MacTHa YepHoJpoOHa Oorect
(HAMYDB) u neankoxomnus crearoxenatut (HACX) B mercka Bw3pacT. UecToTata B IeTCKa
Bb3pacT Ha HAMYB e 13-20%, na HACX2 - 3% ToBa e 6onectT Ha BCHYKH — HE3aBCUMO OT
moJi (HO To-4ecTo OoJeayBaT KEHUTE), eTHUYECKa MPUHAICKHOCT, Bb3pacT (muk 40-59r.).
PuckoBute dakropu 3a HAMUB ca 3atmbcTsBaHeTO, 3aXapHUs TUa0eT TUI 2, HHCYJIWHOBATA
PE3UCTEHTHOCT, XUNEPTPUTIHIIEpUIEMUsITa, ObP30TO OTClIa0BaHE WM TpEeXpaHBaHE U [p.
HAMUYSB e ,,tuxo yepHoapoOHO 3ab0ssBaHe, 6€3 HUKAKbB celu(pUUeH KIMHUYEH Oener, BKJI.
U B Jercka Bb3pacT.bonHuTe nmat necHa ymopsiemoct (60%), Texect B ICHO moapedpue
(35%) nnu HAMAT HUKAKBU OIIakBaHUA (B 0K010 25%). B 40-50% oT ciyyauTe ce ycTaHOBSIBa
xenaroMmeranus. Tpuajgata oT apTepuaiHa XUINEPTOHUS, MOBUIIEHU cTOMHOCTH Ha AJIAT u
WHCYJTUHOBA PE3UCTEHTHOCT € KIMHINYHO-OnonorndeH mapkep 3a HACX. Cpen 6nomapkepure,
CK-18 ce pasrnexna kato Haii-oOemaBar 3a oTkpuBane Ha HACX. Jluarnozata na HAMYb
MoOke o0ade Ja Ob/ie MOCTaBeHa €IMHCTBEHO XUCTOJOTUYHO. [IpeacTaBeHu ca alroputMu 3a
nuarHoctuka Ha HAMYB n HACX. MMa nBe OCHOBHU HalpaBJICHUS! 32 JICUCHHETO Ha

3a00aBaHeTO: l/HaMalisiBaHEe Ha CTearo3ara M 2/HaMasgBaHEe HA Bb3NAJIECHUETO. bosecTtra



nporpecupa 6aBHO J10 1Hpo3a (65-75 % OT KpUNTOreHHUTE LIMPO3H Ca B PE3YNITAT OT IPOrpecust

Ha HACX) u HeiiHUTE yCIIO)KHEHUS, BKIIFOUUTEITHO | JI0 XEMaToleTyIapeH KapIuHOM.

Abstract: This review is encompassing non-alcoholic fatty liver disease (NAFLD) and
non-alcoholic steatohepatitis (NASH) in children and adolescents — frequency, etiology,
pathogenesis, clinical signs, accompanying conditions, diagnosis, treatment, prognosis. The
frequency of NAFLD in children is 13-20%, NASH -3%. The disease is not sex-specific, but
more often women are affected, it is not related to ethnicity, its peak is in 40-59 olds. Risk
factors of NAFLD are obesity, diabetes type 2, insulin resistance, hyperglycemia, quick weight
loss or over feeding, etc. NAFLD is a “scilent” liver disease, without specific clinical
symptoms, including in early age. The affected exhibit fatigue (60%), feeling of heaviness
under the ribs on the right side of the ribcage (35%) or do not have any complains (25%). 40-
50% of the patients have hepatomegaly. The combination of arterial hypertonia, high levels of
ALAT and insulinresistance is a clinical/biological marker of NASS. CK-18 is also considered
one of the most promising markers for NASH diagnosis. NAFLD on the other hand can be
determined only histologically. Here we are describing algorithms for diagnostics of NAFLD
and NASH. There are two main courses of treatment: 1/ decrease of steatosis and 2/ decrease
of inflammation. NAFLD and NASH slowly progress to cirrhosis (65-75 % of cryptogenic
cirrhosis are result of progressing NASH) and exhibit its complications, including

hepatocellular carcinoma.

2. Yordanova M, Gerova D, Atanassova A, Galunska B. Adenosine Deaminase as a Useful
Biomarker for Diagnosis and Monitoring of Inflammatory Bowel Disease. Clinical Laboratory.
2020 Jul;66(7). DOIL: 10.7754/clin.1ab.2019.191124. PMID: 32658411 (Web of Science,
Scopus), (IF 1.1)
Abstract: Background: Inflammatory bowel disease (IBD) is a multifactorial immunologically
mediated disorder characterized by repeated cycles of exacerbations and remissions. Diagnosis
and monitoring of ulcerative colitis (UC) and Crohn's disease (CD) as common types of IBD
require the usage of unpleasant invasive methods such as colonoscopy and cross-sectional
imaging. Development of a non-invasive biomarker panel including different inflammatory
parameters for evaluation of various aspects of gut inflammation and disease course is a priority
task. In addition to the well-known inflammatory markers serum C-reactive protein (CRP) and
fecal calprotectin (FC), adenosine deaminase (ADA) could be a promising candidate-

biomarker. ADA has been shown to increase in several inflammatory conditions, but little is



known about its significance in IBD. This preliminary research aims to study the serum levels
of ADA in IBD patients and to evaluate its ability to adequately reflect the gut inflammatory
process. Methods: Fifty-four IBD patients (40 with UC and 14 with CD) and 50 controls were
enrolled in the study. Routine laboratory parameters such as white blood cells (WBC) count,
erythrocyte sedimentation rate (ESR), and CRP were used. The specific biomarker for intestinal
inflammation FC was measured by sandwich immunoassay (BUHLMANN) and ADA activity
- by two-step enzyme method (BioSystems). Results: The median [IQR: 25th - 75th percentile]
ADA values in IBD patients were significantly higher than those in the controls (18.7 U/L [15.4
-22.5]vs.9.10 U/L [7.1 - 11.2] respectively; p <0.0001). A significant difference was obtained
when comparing median ADA values in patients with active disease (20.4 [17.8 - 25.3] U/L)
with those in patients with mild form of the disease or in remission (15.3 [13.0 - 16.0]; p <
0.0001). A strong positive correlation between ADA and FC (r=0.63; p <0.0001) and moderate
positive correlation between ADA and CRP (r = 0.46; p < 0.001) were observed. ROC-curve
analysis revealed good ability of ADA to discriminate not only IBD patients from healthy
individuals, but also patients with active disease and those in remission/mild form. Conclusions:
The present study revealed that ADA levels were significantly increased in IBD patients.
Together with FC and CRP, ADA could be used as an effective biomarker for assessment of
intestinal inflammation and as a potential indicator for disease activity.

Pesrome: Ilpenucropusi: Bw3mamutennutn 3abonsBanus Ha uepBata (IBD) ca
MHOT0(aKTOpHH HMMYHOMEIUUPAHU 3a00JSBaHUS, XapaKTEpPU3UpPALlU C€ C IMOBTapsIIU ce
LUKJIM Ha 00OCTpSIHUS U peMUCHH. J[MarHOCTUKaTa U MPOCIEIIBaHETO Ha YILEPO3HUS KOJIUT
(YK) u 6onecrra Ha Crohn (bK) kato gecto cpemanu Buaose IBD n3nckBar n3mon3BaHeTo Ha
HENPHUSITHH WHBAa3UBHH METOIU KATO KOJIOHOCKOIWS M  HampedHH OOpa3HM METOAW Ha
u3cnenBaHe. PazpaboTBaHeTO Ha HEMHBAa3WBEH OMOMApKEpEeH MaHell, BKIIOYBAIL Pa3indHU
BB3MAJUTENIHN ITapaMeTpH 3a OLICHKA Ha Pa3jIMyYHU aclleKTH Ha YPEBHOTO Bh3MaJIEHUE U X0/
Ha 3a00JI5IBaHETO, € MPUOPUTETHA 3a/a4a. B nombiaHeHne KbM 100pe O3HATUTE Bh3MATUTEITHH
mapkepu cepymen C-peaktuBeH nporen (CRP) u ¢exanen kannpotektun (FC), aneno3un
neamuHazata (ADA) moxe na Ob1e obermaBan kanauaar-onomapkep. Jlokasano e, ue ADA ce
yBeJIMYaBa IPU Pa3IMuHU Bb3MATUTEIHN ChCTOSIHUSI, HO MaJIKO C€ 3Hae 3a 3HAYEHUETO My IIpH
IBD. ToBa npeaBapuTeaHO U3CIEABAHE UMA 32 1IeJ1 Ja MPOoy4u cepyMHUTE HUBA HAa ADA npu
naruenTy ¢ IBD u 1a orienn cnocoGHOCTTa My Jia 0Tpa3siBa aeKBaTHO Bh3MAINUTEIHUS MTPOIIEC
Ha yepBaTa. Meronu: [letnecer u yernpu nauuentu ¢ IBD (40 ¢ YK u 14 ¢ BK) u 50 xonTpoam
0s1xa BKJIIOUEHU B MPOYyYBaHETO. M3mon3Banu ca pyTHHHHU 1a00paTOpHU TapaMeTpy KaTto Opoit

Ha 6enurte kpbBHU KieTku (WBC), ckopoct Ha yrasBane Ha eputporutute (ESR) nu CRP.



Crnenuduunuat OnoMapkep 3a upeBHO Bh3nasienne FC e u3mepeH upes3 caH B4 UMYHOAHAJTN3
(BUHLMANN), a aktuBHOCTTa Ha ADA - upe3 nByerameH eHsuMeH Meron (BioSystems).
Pesynrtatu: Cpennute [IQR: 25-tu - 75-tu nepcentui| croiinoctd Ha ADA nipu mauueHTu ¢
IBD ca 3HaunTenHO MO-BHCOKH OT Te3u npu kKoHTponute (18,7 U/L [15,4 - 22,5] cnpsimo 9,10
U/L [7,1 - 11,2] ceotBeTHO; p < 0,0001). 3HaunTenHa pa3yivKa ce MoJy4aBa MMPU CpaBHIBAHE
Ha cpeHUTe CTOMHOCTH Ha ADA nipu nanueHTH ¢ akTuBHO 3a0omsBane (20,4 [17,8 - 25,31 U/L)
CIIPSIMO TE3H IPU MAIUEHTH ¢ Jieka opma Ha 3abonsBaneTo uin B pemucust (15,3 [13,0 - 16,0];
p <0,0001 ). Habmronasa ce cuinHa nojyoxkutenHa kopenarus mexay ADA u FC (r=0,63; p <
0,0001) u ymepena momnoxutenna kopenamus mexay ADA u CRP (r = 0,46; p < 0,001).
Ananmu3bT Ha ROC-kpuBara paskpuBa 100pa ciocooHocT Ha ADA na pa3rpaHuyaBa HE CaMo
narueHTH ¢ IBD oT 31paBu MHAWBUIM, HO CBHINO TaKa W MAIMEHTH C aKTUBHO 3a00JsiBaHe U
TakuBa B pemucus/ieka popma. 3akmodenus: HacrosimoTo nmpoyuBane paskpuBa, ye HUBaTa
Ha ADA ca 3HaunTenno nosuiienu npu nanuentu ¢ IBD. 3aeqno ¢ FC u CRP, ADA moxe na
Ce W3MOJI3Ba KaTo e(EeKTUBEH OuMOoMapKep 3a OIICHKAa Ha YPEBHO BB3MAJICHHE M KAaTo

MNOTCHIUAJICH UHAWUKATOP 34 aKTUBHOCT HA 3a00JIIBAHETO.

3. Atanassova A. Serum expression of microRNA-142 in a cohort of Bulgarian patients with
inflammatory bowel diseases. Trakia Journal of Sciences, 2021, vol 19, No 2, pp 156-163, ISSN
1313-3551 (online) doi:10.15547/tjs.2021.02.008 (Web of Science (CABI))

Abstract: The study aims to assess the expression of serum miRNA-142 3p and miRNA-
142 _5p in IBD patientsand its correlation with disease extent, activity and severity. It was performed on
35 patients with ulcerative colitis (UC), 35 patients with Crohn’s disease (CD) and 30 healthy controls.
Serum miRNA-142 expression was assessed using reverse transcriptase quantitative real time PCR (RT-
gPCR), and then correlated with that of a group of 30 healthy subjects. It was also correlated with disease
extent and disease activity and severity indices (CDAI, Montreal classification, Partial Mayo score).
The patients’group showed mean serum miR-142 3p expression of 2.69+1.96 for CD, 1.66+0.90 for
UC and 1.25+0.91 for the control group and serum miR-142 5p expression of 2.42+2.08 for CD,
1.61+1.12 for UC and 1.21£0.78 for the control group with a significant difference between groups.
Conclusion: The expression of miR-142 3p and miR-142_5p was significantly higher in patients with
CD compared to patients with UC and the control group.
Key words: miR-142, ulcerative colitis, Crohn’s disease, inflammatory bowel diseases

Pe3tome: [IpoyuBaHeTo nMa 3a me Ja ONEHU eKcmpecusaTa Ha cepyMHaTta miRNA-142 3p u
miRNA-142 5p npu narenTu ¢ IBD u HeitHaTa Kopenanus ChC CTENEHTa, aKTUBHOCTTA M TEXKECTTa Ha

3abonsgBaneTo. M3pepimeno ¢ Ha 35 mamuentu ¢ ynmeposeH komut (UC), 35 mammenT ¢ 6ojiecT Ha



Crohn (CD) u 30 3apaBu xouTponu. CepymHaTa excripecust Ha miRNA-142 Gerrre omeHeHa ¢ ToMoIITa
Ha konnuectBeHa PCR B peanno Bpeme ¢ ooparna tpanckpuntasza (RT-qPCR) u ciex ToBa kopenupana
c Ta3u Ha rpyna ot 30 3apaBu cyoekTa. ChIo Taka Oe OlleHeHa Bpbh3KaTa MEXy CepyMHAaTa eKCIIpecust
Ha cborBeTHUTE MiRNA-142 3p n miRNA-142 S5p u mHIekcuTe Ha aKTUBHOCTTA M TEXECTTa Ha
3abomsBaneTo (CDAIL Monpeancka knacudukanys, yacTuueH pe3yarar Ha Mayo). ['pynara nauueHTu
MOKa3Ba CpejiHa cepyMHa ekcripecus Ha miR-142 3p ot 2,69+1,96 3a CD, 1,66+0,90 3a UC u 1,25+0,91
3a KOHTpOJIHATa Tpyla U cepyMHa ekcnpecust Ha miR-142 5p ot 2,42+2,08 3a BK, 1,61+1,12 3a IK u
1.2140.78 3a KOHTpOIHATA FpyMa CbC 3HAUMMAa pa3inKa MeX 1y Ipynute. 3akitoueHne: ExkcrpecusTa Ha
miR-142 3p u miR-142 5p e 3HaunrtenHo no-sucoka npu nauuenty ¢ bK B cpaBHeHHe ¢ mauueHTu ¢

K u KoHTpONHATa rpyma.

4. Atanassova A. Specific finger print of microribonucleic acid-28 in the cohort of
Bulgarian patients with IBD. Bulgarian Medical Journal, XI, 2021, 1, 39-44, (Web of
Science (CABI))

Pe3srome. XpOHMYHOTO NPOABIDKUTEIIHO BB3IAJICHUE WIpae KIHOYOBA poJisl 34
CTUMYJIMpaHe Ha TYMOpPOT€HEe3aTa U Iporpecusita KbM KOJIOPEKTaJIeH KapIUHOM, HO BCE OILIE
MMa HESICHOTa MO0 OTHOIIEHHWE Ha ChOUTHSTA, CBBP3aHM C MaJlMTHEHaTa TpaHc(hOopMalus.
miRNAs morar na paedcTBaT KaTro TyMOPHH CYNPECOPH, OHKOI'€HHM HJIM M KaTro JBETE B
3aBUCUMOCT OT KOHKPETHOTO 3a0oisiBaHe. Llen Ha TOBa mpoyuBaHe € Jja ce OLEHH cepyMHaTa
excripecus Ha miR-28 nmpu XBbBY naruentn u kopemanusata Ha Ta3u miRNA ¢ akTUBHOCTTA,
TEXECTTa, Pa3MPOCTPAHCHUETO HA BH3MAIUTENHUS MPOILIEC 10 X014 HAa FaCTPOMHTECTUHATHHUS
TpakT ¥ (DEHOTUITHATA M35BAa HA ChOTBETHATa OosiecT. Marepuan u Mmeroau: O0xBaHatu ca 35
nocnenosarennu nanuentu ¢ AK, 35 nanuentu ¢ bK u xoHTposHa rpyna ot 30 3apaBu auna.
[Tpu Bcuukm € u3cieBaHa cepyMHata ekcripecus Ha miR-28 1 upe3 oOparHa TpaHCKpuUIITa3a-
KOJIMYECTBEHA BepHIKHA mojuMepasHa peakius B peaiino Bpeme PCR (RT-qPCR). Pesynrature
ca obOpaborenn craructuuecku cbc SPSS v. 20.0, xaro ca wW3MOA3BaHU BapHaIlMOHEH,
IUCIIEPCUOHEH, KopenaluoHeH, cpaauTeneH 1 ROC curve ananus. Pesynraru: ¥YcraHosu ce,
ye npu nanueHtute ¢ BK B pemMucHs moHmKeHHWTE HUBAa Ha LUpKynIMpamata miR-28 ce
CBBP3BAT C JIOKanu3amus aeoeno uepBo (L2) u pasnpocTpaneH 00XBaT — THHKO U ISOEII0 4ePBO
(L3) u Bp3manurenen penorun (B1), a mpu namuentu ¢ K B pemucus moHMKEHUTE HUBA Ha
excrpecust Ha miR-28 ca cBbp3aHu ¢ paznpocTpaHeH oO6xBaT Ha Oonectra JsiB KonuT (E2) n
nankonuT (E3). Cnopen n3BbpIieHUs] MyJITUBAPUALMOHEH aHANU3 MpH 26.7% OT MareHTuTe
¢ XBBY B ToBa npoy4yBaHe ce chYeTaBaT OCHOBHUTE PUCKOBH (hakTopu 3a pa3BuTueTo Ha KA-
KPK u Hucku nupkynupamy HuBa Ha miR-28. B 3akmtoueHne Moxe Ja ce Kaxke, 4e OT eaHa

CTpaHa, ca HeOOXOJUMH MPOYyUYBaHUS U cpel npyru nomynanun XBbBY nanuenTt, KouTo aa



MOTBBPAAT JAaHHUTE OT HACTOAUIOTO MpoyuBaHe. OT apyra cTpaHa — NpU BCUUKH TPYHHU
NAIMeHTH,  KOWUTO TPHUTEKaBaT pPUCKOBU (DaKTopu, YCIOPEAHO C MOHUTOPHUPAHETO
IIOCPEACTBOM KJIACHYECKUTE METOJM, € BAXXHO J1a C€ IPOCIEnsBaT HUBATa HAa €KCIpecus Ha

miR-28 npu pazIM4YHU TEeparneBTUYHU pEXKUMH.

KarwuyoBu nymm: miR-28, s3Ben konut, Oonect Ha KpoH, TymoporeHesa, XpOHHYHH

BB3MIAJIUTEIHN 00IECTH Ha ucpBara

Specific finger print of microribonucleic acid-28 in the cohort of bulgarian patients with
IBD - Bulgarian medical journal (bbnrapcku menuuuncku xxypHan), 15, 2021, Nel, 39-
44,

Abstract. Long-term chronic inflammation plays a key role in stimulating
tumorigenesis and the progression to colorectal cancer but there is still uncertainty regarding
malignant transformation events. miRNAs can act as tumor suppressors, oncogenes, or both,
depending on the particular disease. The aim of this study was to evaluate the serum expression
of miR-28 in IBD patients and the correlation of this miRNA with the activity, severity, and
prevalence of the inflammatory process along the gastrointestinal tract and the phenotypic
manifestation of the respective disease. Material and methods: 35 consecutive patients with UC,
35 patients with CD and a control group of 30 healthy subjects were studied. In all serum miR-
28 1 expression was tested with reverse transcriptase-quantitative real-time polymerase chain
reaction (RT-qPCR). The results were statistically processed with SPSS v. 20.0 using variation,
dispersion, correlation, comparative and ROC curve analyses. Results: It was determined that
in patients with CD in remission, decreased levels of circulating miR-28 are associated with
localization of the colon (L2) and widespread range — small and large intestine (L3) and
inflammatory phenotype (B1); and in patients with UC in remission, decreased miR-28
expression levels are associated with a common range of disease — left colitis (E2) and
pancolitis (E3). According to the performed multivariate analysis, 26.7% of IBD patients in the
study combined the main risk factors for the development of colitis-associated colorectal cancer
(CA-CRC) and low circulating levels of miR-28. In conclusion, on the one hand, further studies
are needed among other populations of IBD patients to confirm the data from the present study.
On the other hand, in all groups of patients who have risk factors, in parallel with the monitoring
by classical methods, it is important to monitor the levels of miR-28 expression in different

therapeutic regimens.



Key words: miR-28, ulcerative colitis, Crohn’s disease, tumorigenesis, chronic inflammatory

bowel disease

5. Atanassova A. Expression of microribonucleic acid-144 among Bulgarian patients with
inflammatory bowel disease. Original articles. Medical review, 2021, 57, 3, 33-41, (Web of
Science (CABI))

Pe3ome: Ot nyOnuKyBaHWTE JTUTEpaTypHU NaHHU cTaBa AcHO, ye miR-144-3p uma
ydacTue B HapyllleHaTa eNnuTeTHO-0apuepHa (YHKIMS HAa WHTECTHUHAIHUS TPaKT, HHXUOUpa
aKTUBallMATa Ha aBTo(armsita, paslo3HaBa TeHAa 3a TJIIOKOKOPTUKOWUIHHUS pELenTop u
MIOBUIIIABA  €KCIPECHSITa CH Cpel MalMEeHTUTE, KOUTO ca YYBCTBUTEIHM KbM
TTIIOKOKOPTUKOMTHO JiedeHue. Te3n xapakrepucTuku Ha miR-144-3p s npaBst noreHuanexH
HEMHBAa3UBEH OMOMapKep 3a OICHKa Ha BB3MNAJCHHETO M OTrOBOpa Ha JICUCHHETO IPH
nanuentute ¢ XBBY. IlenTa Ha HACTOAIIOTO U3CIIEABAaHE € J1a CE€ OLIEHU POJIsATa Ha CEpyMHaTa
excripecuss Ha miR-144 mpu mamuentute ¢ s3BeH konuT (SIK) m Gomect Ha Kpon (BK).
Martepuan u meroau: Bxitouenu ca 35 nauuenrtu c K, 35 nanuentu ¢ BK u konTponHa rpymna
ot 30 3xpaBu smna. [lpu Bcuuku e m3cienBaHa cepymHarta ekcmpecuss Ha miR-144 uypes
oOpaTHa TpaHCKPHUNTa3a-KOJUIECTBEHA BEPIHKHA MMOJMMEpa3Ha peakuus B peaiaHo Bpeme PCR
(RT-qPCR). Pesynraru: Ilpu aktuBHOCcT Ha XBBY ce ycTaHOBM ChIecTBEHA pa3jvKa B
excrpecusaTa Ha miR-144, K0STO € 3HaYUTEIHO 110 BUCOKaA npH nanuenTute ¢ bK cipsmo te3n
c K wu 3ppaBu konTponu. Ilammenture ¢ BK, ¢ ThHKOupeBHa nokammzamus (L1), c
Be3nanutenieH (enotun (Bl) Ha ximanuHa m3siBa 1 UTM < 25 kg/m2 umar noBuiieHa
excripecus Ha Hs miR-144 4 cripsiMmo 371paBUTE KOHTPOJIA. Y CTAHOBEHO O€, Ue TIPpH MaIueHTH
¢ BK mnoBumenara excrnpecus Ha miR-144 xopenupa c snedenuero ¢ mesalazine. Ilpu
naruentute ¢ K, mankomut (E3), xpoHmuHo penuauBmpamiara ¢opMa Ha TPOTHYAHE,
WHTECTHUHAITHUTE YCIOXKEHHUS M EKCTPAaUHTECTHHAJIHUTE MpOSIBU CE€ YCTAHOBU IOBHILIEHA
excripecus Ha Hs miR-144 4 cnipsimo 31paBuTe KOHTpOIH. 3aKimodeHue: Te3n pe3yaratu ouxa
MOTJIM Ja C€ M3IO0J3BaT 3a CIEABAIIM MPOYYBAHUSA MPHU IO-TOJIEMH KOXOPTU OT MALMEHTHU C
XBBY, 3a nma ce moTBbpAM posiATa Ha ekcrpecuara Ha miR-144 kaTo HOB HEWHBA3WBEH

Ooromapkep.

Kiaw4yoBu nymm: MukpopuOoHyKiIenHOBa KucenuHa 144 4, XpOHHWYHU BB3MATUTEITHH

3a0oJsiBaHMS Ha uepBara, 0onect Ha KpoH, s3BeH KOIUT



Expression of microribonucleic acid-144 among Bulgarian patients with inflammatory
bowel disease. — Medical review (Meaumnuucku nperien), 57, 2021, Ne 3, 33-41.

Abstract: From the published data in literature, it is clear that miR-144-3p is involved in
the impaired epi-thelial-barrier function of the intestinal tract, inhibits the activation of
autophagy, recognizes the gluco-corticoid receptor gene and increases its expression among
patients who are sensitive to glucocorticoid therapy. These characteristics of miR-144-3p make
it a potential non-invasive biomarker for assessing inflammation and treatment response in IBD
patients. The aim of the present study was to evaluate the role of serum miR-144 expression in
patients with UC and CD. Material and methods: 35 patients with UC, 35 patients with CD and
a control group of 30 healthy subjects were included. Serum expression of miR-144 by reverse
transcriptase, a real-time quantitative polymerase chain reaction (RT-qPCR), was tested in all.
Results: In IBD activity, a significant difference was found in the expression of miR-144, which
was significantly higher in patients with CD compared to the ones with UC and the healthy
controls. CD patients, with intestinal localization (L1), with inflammatory phenotype (B1) of
clinical manifestation and BMI < 25 kg/m2 have increased expression of Hs miR-144 4
compared to the healthy controls. In CD patients, increased miR-144 expression correlated to
mesalazine treatment. In UC patients, pancolitis (E3), chronic recurrent course, intestinal
complications and extraintestinal manifestations, an increased expression of Hs miR-144 4
was observed compared to the healthy controls. Conclusion: These results could be used for
further studies in larger cohorts of IBD patients to confirm the role of miR-144 expression as a
novel non-invasive biomarker.
Key words: microribonucleic acid 144 4, chronic inflammatory bowel disease, Crohn's

disease, ulcerative colitis

6. Atanassova A. Circulating microribonucleic acids: new diagnostic and prognostic biomarkers
in inflammatory bowel diseases patients. Population health. Bulgarian journal of public health.

2021, Vol 13 (1), 43-59, (Web of Science (CABI))

Abstract: Introduction: The body's inflammatory response is a complex process, which
involves the induction of various inflammation-related genes, activation of the immune system,
which works to clear pathogens, and to avoid pathological consequences. At least 15% - 20%
of all cancers in humans are associated with chronic inflammation. An example of such

correlation are Inflammatory Bowel Diseases (IBD). The Aim of this study was to evaluate the



serum expression of a panel of miRNAs: miR-16, miR-29, miR-96, miR-144, miR-155, miR-
199 and miR-363 in IBD patients and the correlation of these miRNAs with the activity,
severity, localization of the inflammatory process in the gastrointestinal tract and the
phenotypic manifestation of the respective disease. Material and methods: The study includes
35 consecutive patients with Ulcerative Colitis (UC), 35 patients with Crohn's Disease (CD)
and a control group of 30 healthy subjects. In all of them, the serum expression of a panel of
miRNAs was studied: miR-16, miR-29, miR-96, miR-144, miR-155, miR-199 and miR-363 by
reverse transcriptasequantitative real-time polymerase chain reaction (RTqPCR). Results: In
CD patients there was a correlation between miRNAs expression and disease severity (miR-16,
miR-155) and the treatment (miR-96). In UC patients, there was a correlation between the
expression of some miRNAs and disease activity (miR-16, miR-29, miR-96), course of the
disease (miR-155), and current treatment (miR-96). Conclusion: Contradictory data from the
research has shown the need for it to continue with well-thoughtout cohort studies in patients
at different stages of the disease, placed on different treatment regimens to establish the
diagnostic, prognostic and therapeutic role of miRNAs in IBD.

Key words: microribonucleic acids, ulcerative colitis, Crohn‘s disease, colorectal cancer,
inflammatory bowel diseases

Pe3ome: BbBenenue: Bb3nanuTenHuAT OTroBOp Ha OpraHu3Ma € CIOXKEH MpoIEcC,
KOWTO BKJIFOYBA MHIyIHPAHE HA PAa3INYHU, CBBP3aHH C BBH3MAJICHUETO T€HU, aKTUBUPAHE Ha
MMYyHHaTa CHUCTeMa, KOSTO ACWCTBA B IMOCOKA M3YNCTBAHE HA MATOTEHUTE M H30sTBaHE Ha
narojgoruyHu nociuenunu. Hait-manko 15% — 20% oT BCMYKM BHAOBE pak Ha 4YOBEKa ca
CBBpP3aHM C XPOHUYHO Bb3mnajieHue. [Ipumep 3a TakaBa Bpb3Ka ca XpOHUUYHUTE BH3MAIUTEITHU
3abonsBanus Ha depBata (XBBY). Llenm Ha TOBa mpoyuBaHe € Ja c€ OLEHU CepyMHaTa
eKCIpecHsl Ha TTaHed 0T MUKpopuOoHykienHoBH KucenuHu (mMiRNAs): miR-16, miR-29, miR-
96, miR-144, miR-155, miR-199 u miR-363 npu XBbY nanuentn u KopemanusaTa Ha T€3H
miRNA ¢ akTHBHOCTTA, TEKECTTa, pa3MPOCTPAHEHHUETO HA BH3MATUTEITHHUIT MPOIIEC MO X0/1a
Ha FaCTPOMHTECTHHAIHUS TPAKT U ()EHOTHUITHATA U35Ba HA ChOTBETHATa OonecT. MaTtepuan u
metonu: O6xBaHatu ca 35 mocieaoBaTeaH manueHTu ¢ s3BeH konuT (AK), 35 manuentu c
oonect Ha Kpon (BK) u kontponna rpyna ot 30 3apaBu nuna. [Ipu Bcuuku e m3cienaBaHa
cepyMHara ekcrnpecus Ha nmaHen oT miRNAs: miR-16, miR-29, miR-96, miR-144, miR-155,
miR-199 u miR-363 upe3 oOpaTHa TpaHCKpUMNTa3a- KOJIMYECTBEHA BEPHKHA IMOJIMMEpPa3Ha
peaknust B peanno Bpeme PCR (RT-qPCR). Pesynraru: Ilpu namuentu ¢ BK ce ycranosu

Bpb3Ka MexIy ekcrpecusita Ha miRNAs u Texecrra Ha 3abomsaBanero (miR-16, miR-155),



KaKTO U ¢ TpoBex1aHoTo JieueHue (miR-96). ITpu SIK ce ycraHoBsiBa Bpb3Ka MEXKTY €KCITPECHS
Ha Hakou miRNAs u akTuBHOCTTa Ha 3a0oinsBaHeTo (miR-16, miR-29, miR-96), dopma Ha
nporudane (miR-155) u mpoBeneno neuenue (miR-96). 3axmrouenue: IIporuBopeunBuTE
JaHHU OT MPOBEIEHUTE H3CIEIBAaHUs JOKa3BaT HEOOXOIMMOCTTa OT MPOABDKABaHE Ha
MPOYYBAHUATA C TOOpEe OOMUCIIEHU KOXOPTHU U3CJIeIBAHUS Cpel TAIllUEHTH B pa3InyHU CTaluN
Ha OoJyiecTTa, TMOCTaBEHH HA PA3UYHU TEPANEBTUYHH PEKUMU, KOUTO J1a YTBBPIAT
JIMarHOCTHUYHATA, IPOTHOCTUYHATA U TepaneBTU4YHa posst Ha miRNAs nmpu XBBY.

KarouoBn aymu: MHUKpOpUOOHYKJIEMHOBH KHCENIWHHU, $I3BEH KoOJuT, Oosiect Ha KpoH,

KOJIOPEKTaJIeH KapIIUHOM, XPOHHYHHU BB3MAIUTEIHU O0JIECTH Ha uepBaTa

7. T'eoprueBa M., I'anesa K., PameBa H., AtanacoBa A., [lluaues II. Xemanruomu Ha

yepHus Apod B nercka Bb3pacT. [leqmarpus, 2021, LXI, 4, 38-41(Scopus)

Pe3tome: IlpencraBenu ca 1Ba citydast OT NMpakTHKaTa Ha aBTOpUTE — C (DOKAJCH |
MynaTH(OKaIeH HH(AHTHIICH YepPHOAPOOCH XeMaHaruoM mpu Kbpmaueta. Hampasen e ananus
Ha JIuTepaTypara 3a BUIOBETe MH()AHTWIHU YEPHOAPOOHM XEMAaHTHMOMH, TAXHATa YeCTOTa,
eTHornaToreHes3a, KJIMHIYHA KapTHHA, IUAarHOCTHKA, JICYCHHUE U ITPOTHO3A.

Abstract: Presented are two cases from the authors' practice - with focal and multifocal
infantile hepatic hemanagioma in infants. An analysis of the literature on the types of infantile
hepatic hemangiomas, their frequency, etiopathogenesis, clinical picture, diagnosis, treatment

and prognosis has been conducted.

8. Georgieva A., Atanassova A., Mirchev M. Rates of latent and active tuberculosis in BGC
vaccinated, immunosuppressed Crohn’s disease patients form Bulgaria before and during anti-
tumor necrosis factor therapy. European Review for Medical and Pharmacological Sciences,

2022, 26, pp.9, 2399-2407 (IF 3.3), ( Web of Science, Scopus)

Abstract: Objective: Although the use of anti-tumor necrosis factor-alpha (anti-TNF-a)
agents is highly effective in achieving and maintaining remission in patients with moderate-to-
severe IBD, they place the patient at increased risk of developing opportunistic infections,
including new cases of tuberculosis infection (TBI) and/or reactivation of latent tuberculosis
infection (LTBI). Our study aims to determine the incidence of TBI [active tuberculosis (ATBI)
and LTBI] among patients with Crohn's disease (CD) receiving anti-TNF-a therapy. Patients

and methods: We performed a retrospective analysis of consecutive CD patients undergoing



anti-TNF-a (infliximab, adalimumab) treatment for a minimum of 6 months, in the period
between June 2010 and December 2019, followed-up at a reference IBD center. All patients
were HIV negative, and BCG vaccinated. In all patients, ATBI was excluded and all were tested
for LTBI prior to initiating a biological treatment. Results: Before starting the biological
treatment, we established LTBI in 11/109 (10.1%): 8/11 (72.7%) patients were TST positive,
2/11 (18.2%) were IGRA positive and TST negative, 1/11 (9.1%) were both IGRA and TST
positive. In patients undergoing biological therapy with previous negative screening test for
tuberculosis, a total of 16/74 (21.6%) patients were newly diagnosed with LTBI. The median
induration (not erythema) diameter of TST is 8 (IQR 5-17) mm. Active pulmonary tuberculosis
infection, developed in 3/74 (4.1%) patients. One patient developed ATBI on the background
of chemoprophylaxis with INH for LTBI. Conclusions: Specialists should thoroughly analyse
all patient clinical data, chest X-ray results, epidemiological and BCG status, as well as perform
a LTBI screening before initiating immunosuppressive and/or biological treatment. IBD

patients have a higher risk of developing TBI in the first 12 months.

Pe3tome: Llen: Benpeku ue ymorpedara Ha aHTH-TyMOp HekpoTusupanl (axrop-aida
(aatu-TNF-0)) € MHOTO €(peKTHBHO CPEJCTBO 3a MOCTUTAHE W MOAAbPKAHE HA PEMHCHS TIPH
MalMEHTH C ymMepeHa 10 Texxkka IBD, ToBa nedyeHue nocraBd NalMeHTa B MOBHUILEH PHUCK OT
pa3BUTHE HA OMOPTIOHUCTUYHH MH(EKIMH , BKIIOUMUTEITHO HOBH CIy4au Ha TyOepKylio3Ha
nHpeknus (TBI) n/unm peaktuBupane Ha 1areHTHa TyOepKkyno3Ha uHdekmnus (LTBI). Hamero
MpoyYBaHe MMa 3a I1e Aa onpenenu yectorara Ha TBI [aktuBHa TyOepkyno3a (ATBI) u LTBI]
cpen marueHTtu ¢ 6onect Ha Crohn (CD), momyuaBamu antu-TNF-o tepanus. [lanuentn u
Metonu: HampaBuxme peTpOCHEeKTUBEH aHamu3 Ha TmocienoBaTenHu mnanueHTd ¢ CD,
MOJIOKEHU Ha JieueHue ¢ anTu- T NF-o (nadaukcumad, aganumymald) 3a MUHUMYM 6 Mecena,
B nieproja Mexxay oru 2010 1. u gekemBpu 2019 1., mpocnensBanu B eAuH pedepeHTEH LEHTHP
3a IBD. Benukn nanmentn ca 6umu HIV orpunarennu u BCG Bakcunupanu. Ilpu Bcuuku
narueHTH ATBI Oemre m3kimtoueHa u Bcuuku Osixa tectBaHu 3a LTBI mpenu 3amouBane Ha
6uosnoruuHo neuenue. Pesynrartu: [Ipeau 3arnouBane Ha GMOJOTUYHOTO JIEUEHUE YCTAHOBUXME
LTBI npu 11/109 (10,1%): 8/11 (72,7%) nanuentu 6sxa TST (koxeH TyOepKUIUHOB TECT)
nonoxkurenau, 2/11 (18,2%) 6sixa IGRA nmonoxurennu u TST orpunarensu, 1/11 (9,1%) ca
ownu kakto IGRA, Taka u TST monoxutennu. [lpu manueHTH, MOAJIOKEHN HA OMOJIOTHYHA
Tepanusi ¢ MPeJUIIeH OTPULIATENIeH CKPUHUHT TECT 3a TyOepkynosa, oomo 16/74 (21,6%)
nanueHTn ca HoBoguarHoctuimpanun ¢ LTBI. Cpegnust muamersp Ha wHAypamus (He

eputema) Ha TST e 8 (IQR 5-17) mm. AxtuBHa 6en01poOHa TyOepKyI03HA MH(EKIIHSL, pa3BUTA



npu 3/74 (4,1%) nauuentu. Equn nanuent pa3zsu ATBI Ha ¢pona Ha xumMuoOnpopuiIakTHKa ¢
INH 3a LTBI. MW3Boamu: Cneumanuctute TpsOBa 3aABI00YCHO Ja aHATM3UPAT BCUUKH
KIMHUYHA JIaHHU Ha TMAalHWeHTa, pe3ylITaTUTe OT peHTreHorpadus Ha TPbBIEH KOII,
enunemuosiornyeH 1 BCG cratyc, kakTo u 1a u3Bbpiat ckpuaudr 3a JITBU npenu 3anouBane
Ha UMYHOCYIIPECUBHO W/wi OuosiornuHo jedeHue. [Tanmenture ¢ IBD umaT mo-Bucok puck

ot pa3sutue Ha TBI npe3 nepBute 12 mecena.

9. Atanassova A, Georgieva A. Circulating miRNA-16 in inflammatory bowel disease and some
clinical correlations — a cohort study in Bulgarian patients. European Review for Medical and

Pharmacological Sciences, 2022; 26: 6310-6315 (IF 3.3), (Web of Science, Scopus)

Abstract: Objective: The pathogenesis of the inflammatory bowel disease (IBD) includes
chronic inflammation and altered immune reactions. There are several publications, reporting
that micro ribonucleic acids (miRNAs) may serve as a diagnostic biomarker with a potential to
assess inflammation severity and treatment response in IBD patients. The objective of the study
is to assess and correlate the serum expression of circulating miR-16 in IBD patients with some
clinical parameters, such as extent, activity and severity of the disease.Patients and methods:
70 IBD patients [35 with ulcerative colitis (UC) and 35 with Crohn’s disease (CD)] were
included in the study. Serum miR-16 expression in both IBD diseases was assessed using
reverse transcription quantitative real time PCR (RT-qPCR). Circulating miR-16 levels were
also correlated with disease extent, activity and severity indices [Crohn’s Disease Activity
Index (CDAI), Montreal classification, Partial Mayo score]. Serum expression of miR-16 in the
70 patients was also compared to miR-16 serum levels in 30 healthy control subjects.Results:
The patients’ group showed mean serum miR-16 expression of 3.07 for CD, 1.97 for UC and
1.61 for the control group of healthy subjects with a significant difference in the expression
between groups. There is a significant correlation between increased serum expression of miR-
16 and disease activity, extent and severity.Conclusions: The increased miR-16 serum
expression correlates with disease activity, intestinal localization of CD, stenotic and

penetrating phenotype. MiR-16 could serve as a potential biomarker to assess inflammation.

Pestome: Ilen: IlatoreHe3ata Ha BB3MATUTENHOTO 3abonsBane Ha uepBara (IBD)
BKJIIOUBA XPOHUYHO BB3MAJICHUE W MPOMEHEHH UMYyHHH peakiuuu. FiMa HIKOJIKO MyOIuKaluu,

KOUTO ChOOIIaBaT, e MUKpopuOonykienHoBute kucemnau (miPHK) morar nma cimyxar karo



JIUarHOCTHYEH OMOMapKep ¢ MOTEHIIMA 3a OIIEHKAa Ha TeKECTTa Ha Bb3MAJIEHHUETO U OTrOBOpa
Ha jedyeHuero npu nauueHtu ¢ IBD. Ilenrta Ha u3cimenBaHeTo € Ja Ce OLEHUM U ChIIOCTaBU
cepyMHaTa eKcripecus Ha HupKyaupanms miR-16 npu mauuentu ¢ IBD ¢ HAKOM KIMHUYHU
rapamMeTpH, KaTo CTEINEeH, aKTUBHOCT M TeXeCT Ha 3abomsiBanero. [lanmenTn u motomu: 70
nanuentu ¢ IBD [35 ¢ ynueposen komut (UC) u 35 ¢ 6onect Ha Crohn (CD)] 6s1xa BKiTtoueHU
B npoyuBaHeto. CepymHara ekcrpecus Ha miR-16 u npu nsere IBD 3abonsBanus Oerie
olLieHeHa ¢ nmomolnra Ha konuuectBeHa PCR B peanno Bpeme ¢ obparna tpanckpunims (RT-
qPCR). Hupkymupanute HuBa Ha miR-16 cbhIo KOpenwpar ¢ WHIACKCUTE Ha CTEIEHTa,
aKTUBHOCTTA M TEXeCTTa Ha 3aboisBaHeTo [MHOekc Ha akTHBHOCT Ha Oosiectta Ha KpoH
(CDAI), Monpeancka knacudukaius, YactuueH pedynrar Ha Mayo]. CepymMHaTa ekcrpecus
Ha miR-16 npu 70-Te manueHTH chIIO Oelle CpaBHEHA ChC CEpyMHUTE HUBA HA MiR-16 pu 30
3/IpaBU KOHTPOJIHU cyOekTa. Pezynratu: I'pynara Ha manudeHTUTE MOKa3a cpefHa cepyMHa
excripecus Ha miR-16 ot 3,07 3a BK, 1,97 3a SIK u 1,61 3a koHTpoJIHAaTa Trpyna OT 3ApaBU
WHJIMBUIA ChC 3HAYUTEIHA pa3JIUKa B €KCIpecusiTa Mexay rpynure. ChlecTByBa 3HAUUTENHA
KOopenaiusi MeX/1y IMOBUIIIEHaTa cepyMHa eKcripecuss Ha miR-16 U akTUBHOCTTa, CTENEHTA U
Te)KecTTa Ha 3abomisBaHero. 3akmtoueHwus: [loBumienara cepymHa ekcrnpecuss Ha miR-16
KOpenupa ¢ akTUBHOCTTa Ha 3a0oiigiBaHeTo, YpeBHarTa jokanuzaius Ha bK, creHoTnuyHus u
ne”erpupail gpenorur. miR-16 Moxe na ciy’xu Kato MOTEHIMAJICH OMoMapKep 3a OIleHKa Ha

BB3MAJICHUCTO.

10. AtanacoBa A, Pamesa H, Cupomaxos M, MoneBa M, ['eopruesa M. Pomnsta Ha mpoOuoTHIHTe

B Jie4eHUETO Ha MeTabomutHus cuuApoMm. [lemmarpus, 2023, ISSN 0479-7876, 6p.1, 26-29

(Scopus)

Pe3tome: BuBenenue. UpeBHUAT MUKPOOMOM UTpac OCHOBHA POJisi B MaTOreHe3aTa Ha
METa0ONUTHUA CUHApPOM (ergo  abJOMMHAIHOTO  3aTibCTsABaHeTo). IIpobuoTHuuTe,
MOBJIMSIBAKY YpeBHUS MUKPOOHUOM, MOTAT J1a y4aTBaT B JICUEHUETO Ha HEAJKOXOIHATa MacTHA
yepHOoApoOHa 00JIeCT, ChCTOSIHUE CBBbP3aHO € TO3U CHHApoM. Llenta Ha ToBa mpoy4BaHe € J1a
Ce HampaBu TpErjiell Ha JHUTepaTrypara, 3a Jla Ce yCTAaHOBH pOJIATa HAa MPOOMOTHUIIUTE B
JICYCHWETO Ha HEAJIKOXOJHATa MacTHa 4YepHOoIpoOHa OonecT. Marepual W METOIU dUpe3
M3MOJI3BaHE Ha KJIIOYOBM JayMu: probiotic, prebiotic, biogenics, head-killed bacteria,
inflammation; NAFLD (non alchoholic fatty liver disease); dysbiosis; intestinal permeability,
metabolic syndrome B pgoctemHHTEe 0asu maHHM Scopus, ScienceDirect, WebofScience,

PubMed, UpToDate ce TbpcaT pe3yaTatd, KOUTO Ja YCTaHOBST TakaBa poiisi. Pesynraru:



[IpunoxxeHnero Ha MPOOMOTHIIM, MPEOUOTUIIM U OUOTCHU MOXKe Ja 00JeKUYd METaOOTUTHUS
CHUHAPOM M OT TaM Jia Ce€ MOJOOpH KJIMHUYHATA KapTUHA U JIA0OpATOPHUTE MPOMEHH IMPHU
HEaJKoXoJIHATa MacTHa YepHOApOOHa OoJieCT upe3 peryjiMpaHe Ha ChCTaBa Ha YPEBHUSA
MHUKPOOHOM, TTOTUCKAHE HAa METAaOOJIMTHOTO Bh3MaJIEHWE U MOJ00psBaHe HAa MeTaboIM3Ma Ha
JUIHIATE U TII0K03aTa. 3aKItoYeHre. PerynipaneTo Ha YpeBHUSI MEKPOOUOM C IPOOHUOTHIIH,
npeOMOTUIIM ¥ OHMOTeHM MOXKE Ja ce OKaXe e(eKTHBHA TepareBTUYHAa CTpaTerus 3a
npopuIakTUKa M JICYCHWE Ha HEAIKOXOJHAaTa MacTHa 4YepHoApoOHa OojecT, ChCTOSHHE
CBBP3aHO C METAOOUTHUS CHHIPOM.

Kiro4yoBu aymMu: mnpoOHOTHIM, NPEOUMOTHIM, THUHIAIM3WPAHW OaKTEpHWH, Bb3MAJICHUE;
HAMUYB; MeTaboIuTeH CHHIPOM.

Abstract: Introduction. The gut microbiome plays a major role in the pathogenesis of
the metabolic syndrome (ergo abdominal obesity). Probiotics, by influencing the gut
microbiome, may be studied in the treatment of non-alcoholic fatty liver disease, a condition
associated with this syndrome. The aim of this study was to review the literature to determine
the role of probiotics in the treatment of non-alcoholic fatty liver disease. Material and methods
by using key words: probiotics, prebiotics, biogenics, head-killed bacteria, inflammation;
NAFLD (non-alcoholic fatty liver disease); dysbiosis; intestinal permeability, metabolic
syndrome, the accessible databases Scopus, ScienceDirect, WebofScience, PubMed, UpToDate
are searched for results that establish such a role. Results: Administration of probiotics,
prebiotics, and biogenics can alleviate metabolic syndrome and thereby improve clinical picture
and laboratory changes in nonalcoholic fatty liver disease by regulating gut microbiome
composition, suppressing metabolic inflammation, and improving lipid and glucose
metabolism. Conclusion. Regulation of the gut microbiome with probiotics, prebiotics and
biogenics may prove to be an effective therapeutic strategy for the prevention and treatment of
non-alcoholic fatty liver disease, a condition associated with the metabolic syndrome.

Keywords: probiotics, prebiotics, tyndalized bacteria, inflammation; NAFLD; metabolic syndrome.

I'7. IlyOnukanuu ¥ JOKJIaad, IyOJMKYBaHU B HAYYHU U3JIaHU, peeprpaHy U MHACKCUPAHH B
CBETOBHOM3BECTHU 0a3u JaHHU C HaydyHa HHOOpMAIUs

1.(11) Kp. Koxnesa, II. Kocragunos, H. Pamesa, M. Uemmemxkuen, B. Iletpos, A.
ATanacoBa, M. ['eopruesa. /Ipi6okaTa BeHO3HA TPOMOO3a —yCIOKHEHHE Ha YIEPO3EH KOJIUT
B JIeTCKaTa BB3pacT:KiauHU4YeH ciydail. Ilemumarpus. ISSN: 0479-7876, 2017, Op.3, 44-45
(Scopus)

Pe3tome: Ymepo3ausT koauT u 6oaectta Ha Crohn ca gact ot rpynara Ha XpOHUYHHUTE

BB3NANUTENIHN 3a0onsBaHus Ha uepBata (B3Y). Mmar MHOXECTBO EKCTpAaMHTECTHHAIHH



NPOSIBH, W3SIBSIBAIlM C€ KAKTO KaTo HAYaJleH CHMIITOM, Taka W KaTO YCIIO)KHEHHE.
TpomGoeMOOIMYHHUTE YCIOKHEHHUS CE CUUTAT 3a MOCIEAUIA OT XYyIepKoarylIaduiuTeTa npu
B34, Bp3HHKBAI BCIEICTBUE HA HATMYMETO HA TPOMOOTEHHA TACTPOUHTECTUHAIHA MYKO03a U
yBpexIaHe Ha ()aKTOpUTE HAa KPHbBOCHhCUpPBaHE. Te3M YCIOXKHEHHUS Ce CpeliaT IMo-4ecTo Mpu
BBH3pACTHU MalMeHTH. B eTcka Bh3pacT MMa U3KIIOYUTEITHO MaJIKO Ha OpOii OTMCaHM CIyvYan
B clenuanHaTta juteparypa. lIpencraBeHo € 3 TOOUIIHO MOMYE, IHATHOCTUIIUPAHO C
ynuepo3ed konuT (YK) Ha 2 rogumiHa Bb3pacT, pa3BUBAIIO AbJIO0KAa BEHO3HA TpoMOo3a Ha
(dheMopasiHaTa M MJTMAYHUTE BEHH, B X0/1a Ha JICYCHUETO Ha pealirc Ha 3a0osBaneTo. O0ChacHa
€ KIIMHUYHATA KapTUHA, TIpolieca Ha IUarHOCTHKA U JIeYeHHeTo. B 3akimoueHne Tpombo3ara u
TpomboemOonusTa ipu aeua ¢ YK ca peaxu, Ho npu Texbk YK TpsOBa 1a ce oyakBar v npu
3armoyBaiia KIMHUYHA KapTHUHA, J]a CE 3all0YHE JICUeHNE C HUCKOMOJICKYJTHH aHTHArPETaHTH.
Abstract: Ulcerative colitis and Crohn's disease are part of the group of chronic
inflammatory bowel disease (IBD). They have many extraintestinal manifestations, manifesting
as both an initial symptom and a complication. Thromboembolic complications are considered
to be a consequence of hypercoagulability in IBD, resulting from the presence of a
thrombogenic gastrointestinal mucosa and impairment of the coagulation factors. These
complications are more common in adult patients. In childhood, there are very few cases
described in the literature. A 3-year-old boy is presented. He is diagnosed with ulcerative colitis
(UC) at the age of 2 years, he develops a deep vein thrombosis of the femoral and iliac veins,
in the course of treatment of real-life disease. The clinical picture, the process of diagnosis and
treatment are discussed. In conclusion, thrombosis and thromboembolism in children with UC
are rare, but in severe UC should be expected. In the beginning of the clinical picture it must

begin treatment with low molecular weight antiplatelet agents.

2.(12) A Georgieva, A Atanassova, [ Kotzev. Clinical course of Crohn's disease followed up in

a period of six years in one reference centre. JOURNAL OF CROHNS & COLITIS, 2018, vol

12, issue suppl 1, February 2018, S246, (IF 7.8), (Web of Science)

Abstract: Background: Many studies have shown that the late diagnosis is related to the
development of complications and poor prognosis for Crohn’s disease (CD). The aim of our study is to
perform a retrospective analysis of the clinical course of CD in patients hospitalised in one reference
clinical centre for a period of 6 years. Methods: For a period of 6 years (2011-2017), the 140 patients
were divided into two groups: group I - 108 (77.10%) diagnosed with CD within one year of the onset
of complaints and group II - 29 (20.70%) who were diagnosed within 24 months of the onset of
complaints. There was a follow-up of the clinical course of the disease, the occurrences of extra-

intestinal manifestations, intestinal complications and the therapy performed. Results: There is no


https://scholar.google.bg/scholar?oi=bibs&cluster=14344665361727415287&btnI=1&hl=bg
https://scholar.google.bg/scholar?oi=bibs&cluster=14344665361727415287&btnI=1&hl=bg

significant difference between the two study groups in terms of CD activity (assessed via the CDAI),
the Montreal classification, the received treatment and the intestinal complications. A significant
difference was found with respect to the average number of hospitalisations (4 for group I and 6 for
group I, p <0.05), the EIM frequency (group II prevalence - 95.8%), the course of the disease and
perianal disease. In group I 35% of patients with colon localisation (L2) on debut progressed in the first
year to ileocolonic (L3). In the first year, perianal disease (p) increased to 22% and in the sixth year it
reached 70%. The penetrating and stricturing form of the disease (B2 and B3) reached 21% in the first
year, while in the sixth

year it was already 60.7% (Table 1).

Table 1. Course of CD according to the Montreal classification of patients in group I and II in debut at

years 1, 3 and 6.

Group I - Up to 12 months Group II =24 months
___________________ (n=108) (n=29})
Course DEB | Bl B2 B3 Bi+B3 | P DEE | Bl B2 B3 Bi+B3 | P
Bl 70,0 | 68.4 132 | 2.6 2.6 13.2] 606 |63.6 |91 |91 2.1 9.1
5| B2 14,0 [ 364 36.4 18.2 0.0 |182 [33.3 | 35.3 | 35.3
=| B3 10,0 | 50.0 50.0 3.0 100
=|B>B3 |20 100 -
P 4,0 33.3 667|182 | 66.8 16.6 16.6
Bl 571.7 154 | 7.7 1.7 11.5 50.0 | 100 10.0 30.0
5| B2 100 33.3 1333 | 333
-| B3 100 66.6 334
= | B2+B3 100
P 100 75.0 25.0
Bl 34.8 8.7 8.7 17.4 30.4 57.2 | 14.3 14.3 28.6
=| B2 40.0 10.0 40.0 333 | 33.3 33.3
¢ I'B3 333|333 333 100
«z | B2+B3 100
P 100 66.7 | 333
*Results n Percentage (%)

In group II there was a constant trend of increase of the perianal disease, which grew almost 7 times in
the third year from 9.1% to 63.40%, and this tendency is maintained during the sixth year (61.9%).
Regardless of the time of diagnosis, about half the patients had a debut with a surgical intervention
(58.1% for group I and 50.0% for group II), with about one third of the subjects undergoing surgery
during the course of the disease (32.6% for group I and 35.7% for group II). Conclusions: Regardless of
the equally applied treatment in late diagnosed patients, an increased number of hospitalisations, extra-
intestinal manifestations, increasing progression in the occurrence of perianal disease and a penetrating

and stricturing form of CD are being observed.

Pesome: Ilpenuctopusa: MHOro npoydBaHus IOKa3BaT, Y€ KBCHOTO JUArHOCTUIIMpPAHE €
CBBP3aHO C Pa3BUTHETO HAa YCIOXKHCHMS U JIoIIaTa mporHo3a 3a oonecrra Ha Crohn (CD). IlenTa Ha

HAIETO MU3CJICABAHC € 1a HAllpaBUM PCTPOCHICKTHBCH aHAJIM3 HAa KIIMHAYHOTO NPOTUYAHE HA BK npu



MAIMEHTH, XOCTUTATU3UPaHH B eIMH pedepeHTeH KIMHUYCH IIEHTHP 3a Nepuoj oT 6 roguau. Metoau:
3a nepuog ot 6 rogunu (2011-2017 r.) 140-Te manuenTy ca pasneneHu Ha ase rpynu: I rpyma - 108
(77,10%) nuarnoctunmpanu ¢ BK B paMkuTe Ha e1Ha roJiHA OT HAYAJIOTO Ha orylakBaHusATa u 1l rpyna
- 29 (20,70% ), xouto ca OunM AMArHOCTULMPAHH B paMKHTEe Ha 24 Mecena OT HAYaloTO Ha
omakBaHuATa. IIpocieneHo e KIMHUYHOTO MPOTHYaHE Ha 3a00JIIBaHETO, MOsBaTa HAa W3BBHUPEBHU
MIPOSIBH, YPEBHM YCIOKHEHMs W MpoBejaeHaTa Tepamus. Pesynratu: HaMa 3HaunMa pasnuka Mexmy
JIBETE MPOYYBAHU TPYIU IO OTHOIIIEHUE Ha akTuBHOCTTa Ha CD (onienena upes CDAI), Monpeaickara
KiIacu(UKanysl, TMONTyYEeHOTO JIeYeHHE M YPEBHHUTE YCIIOKHEHMs. YCTaHOBEHAa € CHTHH()HUKaHTHA
pasiuKa Mo OTHOIICHWE Ha cpeqHus Opoii xocmuTanu3anuu (4 3a rpyna I u 6 3a rpyna 11, p<0.05),
yecrorata Ha EIM (pasmpoctpanenue Ha rpymna II - 95.8%), xozna Ha 3a00msBaHeTO M NEPUAHATTHOTO
3abomsiBane. B rpyma I 35% ot manmuentute ¢ nokanmsanus Ha aebemoro depso (L2) mpu nebrota
Mporpecupar Tmpe3 IbpBaTa ToauWHA M0 HWiIeokojgonHa yokanmusamus (L3). Ilpe3 mepBara rommna
nepuaHagHoTo 3abomnsaBane (p) HapacTBa 10 22%, a mpe3 mecTara roquHa goctura 70%. [IporukBamiara
U cTpukTypupaina popma Ha 3abonsiBaneto (B2 u B3) moctura 21% npe3 mbpBaTa roguHa, 10KaTo mpe3

mecraTa roguHaa Beue € 60,7% (Tabnmma 1).

Tabmuna 1. [Tpornuane va Kb no Monpeanckara knacudukanus Ha nanuedty B [ u 11 rpyna

npu neoroT Ha 1, 3 u 6 ToauHu.

Group | - Upto 12 months Group II =24 months
___________________ (n=108) (0=29}
Course DEE | Bl BZ B3 Bi+B3 | P DEE | Bl B2 B3 Bl+B3 | P
Bl 70,0 | 68.4 132 |26 |26 13.2[ 606 |[63.6 |91 |91 (91 2.1
5| B2 140 | 36.4 36.4 18.2 00 [182 [33.3 |]333 | 353
= B3 10,0 | 50.0 50.0 3.0 100
= | B2B3 |20 100 -
P 4,0 33.3 66.7| 182 | 66.8 16.6 16.6
Bl 571.7 154 | 7.3 |17 11.5 50.0 | 10.0 10.0 30.0
=] B2 100 33.3 | 333 | 33.3
>.| B3 100 66.6 334
= | B2+B3 100
P 100 750 25.0
Bl 348 |87 (87 [174 |304 57.2 [ 143 143 | 28.6
= | B2 40.0 10.0 40.0 333|333 333
s B3 SRR 333 100
«w | B2+B3 100
P 100 66.7 | 333
*Pesults in Percentage (%40)

BB Il rpyna ce HabiroaBa MOCTOSIHHA TEHACHIMSI HA HapacTBaHE Ha TepHaHaHATa OOJIECT, KOSTO
HapacTBa 01130 7 bTH Mpe3 Tperata rogauHa oT 9,1% mo 63,40%, kaTo Ta3u TCHACHIIMS CE 3ama3Ba u
npe3 mecrata roguHa (61,9%). He3zaBucumo OT BpeMeTO Ha TMOCTaBSHE Ha JUarHo3aTa, OKOJIO
MOJIOBMHATA OT MAIIMCHTUTE ca UMaJIH JIeOr0T ¢ Xupypruuna natepsenius (58,1% 3a rpyna I u 50,0%
3a rpyna II), kaTo OKoJIO efHa TpeTa OT MAlMEHTHTE ca OWIIM MOJUIOKEHH Ha OTepalus 1Mo BpeMe Ha
xona Ha 3abomsBaneTo (32,6% 3a rpyma I u 35,7% 3a rpyna II). M3Bonu: HezaBucumo ot emHakBO

MNpUWiIaraHoTo JICUCHUC MPU MMO-KbCHO JUATHOCTUIUPAHUTEC MAIIUCHTHU CC Ha6J'IIO,I[aBaT IIOBHUIICH 6p0ﬁ




XocnuTajan3daluuv, CKCTPAaMHTCCTUHAIHN IIPOSABH, HapacTBallla IMpOorpeCusd B IOsABaTa Ha IICpHUAHAIHO

3a00JsIBaHe U MIEHETPUpalla U CTpUKTypHupaia gopma Ha bK.

3.(13) A Atanassova, A Georgieva. Fatty liver disease in IBD patients as a part of extraintestinal
manifestations. JOURNAL OF CROHNS & COLITIS, 2019, vol 13, issue suppl 1, March 2019,
S165, (IF 8,7), (Web of Science)
Abstract: Background: Inflammatory bowel diseases (IBD) are frequently associated with pathologic
findings in the liver and biliary tract, ranging from minor alterations, such as liver fatty changes, to
severe conditions, like primary sclerosing cholangitis.1 Fatty liver disease (FLD) is the most common
liver complication of IBD and is often reversible, affecting people with ulcerative colitis (UC) and
Crohn’s disease (CD). Methods: The aim of the study was to investigate the incidence of hepatic
steatosis as a part of the extraintestinal manifestations (EIMs) in IBD patients and the related
biochemical laboratory abnormalities. A total of 480 patients was studied, 160 with UC, and 160 with
CD and the results were compared with those of a control group of 160 patients with irritable bowel
syndrome (IBS). An abdominal ultrasound (AUS) was performed on all of them as a non-invasive
method of assessing the presence and the degree of liver steatosis, in combination with the liver function
tests (LFTs), lipid and glycaemic profile blood tests. Results: Of all the studied IBD patients, hepatic
steatosis based on AUS criteria was discovered in 59.4% with CD and in 51.9% with UC. In the control
group steatosis was found in 38.8% of cases (p = 0.001). In both groups of patients predominant are
those with mild steatosis: IBD group (33.43%) and IBS group (17.50%). 15.62% of IBD patients have
moderate steatosis, only 5% have severe steatosis, unlike the IBS group, where 9.37% have severe
steatosis. According to the severity of the disease (CDAI), we found that in patients with CD, steatosis
prevailed in those with moderate disease activity (46.30%), while in patients with UC in those with
severe activity (43.40%), as measured by the Mayo Scoring System. Over three-fourth (77.70%) of IBD
patients with steatosis have other concomitant EIMs (p < 0.001), in CD (57.20%), and in UC (42.80%)).
Steatosis is frequent in the inflammatory-type behaviour of CD (51.60%) and ileocolonic localisation of
CD (41.10%), and prevalent in the chronic recurrent form of UC (77.10%) and in those with pancolitis
(51.80%). In patients with CD less than one-fourth (22.30%) of those with steatosis have perianal
disease. There was no significant difference in steatosis grade and association between FLD and IBD
behaviour and extent. In our study, we found that in IBD patients with hepatic steatosis, the presence of
elevated liver enzymes, lipid and glycaemic status disorders was significantly more frequent than in
the control group. Conclusions: The incidence of hepatic steatosis is higher amongst IBD patients. We
need further studies to determine the influence that the evolution of IBD has over the hepatic steatosis.
Pe3tome: I[Ipenucropust: Be3nanurennure 3abomnsBanns Ha dyeppara (IBD) gecto ce cBBp3BaT ¢
MATOJIOTUYHU HaXOJKH B YEPHHUS JPO0 U HITHYHUTE ITBTHUINA, BAPUPAIH OT HE3HAYMTEITHUA MPOMEHH,
KaTo YepHOJIPOOHA CTeaTo3a, JI0 TeXKKH ChCTOSHISI, KaToO MbPBUYEH CKIIEPO3HpaIl XOIaHTuT. MacTHata

yepHoapobHa 6osect (FLD) e Haii-uecToTo YepHOAPOOHO yciaoxHeHne Ha IBD u decto e oOpaTumo,


https://scholar.google.bg/scholar?oi=bibs&cluster=2775046522174686019&btnI=1&hl=bg
https://scholar.google.bg/scholar?oi=bibs&cluster=2775046522174686019&btnI=1&hl=bg

3acsraiiku xopa ¢ yauepo3eH kKoiauT (UC) m 6omect Ha Crohn (CD). Meromu: Ilenta Ha
MPOYYBAHETO € Jla Ce M3ClelIBa dYecToTaTa Ha 4YepHOApoOHATa cTearo3a Karo 4YacT OT
excTpanHtecTuHamHuTe nposisu (EIM) npu nanmentu ¢ IBD u cBbp3aHuTe C TAX OMOXUMUYHU
naboparopan aHomanuu. Ilpoydenu ca obmo 480 mammenTtn, 160 ¢ YK u 160 ¢ BK nu
pe3yJTaTUTE ca CPaBHEHW C T€3M HA KOHTPOJIHA rpyna oT 160 manueHTH CbC CUHAPOM Ha
pasnpazHenute yeppa (IBS). Ha Bcuuku e HanpaBeHa abnomunanHa exorpadus (AY3) kato
HEMHBA3WBEH METOJ 3a OIICHKAa Ha HAMYHMETO W CTENeHTa Ha YepHOApoOHa cTearo3a, B
KoMOUHaIwms ¢ yepHoipoOHM GyHKIMOHATHHU TecToBe (UDT), munuaeH u rmukeMudeH npodut
Ha KpbBTa. Pesynraru: Ot Bcnuku u3ciensanu nanuentu ¢ IBD, yeproapoOHa cTeatosa Bb3
ocHoBa Ha AY3 kpurtepuu e otkpura npu 59,4% c bK u npu 51,9% c YK. B xonTponnara
rpyna crearos3a ce ycraHossasa B 38,8% ot cinyudaute (p = 0,001). 1 B aBeTe rpynu nauveHTu
npeo0iiagaBaT Te3Hu C Jieka creneH Ha creatosa: IBD rpyma (33,43%) u IBS rpymna (17,50%).
15,62% ot naunentute ¢ IBD umar ymepena crearosa, caMmo 5% uMaT TEXKa crearosa, 3a
pasnuka ot rpynara ¢ IBS, xpaero 9,37% wumar Texka creato3a. Cmopesa TexecTra Ha
3abomsBanero (CDAI), ycranoBuxwme, ye npu manueHTu ¢ BK crearosara npeobiagasa mpu
T€3H C yMEpeHa akTUBHOCT Ha 3abomsiBaneTo (46,30%), nokaro npu nauueHTtd ¢ YK npu te3u
¢ Texka akTuBHOCT (43,40%), u3MepeHo upe3 OIleHKa Ha aKTUBHOCT mo Meiio. Han tpu
yetBbpTH (77,70%) ot IBD namnuentute cbec creaTo3a uMat apyru npuapyskasamu EMM (p <
0.001), mpu BK (57.20%) u ipu YK (42.80%). CteaTo3aTa € uecTa Mpu BH3MATUTEITHHUS TUT
noseaenue Ha BK (51,60%) u uneoxononnara nokanuzanus Ha bK (41,10%) u npeoGnanasa
pu XpoHU4HO peruausupaniata popma Ha YK (77,10%) u npu te3u ¢ nankonut (51,80%).
[Tpu mammentute ¢ BK mo-manko ot emna 4etBbpT (22,30%) OT Te3u ChC CTEaTro3a MMaT
nepuananHo 3abonsBaHe. Hsima 3HaunTenHa pa3inKka B CTENCHTAa HAa cTeaTo3aTa M Bpb3Kara
MEXy TOBEJICHHETO M CTENeHTa Ha 4depHoApoOHaTta macTHa Oosiect m IBD. B nHamero
MpOy4YBaHe YCTAaHOBUXME, ue Npu nanueHtu ¢ IBD ¢ yepHOoapoOHa cTeaTo3a, HATMYMUETO Ha
MOBUIICHH YEPHOJAPOOHU CH3UMH, HApYIICHHS HA JUMHIHUAS W TIUKEMUYHHS CTaTyC €
3HAYUTEIHO M0-YECTO, OTKOJIKOTO TpPU KOHTpOJHATa Tpyma. 3akimrodeHus: Yecrorara Ha
YepHOpOOHa cTeaTo3a € mo-Bucoka cpen naruenture ¢ IBD. mame Hy»1a OT TOMBJIHUTEITHA
MpOy4YBaHUs, 3a Ja OMNPEACIUM BIUSHUETO, KOEeTo eBoiionusAra Ha [IBD wuma BBpXy

YepHOApoOHaTa CTeaTo3a.

4. (14) A Georgieva, A Atanassova, D Gerova, M Todorova. Vitamin D deficiency as a part of

extraintestinal manifestations in IBD Patients: a single-centre experience. JOURNAL OF



CROHNS & COLITIS, 2019, vol 113, issue suppll, March 2019, S388, (IF 8,7), (Web of

Science)

Abstract: Background. Vitamin D deficiency is more common in inflammatory bowel
disease (IBD) patients than it is in the general population. The aim of this study was to evaluate
the vitamin D serum levels in IBD patients as a part of the extraintestinal manifestations (EIMs)
and to correlate the prevalence of hypovitaminosis D with existence of other EIMs. Methods
The Vitamin D (25 OH D) status was measured in 94 IBD patients, 54 with CD and 40 with
UC. 25(0OH) D serum concentrations were measured by a commercial paramagnetic particle
chemiluminescent immunoassay for the quantitative determination of total 25-hydroxyvitamin
D [25(OH) vitamin D] levels. Vitamin D deficiency is defined as a serum level of 250HD <50
nmol/l, and a serum level >50 nmol/l <75 nmol/l is classified as vitamin D insufficiency. The
clinical course and the occurrence of EIMs were monitored. All Patients were classified
according to the Montreal classification. CD activity was assessed using the BEST index (CDAI
- Crohn Disease Activity Index) and the partial Mayo score was used to determine UC activity.
Results Across all patients the mean serum 25(OH) D level was 44.47 + 18.14 (nmol/l). Almost
95% of IBD patients have Vitamin D insufficiency and deficiency, respectively CD- 96.29%
(n = 52), UC 92.50% (n = 37), as Vitamin D serum levels < 50 nmol/l were detected in 61
(64.89%) of IBD patients - 66.66%( n = 36) for CD and 62.50% (n = 25) for UC. There was no
significant difference between mean 25(OH) D levels in both diseases (p = 0.604). In 89% (n =
84) of IBD patients there was a presence of EIMs, in 96.42% (n = 81) of these patients there
were low Vitamin D serum concentrations, respectively, CD 59.25% (n = 48) and UC 40.74%
(n=33). In IBD patients with EIMs the mean 25(OH) D levels were significantly lower (42.67
+ 17.29 vs. 59.58 + 18.94) (p = 0.005). We found a significant difference between measured
mean 25(0OH) D concentrations in UC patients and EIMs presence (43.02 = 17.38 vs. 63.70 +
18.48) (p=0.018), while in CD patients there is not a significant difference (p=0.122). The most
common EIMs among our IBD patients are: iron deficiency without anaemia - 39.40% (n = 37),
liver steatosis —38.30% (n=36), IBD associated arthropathy (IBDAA) - 33% (n=31), followed
by: Vitamin B 12 deficiency without anaemia, latent iron deficiency, ocular manifestations and
primary sclerosing cholangitis (PSC). All IBD Patients with Iron and Vitamin B12 deficiency
anaemia, latent Vitamin B12 deficiency and malabsorption syndrome have low 25(OH) D
serum levels. Conclusions Over 96% of patients with the EIMs also have a low Vitamin D
serum levels. This correlation leads to the need for systematic monitoring of 25-hydroxyvitamin

D levels during the course, follow-up and treatment of IBD.



Pe3rome: Ilpeaucropus. JepuuursT Ha BUTaMUH D € MO-4eCTO CpellaH IpU MAlUEHTH C
BB3MANUTENHN 3a0oisBanus Ha depBara (IBD), orkonkoro B obOmara momynanwms. llenta Ha TOBa
MpOy4YBaHe € Jia Ce OLCHAT CEepyMHHTE HWBAa Ha BuTamMuH D mnpu mamuentu ¢ IBD kato wact ot
excrpanHTecTHHATHHUTE posiBu (EIM) 1 1a ce CBBbpike pa3mpoCTpaHEHHUETO Ha XUITOBUTaMHHO3a D che
cplecTByBaneTo Ha apyru EIM. Meronu Cocrosnuero Ha Butamut D (25 OH D) e usmepeno npu 94
natmeHTu ¢ IBD, 54 ¢ BK u 40 ¢ YK. Cepymuaure konuentpanuu Ha 25(OH) D 6s1xa nusmepenu upes
THPTOBCKM XEMWIYMHHECIIEHTEH WMYHOAHAIM3 C TApaMarHUTHU YacTUIM 334 KOJHUYECTBEHO
ompezensHe Ha oOmuTe HUBa Ha 25-xuapokcuBuTamuH D [25(OH) Butammu D]. [dedurnurst Ha
ButamuH D ce ompeznens karo cepymuo HuBo 250HD <50 nmol/l, a cepymuo auBo >50 nmol/l <75
nmol/l ce kmacudumpa karo HeAOCTATHYHOCT HAa BUTaMuH D. [IpociieieHu ca KTHHUYHOTO MPOTUYaHE
u nosieata Ha EIMs. Bceuuku manmeHTd ca kiacuduippanu crnopea MoHpeaickaTa KiacH(DHUKAIIKSL.
AxtuBHocTTa 1pu BK ce onensia ¢ momorra Ha uaaexkca BEST (CDAI - Crohn Disease Activity Index)
1 YaCTUYHUAT Meiio CKop ce M3M0JI13Ba 3a onpeeliaHe Ha aktuBHocTTa rpu Y K. Pesynratu [Ipu Bcuuku
MaIMueHTH cpeHoTo cepyMHo HUBO Ha 25(OH) D e 44,47 + 18,14 (nmol/1). TToutn 95% ot narmenTuTe
¢ IBD umar vegocraTpuHOCT U Aedunut Ha BuTamMuH D, chotBeTHO Tipu BK- 96,29% (n = 52), YK
92,50% (n = 37), Thit kKato cepymMHuTe HHBA Ha BUTaMUH D < 50 nmol/l ca otkpuru npu 61 (64,89% )
ot marmmerTu ¢ IBD - 66,66% (n = 36) 3a BK u 62,50% (n = 25) 3a YK. Hsama 3HaunTeIHa pa3iuka
Mexay cpennute HuBa Ha 25(OH) D npu apere 3abonssanus (p = 0,604). ITpu 89% (n = 84) or
nanuentute ¢ IBD e mmano manmame Ha EIM, mpu 96,42% (n = 81) oT Te3u manueHTd € UMajo
CHOTBETHO HUCKH CEPYMHH KOHIeHTparuu Ha ButaMuH D, CD 59,25% (n =48) u UC 40,74 % (n=33).
ITpu mammentu ¢ IBD ¢ EIMs cpennure nuBa Ha 25(0OH) D ca 3naunrtenno no-uucku (42,67 + 17,29
copssmo 59,58 + 18,94) (p = 0,005). YcraHoBuXMe 3HAaUMMa pasivKa MEXKIy W3MEPEHHUTE CPeAHU
koHneHTparuu Ha 25(0OH) D npu nanmentn ¢ YK u Hanmmumnero Ha EIMs (43,02 + 17,38 cripsimo 63,70
+ 18,48) (p=0,018), noxaro nmpu naruentu ¢ bK Hama 3naunma pasnuka (p=0,122 ). Haii-uecture EIM
cpen Hamwmrte manueHTH ¢ IBD ca: nedunut Ha xemnsi3o 6e3 anemust - 39,40% (n = 37), uepHOAPOOHA
creatosa - 38,30% (n = 36), aprpomnatus, cBbp3ana ¢ IBD (IBDAA) - 33% (n = 31), mocnenBanu OT:
Jedumur Ha Butamud B 12, Oe3 aHemus, TaTeHTEeH ASQUINT HA JKEIA30, OYHU TIPOSBU U ITbPBUYCH
ckieposupan] xonanruT (PSC). Benuku nanmentn ¢ IBD ¢ anemus ¢ qeuuuT Ha Kensa30 U BUTAMUH
B12, narenten nedunut Ha ButamMuH B12 1 cuHIpoM Ha MaitabcopOLyss UMAaT HUCKU CEPYMHHU HUBA Ha
25(0OH)D. 3akmouennsa: Hax 96% ot nmammentute ¢ EIM cbIllo nMaT HUCKHA CEpyMHH HABA HA BUTAMUH
D. Ta3u xopenaruss BOAM IO HEOOXOIMMOCTTAa OT CHCTEMHO TIpOCiIensBaHe Ha HUBaTta Ha 25-

XuApOKCcHBUTAMMH D 1o Bpeme Ha Kypca, IpocieIsBaHeTo U jieueHueTo Ha IBD.

5. (15)A Georgieva, A Atanassova, D Gerova, M Todorova. The impact to the disease activity,
iron and vitamin D deficiency on fatigue in IBD patients. JOURNAL OF CROHNS & COLITIS,
2019, vol 113, issue suppl 1, March 2019, S457, (IF 8,7), (Web of Science)



Abstract: Background: Individuals with inflammatory bowel disease (IBD) and are at risk for
a variety deficiencies because of decreased nutrient intake or absorption and/or increased losses. Iron
and vitamin D deficiency are common in IBD patients, particularly during periods of prolonged disease
activity. They are associated with adverse clinical outcomes and a reduced quality of life. Methods: The
aim of the current study is to evaluate the correlation between serum 25(OH)D concentrations and serum
iron concentrations, in patients with ulcerative colitis (UC) or Crohn’s disease (CD), and their effect on
the quality of life, more specifically on fatigue. In 79 consecutive patients with confirmed IBD diagnosis,
51 with CD and 28 with UC, who attended the gastroenterology clinic during a 1-year period 25(OH)D,
serum iron concentrations were measured. In all of the patients the prevalence of fatigue was assessed
though the IBDQ and SF36 questionnaires for evaluation of the quality of life. For the quantitative
determination of total 25-hydroxyvitamin D [25(OH) vitamin D] levels we used a commercial
paramagnetic particle chemiluminescent immunoassay. Serum 25(OH)D < 49,99 nmol/l was considered
a VitD deficiency and 50 <25(OH)D < 75 nmol/l a VitD insufficiency. Results: There is a poor
correlation between fatigue and the 25(OH) D concentrations, r = 0.204 p < 0.05. In IBD patients with
Vitamin D deficiency SF 36-Energy/Fatigue (SF 36 E/F) is 48.43, which is significantly lower than SF
36 E/F in patients with normal Vitamin D 65.63 concentrations, p < 0.05. There is a poor correlation
between the measured concentrations of serum iron and the prevalence of fatigue r = 0.218 p < 0.05, in
low serum iron concentrations SF36 E/F — 46.69, and in normal serum iron concentrations — 53.12.
There is a significant difference between fatigue levels in different IBD activity p < 0.001, as follows:
in remission SF36 E/F is 59.12; in mild activity SF36 E/F is 55.71; in moderate activity SF36 E/F is
42.08; in severe activity SF36 E/F is 30.68. We established a moderate direct correlation between fatigue
and IBD activity r = 0.402 p <0.001. In IBDQ levels >170, SF 36 E/F is 67.82, whereas in IBDQ < 170
SF 36 E/F is 41.94 p < 0.001. There is a strong direct correlation between the total IBDQ score and SF
36 E/Fr=10.695p <0.001. It can be said that 46.90% of the measured quality of life via IBDQ depends
on the level of fatigue. Conclusions: The low levels of serum iron and Vitamin D have no effect on
fatigue in IBD patients, unlike the activity of the disease, with which we have established a strong direct
correlation.

Pe3tome: [Ipenucropus: MHnuBuau ¢ BB3NANMTENHU 3a0oisBaHus Ha depBata (IBD) u ca
M3JI0KCHN Ha PHUCK OT Pa3IMuHH Je(GUIIUTH IOpaayl HaMaJeH IPHEeM Ha XPAHUTEIHH BEIIECTBA WIIH
a0copOIus W/WiIK yBeJu4eHH 3aryOou. JIehuIUThT Ha KeIsI30 M BUTAaMUH D € 4ecTo cpelaH Mnpu
nanueHTty ¢ IBD, ocobeHo 1o BpeMme Ha Ieproan Ha MPOABDKUTENIHA aKTHBHOCT Ha 3a00sBaneTo. Te
Ca CBbp3aHu C He6HaFOHpI/I$ITHI/I KIIMHUYHU PE3YJITAaTH U HAMAJICHO Ka4€CTBO Ha JXHUBOT. MeTOIII/I: HeHTa
Ha HACTOSAIOTO MPOYYBAHE € []a CE OLIEHU Bpb3KaTa MEeXAy cepyMHHTE KoHIeHTparuun Ha 25(OH)D u
CepyMHUTE KOHIICHTPAILIMK Ha JKeJsI30 MpH ManuenT ¢ yianepo3eH koiut (YK) wmu 6omnect Ha Crohn
(bK) u TexHus edekT BbpXy KaueCTBOTO Ha HUBOT, MMO-TOYHO Ha ymoparta. [Ipu 79 mocnenoBarenHu
MalKeHTH ¢ MoTBspAeHa nuarHo3a IBD, 51 ¢ BK u 28 ¢ YK, xouTo mocemnaBaTt racTpoeHTEpOJIOTHIHA

KJIMHHAKA 110 BpeMe Ha 1-TOIUWINICH MEepPHOI ca M3MEPEHH cepyMHHTE KoHIeHTpamuu Ha 25(OH)D u



kens30. [Ipu BCHUKY MaIMeHTH pa3npoCTPaHSHUETO Ha yMopaTa € OIIeHeHO upe3 BelipocHunuTe IBDQ
n SF36 3a olleHKa Ha Ka4eCTBOTO Ha KMBOT. 32 KOJUYECTBECHOTO OIPE/ISIISIHE Ha OOIUTEe HUBA HA 25-
xunpokcuputaMud D [25(OH) Butamun D] Hue u3Moia3BaxMe THPrOBCKU XEMUITYMHUHECIICHTEH
WMyHOaHalu3 ¢ napamarHutTHu yactunu. CepymHu HuBa Ha 25(OH)D < 49,99 nmol/l ce cuuta 3a
nedurut Ha VitD, a 50 <25(0OH)D < 75 nmol/l 3a Hemocrarpunoct Ha VitD. Pesynratu: ma cnaba
KOpemnamus Mex 1y ymopara u konreHrpamuure Ha 25(0OH) D, r = 0.204 p < 0.05. [Tpu natmentu ¢ IBD
¢ nepuuut Ha ButamuH D, SF 36-Eneprus/Ymopa (SF 36 E/F) e 48,43, KoeTo € 3HaYUTEIIHO MO-HUCKO
ot SF 36 E/F npu nauveHTy ¢ HOpMajlH{ KOHLEHTpaluu Ha BuTamMud D 65,63, p < 0,05. Mma cnaba
KOpealus MeXy U3MEpEeHUTE KOHIECHTPALUU Ha CEPYMHO KEJIA30 U Pa3POCTPAHEHUETO HAa yMoparta
r=0.218 p <0.05, npu HUCKU cepyMHH KoHUeHTpauu Ha xensn30 SF36 E/F —46.69, a npu HopMmanHu
CEPYMHHU KOHIICHTpAInu Ha kels30 — 53.12. CrimecTByBa 3HaYMMa pas3iiika MEXIy HABAaTa Ha ymMopa
mpu pasziauuHata aktTuBHOCT Ha IBD p < 0.001, kakTo cienpa: B pemucus SF36 E/F ¢ 59.12; npu neka
axktuBHocT SF36 E/F e 55,71; npu ymepena aktuBHocT SF36 E/F e 42,08; npu Texxka aktuBHOCT SF36
E/F e 30.68. YcTaHoBuXMe yMepeHa Mpsika Bpb3Ka MEXK/y ymopara u aktuBHoctTa Ha IBD 1= 0.402 p
< 0.001. I'lpu nuea va IBDQ >170, SF 36 E/F ¢ 67,82, noxaro npu IBDQ < 170 SF 36 E/F ¢ 41,94 p <
0,001. CririecTByBa cuiiHa Mpsika Kopenamus Mexay oomus IBDQ pesynrat u SF 36 E/F r= 0,695 p <
0,001. Moxe nma ce xaxe, ge 46,90% oT u3MepeHOTO Ka4eCcTBO Ha XKUBOT 4Upe3 IBDQ 3aBrcu Ha HUBOTO
Ha ymopa. M3Boau: Huckute HIBa Ha CEpyMHO KeNsI30 M BUTaMUH D HAMAT ehekT BBpXy ymMopara npu
naruedTn ¢ IBD, 3a pasnuka oT akTUBHOCTTa Ha 3a00JIIBaHETO, C KOSITO YCTAHOBHXME CHJIHA TPSKa
KOpeJawusl.

6. (16) AC Georgieva, A Atanassova, M Mirchev. Response to biologic therapy in

operated Crohn's disease patients. JOURNAL OF CROHNS & COLITIS, 2020, vol 14,

issue suppl 1, 2020, S454, (IF 8,7), (Web of Science)

Abstract: Background: About 70% of Crohn’s disease (CD) patients undergo surgery due to
disease complication. According to the ECCO consensus, in such cases, the tumour necrosis factor-o
(TNF-o)) antagonists are a means of choice to prevent post-operative relapse. Methods: The aim is to
evaluate endoscopic, clinical and biochemical outcomes in CD patients, who have undergone surgery,
in the course of the subsequent treatment with anti-TNFo mono/combination therapy—anti-TNFa +
AZA. Among patients with CD who are undergoing biological treatment, we performed a retrospective
analysis of the data of those who underwent surgical intervention associated with Crohn’s disease and
subsequently started biological therapy. Results: Of the 69 CD patients on biological therapy, surgical
intervention was performed in 44.92% (n = 31) of cases prior to the initiation of the treatment. The
prevalence of patients with right-sided hemicolectomy with subsequent ileotransverse anastomosis was
54.80%, followed by incision and abscess cavity drainage 22.6%, fistula excision 19.4% and left-sided
hemicolectomy 3.2%. In 22 patients (71.0%) there was a clinical response (CDAI decline < 100 points),
with 66.66% of them achieving clinical remission (CDAI > 150) (p = 0.001, strong correlation r =0.596,



p = 0.001). During the course of treatment, 23.80% lost clinical response after 18 months of treatment.
We compared the mean value of the faecal calprotectin (FCP) before starting, and during the course of
the biological treatment, we found that the FCP values decreased 1.5 times: 516.78 £273.93, (range 100
— 857)/330.46 + 432.25, (range 5.32-1800). The activity of the disease measured by CDAI decreases
twice during the course of the biological treatment: CDAI 378.00 + 92.89 (range 258-695)/177.93 +
116.38 (range 34-414) and CRP values decrease over four times: CRP 59.65 + 64.52 (range 0.9—
225)/13.14 £ 23.59 (range 0.13—116.10). During the course of the biological treatment, intestinal
complications were observed in 33.33%, and 9.67% of the patients who had both progression and
presence of intestinal complications had a subsequent surgery. In 33.33% of cases, the treatment was
intensified. 16.70% of them had to switch to another biological drug. Perianal disease prior to biological
treatment in operated patients is twice as common (x2 = 3.82, p = 0.050), which in turn appears to be a
risk factor for surgical treatment (OR = 3.47 (0.953—12.685)). Conclusion: In the follow up of the
relationship between the occurrence of a clinical response and the onset of biological therapy, we found
that the time interval was essential. The earlier the anti-TNFa therapy begins, the greater the likelihood
of achieving a clinical and biochemical response (r = 0.326, p < 0.05).

Pestome: [pemucropus: Okono 70% ot manuenture ¢ 6onecrra Ha Crohn (bK) ce moanarar na
oTiepanys Topaay yciaokHeHue Ha 3abomsBaneTo. Criopen koHceHcyca Ha ECCO B TakuBa ciydau
AHTarOHMCTUTE Ha TyMmMop Hekporusupamms ¢akrop-a (TNF-a) ca cpemctBo Ha wu300p 3a
MpeJOTBpaTsBaHe Ha cliefoneparuBeH penunuB. Meroau: llenta e na ce OLEHIT EHIOCKOIICKHUTE,
KIMHUYHATE 1 OMOXUMHUYHUTE pe3yiTaTH npu nauumeHtu ¢ BK, mperbpnenn omepamus, B xoxa Ha
nocienBamoTo jedenue ¢ aHtu-1INFa mMoHo/komOuHupaHa Tepanus — aHTH-INFa + AZA. Cpen
naiuenTure ¢ bBK, xouTto ca momnokeHM Ha OWMOJIOrMYHO JICYEHHE, HANPaBUXME PETPOCIEKTHBEH
aHaJIM3 Ha JTaHHUTE Ha TE3H, KOUTO ca MPEeThpIeNd XUPYPruiHa HHTEPBEHLUS, CBbp3aHa ¢ 0oJiecTTa Ha
Crohn u BmocnezacTBHe ca 3amo4yHainu OuonorudHa tepanus. Pesynratu: Ot 69 mamuentu ¢ CD Ha
OMONIOTUYHA Tepamnusl, XUpypruiHa UHTEPBEHIMs € u3BbpuieHa B 44,92% (n = 31) ot cinydaute npeau
3alloyBaHe Ha JieueHHeTo. PasmpocTpaHeHHeTo Ha MALUEHTUTE C ASCHOCTPAaHHA XEMHUKOJIEKTOMHS C
nocjeBalla WieoTpaHCBep3Ha aHacToMo3a ¢ 54,80%, mocieaBaHO OT MHIOM3US M JAPEHaX HA
abcuecHaTa KyxuHa 22,6%, uspszBane Ha (uctyna 19,4% u neBoctpanna xemukonekTomus 3,2%. Ilpu
22 nmanmentH (71,0%) nma knmmangen otrosop (Hamanenne Ha CDAI < 100 toukwn), kato 66,66% OT TAx
nocturat kmuangHa pemucus (CDAIL > 150) (p = 0,001, cunaa xopemamwst r = 0,596, p = 0,001). Ilo
BpemMe Ha Kypca Ha sedenune 23,80% ca 3aryOmian KIMHWUYEH OTrOBOp cien 18 mecema nedeHwe.
CpaBHHXME cpefiHaTa CTOMHOCT Ha (Gexannus kaanporektuH (FCP) npenu na 3amoyHeM u 110 Bpeme Ha
OMOJIOrMYHOTO JICYCHHE YCTaHOBUXME, ue cToiHocTuTe Ha FCP Hamamsear 1,5 nbti: 516,78 £273,93,
(mnanazon 100 — 857)/330,46 + 432,25, ( muana3on 5.32—1800). AxkTuBHOCTTa Ha 3a00JISBAHETO,
mmMepena upe3 CDAI HamansiBa 1Ba IbTH B Xoza Ha 6monorugroro jedenne: CDAI 378,00 + 92,89
(nnamason 258-695)/177,93 + 116,38 (auamazon 34-414) u croiinoctute Ha CRP HamansBat Han
yetupH 1bTu: CRP 59,65 + 64,52 (nnanazon 0,9-225)/13,14 + 23,59 (auamazon 0,13—-116,10). B xona



Ha OMOJIOTHYHOTO JIeUeHHE YPEBHHU yCIOKHEHHs ca HabmiomaBanu mpu 33,33%, a mpu 9,67% ot
MalMeHTHTE, KOUTO Ca HMMajlM KaKTO MPOTrpecHs, Taka W HAJIMYME HA YPEBHH YCIOXKHEHHA, ca
nociensanu onepauuu. B 33,33% ot ciyyaurte nedeHuero € nHTeH3upunupano. 16,70% ot 1ax e
TpsiOBano Ja MpeMuHAaT KbM JApyro OuojorumyHo jekapcTtBo. [lepumaHamHoTo 3a00nsiBaHe mHpeau
OHMOJIOTMYHO JICUEHHUE MPU ONICPUPAHU MAIMECHTH € J{Ba ITbTH No-uecTo (X2 = 3,82, p = 0,050), koeTo oT
CBOSI CTpaHa ce siBsBa PUCKOB ¢akTop 3a xupypruuno jneudenue (OR = 3,47 (0,953-12,685)).
3axmouenue: [Ipu npocnensBaneTo Ha Bpb3KaTa MEXIy MOsBaTa Ha KJIMHUYEH OTTOBOP M HAYAIOTO Ha
OnosIoTHYHATa Tepanus yCTAHOBUXME, Y€ MHTEPBAIBT OT BPEME € OT ChIeCTBEHO 3HaueHue. KonkoTto
no-paHo 3amoyHe aHTH-INFo Tepamusara, TOJNKOBa MO-rojisiMa € BEPOSTHOCTTAa 3a IOCTUTaHE HA

KJIMHUYEH U OnoxumudeH otrosop (r = 0.326, p < 0.05).

7. (17) M. Yordanova, D. Gerova, A. Atanasova, B. Galunska-Kalcheva. Fecal

calprotectin levels and degree of inflammation in inflammatory bowel diseases patients.

Clinica Chimica Acta 493 (2019), Gastrointestinal diseases, including hepatic and

pancreatic diseases, S356-357, Contents lists available at SciVerse ScienceDirect,

doi:10.1016/j.cca.2019.03.771 (IF 2.615) (Web of Science, Scopus)

Abstract: Background-aim: The inflammatory bowel disease (IBD) is a serious health
problem with chronic recurrent course and increasing frequency. IBD afects predominantly
young people with poor quality of life and is considered to be due to dietary disorders, stress,
multiple medication use, poor oral hygiene, smoking and alcohol abuse. The quantitative
determination of fecal calprotectin (FC) as a noninvasive diagnostic tool to monitor the
inflammation process is useful to differentiate organic from functional bowel diseases and may
reduce the need for unnecessary invasive procedures. Aim: To assess the role of FC in
evaluating inflammatory bowel disease activity and its correlation with the ESR and CRP.
Methods Thirty IBD patients were enrolled in the study: seventeen patients with ulcerative
colitis (UC) and thirteen with Crohn's disease, aged from 21 to 70. Based on the endoscopic
and clinical finding the patients were divided into two groups. The first group comprised 20
patients with severe form of the disease and the second — 10 patients with moderate form of the
disease or in remission. CRP and ESR were determined in blood as nonspecific markers of
inflammation. FC as a marker of neutrophil flux to the intestine was measured by ELISA
method. Results FC values in all tested patients vary from 134—1800 pg/g. In the first group the
mean of FC values is 1492 + 313 ng/g. In the second group the levels of FC are significantly
lower (mean 371 + 168 pg/ g; p <.01). The diagnostic sensitivity and specificity of FC is 82%
and 98% respectively based on the value of 350 (g/ g as a cutoff value. CRP values range from

13.9 t0 90.4 mg/I in patients with severe form of the disease and were significantly higher when



compared to those in patients with mild forms of the disease or in remission (range 2.2— 8.9
mg/l, p <.019). A good correlation is established between FC and CRP levels (r = 0.56) in the
first group. In the same group the ESR values are increased too but the correlation with FC
levels is weaker (r = 0.41). These relationships are less pronounced in the second group.
Conclusions FC has better diagnostic sensitivity and specificity than traditional systemic
inflammatory markers and is a good additional diagnostic tool in screening patients with IBD.

Pestome: Ilpenucropus-uien. Bn3nanurennute uypeBHu 3abonsBanus (IBD) ca
CepHO3€eH 3/paBeH MpoOJieM ¢ XPOHUYHO PEIUANBHUPAIIO MPOTHYAHE U HapacTBalla YeCTOTa.
IBD 3acsra npenuMHO MJIaJd XOpa, KOUTO UMAT JIONIO KA4eCTBO Ha KUBOT, CUMTa C€, 4e
mosiBaTa UM C€ JIBJDKY Ha XPaHUTEITHH Pa3CTPOICTBa, CTpec, yrmoTpeda Ha MHOTO JIEKapCTBa,
Jomia opajlHa XHUTHMEeHa, TIOTIOHONYIIEHE M 3J0ymnoTpeda ¢ ankoxoi. KommyecTBeHOTO
onpezaensHe Ha QekaneH kannpoTekTuH (FC) kato HeMHBa3WBEH AMATHOCTUYEH WHCTPYMEHT
3a HaOJI0/IeHHE Ha BB3MAIUTEITHUS MPOIEC € MOJIE3HO 3a pa3rpaHUYaBaHE HAa OPraHUYHU OT
(GYHKIMOHATHU YPEBHU 3a00JIABaHUS M MOXXE Ja Hamald HEOOXOJMMOCTTa OT HEHY)KHHU
nHBa3uBHM npouenypu. Llen: Jla ce ouenn ponsita Ha FC B onienkara Ha akTuBHOCTTa Ha IBD
u kopenanuara My ¢ ESR u CRP. Metoau B npoyuBaHeTo ca BKJIIOYEHU TPUAECCET MALUEHTH
¢ IBD: cenemnanecer nanuenTu ¢ ynmeposeH koauT (YK) u tpunanecet ¢ 6onect Ha Crohn, Ha
BB3pactT oT 21 10 70 roauau. Bb3 0CHOBA Ha €HJOCKOTICKATA ¥ KIIMHUYHA HAXO0/IKA MAllUEHTUTE
ca pazjeneHu Ha nBe rpynu. [IespBata rpyma BkiouBa 20 mamueHTH ¢ Texka (Gopma Ha
3a00515BaHETO, a BTOpaTta — 10 manueHTu ¢ ymepeHna popma Ha 3a00JIIBAHETO WIJIA B PEMUCHSI.
CRP u ESR ce onpenensat B KpbpBTa KaTo HecnenubuIHN Mapkepu Ha Bh3naneHune. FC kato
Mapkep 3a HeyTpo(duieH MOTOK KbM depBaTa ce m3mepBa upe3 ELISA meron. Pesynraru:
Croiinoctute Ha FC mpu Bcuuku n3ciensanu nanueHT Bapupar ot 134—1800 pg/g. B mppBara
rpyna cpeanata croiHocT Ha FC e 1492 + 313 ug/g. BsB BTOpara rpymna muBata Ha FC ca
3HAYMUTENTHO TO-HHUCKH (cpemno 371 + 168 pg/g; p < .01). JlmarnocTuyHaTa 9yBCTBUTEIIHOCT U
cneruduunocT Ha FC e crorBeTHO 82% 1 98% BB3 OCcHOBaA Ha croiiHOCTTa OT 350 g/g Karo
rpannyHa croifHocT. CroitHoctutre Ha CRP Bapupar ot 13,9 mo 90,4 mg/l npu nauuenTu c
TexKa opma Ha 3a00JIIBAHETO U Ca 3HAYUTEITHO MO-BUCOKHU B CPAaBHEHHUE C T€3U MPH NAI[UEHTH
c nexku ¢dopmu Ha 3aboisiBaHETO WM B pemucus (amamazoH 2,2—-8,9 mg/l, p < .019) .
YcranossBa ce qo0pa kopemamnus Mmexay HuBata Ha FC u CRP (r = 0.56) B mppBara rpymna. B
chlaTa rpyna croiHoctute Ha ESR cbiio ca nosuienu, Ho kopenanusaTa ¢ HuBara Ha FC e
no-cnaba (r = 0.41). Te3u Bpb3KH ca 1M0-c1abo U3pa3eHu BbB BTopara rpyna. 3axkmouenus: FC

nma no-/:[o6pa ANAarHoCTU4YHa 4YyBCTBUTCIHOCT U CHCI.[I/I(bI/I‘IHOCT OT TPAAUIIUOHHUTE CUCTEMHU



BB3MATUTEIHA MapKEPU U € 100pO TOMBIHUTEIHO TUarHOCTUYHO CPEJCTBO MPU CKPUHUHT Ha

nanuentu ¢ IBD.

8. (18)A. Atanassova, AC Georgieva, M Mirchev. Loss of response of anti-TNF in Crohn's
disease patients single- center experience. JOURNAL OF CROHNS & COLITIS, 2020, vol 14, issue
suppl 1, 2020, S434, (IF 8,7), (Web of Science)

Abstract: Background: Despite the timely commencement of the biological treatment, only
about 30% will respond to it, and about 1/3 will lose the initial anti-TNF (tumour necrosis factor)
response. Methods: We retrospectively studied the data of 69 Crohn’s disease (CD) patients who started
biological treatment with anti-TNF-ADA/IFX. We excluded patients who are primary nonresponders to
IFX/ADA. In patients with induction of clinical response, we investigated and analysed the frequency
of subsequent loss of response (LOR) to IFX/ADA. We analysed the possible risk factors that have led
to LOR. Results: Of the 69 patients undergoing biological treatment, 71.01% achieved a clinical
response during the course of the follow-up. There is a correlation between the presence of a clinical
response and the CD course- x2 = 10.78, p = 0.013, p = 0.241, (p = 0.046). Inflammatory phenotype
(B1) manifestation among our patients is a factor for achieving a clinical response OR = 3.68 (1.116—
11.73), p = 0.021, whereas the presence of a penetrating form is a risk factor for the lack of response
OR =6.13 (1.29-29.01), p = 0.019. The presence of intestinal complications is a risk factor for the lack
of response- OR = 3.2 (1.61-6.37), p = 0.001. During the course of the follow-up in 30.61% of cases,
we observed LOR (men/women -86.66%/13.33%, p < 0.05 (p = 0.02), in 60.00 % this was between 1—
2 years, on average 20.62 + 13.07 months from the start of the biological treatment. A total of 46.66%
of patients required treatment with another anti-TNF drug due to secondary loss of response. A total of
50% of patients needed a reduction of the dose interval. Over 50.00% of those with LOR have an
extensive disease (L3). A total of 40% have B1 and 33% have stricturing (B2) and penetrating (B3)
phenotypic expression. In 26.66%, we observed progression of the disease range, and in 46.66% of
patients — intestinal complications, none of whom had subsequent surgery. In 21.42% of LOR patients
there is a combination of intestinal complications and progression according to disease localisation.
93.33% of CD patients with LOR have a persistence of extraintestinal manifestations (EIMs); those with
two or three EIMs predominate. We discovered that gender was a risk factor for loss of response, OR =
8.36 (1.16-60.26), p = 0.005, as is the combination of B2 and B3 form of the disease OR = 14.72 (2.47—
87.79), p = 0.003. Patients who lost response during the course of treatment had higher mean faecal
calprotectin, CDAI and CRP prior to the initiation of the anti-TNF therapy. Conclusion: The high
activity of the disease measured with CDAI, faecal calprotectin and CRP, male gender, the combination
of penetrating and stricturing form during the course of the disease are all risk factors for the loss of
response.

Pe3tome: [Ipeaucropusi: Bbrpekn CBOCBPEeMEHHOTO 3allouBaHe Ha OWOJIOTHYHOTO JICYCHUE,

camo okos10 30% 11e OTroBOPAT Ha Hero, a okoJio 1/3 mie 3ary0saT mbpBoHavanHusi aHTH-TNF (Tymop



HEKpOo3HUC (HaKTOp) OTroBop. Meroan: PeTpOCHEKTHBHO MPOYYMXME TaHHUTE HA 69 malueHTH ¢ 00JIecT
Ha Crohn (CD), xouto ca 3anouyHanm OuonoruyHo jedeHue ¢ aHTtH- I NF-ADA/IFX. U3skmounxme
MalMeHTH, KOUTO MbpBUYHO He otroBapar Ha IFX/ADA. Ilpu manueHTd ¢ MHIYKUUS Ha KIMHUYEH
OTrOBOp, HUE U3CIIEABAXME U aHANM3MPaxMe YecToTaTa Ha ocieasamia 3aryoa Ha orroBop (LOR) kM
IFX/ADA. AnanusupaxMe BB3MOKHUTE pPHUCKOBH (aktopu, noeeiu 1o LOR. Pesynratu: Ot 69
MalMeHTH, TOAJI0KEeHN Ha OnosiorndHo sedyenue, 71,01% ca mocTurHany KIMHUYEH OTTOBOP MO BpeMe
Ha mpocieasBaneTo. ChlecTByBa KOpeIalisl MeKAY HATMYMETO HA KITMHUYCH OTTOBOP M MPOTUYAHETO
Ha CD-x2 =10.78, p=0.013, p = 0.241, (p = 0.046). IIposBara Ha Bp3nanurennus ¢enorun (Bl) npu
HaIIMTE TAIMEeHTH € (GaKTop 3a MOocTUraHe Ha kimHu4eH orropop OR = 3,68 (1,116-11,73), p = 0,021,
JIOKaTO HAJIMYMETO Ha MeHeTpupamia ¢popma e puckos akrop 3a smmnca Ha otroBop OR = 6,13 (1 1,29-
29,01), p=0,019. HanmnumeTo Ha YpeBHHU YCIOKHEHUS € pUCKOB (pakTop 3a jmrcara Ha oTroBop - OR =
3.2 (1.61-6.37), p = 0.001. ITo Bpeme Ha npocnenssanero B 30,61% ot cmydyante HabmonaBame LOR
(MBxke/xenu -86,66%/13,33%, p < 0,05 (p = 0,02), B 60,00% ToBa e mexxay 1-2 roaunu, cpeaHo 20,62
+ 13,07 Mecema oT Ha4aa0TO HAa OMONOrHYHOTO JieueHue OO01110 46,66% OT MALIMEHTUTE CE HYXKAasiT OT
nmedenue ¢ apyro anTH-INF jexapcTtBo mopamm BropmyHa 3aryba Ha oTtroBop. O6mo 50% ot
MalIeHTUTE C€ HYXKIaiAT OT CKbCsBaHe Ha mo3zoBus mHTepBaid. Ham 50,00% ot te3m ¢ LOR mmar
obmmpen obxsat Ha Oomectra (L3). O0mo 40% wmmat Bl u 33% wumar crpukrtypupama (B2) u
nenerpupama (B3) penorunna excnpecus. [1pu 26,66% Habmr0gaBamMe mporpecus Ha 3a00JIIBaHETO, a
mpu 46,66% OT ManMeHTUTe — YPEBHHU YCIOXKHEHHSA, KaTO HHUTO €AWH OT TAX HE € OIepupaH
Briociencteue. Ilpu 21,42% ot mammentute ¢ LOR mMa kOMOWHAIUs OT YPEBHU YCIOXHEHUS U
mporpecusi Cropea Jiokanu3anuara Ha 3adomsiBaneto. 93,33% ot mammentute ¢ BK ¢ LOR wmmar
nepcucTupane Ha exkcrpauHrecTuHanHu npossu (EIM); mpeoGmagasar Te3u ¢ ase wiau tpu EVM.
OTkpuxMe, 4e TIOTBT € PUCKOB (akTop 3a 3aryda Ha otroBop, OR = 8,36 (1,16—60,26), p = 0,005, xakTo
n koMOuHanusaTa or B2 m B3 ¢dopma nHa 3abomssanero OR = 14,72 (2,47-87,79), p = 0,003.
[TanmenTHTE, KOUTO Ca 3aryOMIIK OTTOBOP IIO BpEME Ha Kypca Ha JICUeHHE, Ca UMaJli TI0-BUCOKH CPEIHU
¢dexanen kanmportektuH, CDAI u CRP mpenu 3anouBane Ha antu-TNF Tepamusra. 3axmodenue:
Bucokara aktuBHOCT Ha 3a0oisiBaneTo, naMepeHa ¢ CDAI, ¢exanen kannpotektrH 1 CRP, MBbxkusT
10JI, KOMOMHAIMATA OT IIPOHHUKBAINA U CTPUKTypHUpaia ¢popma 1o BpeMe Ha Xoja Ha 3a00JIIBaHETO ca

PHUCKOBH (akToOpH 3a 3aryba Ha OTTOBOD.

9. (19) E Panayotova, A Atanassova. Programed necrosis and Inflammatory Bowel Desease.
Folia Medica, 2020, vol 62, suppl 1, 96 (Web of Science)

Abstract: Intestinal epithelial integrity is a key component in maintaining intestinal tissue
homeostasis and intestinal barrier stability, which is only achieved if there is a strict balance between
cell survival and cell death. The traditional concept that apoptosis and necrosis are major forms of cell
death has been challenged by the recent discovery of a new type of programmed cell death called

necroptosis. Necroptosis is a regulated form of cell death that is observed with extracellular apoptotic



stimulation in cells in which apoptosis is inhibited. It is a process dependent on the activity of receptor
interacting serine / threonine-protein kinase 3 (RIP3) and the mixed line of kinase domain-like protein
(MLKL). Objective: The aim of the present study is to review the literature data for the link between the
programed necrosis and the pathogenesis of Inflammatory Bowel Disease (IBD). Materials and
methods: for the period from 2013 to 2020 in the available databases (Scopus, ScienceDirect, web of
science, access medicine, pubmed) the following keywords are used in english, programed necrosis,
necroptosis, receptor-interacting protein kinase-3 (RIPK3) and IBD. Results: Necroptosis is similar to
necrosis in terms of morphological features but can be regulated. Loss of membrane integrity and release
of intracellular content induce an inflammatory response. Recent in vivo studies based on mouse models
have shown that necroptosis of intestinal epithelial cells induces intestinal inflammation with IBD-like
characteristics in humans. Conclusion: Therefore, controlling key molecules involved in the necroptosis
pathway may provide new opportunities for the treatment of IBD.
Keywords: programed necrosis, necroptosis, receptor-interacting protein kinase-3, inflammatory bowel
disease

Pe3ome: VHTErpuTeTHT Ha UYPEBHUS ENHUTEN € KIFOUOB KOMIIOHEHT 3a MOJIbpKaHEe Ha
XOMEeOCTa3ara Ha YpeBHATA ThKaH U CTAOMITHOCTTA Ha YpeBHATA Oapuepa, KOeTo ce IOCTHIa CaMo aKo
UMa CTpOr OajaHc MEXy KIETHYHOTO OIEJISIBAHE U KIEThYHATA CMBPT. TpajuIIMOHHATa KOHIICTIITHSL,
4ye amonro3ara W HeKpo3ara ca OCHOBHM (opMH Ha KIEThYHA CMBPT, Oelle OCIOopeHa OT
HEOT/JIaBHAIIIHOTO OTKPUTHE HAa HOB THIl NMPOTrpaMUpaHa KIEThYHA CMBPT, HapedeHa HEKPOIITO3a.
Hekponro3ara e perynupana ¢opma Ha KJI€TbYHA CMBPT, KOSTO ce HAOJII0aBa NPU M3BBHKIEThYHA
aroONTOTHYHA CTUMYJIALMS B KJIETKH, B KOUTO aronro3ara ¢ nHxubupana. ToBa e mporiec, 3aBUCUM OT
aKTHUBHOCTTAa Ha pPELENTOpHO B3aMMoJeiicTBamaTa cepuH/TpeoHuH-nporenH kuHaza 3 (RIP3) u
cMeceHaTa JIMHMS Ha KuHa3eH aoMmeH-monoOeH mporend (MLKL). Len: Llenta Ha HacTOSAIIOTO
U3CIIe/IBaHE € J1a Ce HAIpaBH Mperje]] Ha JIUTepaTypHUTE JaHHH 3a Bpb3KaTa MEXIy IporpamMupaHara
HEeKpO3a M maroreHe3ara Ha Bp3nanurenuure upeBHu 3adonsBanus (IBD). Matepuanu n metoau: 3a
nepuoxaa ot 2013 r. mo 2020 r. B HanmuyauTe O0a3u nanuu (Scopus, ScienceDirect, web of science, access
medicine, pubmed) ce W3MON3BAT cleAHWUTE KIIOYOBU JYMH Ha aHTIIMHACKH, programed necrosis,
necroptosis, receptor-interacting protein kinase-3 ( RIPK3) u IBD. Pesynratu: Hekpontozata e
mogo0Ha Ha HEKpo3aTa Mo MOP(GOIOTHYHHA XapaKTEPUCTHKH, HO MOXE Ja ce peryiaupa. 3arybara Ha
IEeJIOCTTa Ha MeMOpaHata W OCBOOOXIIABAaHETO HA BBTPEKICTHYHO ChABPKAHWE TNPEIN3BUKBA
BB3NaHATENIEH OTTOBOp. CKOPOITHY in Vivo Mpoy4YBaHUs, 0a3upaHd HA MHIITA MOJECIH, MTOKa3BaT, ue
HEKPONTO3aTa HA YPEBHH CMUTEIHU KIETKH MPEIU3BUKBA YPEBHO BH3MAJCHUE C XapPAKTEPHUCTHKH,
noo6Hu Ha IBD, mpu xopa. 3axmouenune: CieoBaTeTHO KOHTPOJIUPAHETO HA KIFOUYOBH MOJIEKYJIH,
y4YacTBall¥ B TBTS HA HEKPOIITO3aTa, MOXKE JIa MPEIOCTABY HOBH BH3MOXKHOCTH 32 JieueHue Ha IBD.
KirouoBu aymm: nporpamMupana HeKpo3a, HeKpOIIT03a, pelenTop-B3auMo ielicTBalIa MPOTEUH KHHA3a-

3, BB3MAIUTETHO 3200 sIBaHe Ha YepBaTa



10. (20) I'eopruesa M, Pamesa H., AtanacoBa A. CrossHoBa M., Xaumepsa M., Anrenosa
JI. Curnpomsbtr Ha Gilbert- kakBo HOBO? [lemuatpus. 2021; 61(4):41-44. ISSN: 0479-
7876,(Scopus)

Pe3rome: ChiniecTBYBAT rpymia XemaTonenyIapHH KbITCHHIIN, IPU KOUTO HapyIIeHaTa
oOMsiHa Ha OunMpyOuHa B 4epHUsS ApoO € MpeacTaBeHa B ,,4UCT* BHUI T.€. HAMAa 3HAYUTEIHU
MOp(}OIOrMYHN MPOMEHU B MapeHXUMa U apXUTEKTOHUKATa Ha opraHa. Te OMxa MOIJM J1a ce
HapeKaT YCIIOBHO IIbPBUYHU METAaOONUTHU XBIATCHUIIU C TJIaBHU MPEACTaBUTEIN — CUHIPOM
Ha Gilbert, Ha Dubin-Johnson, nHa Rotor. CunapomsT Ha Gilbert e Haif-uecTo cpemanoTo
HACJICJICTBEHO HApYIICHWEe Ha MeTa0onu3Ma Ha OwinpyOWHA, BOJCIIO 10 HaMalsBaHE Ha
IIOKYpOHHpaHeTo Ha OunupyOmHa. Augustin Nicolas Gilbert 3a mppBHM TBT OMNHMCBA
cecTostHMETO Tipe3 1901r. ToBa e AO0OpOKaYecTBEHO CBHCTOSIHHE, XapaKTEPH3WUpAIIo Ce C
MOBTAPAIIN CE eMU30M Ha KbITeHHIA. llaruenTure ca OE3CUMMNTOMHH, ¢ U3KIIOUCHUE Ha
OTKPUBAHETO HA XKbBJITEHUIaTa. MHOTO PSAKO MMa 3HAYMMa KIMHUYHA KapTUHA — IPEIUMHO Y
HoBoponeHu. He e Heobxoaumo nedenue. HapyiieHuero ce AbIKM Ha MPOMSIHA B €H3MMa
ypuauH 5'-audocdo-raoKypoHo3uATpaHcdepas3a, KaTo Hall-4ecTo CPEIIaHusIT TeHOTHIT CPeJl
€BPOINEHIIMTE € XOMO3MIOTEH BapMaHT Ha JAuHyKieotuneH mnosTop TA B TATAA
MOCIIEIOBATETHOCTTA B MPOMOTOPHUSI PETHOH Ha TeHa. J[OMbITHUTETHUAT MTOBTOP HA TE3U JIBE
0a3u HamansBa apuHutera Ha TATAA ydacTbka KbM CBBpP3BallUs MPOTEHH, BOACHKU 110
HaMaJsieHa reHHa ekcrpecus. [lanuenTuTe nposBABaT TO3U CUHAPOM IPEIUMHO B XOMO3UTOTHO
CHhCTOSTHUE 10 TO3W BapUaHT, T.€ YHACIEASIBAHETO € aBTO30MHO pelecuBHO. M3uucieHo e, ue
9% no 10% ot 001m0TO HaceneHne Ha 3anagHusl CBAT € XOMO3UTOTHO 10 BapuaHTa u 10 42%
OT HACEJICHHETO € XeTepo3uroTHo. 3a mepuox ot S5 romuHu (2016-2020r.), B
racTpoeHTeposiornynute kamHukd Ha YMBAJIL ,,CB. Mapuna”, npu 35 nanueHTa € JoKa3aH
cuHIpomMbT Ha Gilbert upe3 MoneKynsIpHO-TeHETHYEH aHannu3. MeTaboJIMTHOTO HAapyIICHUE €
M3KJTIOYUTETHO YeCTa MPUYMHA 32 HEKOHIOTHpaHA XHUIEPOWIUPYOHMHEMHSI, KOSITO JIECHO Ce
auarHoctunupa. [lpm KIMHMYHO MHCIEHE 3a HEro, MoraT Ja ce HW30erHar M3JIMILHU
M3CcleIBaHMs Ha NalleHTa U CeMEUCTBOTO, MOTaT J]a € OTKPUAT HOCUTEIUTE B CEMEMCTBOTO U
7la ce MPEJIOTBPATH U3sABaTa Ha (hapMaKOTeHEeTUIHHS ASPEKT MPH JICUCHNUE HA COJUIHA TYMOPH
C UpHUHOTEKaH (MEIMKaMEHT H3IMOJI3BaH B JICUCHHETO HAa paka Ha Jae0eloTO 4YepBO M
IpeOHOKJIETHYHUS paK Ha Oenus Apol).

KuarouoBu xymu: cuaapom Ha Gilbert, reHeTHYEH aHaU3, J1e11a, Bb3PAaCTHU
Abstract: There is a group of hepatocellular jaundice in which the impaired metabolism

of bilirubin in the liver is presented in a "pure" form, ie. there are no significant morphological



changes in the parenchyma and the architecture of the organ. They could be called primary
metabolic jaundices with main representatives - Gilbert's syndrome, Dubin-Johnson syndrome,
Rotor syndrome. Gilbert's syndrome is the most common inherited disorder of bilirubin
metabolism, leading to decreased bilirubin glucuronidation. Augustin Nicolas Gilbert first
described the condition in 1901. It is a benign disease characterized by recurrent episodes of
jaundice. Patients are asymptomatic, except for the detection of jaundice. Very rarely there is a
significant clinical picture - it is mainly observed in newborns; no treatment is needed. The
disorder is due to a change in the enzyme uridine 5'-diphosphoglucuronosyltransferase, with
the most common genotype among Europeans being a homozygous variant of the dinucleotide
repeat TA in the TATAA sequence in the promoter region of the gene. The additional two bases
reduce the affinity of the TATAA region for the binding protein, leading to reduced gene
expression. The patients exhibit this syndrome mainly in a homozygous state according to this
variant, ie the inheritance is autosomal recessive. It is estimated that 9% to 10% of the total
population of the Western world is homozygous, and up to 42% of the population is
heterozygous. For a period of 5 years (2016-2020), in the gastroenterological clinics of the
University Hospital "St. Marina”, Gilbert's syndrome was proved in 35 patients by molecular
genetic analysis. This metabolic disorder is an extremely common cause of unconjugated
hyperbilirubinemia that is easily diagnosed. With clinical thinking about it, unnecessary
examinations of the patient and the family can be avoided, carriers can be found in the family
and the manifestation of the pharmacogenetic defect in the treatment of solid tumors with
irinotecan (medication used to treat colon cancer, and small cell lung cancer) can be prevented.
Key words: Gilbert syndrome, genetic analysis, children, adults
11. (21) A Atanassova , A C Georgieva. The expression of some circulating micro RNAs and
serum Vitamin D levels in IBD patients, Journal of Crohn's and Colitis, Volume 16, Issue
Supplement 1, January 2022, Page 1181, https://doi.org/10.1093/ecco-jcc/jjab232.208(IF
8.0), (Web of Science)

Background: Serum miRNAs are secreted during the inflammation in the gastrointestinal tract and

therefore could affect the regulatory functions of vitamin D and its signal pathways negative feedback
1,2,3.Additional tests are therefore needed to discover the correlation between the levels of vitamin D
and the circulating miRNAs in patients with IBD. Methods: The aim of this study is to assess the
correlation between the serum levels of vitamin D and the expression of some miRNAs (Hs miR-28 1,
Hs miR-29¢ 1, Hs miR-96 1, Hs miR-191 1, Hs miR-451 1, Hs miR-142-5p 1, Hs miR-199a 1,
Hs miR-363 1,Ce miR39 1, Hs miR-144 4, Hs miR-142-3p 2, Hs miR-155 2, Hs miR-16 2,
Hs RNU6-2 11, Hs_ miR-1228-2p 1) in a total of 50 patients with IBD: 27 with CD and 23 with UC.
Serum levels of 25(OH)D were measured and correlated with serum CRP, FCP, IBD activity and the


https://doi.org/10.1093/ecco-jcc/jjab232.208

expression of different miRNAs. Correlation of levels of miRNAs with some clinical factors as
25(0OH)D deficiency, treatment with corticosteroids or anti-TNF antibodies was also done. Results:
There is a significant difference (p=0.007) between the serum Vitamin D levels in patients with active
disease (39.83 nmol/L + 15.32 nmol/L) and those in remission (54.19 nmol/L + 18.54 nmol/L). IBD
activity is a risk factor for a decrease in the serum Vitamin D levels (OR=5.77 (1.552-21.503; p<0.01).
We found a weak inverse proportional correlation between levels of CRP and Vitamin D (r=-
0.114;p<0.05). The correlative analysis found an inverse proportional weak to moderate correlation
between the levels of FCP and Vitamin D (r=-0.259; p<0.01). The expression of miRNA-28 1 and
miRNA-1228-3p 1 is increased in patients who normalized their Vitamin D levels. All others miRNAs
have a higher expression in Vitamin D (25(OH)D) deficiency. In Vitamin D (25(OH)D) deficit, the
expression levels of all tested miRNAs were elevated if the patients received treatment with
corticosteroids or monoclonal anti-TNF antibodies. Conclusion: There is a correlation between the
serum expression of different miRNAs and the Vitamin D levels in patients with IBD. Prospective cohort
trials may identify the precise role of vitamin D as immune regulator as well as its relation to the
expression of some miRNAs, participating in the processes of the pathogenesis, the optimization of the
treatment and monitoring of the effect of different therapeutic regimens as a part of the personalized

management.

A. ArtanacoBa, 1-p A.Y. I'eoprueBa. Excnipecusita Ha HIKOW IUpKyaupamu Mukpo-PHK-u
cepyMHM HUBa Ha BUTaMHH D npu namuentu ¢ IBD. Meauunnckn yHuBepcurer- Bapna- bwirapus,
YMBAJI CB. Mapuna-Knunuka o ractpoenreponorus, Bapaa, bearapus
[Ipenucropus: Cepymunte miPHK ce cekperupar nmo Bpeme Ha Bb3NaJCHUETO B CTOMAIIHO-UYPEBHUS
TPaKT U CJEJOBATEIHO MOTAT Ja MOBJIHSAT HAa PETYNATOPHUTE (PYHKIWW HAa BUTAMUH D u HeroBwte
CUTHAJIHM IBTHUILA [TOCPEICTBOM OTpHLIATeNIHa oOpaTHa Bpb3Ka 1,2,3. CienoBaTesHO ca HEOOXOAUMHU
JOITBTHUTETHA TECTOBE, 33 Ja C€ OTKPHE BPb3KaTa MEXIy HWBaTa Ha BUTAMHH D W IUPKyIHpaIInTe
miRNA npu nammentu ¢ IBD. Meronu: llenta Ha ToBa u3cienBaHe € J1a CE OIICHU BPb3KaTa MEXIY
cepyMHHUTe HuBa Ha BuTaMUH D n excnpecusta Ha Hikon miPHK (Hs miR-28 1, Hs miR- 29¢ 1,
Hs miR-96 1, Hs miR-191 1, Hs miR-451 1, Hs miR-142-5p 1, Hs miR-199a 1, Hs miR-363 1,
Ce miR39 1, Hs miR-144 4, Hs miR-142-3p 2, Hs miR-155 2, Hs miR-16 2, Hs RNU6-2 11,
Hs miR-1228-2p 1) mpu 06mo 50 manmentu ¢ IBD: 27 ¢ CD u 23 ¢ UC. CepymunTte HuBa Ha 25(OH)D
0s1xa m3MepeHu u kopenupanu cbe cepymuuss CRP, FCP, IBD akTHBHOCT U €KCIIpECHsITa Ha pa3InNIHU
miPHK. HampaBena e cpmio xopenarus Ha HuBata Ha MiPHK ¢ Haxom knmwHWYHU (pakTOpW KaTto
nedhunutr Ha 25(OH)D, neuenme ¢ xoprmkoctepounn wiu aHTH-TNF amturena. Pesymratu: Mma
3HaunMa pasznuka (p=0,007) Mexmy cepyMHHUTE HHMBAa HAa BUTaMUH D TpW TAIMEHTH C aKTHBHO
3abomsaBane (39,83 nmol/L + 15,32 nmol/L) u te3u B pemucus (54,19 nmol/L £+ 18,54 nmol/L).
AxTuBHOCTTa Ha IBD € prckoB dakTop 3a HamaisBaHe Ha CEpyMHHTE HUBA Ha BuTamMuH D (OR=5,77

(1,552-21,503; p<0,01).



Ycranosuxme ciaba oOpaTHOMPONOPITHOHAIHA Kopemarus Mexxmy HuBara Ha CRP u Buramua D (r=-
0,114; p<0,05). KopenaunoHHUAT aHaIU3 YCTaHOBH OOpaTHO NMPONOPLMOHANHA ciiaba A0 ymepeHa
kopenarus Mexy Huata Ha FCP u sutamun D (1=-0,259; p<0,01). Excripecusita Ha miRNA-28 1 u
miRNA-1228-3p 1 ce moBumaBa Npu MalMEHTH, KOUTO ca HOPMAaJM3Upald HUBAaTa Ha BUTaMUH D.
Benuku apyru miPHK mmar no-sucoka excnpecust npu geguuut Ha ButamuH D (25(OH)D). Ilpu
nedurut Ha ButamuH D (25(0OH)D), HuBaTta Ha excripecus Ha Bcuuku TectBann miPHK ca mosutienwy,
aKo MAIMEHTHUTE ca IMOJyYUIIH JICYEHUE C KOPTUKOCTEPOUIN MK MOHOKIOHamHU aHTH- T NF anTHTena.
3axmovenne: Mma kopenauusi Mexnay cepyMmHaTa excnpecus Ha pasnnyad miPHK u HuBata Ha
ButamuH D npu nanuentu ¢ IBD. IIpocniekTHBHUTE KOXOPTHU MPOYYBAHHUS MOTAT Ja HACHTU(PHUIUPAT
TOYHATa POJIA Ha BUTAaMUH D KaTo MMyHEH perynatrop, KakTo M Bpb3KaTa My C €KCIIPECHsITa Ha HAKOH
miPHK, yuactBamiu B nporiecute Ha naToreHe3ara, ONTUMU3UPAHETO Ha JICYEHUETO U IIPOCIIEISIBAHETO

Ha ed)eKTa OT pa3INdHU TepaleBTHYHN PEXXIMH KaTO YacT OT MEPCOHAIM3UPAHOTO yIIpaBICHHUE.

12.(22) A Atanassova, A Georgieva. Circulating microRNA-16 in Inflammatory Bowel
Disease Patients- Patential Biomarker to Assess Inflammation. JOURNAL OF CROHNS & COLITIS,
2023, vol 17, issue suppll, February 2023, i263-264, (IF 8.0), (Web of Science)

Abstract: Background.miR-16 is important for the inflammatory processes and the signal
pathways that participate in the immune system regulation. As there is an immune mucosal
inflammation in IBD, miR-16 could also serve as a potential biomarker to assess inflammation.
Methods.The study aims to assess the expression of serum miR-16 in IBD patients and to
correlate its expression with clinical parameters such as disease extent, activity and severity. 35
patients with UC and 35 patients with CD were included in the study. Serum miR-16 expression
was assessed with reverse transcriptase quantitative real time PCR (RT-qPCR), and was then
correlated with the miR-16 levels in a group of 30 healthy subjects. Results: miR-16 expression
is increased in patients with CD, localized in the small intestine (3.54+2.33) and in pancolitis
E3 of UC (2.01£1.54). There is a significant difference in miR-16 expression in inflammatory
(B1), stenotic (B2) and penetrating (B3) form of CD (p=0.010) with higher expression levels
in the more severe B2 and B3 forms. There is no significant difference in miR-16 expression
according to the forms of evolution in patients with UC. In patients with CD, there is a moderate
direct correlation between the expression of miR-16 and the Crohn’s disease activity index
CDALI (1=0.424; p=0.015). miR-16 expression levels increase progressively in correlation with
the activity of CD. Patients with moderate activity of their CD have significantly higher miR-
16 expression (4.27+3.00) as compared to patients with mild activity (2.38+1.06) or in
remission (2.41+1.23) of the disease (p=0.048). The increased expression levels of miR-16 are
a risk factor for CDAI > 150 levels (OR=4.80 (0.506-45.495); p=0.015). In patients with UC,



there is no correlation between the miR-16 expression levels and the severity (S) index,
measured as per the Montreal classification or the endoscopic activity, measured as per the
Partial Mayo score. In patients with severe disease, measured by both S index (1.38+0.89) and
Partial Mayo score (1.80£1.12), there is a decrease in miR-16, close to normal controls. MiR-
16 expression levels do not correlate with any treatment that was given in patients with either
CD or UC. Conclusion:The increased miR-16 serum expression corelates with the localization
of CD in the small intestine and the stenotic and penetrating form of the disease. Increased miR-
16 levels are also found in extensive UC. In patients with CD there is a positive correlation

between the expression of miR-16 and the activity of the disease as measured by the CDAL

Pe3tome: Ilpeauctopus. miR-16 e BaxkeH 3a BB3NAIUTEIHUTE MPOLECH W CUTHATHHUTE
IBTHINA, KOUTO y4acTBaT B peryiauuara Ha UMyHHara cucreMa. ['bi KaTo MMa UMYHHO
BB3naiecHue Myko3ata rnpu IBD, miR-16 Moxe cbI1o 1a ciyku KaTo MOoTeHIHAICeH OMoMapKep
3a OLIEHKAa Ha Bb3najeHueto. Meroau. M3cineaBaHeTo uma 3a L€ /1a OLIEHU EKCIIpecHsTa Ha
cepymHusi miR-16 mpu nmauuentu ¢ IBD u na chnoctaBu HeiHaTa eKcrpecusi ¢ KIMHUYHU
napaMeTpH KaTo CTENeH Ha 3a00JIsIBaHeTO, aKTUBHOCT U TeKecT. B mpoyuBaHeTo ca BKIIIOUEHU
35 marmmentu ¢ YK u 35 nanuentu ¢ BK. Cepymuara excnpecus Ha miR-16 Gemie oreHeHa ¢
obpatHa konmyecTtBeHa TpaHckpunraza PCR B peanno Bpeme (RT-qPCR) u cnen Tosa Gerre
KopenupaHa ¢ HuBaTa Ha miR-16 B rpyna ot 30 3apaBu cyOekra. Pesynraru: ekcripecusita Ha
miR-16 e moBumena npu nanuentu ¢ bK, nokamu3upan B ThHKHTE yepBa (3.54+2.33) u npu
nankomuT E3 Ha YK (2.01£1.54). ima 3HaunTenHa pasznuka B ekcnpecusTa Ha miR-16 npu
Be3manutenna (B1), crenornuna (B2) u nenerpupama (B3) dopma va BK (p=0,010) ¢ mo-
BHCOKHM HUBA Ha eKcHpecus mpu no-rexkure ¢popmu B2 u B3. Hama 3naunTenHa pasiuka B
excripecusaTa Ha miR-16 cnopen hopmute Ha eBosmtorus npu nanuentu ¢ YK. Ilpu manuenTn
¢ BK nma ymepena nipsika kopemaius Mexay eKcrpecusaTa Ha miR-16 u uHaeKca Ha aKTUBHOCT
Ha Oonecrra Ha Crohn CDAI (1=0,424; p=0,015). HuBara na excnpecust Ha miR-16 nHapacTtBar
IIPOrPECUBHO B 3aBUCUMOCT OT akTUBHOCTTa Ha BK. Ilannenture ¢ ymepena akrusHocT Ha BK
MMaT 3HAYUTEIIHO MO-BUCOKA ekcmpecus Ha miR-16 (4,274+3,00) B cpaBHEHHE C TAIMEHTH C
neka aktuBHOCT (2,38+1,06) mmu B pemmcus (2,41£1,23) wa 3abonsBanero (p=0,048).
[ToBumenure HUBa Ha ekcrpecus Ha miR-16 ca puckoB ¢akrop 3a HuBa Ha CDAI > 150
(OR=4,80 (0,506-45,495); p=0,015). ITpn nanmentu ¢ YK HsiMa kopenaiust Mex1y HUBaTa Ha
excripecuss Ha miR-16 m wuHmekca Ha Texect (S), u3MepeH cbriaacHo MoHpeayickaTa
KJIacu(uKalysg UM €HIOCKOICKaTa aKTHUBHOCT, U3MEpEHa CIOpe]l YacTUYHUS pe3yiTaT Ha

Mayo. [Ipu nanueHTH ¢ TeXKO 3abonsaBane, U3MepeHo kKakto ype3 S uHuekc (1,38+0,89), raka



U 4ype3 yacTudeH ckop Ha Mayo (1,80+1,12), mma namanenue Ha miR-16, Omu3ko 10
HOopManTHUTE KoHTposu. HuBara Ha excnipecust Ha MiR-16 He KopenupaT ¢ HUKaKBO JIeYEHUE,
npwiarado npu nauueHty ¢ bK nnmn VK. 3akmrouenue: [loBumenara cepymHa ekcripecus: Ha
miR-16 kopemupa ¢ nokanuzarusata Ha BK B ThHKHTE YepBa ¥ CTEHOTHYHATA M TIEHETPHUPAIIA
dhopma Ha 3aboasBaneTo. [loBumenn HuBa Ha MiR-16 ChIIO ce OTKpUBAT IpH eKCTeH3UBEH Y K.
IMpu mamumentn ¢ BK uma momokurtenHa kopenanus MexXIy ekcrnpecusta Ha miR-16 u

aKTUBHOCTTA Ha 3a0oisBaHeTo, u3mepeHa ot CDAL

13. (23)E Panayotova , A Atanassova, P116 RIPK3 - a new marker for assessment of
ulcerative colitis severity, Journal of Crohn's and Colitis, Volume 17, Issue
Supplement 1, February 2023, Page 1282, https://doi.org/10.1093/ecco-
jcc/1jac190.0246 (IF 8.0), (Web of Science)

Abstract Background.Necroptosis is a novel form of regulated necrotic cell death that is
dependent on Receptor interacting protein kinase-3 (RIPK3). It leads to cell lysis and directly
triggers inflammation. Several clinical and preclinical studies have implicated necroptosis in
the etiopathogenesis of inflammatory bowel disease. Methods:The aim of the study was to
evaluate the expression of RIPK3 according to the activity and severity of ulcerative colitis
(UC). Tissue expression of RIPK3 was determined immunohistochemically in intestinal
biopsies from 85 patients with ulcerative colitis. To evaluate the severity and activity of UC
were used the Montreal classification for disease severity (S), full Mayo score (MS) and Mayo
endoscopic score (MES). Results:A moderate direct correlation was found between disease
severity and RIPK3 expression (r=0.354; p=0.001), with severe disease (S3) being
characterized by overexpression of the marker (199.67). A moderate right-proportional
relationship was also found in the analysis of RIPK3 expression and UC activity, measured by
the full Mayo score (r=0.481; p<0.001). RIPK3 expression increased with increasing disease
activity (p<0.001), and patients with severe disease activity (MS =11-12) had overexpression
of the marker (211.71). A moderate correlation between RIPK3 expression and the degree of
endoscopic activity was also found (r=0.363; p=0.001), with patients with severe endoscopic
activity (MES=3) having high expression of the marker (198.27). Conclusion: High expression
of RIPK3 in UC patients was associated with severe disease activity assessed by the Montreal
classification and full Mayo score and marked endoscopic activity.

Pe3tome: IIpenucropus. Hekpornroszara e HoBa (hopma Ha peryinupaHa HEKpOTHYHA KJIEThUHa
CMBPT, KOSITO 3aBUCH OT MPOTEHH KWHa3a-3, B3aumoeicrrama ¢ perentopa (RIPK3). Tosa

BOAW OO0 KJICTBYCH JIM3UC U OUPCKTHO NPCAU3BUKBA BbH3NAJICHHUC. Hsaxonko KIMHWUYHU U


https://doi.org/10.1093/ecco-jcc/jjac190.0246
https://doi.org/10.1093/ecco-jcc/jjac190.0246

NPEIKJIMHUYHU MPOYYBAHUS BKIIOUBAT HEKPONTO3aTa B €TUONATOT€HE3aTa Ha Bh3MAJIMTETHOTO
3abonsBane Ha uepBara. Meroau: llenTta Ha M3cneABaHETO € Ja C€ OIEHU EKCIpecusiTa Ha
RIPK3 cnopen aktuBHOCTTa M TexecTTa Ha ynuepo3Hus koiuT (UC). TekaHHaTa excrpecus
Ha RIPK3 ce onpenenss HIMyHOXHUCTOXUMHYHO B YpEBHU OMOTICHU OT 85 MAIIUEHTH C YJIIEPO3eH
KOJIUT. 3a OIEHKa Ha Texkecrra W akTuBHOcTTa Ha UC ca usnon3BaHu MoHpeaiickara
KIacuUKaIus 3a TEKECT Ha 3a0oisaBaneTo (S), mbiieH Mayo ckop (MS) u Mayo eH1ocKoncKu
ckop (MES). Pesynraru: YcraHoBeHa € yMepeHa AMPEKTHA KOpeJalus MEX1y TEKeCTTa Ha
3abomnsBaneTo u ekcripecusata Ha RIPK3 (1=0,354; p=0,001), karo TexxkoTto 3adomsBane (S3) ce
XapakTepu3npa cbC CBpbXEKcIpecus Ha Mapkepa (199,67). YMmepena nmpaBonponopiroHaiHa
Koperanus Chlo Oemie OTKpHUTa Mpu aHainu3a Ha excnpecusTa Ha RIPK3 u akTuBHOCTTA Ha
UC, u3mepena upe3 pesynrara Ha o0mus Mayo (r=0,481; p<0,001). Excripecusta na RIPK3
HapacTBa C yBeJIWYaBaHE HAa aKTUBHOCTTA Ha 3abomsBaneTo (p<0,001), a manmmeHTH C TEXKa
akTUBHOCT Ha 3abonsBanero (MS =11-12) umar cBpbxekcmnpecus Ha Mmapkepa (211,71).
VYcTaHOBEHa € ChIIO yMmepeHa Kopenanus Mexnay ekcrpecusra Ha RIPK3 wu cremenrta Ha
engockorcka aktuBHoCT (1=0,363; p=0,001), kaTo manueHTH ¢ TeXKKa €HTOCKOICKa aKTUBHOCT
(MES=3) umat Bucoka ekcnpecust Ha mapkepa (198,27). 3akmouenne: Bucokara ekcrpecus
Ha RIPK3 npu nanuentu ¢ UC e cBbp3aHa ¢ TEKKa aKTUBHOCT Ha 3a00JIIBAaHETO, OIEHEHA OT
Momnpeanckara kinacupukanus U pesyirara Ha oOmus Mayo u momuepraHa €HJIOCKOICKa
aKTUBHOCT.

14.(24) E Panayotova , A Atanassova, P043 RIPK3 — a new marker for assessment of activity in
Crohn'’s disease, Journal of Crohn's and Colitis, Volume 18, Issue Supplement 1, January 2024, Page
i301,https://www.eccoibd.eu/images/6 Publication/6 4 Congress_abstract search/abstracts20
24/MASTER_ECCO24 Abstract Book.pdf; (Web of Science)

Abstract:Background: RIPK3 (Receptor Interacting Protein Kinase-3) is a key molecule involved in the
process of necroptosis. Necroptosis is a regulated form of cell death that involves the activation of
specific signaling pathways leading to cell lysis. The released endogenous molecules - DAMPs (Danger
Associated Molecular Patterns) activate the immune system and lead to inflammation. This relationship
suggests a role for necroptosis in the pathogenesis of IBD (Inflammatory Bowel Disease). Methods: The
aim of the study was to evaluate RIPK3 expression in patients with Crohn's disease (CD) according to
disease activity and some clinical parameters. Tissue expression of RIPK3 in the inflamed areas of 85
patients with Crohn's disease was determined immunohistochemically. The CDAI (Crohn’s Disease
Activity Index) was used to assess activity, and the Montreal Classification to determine disease location
and bahavior. Results: A correlation was found between RIPK3 expression and CDAI (p=0.038), with
patients in remission having the lowest expression (154.67), while patients with severe activity had

overexpression of the marker (180.0) (Fig.1). According to the localization of CD, a significant



difference was found in the expression of RIPK3 (p<0.05), with the highest expression of the marker in
the ileum (L1) and colon (L2) with involvement of the upper GIT (L4) — L1+L4 (225.50) and L2 + L4
(218.00). Isolated involvement of terminal ileum (L1) was characterized by the lowest expression of the
marker, while patients with colonic localization (L2) had high expression of RIPK3 (184.87). Regarding
disease behavior, it was found that the highest expression of the marker is in the patients with phenotype
B2+B3 — both stricturing and penetrating disease, followed by inflammatory disease (B1) (Fig.2).
Perianal disease further increased RIPK3 expression, with patients with concurrent perianal disease
showing high expression of the marker (181.85 vs. 167.86 for those without perianal disease; p<0.05).
Conclusion: High RIPK3 expression in CD patients correlated with severe disease activity as measured
by CDALI, involvement of upper GIT - L1+L4 and L2+L4, stricturing with penetrating disease - B2+B3
and concurrent perianal disease.

Keywords: RIPK3, Crohn's disease, CDAI, necroptosis.

Pestome: Breenenune: RIPK3 (receptor interacting protein kinase-3) e kr040Ba MOJIEKyJia, ydacTBaIla
B IIpoleca Ha HekponTo3a. Hekponro3aTa e perynupana ¢opma Ha KJI€ThYHA CMBPT, KOATO BKITIOYBA
aKTHBUPAHETO HA CHEUU(UYHN CUTHATHM IBTHINA, BOACIIM A0 KiIeThbueH jm3uc. OcBoOomeHuTe
eHjoreHHu Mojekyau - DAMPs (danger associated molecular patterns) akTHBHpaT HMyHHaATa CHCTEMa
W BOJIAT JIO Bb3maneHue. Ta3u Bph3Ka Mpernosiara pojisita Ha HEKponTo3ara B maroreHe3ara Ha BU3.
Meroau: llenTta Ha n3cmeaBaHeTo € Aa ce omneHu ekcnpecusara Ha RIPK3 mpu manmentn ¢ 6oiecT Ha
Kpor (BK) cnopen AaKTUBHOCTTAa Ha 3a00JIIBAaHETO W HIKOW KIMHUYHUA IApaMeTpH.
VIMyHOXHCTOXMMHYHO CE OTpeaein ThkaHHaTa ekcipecust Ha RIPK3 BBB Bh3naieHUTe y4acThluu Npu
85 mauuentu ¢ bonect Ha Kpon. 3a omeHka Ha aKTUBHOCTTa € M3IMOJI3BaH MHAEKCA 32 aKTUBHOCT Ha
6onectra mpu BK (CDAI- Crohn’s disease activity index), a Monpeanckara kinacuukamus 3a
ompeleNnsHe Ha JIOKAIM3alUsITa U MPOTHYaHeTo. Pesynratu: YcTaHOBH ce NMpaBONPONOPLHOHATHA
3aBUCUMOCT Mexay excnpecusara Ha RIPK3 u 6onectnara aktusHoct npu BK (CDAI) (p=0.038), xato
MAIUeHTHTE B PEMHCHS UMaT Hail-HuCKa ekcripecus (154.67), 10KaTo ManueHTUTe ¢ TEKKA aKTHBHOCT
nMaT cBpbxekcrpecus Ha mapkepa (180.0) (Pwur. 1).Crnopen nokamuzanusita npu bK ce ycranosu
chIecTBeHa pa3nuka B excrpecusta Ha RIPK3 (p<0.05), karo Hail-BHCOKa eKCTIpecHs Ha MapKepa nMa
B mneyM (L1) u xomon (L2) nmpu excTeH3nBeH 00XBaT Ha 3a00JIIBaHETO ChC 3acaraHe u Ha ropeH [ UT
(L4) — L1+L4 (225.50) u L2 + L4 (218.00). 3acsranero camo Ha TepmuHaineH uieym (L1) ce
XapaxkTepHu3npa ¢ Hali-HUCKa eKCIpecHs Ha MapKepa, JOKATo MalueHTUTe ¢ KoJoHa Jokanmu3anus (L2)
umar Bucoka excrpecusi Ha RIPK3 (184.87). [To oTHomenue Ha ¢popmaTa Ha MPOTHYAHE CE YCTAHOBH,
Yye Hal-BHCOKa SKCIIPECHs Ha Mapkepa MMa mpu nainueHture ¢ penorun B2+B3 - crpukrypuparia ¢
¢ductyausupaiia Gopma, cieasaHa oT b3nanuTenHaTa Gopma (B1) (dur. 2). [lepuanannata 6omect
TOTBIIHATETHO BOAM J0 ToBHIIaBaHe Ha ekcrpecusita Ha RIPK3, kato mpu manmenture ¢ BK, kouto
uMar IpuapyXkapalla nepuaHaiHa 0osectT ce HaOJIroaBa BUCOKA EKCIpecHs Ha Mapkepa (ChbOTBETHO
181.85 xbM 167.86 3a Te3u Oe3 nepuananna cosect; p<0.05). 3akmoueHue: Bucokara ekcrpecus Ha

RIPK3 mpu nmammentute ¢ BK xopenmpa ¢ Texka akTMBHOCT Ha 3abonsBaHeTo uaMepena upe3 CDAL



EKCTEH3MBEH 00XBaT Ha 3a0ojsBaHeTo - L1+L4 u L2+L4, crpukrypupaiia ¢ ¢pucTyiausupaiia popma
Ha 3a001sBaHeTo - B2+B3 u chbTcTBAIIA NIepraHaiHa O0JIECT.

KarouoBu nymu: RIPK3, 6onect Ha Kpon, CDAI, HekpomnTo3a.

I'8. IlyOnukammu u 10KIaIu, MyOJIMKyBaHU B HepeepupaHu CIUCAHUS ¢ HAYYHO pEeIeH3UpaHe
WM MyOJUKYBaHU B PeaKTUPAHH KOJIEKTUBHU TOMOBE
25.A AranacoBa, M I'eoprueBa. HeankoxomHa macTHa uepHOIpoOHa OoJecT.
N3Bectuss Ha Cwbro3a Ha ydenute-Bapna, Cepus Meaununa u exonorus, 2016;
2(1):3-9. ISSN: 1310-6031
Pe3rome: Heankoxonnara mactHa uepHonpoOHa Oonect (HAMYDB) e xpoHHYHO
BB3MAINUTEIHO 3200JIIBaHE, YMETO PAa3BUTHE NMPEMHHABA NPE3 Pa3IMYHH €Talu: OT MPOCTa
cTeaTto3a TIpe3 CTeaTOXeMaTUT, IMpo3a, ¢GuOpo3a W A0 XemarolenyJapeH KapIHHOM.
Pasnpoctpanennero Ha HAMYbB ne e nobGpe u3BectHo. HAMYUDB ce cBBp3Ba ¢ MHOrO
€THOJIOTUYHU (PAKTOPH, Hal-4eCTUTE OT KOUTO Ca 3aTIBCTSBAaHE, 3aXapeH AuaderT Tl 2 U
mucnunuaemMust. Tesn BcHukd MpoOIeMy MMaT HapacTBaIllo 3HAUYSHHE B pa3BUTOTO OOIIECTBO,
MOpajid TAXHOTO Pa3MpPOCTPaHEHUE HE CaMO Cpell BBh3PACTHUTE, HO W NpU Jenara. TOYHUST
narorenetnueH MexaHn3bM Ha HAMUYDB He e HambiaHO ompeneneH, HO € CBBpP3aH C
TEHEPUPAHETO M TOJIbPKAHETO Ha aroNTo3aTa Ha XeHmaToluTUTe. ThpCAT ce HEMHBA3HBHU
METOAM, KOWTO J1a 3aMCHAT WHBA3WBHHUTE, KOWTO CE€ra CE CYMTAT 3a ,,371aTeH CTaHIapT .
OreHkara Ha MHAYIMpaHAaTa KIEThYHA CMBPT HA XEMATOLUTHTE B X0/1a Ha MPOTPECHUITA € HOB
HEMHBA3UBEH MOJIX0, KOMTO ce U3I10I3Ba U M0-YECTO.
Abstract: The nonalcoholic fatty liver disease (NAFLD) is a chronic inflammatory disease
whose evolution goes through different stages: from simple steatosis through steatohepatitis,
cirrhosis, fibrosis and to hepatocellular carcinoma. The prevalence of NAFLD is not well
known. NAFLD is associated with many etiological factors, the most common of which are
obesity, type 2 diabetes mellitus and dyslipidemia. These are all problems with increasing
significance in the developed society, due to their spread, not only among adults, but in children
as well. The exact pathogenetic mechanism of NAFLD is not fully determined, but it is
connected to the generation and maintenance of the apoptosis of hepatocytes. Non-invasive
methods are being sought to substitute to invasive ones that are now considered the “gold
standard”. The evaluationof the induced cell death of hepatocytes in the course of the

progression is a new noninvasive approach that is being used and more often.



26. AtanacoBa A., A. ['eoprueBa. OrieHKa Ka4eCTBOTO Ha KUBOT MPHU MAIUEHTH C
XPOHUYHU BB3MATUTETHH 3a00JIIBaHUS Ha 4YepBara B €AWH KIWHUYCH ICHTHP
nocpeacTsoM BblpocHuka Inflammatory Bowel Disease Questinnaire (IBDQ).
N3Bectus Ha Cpro3a Ha yuenute-Bapna, Cepust Menuuuna u exonorus, ISSN

1310 -6031, 2017/2, Tom 22, 5-9

Atanassova A., A. Georgieva. Assessing Health-Related Quality of Life in Patients with
Inflammatory Bowel Disease in One Clinical Center, using Inflammatory Bowel Disease
Questionnaire (IBDQ)

Abstract: Assessing health-related quality of life is an important step when understanding the disease
of the patients. The most widely used assessment tool is the questionnaire for quality of life in patients
with inflammatory bowel disease (IBD) (IBDQ 32). The purpose of this study is to evaluate the quality
of life in 124 patients with IBD in one clinical center. Material and methods: 74 patients with ulcerative
colitis (UC) and 50 with Chron’s disease (CD) participated in the study. To assess their quality of life
we used IBDQ, which contains 32 questions that evaluate the emotional aspects, the disease, the social
aspects of life and systemic symptoms. Descriptive analysis, comparative analysis and IBM SPSS v. 20
were used. Results: The overall quality of life is 151, 34 (52 — 222). There is no significant difference
between patients with UC and those CD. The assessment of quality of life in terms of the extension of
the disease showed a trend towards deterioration in quality. There was a significant difference in the
overall score and in the social aspects. The patients with newly diagnosed IBD have an IBDQ of 146.40
+45.22. The results from the analysis show that the significant difference in the quality of life is proven
when it comes to activity of the disease; patents in remission have the best quality of life and those with
severe disease — the worst. Conclusion: The QL evaluation, made using the IBDQ, did not detect a
significant difference in the QL for UC and CD patients. The duration and activity of the disease have
the greatest impact on the QL.

Key words: IBDQ, IBD, severity of the disease, duration, UC, CD

Pe3rome: OrnieHkaTa Ha CBP3aHOTO ChC 3/IPABETO KAYECTBO HA JKUBOT € BayKHA CTHITKA ITPH pa30UPaHETO
Ha 3a00JI1BaHETO Ha ManueHTuTe. Hall-mmpoko M3MoJ3BaHUsAT HHCTPYMEHT 32 OIICHKA € BBIIPOCHUKBT
3a Ka4eCTBO Ha XHUBOT MPHU MAIUCHTH C Bh3MAIUTEIHU 3a0oisBanus Ha uepBara (IBD) (IBDQ- 32).
HenTa Ha TOBa mpoy4yBaHE € Ja CE OLEHM KAa4ecTBOTO Ha XWUBOT mpu 124 mamuentu ¢ IBD B enun
KIMHWYEH LEeHTHp. Martepuan u metoau: B m3cnenBaHeTo ca ydacTBaau 74 MalUeHTH C YILEPO3eH
kout (YK) u 50 ¢ 6onect Ha Chron (BK). 3a na orieHrM ka4ecTBOTO UM Ha )HUBOT, u3noiisBaxme IBDQ,
KOUTO chabpka 32 BBOpPOCA, KOUTO OICHSBAT €MOLMOHATHHUTE aCMEKTH, Ha OOJecTTa, COUUATHUTE
aCIeKTH Ha JKMBOTAa M CHCTEMHHUTE CHUMOTOMH. V3MON3BaHM ca JECKPUIITHBEH aHAIU3, CPAaBHHUTEIICH
anamu3 u IBM SPSS v. 20. Pesynraru: O6moto kadectBo Ha >kuBoT € 151, 34 (52 — 222). Hama

SHAYUTCIIHA pa3InKa MCXKIY MNallUCHTUTC C VK u 1e3u ¢ BK. OHGHKaTa Ha Ka4€CTBOTO HaA >XHBOT IIO



OTHOLICHUE Ha 00XBaTa Ha 3a00JIsIBAaHETO IIOKA3Ba TCHJICHIIMS KbM BJIOIIaBaHE HA KauecTBOTO. Mmaiue
3HAUMTENIHA pasziuKa B OOMHKS pe3ylaTraT W B COUUAJHUTE aclekTd. [lanueHTture ¢
HoBoauarnoctuimpana IBD umar IBDQ 146,40 £ 45,22, Pesynrarure OT aHaiu3a MOKa3BaT, ye €
JI0Ka3aHa 3HAYMTEJIHATa pa3iMKa B KayecTBOTO HA JKMBOT IO OTHOIIEHHWE HAa AaKTHBHOCTTa Ha
3a00JIsIBAHETO; MAIIMEHTHUTE B PEMHCHS UMAT Hail-100pOo KauecTBO Ha KHUBOT, & TE3H C TEKKO 3200 IsIBaHE
— Hal-nowo. 3akmoyeHne: Ouenkara Ha KOK, Hanpasena ¢ nomomra Ha IBDQ, He oTkpHBa 3HaUMTENHA
pazmuka B KUK mexny mnammentn ¢ YK u BK. Haii-romsamo BnusHue Bbpxy KIK oxassar
MPOABIDKUTEIHOCTTA U aKTUBHOCTTA Ha 3a00JIsIBAaHETO.

KarouoBu nymu: IBDQ, IBD, Texxect Ha 3abonsBaneTo, npoabmkutenHoct, YK, BK

27. M. TI'eoprueBa, Kp. Konesa, H. Pamesa, A. AtanacoBa, [[. bimsnakosa. bropeuno
3acsAraHe TpW Jela, IOHOIIM M Miagu xopa ¢ Ooject Ha YwichH. Ilpakrmuecka
neauarpust, ISSN 1311-07556, 2017/4/3,16-18

Pe3iome: bonecrra Ha YuiceH (BY) e psanko, reHeTUYHO, aBTO30MHO-PEIIECHBHO 3a00IsIBaHe
(myranm B ATP7B rena B 13 xpomoszoma, 13q 14, 3 nokyc), IpUYMHEHO OT HapyIlleHa
exckpeuus Ha Mea (Cu) U mocieaBaio BhTPEKIECThYHO HATPYIBAaHE, BOJCIIO 10 YBPEKAaHE
Ha yepHUs Jpod, Mo3bKa, ObOpenutTe u Apyru opranu. Yecrora Ha BY (xomo3zurotn) e 1/30
000 mo cBera, a HOCUTEICTBOTO Ha reHa € 1/90. B gercka BB3pact T4 € 8.9% OT BCHUYKH
XPOHUYHU 4epHOIpOOHM 3aboinsBanus. 3Hae ce, ye Cu € OCHOBEH €JIEMEHT 3a KJIEeThYHATa
byHKIMS, ako 006aye € HaJTu4Ha CBOOOIHO B TSUIOTO, TSI € U3KIIFOUMTETHO TOKCHYHA ¥ MOXKE J1a
Npeau3BUKa HEOOpaTUMHU KJIETHUHH MPOMEHH B PA3IMUHU opraHu U cuctemu. Orre mpe3 40-Te
TOJMHHU Ha MUHAJIMS BEK Ce MOSABSABAT MbPBUTE ChOOIIEHUS 3a 3acsirane Ha ObOperuTe mpu bY.
brOpeunute Hapymenus npu BY ce gemsT Ha aBe Tpynu — mposiBa Ha 3a00JIIBaHETO W
ycnokHeHue Ha jiedeHunero ¢ D-penicillamine. Xemarypus, nporeunypus u HepoKaIIMHO3a
ce HaOJI0aBaT KakTo KaTo MposiBa Ha 3a00JIIBAaHETO, TaKa U KaTO YCIOKHEHHUS Ha JICUCHHUETO.
Abstract: Wilson's disease (WD) is a rare, genetic, autosomal recessive disease (mutations in
the ATP7B gene in 13 chromosomes, 13q 14, 3 loci) caused by impaired excretion of copper
(Cu) and subsequent intracellular accumulation leading to damages in the liver, brain, kidneys
and other organs. The incidence of WD (homozygotes) is 1/30 000 worldwide, and the carrier
of the gene is 1/90. In childhood it is 8.9% of all chronic liver diseases. Cu is known to be a key
element in cellular function, but if it presents freely in the body, it is extremely toxic and it can
cause irreversible cellular changes in various organs and systems. As early as the 1940s, the
first reports of kidney involvement in WD appeared. Renal disorders in WD are divided into

two groups - manifestation of the disease and complication of the treatment with D-



penicillamine. Haematuria, proteinuria and nephrocalcinosis are observed both as a

manifestation of the disease and as complications of treatment.

28. M. T'eoprueBa, Kp. Konesa, H. PameBa, M. I'e1p00Ba, B. Konesa-Kacabosa,
H.I'epoBa, A. ATanacoBa, P. [TanueBa-/lumutpoBa. Xponuuna nquapusi. Medical
Megazine, ISSN: 1314-9709, 2017/12/48,8-14
Pe3tome: Xponuunara nuapus (X/[) e cbcTosHME C TpU M > KallaBU WM BOJHUCTHU
M3XO0XKJAHUS Ha JIEH C MPOABIKUTETHOCT > 2-4 ceqmunn, v > 10g/kg/24h, mpu koeto neteto
MOJKE JIa TIpeCTaHe J1a HaJaaBa uin ryou terno. X/ ce kmacudummpa ciopea: 1/eTrnonornuex
MPUYMHUTEN, 2/TTaTOTeHeTUYEH MEXaHU3bM, 3/TI0 BB3pacT Ha Havaso, 4/criopen TomuKara Ha
3acAraHe — OT XPaHOCMUJIATEIHUS TPAKT WU U3BBH HEro, 5/Cropen 3ApaBeTo Ha MAlHeHTa
npenu 3amouyBane Ha X/| (tum [ u tun II). Onrcanu ca JaHHWTE OT aHAMHE3aTa B KbpMadecKa
BB3pacT, uepBeHUTEe (aroBe OT aHaMHe3ara, AudepeHlHaTHaTa AMArHo3a, JEUYEHUETO .
Paszrneganm ca HAKOJIKO HO30JIOTMYHU €AWHULM, NOpotndamu ¢ XJ — wenuakus,
MYKOBHUCIIHI03a, JaKTa3eH JACQUIMT, CHHAPOM Ha JAPa3HUMO YEPBO, BB3MAIUTEIHU
3a00JIsIBaHMS HA YepBaTa.
Abstract: Chronic diarrhea (CD) is a condition with three or > mushy or watery bowel
movements per day lasting> 2-4 weeks, or > 10g/kg /24h, in which the child may stop gaining
or losing weight. CD is classified according to: 1 / the etiological cause, 2 / the pathogenetic
mechanism, 3 / by age of onset, 4 / according to the topic of involvement - from the digestive
tract or outside it, 5 / according to the patient's health before the onset of CD (type I and type
II). The data from the history in infancy, the red flags from the history, the differential diagnosis,
the treatment are described. Several nosological units with CD are considered - celiac disease,

cystic fibrosis, lactase deficiency, irritable bowel syndrome, inflammatory bowel disease.

29. I'eoprueBa A., A. AtanacoBa. YectoTa Ha €KCTPAaMHTECTUHAIHUTE MPOSBU MPU
IBD nanuenTuTe B e1vH KJIMHUYEH HEeHTHP. M3BecTus Ha Cbhbro3a HAa yYEHUTE-

Bapna, Cepus Meaununa u exonorus, 2017/1, rom XXII, 12-16

Prevalence of extra-intestinal manifestations in IBD patients in one clinical center
Georgieva A., A. Atanassova

Abstract: Extra-intestinal manifestations (EIM) in patients with chronic inflammatory bowel
disease - IBD may occur before the diagnosis is made. They often require hospital treatment, which,
along with the underlying disease, leads to a significantly deteriorated quality of life for IBD patients.
The purpose of this study is to investigate the incidence and type of EIM in IBD patients. Material and



Methods: Prevalence of EIM, type and number in 310 IBD patients, 160 of which - with ulcerative
colitis (UC) and 150 - with Crohn’s disease (CD), were studied. Results: In our IBD sample, the patients
with EIM were 212 (68.4%); with a significant difference between EIM in patients with UC(50.6%) and
CD (87.3%) (p <0.001). Our results show that CD carries a larger risk for the occurrence of EIM
(OR=19,4 p < 0.001). Age over 40 (OR=1,7 p < 0.05) and activity of the disease (OR=2,8 p < 0.001)
are risk factors amongst IBD patients, especially in those with CD. There was no significant difference
in gender and duration of the IBD. Conclusion: The results in our study show that CD, age over 40 and
disease activity carry a greater risk for the occurrence of EIM. The combination of the underlying IBD
and different EIM requires the involvement of a multidisciplinary team to treat and observe the patients.
Key words: Crohn’s disease, ulcerative colitis, extra-intestinal manifestations, prevalence, risk
Pe3iome: Excrpamntectunamun mpossu (EIM) mpu mamueHTH C XPOHWYHU BB3MAIATEITHH
3abonsaBanus Ha yepBaTta — (IBD) morart ga BE3HMKHAT IpeIn IOCTaBsIHETO Ha MuarHo3aTa. Te dgecrto ce
HYX/IasT 0T OOJTHHYHO JICYCHUE, KOETO, HApel C OCHOBHOTO 3a00JIsIBaHE, BOH JI0 3HAYUTEITHO BIIOIIECHO
Ka4eCcTBO Ha KUBOT Ha nanueHTute ¢ IBD. Ilenta Ha ToBa npoy4BaHe € /la ce MpOy4H YeCToTaTa u Bua
Ha EIM npu nmanmmentu ¢ IBD. Marepuanu u metoau: M3cneasanu ca pasnpoctpanenueTo Ha EIM, Bug
u 6potii ipu 310 mammentn ¢ IBD, 160 ot xouTo - ¢ yareposed kot (YK) u 150 - ¢ 6onect Ha Crohn
(BK). Pesynraru: B namara n3Banka ot IBD manmenTure ¢ EIM ca 212 (68,4%); cbc 3HaUMMa pasinka
mexay EIM mpu nammmentu ¢ UC (50,6%) u CD (87,3%) (p <0,001). ). Hamute pe3ynraty mokasBar,
ye BK HOCH mo-TosiM prick 3a Bb3HuKBaHe Ha EIM (OR=19,4 p < 0.001). Bw3pacrra Hax 40 roauan
(OR=1,7 p < 0.05) u akTuBHOCTTA Ha 3abonsBaHeTo (OR=2,8 p < 0.001) ca puckoBu ¢akTopu cpex
naruerTute ¢ IBD, ocobeno npu Te3u ¢ bK. Hsiama 3naunTenHa pasnvka B oja v IpoabIKATEIIHOCTTA
Ha IBD. 3axmouenue: PesynaratuTte oT HameTo npoy4yBaHe nokassart, ue bK, Be3pacrra Han 40 roanan
M aKTHBHOCTTa Ha 3a00JIIBAHETO HOCST MO-TOJISIM PHUCK 3a Bb3HMKBaHe Ha EIM. KomOuHnarmsta ot
ocHoBHata IBD u paznnunu EIM u3uckBa y4acTHeTO Ha MYITUIUCUUIUIMHAPEH €KUM 3a JICYCHUE U
HaOJIO/ICHNE HA TAIIUCHTHUTE.
KirouoBu gymu: 6onect Ha Crohn, yniepo3eH KOJIUT, U3BbHUPEBHU MPOSIBH, Pa3NPOCTPAHEHHE, PHCK
30. banoBa-YakwpoBa C., 1. MBanoBa, A. AranacoBa, I Koues. Yecrorta Ha
XematuT B cpen nauueHTuTe ¢ Xenarouenyiapad paK B €IUH KJIMHUYEH LIEHTH).
N3Bectus Ha Cpro3a Ha yuenute-Bapua, Cepusa Mequunna u ekosorusi, ISSN
1310 - 6031, 2017/1, Tom 22, 17-20
Banova-Chakarova S., 1. Ivanova, A. Atanasova, 1. Kotsev. The incidence of
Hepatitis B in patients with hepatocellular carcinoma, in a clinical center.
Abstract: Introduction: The most common primary liver cancer is hepatocellular carcinoma (HCC).
Every year, between 450 and 580 new cases of HCC are found in Bulgaria and its incidence is estimated
at 15-16 / 100,000. (1) The majority of patients develop on the basis of underlying liver damage - over
80% patients are diagnosed with chronic viral hepatitis B and / or C. (2). Objective: The aim of this



retrospective study is to trace HCC cases over a period - 2005-2015 year, to establish demographic and
age distribution and to identify the main risk factors for the emergence of HCC. Material and methods:
For this purpose, 222 patients with HCC were traced. Diagnosis is based on laboratory, imaging and
histological examinations. Results: The distribution of patients by gender is 159 males vs 63 women.
The mean age at diagnosis is 60 years +12. The majority of investigated had chronic viral hepatitis B of
40% and those with delta antigen were 4. In 79% of patients, chronic hepatitis is in the stage of cirrhosis
- 60% decompensated. The duration of the B infection prior to malignancy is an average of 18 years.
Conclusion: Hepatitis B virus viral etiology is predominant in HCC patients. These results point to the
need to develop screening programs, early diagnosis and etiological treatment to prevent malignancy in
chronic viral hepatitis.

Key words: liver cancer; hepatocellular carcinoma; chronic hepatitis B; risk factors

Pe3ome: Boeeaenue: Haii-uecTo cpemiaHUST MbPBUYEH paK Ha YepHHs APo0 € XemaTolelyliapeH
kapruHoM (HCC). Besika ronuna B bearapus ce otkpusat mexay 450 u 580 HoBu ciyuas nHa HCC,
Kato 3aboieBaeMocTTa ce oreHsBa Ha 15-16 / 100 000. (1) ITo-rossiMaTa 4acT OT MALUEHTHUTE CE
pa3BuBaT Ha 0a3zara Ha TOJJICKAINO YEPHOAPOOHO VyBpexkaane - Hax 80% manueHTH ca
JIMArHOCTHIIMPAHU C XpOHHUEH BUpYyceH xenatuT B u/wiu C. (2). Len: IlenTta Ha TOBa peTPOCTIEKTUBHO
u3cnenBane € Aa ce mpocueasat caydaute Ha HCC 3a mepuony — 2005-2015 r., ma ce ycraHOBU
JeMorpadcko U Bb3pacTOBO pasnpelielieHle U Aa ce UASHTU(UIMPAT OCHOBHUTE PUCKOBU (DaKTOPH 3a
Bb3HHKBaHe HAa HCC. Matepuan u metonu: 3a nenra ca npocienenu 222 manuertn ¢ HCC. [lnaraozara
ce moctaBs Ha 0azata Ha a0oOpaTopHHM, OOpa3sHM M XUCTOJIOTMYHHU H3cCieABaHus. Pesynraru:
Pasnpenenenunero Ha manmeHTHTEe MO mon € 159 Mbxe cpenry 63 xenu. CpenHaTta Bb3pacT HpU
nocTaBsiHe Ha nuarHo3arta € 60 ronuHu +12. BOJIIMMHCTBOTO OT U3CIEABAHUTE Ca C XPOHHYECH BUPYCEH
xenatuT B 40%, a Te3u ¢ nenta anturel ca 4. [Ipu 79% oT mauMeHTUTe XpOHUYHUSAT XENATUT € B CTaAul
Ha 1upo3a - 60% npexomnencupad. IIpogbmwkurenHoctra Ha B uHdekuusata mpenu mnosBaTa Ha
3JI0Ka4ecTBEHOTO 3alomsiBaHe e cpenHo 18 rogunu. 3akiroueHue: Bupycbsr Ha xematutr B e
npeobiagaBany B erronorusta npu mauuentd ¢ HCC. Te3u pesynrtatu codat HEOOXOAMMOCTTa OT
pa3paboTBaHe Ha CKPUHUHIOBU IPOTPaMU, paHHA JUArHOCTUKA M €THOJIOTUYHO JICUCHHUE 3a IPEBEHIINS
Ha 3JI0KaueCTBEHH 3a00JsIBaHUS IPH XPOHUYEH BUPYCEH XETaTHT.

KarouoBu aymum: pak Ha 4epHHs Jpo0; XemaTouenyiapeH KapiiHOM; XpOHHUYEH XenaTuT B; puckoBn

(akropu

31. banoBa-Yakspona C., 1. IBanoBa, A. Atanacosa, 1 Koues. Paznpenenenue na
pucKkoBUTE (AKTOPH TpPU TAIUEHTUTE C XEMaToleayJapeH KapIuHOM,
MPEMUHAJIM NPEe3 KIIMHUKATA [0 TACTPOCHTEPOJIOTUSl, XEIATOIOT Ul U XpAaHEHE Ha
YMBAJI “C.Mapuna“- Bapna. U3Bectus Ha Cpro3a Ha yueHute-Baphna, Cepus
Menununa u exojorus, ISSN 1310 — 6031, 2017/2, 11-14



Banova-Chakarova S., I. Ivanova, A. Atanasova, I. Kotsev. Distribution of risk factors in patients with
hepatocellular carcinoma who have gone through the clinic of gastroenterology, hepatology and
nutriotion in UMHAT St. Marina-Varna

Abstract: Introduction: Hepatocellular carcinoma (HCC) is the most common histological type of
primary liver cancer. Its occurrence is associated with many risk factors - chronic viral hepatitis C and/or
B, hepatic cirrhosis with viral and/or non-viral etiology. AIM: The presented retrospective study aims
to identify and analyze the risk factors leading to the development of HCC. To assess the role of NASH,
diabetes, metabolic syndrome and dietary habits in the pathogenesis of HCC by tracking susceptible
populations. Material and methods: For this purpose, 222 patients with HCC were traced. The diagnosis
is based on the performed laboratory, imaging and histological examinations. Results: In our cohort,
patients with underlying liver cirrhosis were 77% (63% decompensated), followed by chronic viral
hepatitis B and / or C65%. In case of chronical hepatitis, viral replication was investigated - 75% have
HBV DNA> 2,000 IU/ ml, 85%> HCV RNA> 300,000 IU / ml. The share of other established liver
diseases - Wilson‘s disease - 1%; hemochromatosis - 0.4%; autoimmune hepatitis - 0.4%.The
distribution to additional factors is diabetes mellitus 40%; metabolic syndrome 17%, NASH - 9%. With
alcohol abuse 63% of those surveyed, and smokers are 13%. Conclusions: Knowing the risk factors
will allow for the development of aqurate screening programs, which will increase an early diagnosis of
HCCs and thus improve the prognosis for patients.

Key words: hepatocellular carcinoma; risk factors, cirrhosis, chronic hepatitis, diabetes mellitus
Pe3ome: Boeenenue: Xenatouemynapuust kapuuHoM (HCC) e Hali-decTHST XHCTOJNOTHYEH THUI
I'bpBUYEH pak Ha yepHus apo0. [losBaTa My € CBbp3aHa ¢ MHOXKECTBO PUCKOBU (DaKTOPH — XPOHUYEH
BupyceH xenatuT C w/mnu B, depHOApoOHa 1Mpo3a ¢ BUpyCHAa W/WIM HEBUpycHa erwonorus. Llem:
[IpencraBeHOTO PETPOCIEKTHUBHO MPOYUYBAHE MMa 32 LeN Aa UASHTH(UINpA U aHAIU3UPa PUCKOBHUTE
¢akrtopu, Bogemu 1o pazsutue Ha HCC. Jla ce ouenu ponsara Ha NASH, nuaGera, MmeTaOoauTHUS
CUHIPOM M XpaHWTEJHUTE HaBUUM B maTtoreHezatra Ha HCC upe3 mpocrnensBane Ha NOAATIMBU
nomynauuu. Marepuan u meroau: 3a nenta ca npocneneHu 222 namuentu ¢ HCC. /lnarnosata ce
MoCTaBsl Bb3 OCHOBA HA MPOBEACHUTE JIAOOPAaTOPHH, OOpa3sHM M XHUCTOJIOTMYHU H3CIICIBAHHSL.
Pesynratu: B HamaTa xoxopTa MalMEHTUTE C TOJyIeXkaia 4depHonpoOHa mmpos3a ca 77% (63%
JICKOMIICHCUPaHH), TIOCIIEJBAHN OT XPOHHYCH BHpyceH xematuT B w/mmu C-65%. Ilpu xpoHudeH
XEMaTUT € M3CJIeIBaHa BUPYCHA periukaius - 75% uvat HBV JTHK> 2000 IU/ml, 85%> HCV PHK>
300 000 IU/ml. [len Ha mpyru yCTaHOBEHHM 4epHOIPOOHM 3aboisBaHus - Oonect Ha Wilson - 1%;
xemoxpomarosa - 0,4%; aBronmyHeH xenatur - 0,4%. Pasnpenenennero KbM JOBIHATENHA (HaKTOPH
e 3axapen auadet 40%; metabonuten cuaapom 17%, NASH - 9%. C ankoxon 3moynorpedssart 63% ot
aHKeTHpaHuTe, a mymauure ca 13%. 3akirouenve: [lo3HaBaHeTo HA PUCKOBHUTE (HAKTOPH IIE TTO3BOJIU
pa3paboTBaHETO HAa TOYHU CKPUHUHIOBH ITPOTPaMHU, KOHUTO III¢ MOBHUINAT paHHaTa quarnoctuka Ha HCC

" 110 TO3HW HAYHWH 11 HOJIOGpHT IIporuo3ara 3a HalueHTUTE.



Kiii0uoBH JyMH: XemaTolenyiapeH KapIHHOM; PUCKOBH (DAKTOpH, HHUPO3a, XPOHHYEH XEHaTHT,
3axapeH AuadeT
32. A. ArtanacoBa. lHkpeTnHuTe mpe3 MOrieAa Ha racTpoeHteposora. MHKpeTHHH,

MOTHJIUTCT, KOHTPOJ Ha TCIICCHOTO TCIJI0, HCAJIKOXOJIHA MaCTHA ‘-IepHO):[pO6Ha OosecT U

nakpeacuu 3a0onsBanus. MEDINFO ISSN1314-0345, 2017/11, 9,42-47
Pe3ome: Otapenenure ot uepBata glucose dependent insulinotropic polypeptide- GIP u
glucagon like peptide-1 GLP-1, HapeueHN UHKPETUHH, HAMUPAT BCE MO-TOISIMO MPUIIOKECHHE
B KJIMHUYHATA MpakTuka. Pasrienanu ca edexkrure Ha MHKPETUHUTE BHPXY CEKpeuusita u
MOTHJIUTETAa HA CTOMAIHO-YPEBHMSI TPAKT, BBPXY MaToreHesaTa W €BOJIONUATA Ha
HEAIKOXOJIHUS CTEATOXEMATHT, M0SBaTa Ha MAHKPEATUTH, KAKTO U CHIIIECTBYBAIINTE ChMHEHUS
3a MOTEHLIMAIHA Bb3MOKHOCT OT pa3BUTHE HA KapLIMHOM Ha MAaHKpeaca B X0Ja Ha JICYCHHE C
penenropar aroHuctTd Ha GLP-1 (GLP-1-RA) m uaXuOuTOpM Ha AUNENTHIWINCITHAa3a-4
(DPP-1V-I).
KarouoBu nymm: nnkperunu, glucose dependent insulinotropic polypeptide GIP u glucagon
like peptide-1 GLP-1, MoTunHTET, KOHTPOJ HA TETIOTO, TAHKPEATUTH, KAPIIMTHOM Ha ITaHKpeaca
Abstract: Glucose dependent insulinotropic polypeptide-GIP and glucagon like peptide-1
GLP-1 secreted from the gut, called incretins, are increasingly used in clinical practice. The
effects of incretins on the secretion and motility of the gastrointestinal tract, on the pathogenesis
and evolution of non-alcoholic steatohepatitis, the occurrence of pancreatitis, as well as the
existing doubts about the potential possibility of the development of pancreatic carcinoma
during treatment with GLP-receptor agonists-1(GLP-1-RA) and dipeptidyl peptidase-4 (DPP-
IV-]) inhibitors are reviewed.
Key words: incretins, glucose dependent insulinotropic polypeptide GIP and glucagon like
peptide-1 GLP-1, motility, weight control, pancreatitis, pancreatic carcinoma

33. A Atanassova, S Chakarov. Intra-Abdominal (Mesenteric) Desmoid Tumors

(Dts) after Kidney Transplantation: A Case Report. (2017) J Gastrointest Disord

Liver Func 3(1): 100-103. DOI: 10.15436/2471-0601.17.1545
Abstract: Desmoid tumors are benign neoplasms, but are often unresectable because of their
aggressive and local infiltration, compression of surrounding structures and massive
involvement of adjacent vital structures. Our aim is to increase awareness of this condition so
that clinicians will consider diagnosing it. This will facilitate prompt diagnosis and treatment.
This is a case of a 43 year old woman with medical history of Berger's disease,

immunosuppressive therapy, a kidney transplant and sporadic mesenteric desmoid tumors



appearing after solid organ transplantation. Eighteen months after the removal of the tumors,

she was diagnosed with essential thrombocytosis. No evidences of recurrence after operation.

Pe3rome: JlecmouinuTe TyMOpH ca JOOPOKaueCTBEHH HEOIUIa3MH, HO YECTO ca HeOoNepaObIIHU
Mopajy TAXHATa arpecuBHA U JIOKaJTHA MHOUITPAIUS, KOMIIPECHS] HA OKOJIHUTE CTPYKTYPH U
MAaCHUBHO 3acCdraHc¢ Ha CbCCAHU KHU3HCHOBAKHU CTPYKTYpPH. Hammara el € ga IIOBUIIINM
MHPOPMHUPAHOCTTa 3a TOBa CBHCTOSHHE, Taka 4Ye KIMHULUCTHTE Ja OOMHUCIAT
JUarHocTUlMpaHeTo My. ToBa Iie yJecHHM HaBpeMEeHHaTa AMAarHOCTHKa U yiedeHue. Topa e
cimydait Ha 43-roAMIIIHA JK€HA ¢ aHaMHe3a 3a Oonect Ha Berger, nMyHOCynpecrBHA Tepanus,
61;6peqHa TpaHCIUTaHTaIWA U CIIOpaIUIHNU MC3CHTCPUAIIHU AC3MOUJIHU TYMOPH, ITOABUIIN CC
clell TpaHCIUIaHTalus Ha coiuaeH opraH. OceMHazeceT Mecena cjel OTCTPaHSIBAaHETO Ha
TYMOPHTE TS € TUarHOCTHUIIMpaHa ¢ eceHIaiHa TpoMOouTo3a. Hsima nannu 3a penuaus cies

oreparusi.

34. A AranacoBa, A 'eopruesa, M ['eopruesa. CemeitHO TUIaHUpaHe IpU POAUTENH
C XpOHWYHA BB3MAJIUTETHA OONECT Ha uYepBaTa, KbPMEHE, BAKCHHU W
Habmoenue Ha nereto. MEDINFO ISSN1314-0345,2017/8,66-72
Pe3iome: XpoHUUHUTE BBH3MATUTETHH 3a00siBaHUs Ha uepBata — 6osiect Ha Kpon (BK) u si3Ben
kout (AK), 3acarat Mmbike U )K€HU B IETEPOIHA BB3pacT. MeIUIIMHCKHUTE CIICIUATTUCTH TPIOBa
Ja ca TOTOBH 3a MpOOJEMHTE, CBbP3aHU ChC CEMEHHOTO TUIAHMpaHE, HEOOXOAMMOCTTa OT
MpeoleHKa Ha JIEYeHHETO Npeau KOHLEMUuUATa; Ja HuMaT 3aabJI00YeHH TO3HaHMS 3a
0€30IacHOCT Ha OCHOBHUTE TPYyNU MEAUKAMEHTH (aMUHOCATUIUIIATH, AaHTUOWOTHIH,
KOPTHKOCTEPOUIH, HWMYHOCYNPECOPH, OHOJOTUYHM MEJUKaMEHTH) 10 BpeMe Ha
OpeMeHHOCTTa, B TepuoJa Ha KbPMEHE M BIUSHUETO HA CHOTBETHOTO JIEYCHHE BBHPXY
Pa3BUTHUETO Ha JETETO MpEeAH U Ciell paKIaHe, KaKTO U aJalTUPAHETO Ha UMYHHM3AI[MOHHUS
KaJieHaap.
Abstract: Inflammatory bowel disease - Crohn's disease (CD) and ulcerative colitis (UC),
affects men and women of childbearing age. Medical professionals must be prepared for the
problems associated with family planning, the need to re-evaluate treatment before conception;
have in-depth knowledge of the safety of the main groups of drugs (aminosalicylates,
antibiotics, corticosteroids, immunosuppressants, biological drugs) during pregnancy, lactation
and the impact of appropriate treatment on the development of the child before and after birth,

as well as the adaptation of immunization calendar.



35. A AranacoBa, A ['eopruesa, M ['eoprueBa. XpoHUYHU B3NATUTEIIHA 00JIECTH
Ha yepBata u 6pemernnoct. MEDINFO ISSN1314-0345,2017/12,60-63

Pe3ome: bpemenHocTTa € 3HAUMM MpoOJIeM 3a MJIAIUTE KEHU C XPOHUYHU BBH3NATUTEITHH
3abonsBanus Ha yepBata (IBD). OcHOBHUTE BBIIPOCH, KOUTO C€ AUCKYTUPAT, ca HapyIIeHA JIN
e eprumHocTTa TipH naruentkute ¢ IBD; kakbB € pUCKBT OT penanc Ha 3a00JsIBAHETO 110
BpeMe Ha OpEMEHHOCT; KaKBO BIMSIHHE OKa3Ba OpeMEHHOCTTa BbpXY pa3BuTuero Ha IBD, u ot
apyra crpana, kak 6osiecrra Ha Kpon (BK) nnm si3Ben xonut (SIK), oT cBos cTpaHa, oka3Bar
BIUSIHUE BBPXY pa3BUTHETO Ha OpemeHHOcTTa M Iwiofa. llocoueHa e uectorara Ha
yHacnenaBane Ha IBD. Pasrnenanu ca uscienBaHuaTa M yCJIOXKHEHHSATA, KOUTO MOrar Jia ce
Ha0JII0AaBaT MO BpeMe Ha OPEMEHHOCT IpH KeHu ¢ 6osect Ha KpoH miu s3BeH KOJIUT.
Abstract: Pregnancy is a significant problem for young women with chronic inflammatory
bowel disease (IBD). The main issues that are discussed are whether fertility is impaired in
patients with IBD; what is the risk of relapse of the disease during pregnancy; what effect
pregnancy has on the development of IBD, and on the other hand, how Crohn's disease or
ulcerative colitis affect the development of pregnancy and the fetus. The frequency of
inheritance of IBD is indicated. Studies and complications that may occur during pregnancy in

women with Crohn's disease or ulcerative colitis are discussed.

36. M T'eoprueBa, M XaumepsiH, /| KoHncrantuHosa, " HsaukoBa, H Pamesa, Kp
KoneBa, A AranacoBa, JI Amnrenosa. ['eHeTHyHO u3CleaBaHE MPU LEITHAKUS
(omut Ha 1EeHTBHP 3-T0 HUBO B bwarapus). Ilegmatpus. Supplementum 3a
obmonpaktukyBamus Jekap. ISSN 0479-7876, 2018/1, 31-33
Pe3tome: ['myTenoBara enreponarus (uenuakus 1.) € KOMIUIEKCHO aBTOMMYHHO 3a00IIsIBaHe,
KOETO 3acira TBHKUTE 4Y€pBa HAa TFEHETUYHO MPEIPa3IOIOKEHU Jella U Bb3PAaCTHU U Ce
MpeIrn3BUKBA OT HMMYHOJIOTHUYHA CBPBXUYBCTBUTEIHOCT KbM IIPHETa XpaHa, ChIbpiKalla
riryteH. Criopen kputepuute ot 2012r. 6e3 6uorcust Moxe aa ce mprueme nuarnosara L. mpu —
1/ TunuuyHa KIMHUYHA KapTuHA, 2/ [onsMo k-Bo IgA aHTUTBKaHHA TpaHCIIyTaMHHAa3a, 3/
[TotBbpaenu (+) antueHgomm3mymHu aHturena, 4/ HLA DQ2 w/umu DQ8 xerepommmep
MO3UTUBHU. LlenTa Ha peTpOCEeKTUBHOTO Mpoy4BaHe € aa ce onpeaenn HLA renorunupane
Ha Jela ¥ BB3pacTHU ¢ mpeanojaraema L[ m poacrBeHurm 1-Ba creneH Ha Oomuu ¢ L.
Marepuan u meton. [Ipe3 m. tonu 2018r. B JlabopaTopusita mo MeAWIIMHCKA T€HETHKA ca
uscneaBanu obmo 67nymu 3a HLA Tunusupane. ToBa ca 34 nuna > 18rox. u 33 muma <
18rox., namu nHGOPMYpaHO ChITIaCHE 32 MOJICKYJIIPHO-TEHETUYHO u3cienBane. [lanuenture ¢

npeanonaraema nuarnosa L. ca 38, a poxncrBenunute 1-Ba crenen Ha nmamnueHTtu ¢ L. — 29.



Pesynratute mokasBar Bpb3kaTa Mexay mnpeamnonaraemara L. m onpenenen HLA Tum T.e.
olpeJielieHa CTENeH Ha pHcKa. B 3akimiodeHue, Criopel MpernopbKUTe Ha EBPONEHCKH U
aMEpPUKAHCKU FaCTPOCHTEPOIIOTUYHHU OpPraHU3alliy, IIPH MallMeHTH ¢ KJIMHYHA KapTuHa 3a 1.,
MOJIOKUTEITHH UMYHOJIOTHYHU pe3ynTatd, HLA Tunu3upaneTo Moxe 1a OTMEHH WHBAa3UBHOTO
u3cienBaHe — ThHKOUpeBHa Ouornicus. [Ipu poncTBeHHIN 1-Ba cTeNeH, KOUTO ca ¢ KIMHHYHH
CHUMIITOMH, MOXe aa ce mpuioku HLA Tunusupane 1 ”MyHOJIOTHYHO TECTyBaHE 3a IIPUEMaHe
WM OTXBBPJISIHE Ha nuarHo3ara L. Bcuuku nHIUBUIM, IPOSIBSBAIIM KIMHUYHA CUMIITOMH, HO
UMaIlld HEJOCTAaThYHO YBEJIWYCHHW CHOTBETHM aHTuTena m HLA Tum, roBopel 3a HUCBHK H
MHOTO HHUCBK puck 3a Ll., TpsOBa nma ce Owmoncupar. HLA Tumnusmpanero Ha TaIlMEHTH,
cycnekTHH 3a L. Moxke 1a ce u3BbpIIBa B IIEHTHP 3-TO HUBO B bhirapus.

Abstract: Gluten-sensitive enteropathy (celiac disease CD) is a complex autoimmune disorder,
affecting the small intestine of genetically predisposed children and adults. It is caused by
immunological hypersensitivity towards food containing gluten. According to the 2012 criteria,
it is possible to diagnose the patient without biopsy when: 1) the typical clinical picture is
observed, 2) the titer of IgA antitissue transglutaminase is too high, 3) anti-
endomysium antibodies are confirmed, 4) HLA DQ2 and/or DQS8 heterodimer are confirmed.
The aim of the retrospective study is to determine the HLA genotype of adults and children
with probable CD and to determine 1st degree relatives with CD. Materials and methods. In
June 2018 the Laboratory of medical genetics tested 67 people for HLA typing. These are 34
subjects > 18 years old and 33 subjects < 18 years old, that have given an informed consent for
molecular genetic testing. The patients with probable CD are 38 and the 1st degree relatives of
CD patients are 29. The results demonstrate the connection between probable CD and a
particular HLA type, i.e. a particular risk level. In conclusion, according to the guidelines of
the European and the American Gastroenterology organisations, in patients with clinical picture
of CD, positive immunological results, HLA typing can substitute an invasive test — small
intestine biopsy. In 1st degree relatives, with clinical symptoms, it is possible to use HLA typing
and immunological testing for the confirmation of CD. All individuals, exhibiting
clinical symptoms, but with insufficiently increased antibodies and HLA type, indicative of
low or very low risk, should be biopsied. The HLA typing of patients with possible CD can be

tested in a tertiery centre in Bulgaria.

37. A Atanassova, A Georgieva. Clostridium Difficile Infection and IBD Patients in
One Clinical Center. [JHAMS Journal, ISSA(P):2348-0521; ISSN(E):2454-
4728, 2019/6



Abstract: In this article, a retrospective analysis of the incidence of Clostridium difficile CDI
infection was performed among patients with inflammatory bowel disease (IBD)-ulcerative
colitis (UC) and Crohn disease (CD). Factors that have a significant impact on the onset of the
infection have been considered. We used an immunochromatographic quantitative method for
the determination of Clostridium difficile Glutamate Dehydrogenase Toxin A, B in the stool.
Key words: CDI, IBD, UC & CD

Pe3tome: B Ta3u cratus € U3BBPIICH PETPOCIEKTUBEH aHAIM3 HA YecToTaTa Ha WH(EKIUs C
Clostridium difficile CDI cpen nmanuenTu ¢ Bp3nanuTelHu 3abomsBanus Ha yepBata (IBD) -
ymepozeH konuT (YK) m Gomect Ha Crohn (BK). Pasrnmemanm ca ¢aktopu, okaspamim
CBHILIECTBEHO BIMSHHUE BBHPXY IMOsiBaTa Ha MHDeKusITa. M3non3BaxmMe uMyHOXpoMaTorpadcku
KOJIMYECTBEH METO/] 3a OIIpeJIeNIIHE Ha IITyTaMar JiexuaporeHaset Tokcut A, B Ha Clostridium
difficile B m3npaxuenusra.

KuarouoBu nymu: nndexnus ¢ Clostridium difficile, IBD, YK u BK

38. A Georgieva, A Atanassova, D Dukova, M Mirchev, M Tzaneva, S Chakarov.
Do Not Forget about Tuberculosis- Intestinal Tuberculosis or Crohn's Disease-
A Diagnostic Challenge. Journal of Gastrointestinal Disorders and Liver Funtion.

2019, vol 5, issue 1, pp28-32 ISSN:2471-0601
Abstract: Background & Aims: Very often the differential diagnosis between Crohn’s disease
and ITB is difficult because the two diseases have similar clinical picture, endoscopic and
histological findings, as well as imaging changes. Case report: We present a case of 24-yeard-
old male with intestinal tuberculosis initially suspected to be Crohn’s disease. Endoscopy and
CT findings suggested probable Crohn’s disease and in a differential diagnosis we thought
about ITB, but the Mantoux test and T-SPOT. TB test were negative. Due to the chronic cough
and subfebrile temperature, an X-ray of the lung was performed, and the finding was very
characteristic of lung tuberculosis. It was followed by positive bronchoalveolar lavage fluid
(BALF) smear microscopy for Mycobacterium tuberculosis (MbT) and by a positive
microbiological culture. In the biopsy of the small intestine material, an outbreak is detected of
epithelioid cell granuloma with caseous necrosis in the centre, as well as Langhans giant cells
— morphological criteria of intestinal tuberculosis. The patient completed 9-month tuberculosis
treatment, followed by a microbiologically achieved conversion to bacillus separation. Six
months after stopping the tuberculostatic treatment the patient has normal lab tests, and the
ileocolonoscopy did not reveal mucosal abnormalities. Conclusion: In case of suspected

Crohn’s disease in clinical practice, intestinal tuberculosis should always be excluded by a set



of diagnostic methods, even if it is not an immunosuppressed or immunocompromised patient.
Abdominal tuberculosis, in particular intestinal (ITB), is still a diagnostic challenge for
clinicians.

Pe3tome: [lpeauctopus u nenu: MHoro decto nudepeHnnaniHaTa 1marno3a Mexay 0oaecTra
Ha Crohn u tecrmHanna Tybepkyno3a (ITB) e Tpynna, Thil kaTo aBeTe 3a00JSIBAHUS WMAT
CXOAHA KIWHUYHA KapTHUHA, C€HOCKOICKH W XUCTOJOTUYHHM HAXOJKH, KaKTO u 0Opa3Hu
npoMenu. Jloknax 3a ciywail: IlpencraBsime ciydail Ha 24-roAMIlieH MBX C 4YpeBHA
TyOepKyJ103a, 3a KOSITO IIbPBOHAUYATHO Ce€ MoAo3upa, e ¢ Oonect Ha Crohn. Haxoakurte ot
€H/JI0CKONHUS W KOMITIOThpHa ToMorpadus npeanonaraT BepostHa Oonect Ha KpoH u mpu
nudepeHnraiHa auarno3a ce oomucns Bb3MoxHocTTa 3a ITB, HO Tecra ma Manty u T-
SPOT .TB ca orpunarenuu. Ilopagu xpoHnuyHara Kanumna u cyogpedpuiina remneparypa e
HampaBeHa PEHTIeHOBAa CHHMMKa Ha Osu1 1po0, KAaTo HaxoJKaTa € MHOTO XapakTepHa 3a
oenmoapobHa TyOepkysno3a. Cien TOBa €€ YCTAaHOBHM  TOJIOKHUTEIHA MHKPOCKOMHS Ha
[IMTOHaMa3Ka OT OpoHxoanBeonapeH naBax (BALF) 3a Mycobacterium tuberculosis (MbT) u
OT TMOJIOKHUTETTHA MUKPOOMOJIOTUYHA KYyITypa. B Ouorncusita Ha ThHKOYPEBHUS MaTepHall ce
OTKpHBA OTHHUIIE HAa EMUTEINONIHOKIEThYEH IPAHYJIOM C Ka3e03Ha HEKPO3a B LIEHTHPA, KAKTO
W TUTAaHTCKW KieTku Ha Langhans — mopdonornyHu KpuTepuu 3a YpeBHa TYyOEpKyJo3a.
[TarueHTHT € 3aBBPIIKI  9-MeCce4YHO JeueHHe ¢ TYOEpKYJIOCTATHIM, TIOCIEIBAHO OT
MUKPOOHMOJIOTMYHO TOCTUTHATA KOHBEPCHs | Jidiica Ha Oanmimonocutenctso. lllect mecemna
clle]] CUpaHe Ha TyOepKyJOCTaTUYHOTO JIEYEHHE MAlUEHTHT € C HOPMAaJHU J1abopaTOpHU
MOKa3aTeH, a MPU UICOKOJIOHOCKONHUATA HE Ca OTKPUTH MYKO3HU aHOMAaJIMU. 3aKJIIOUeHUE:
ITpu cemHenue 3a 6osect Ha Crohn B KIIMHUYHATA MPAKTUKA BUHArW TPSOBaA J1a c€ M3KIIIOYBA
YpeBHa TyOepKyino3a upe3 Habop OT JNUAarHOCTUYHH METOIH, JOPH aKO HE CTaBa BBIIPOC 32
MMYHOCYTIPECUPAH WM UMYHOKOMIIPOMETHpPAH ManueHT. AG1oMUHalIHAaTa TyOepKyio3a, Mo-

cnenuanyo uypesHara (ITB), Bce olie € TuarHoCTUYHO MPEIU3BUKATENCTBO 38 KIMHULIUCTUTE.

39. A AranacoBa, M ['eoprueBa. XpaHara- TpUurep u NpoTE€KTOp IpU aBTOUMYHHHU
3abonsBanus. M3Bectust Ha Cpro3a Ha yueHure- Bapna, Cepust MenunuHa u
exosorusi, ISSN: 1310-5833, 2019/2;24:11-18

Pe3ome: XpaHeHeTo, MMyHHAaTa CHUCTEMa Ha JIMTABMIATa, YPEBHUAT MHUKPOOMOM H
MMYHOMEMHpAHHUTE 3a00JIIBaHUS ca MPEIUIETEH! U CH BIMSAT B3auMHO. Hactosmusar 0630p
pasriexia Bpb3KUTe MEXY 3aTIBCTABAHETO, YIOTpeOdaTa Ha COJl, TIIyTeH, HUCKOKAIOpHitHaTa
JMeTa, MOJMHEHACUTEH! MAaCTHU KUCEIINHH, 3€XTHH, MOIU(EHOIN, aHTUOKCUJAaHTH, BUTAMHH

D, HpO6I/IOTI/IHI/I U HMMYHHaTa CHUCTEMA, KAaKTO M poOJjidTa MM Ha IIYCKOB MCXAaHU3BM HIIU



MpeBaHTHBEH (HaKTOP B Kackajara Ha Bb3majieHueTo. [IpeicTaBeHn ca U HAKOM MPAKTHYECKU
aCIeKTH Ha JUeTaTa MPU aBTOMMYHHH 3200 IsIBaHMS.

Abstract: Nutrition, mucosal immune system, intestinal microbiome, and immune-mediated
diseases are intertwined and interact with each other. This review examines the connections
between obesity, salt consumption, gluten, low-calorie diets, polyunsaturated fatty acids, olive
oil, polyphenols, antioxidants, vitamin D, probiotics, and the immune system, and their role as
a trigger or protective factor in the inflammatory cascade. Some practical aspects of the diet for

autoimmune diseases are also presented as part of the personalised approach.

40. A ArtanacoBa. [IpoOHOTHIIM M HSIKOM ractpoeHrepojoruunun Oonectu. INSPIRO
ISSN1313-4329,2019/6,1.51,6p.3,28-33

Pe3ome: Ta3zu o030pHa cTaTus pasriexnaa NpuiokeHueTo Ha Hakou mpoduortuiy (I16) u
BIUSHUETO UM BBPXY peAHIla TaCTPOCHTEPOJOTUYHH OOJECTH, B OCHOBaTa Ha KOUTO CTOU
nmpomsiHa B upeBHaTa MuKpoOuota (MbB). ToBa € CBBBKYMHOCT OT OaKTEepUH, BHUPYCH
(6axTepuodaru), MPOTO30HM, EYKAPHUOTH, HACEISIBAIlM YOBEKa OTBBH M OTBBTpe (KOXKa,
JIUXaTeTHU MbTUIA, TacTpounTecTuHaNeH TpakT ([UT) u renuTanun), KaKTO ¥ BCHYKU BHIOBE
BPB3KH IIOMEXKIY UM U C OKOJIHUSA CBAT. ENHO OT Hali-uecture npuiioxkenus Ha [1b, koero nasa
no0pu pe3yaTaTu, € pu Auapus, TPUUIMHEHA OT OakTepun. 3a00sBaHUsI, TIPSKO CBBP3aHU C
I'"T, npu xouto ce HabmomaBa aucbakTeprosa u npuioxenuero Ha I[1b e ¢ paznuden ycmex,
ca MHOxecTBO: Helicobacter pylori uHdekuus; uennaxus; WHTECTHHAIHA KaHAWUI033;
aHTUOMOTHK-aconMupana auapus (AAJl); auapus npu IbTyBaHe; AWApUs, NMPUUYMHEHA OT
Rotavirus; quapusi, puuuHEHa OT XpaHa; OOCTHUIAIMS; CHHAPOM Ha JIpasHUMOTO uepBo (IBS),
XPOHUYHU BB3MATUTETIHN Oosiecth Ha 4yepBata (XBbBY), auBepTUKYnIHT, IhpBUYEH
CKJepo3upall XoJaHruT. Mima GonecT M ChCTOSIHMS, KOUTO Ca MHAMPEKTHO CBBP3aHU C
nucOakTepro3a: alepruu; ChbpACYHO-ChA0BY; HH(MEKIINH Ha OTACTUTEIIHATA CHCTEMA; ThOMYHA
BarvHajHa WHQEKIMs/0akTepuaiHa BaruHo3a; 3aXapeH AualeT; 3aTiabCTsABaHe; MEeTaboInTeH
CHUHApPOM; MYKOBMCLIHJ033a; ayTHU3bM; CHHIPOM Ha TBHKOYEpEBEH OakTepuaieH
cBpbxpactex. Odaksa ce B ObJeIIe 1a ¢ YTBBPAAT HHIUKAIMUTE 3a priiokerue Ha [1b upes
M3MOI3BaHe Ha HOBU MOJICKYJTHM UHTPYMEHTH 32 aHAIN3 Ha MUKPOOHMOMHUTE, META00JIOMHHTE,
TPAHCKPHUIITOMHUTE U MTPOTEOMHUTE XapaKTEPUCTUKHU Ha YpeBHATA (iiopa.
Abstract: This review article examines the application of some probiotics (PB) and their impact
on a number of gastroenterological diseases, which are based on a change in the intestinal
microbiota (IB). It is a collection of bacteria, viruses (bacteriophages), protozoa, eukaryotes

inhabiting a person from the outside and inside (skin, respiratory tract, gastrointestinal tract



(GIT) and genitals), as well as all kinds of connections between them and with the surrounding
world. One of the most common uses of PB that gives good results is for diarrhea caused by
bacteria. Diseases directly related to GIT, in which dysbacteriosis is observed and the
application of PB has varying success, are numerous: Helicobacter pylori infection; celiac
disease; intestinal candidiasis; antibiotic-associated diarrhea (AAD); travel diarrhea; diarrhea
caused by Rotavirus; diarrhea caused by food; constipation; irritable bowel syndrome (IBS),
chronic inflammatory bowel disease (IBD); diverticulitis. There are diseases and conditions that
are indirectly related to dysbacteriosis: allergies; cardiovascular; infections of the excretory
system; fungal vaginal infection/bacterial vaginosis; diabetes; obesity; metabolic syndrome;
cystic fibrosis; autism; small intestinal bacterial overgrowth syndrome. In the future, it is
expected that the indications for PB administration will be confirmed by using new molecular
tools to analyze the microbiome, metabolomic, transcriptomic and proteomic characteristics of

the intestinal flora.

41. I'eoprueBa M, AranacoBa A. EarepoBupycuu undexuun. MEDINFO ISSN1313-2466,
2020/02, 18-22

Pe3ome: YoBeKbT € €qMHCTBEHUAT pe3epBoap 3a enrepoBupycute (EV). HaumenoBanueto Ha
Ta3W BHPYCHA Ipyna MpPOM3JIH3a OT MSACTOTO Ha TIXHOTO Pa3MHOXKaBaHE cliel MOMaJaHe B
opranusma — yepBara. HocurencTBoto Ha MH(EKIUATa MIPeICTaBIsIBa ONACHOCT 32 OKOJIHUTE
OT HSKOJKO CeAMHIHM A0 1-2 Mecema cien 3apas3sBaHe. Bp3mpueMunBOCTTa € BceoOIna, HO
0ojenyBaT OCHOBHO J€lla M IOHOWIM. EmmaeMuonornyHaTa XapakTEepHCTHKA € pa3liidHa B
3aBHCHMOCT OT reorpadckara 30Ha M KJIMMara, KaTo 3a00JieBaeMOCTTa € Hali-BHCOKa Ipe3
JIETHUTE ¥ €CEHHU MECEIM B palOHUTE C yMEPEH KIMMAT, JOKATO B TPOMUIUTE, MHPEKIUUTE
ce cpemiar mpe3 Isiara roquHa. B 0630pa ca onrcaHu TaKCOHOMHUATA U XapaKTEPUCTUKHUTE Ha
EV, mnpTHmara Ha mnpeaaBaHe, KIMHWYHATA KapTHUHA, J[AMarHo3ara, JIEYCHHETO U
npoduIaKkTUKaTa.
Abstract: The humans are the only reservoir for enteroviruses (EV). The name of this viral
group comes from the place of their reproduction after entering the body - the intestines. The
carrier of the infection poses a danger to others from a few weeks to 1-2 months after infection.
Susceptibility is common, but mainly affects children and adolescents. Epidemiological
characteristics vary depending on the geographical area and climate, such as the incidence is

highest in the summer and autumn months in temperate climates, while in the tropics, infections



occur throughout the year. The review describes the taxonomy and characteristics of EV,

transmission routes, clinical picture, diagnosis, treatment and prevention.

42. boiikoBa-BenueBa II., I'anueBa JI., AranacoBa A. HeankoxoilHa MacTHaA
yepHOoIpoOHa OoJiecT TpH ciaabu WM JIpyra psaka qudepeHnnania Juardo3a —
KJIMHUYEH ciy4dail. I3BecTust Ha cbio3a Ha yuenute — Bapna, Cepust Menuimna
u exojorus, 12020, 25:12-17
Pe3ome: BoBenenue: Heankoxomnata mactHa yepHoapoOHa OGonect (HAMYDB) e 3naunm
0OIIIECTBEH 3/IpaBeH MpoOJieM, 3acsrail 030 eIuH MuIJIMapi xopa mo 11 ceiat. HAMYB e
Hali-uecTaTa NpPHUYMHA 32 YEPHOAPOOHO YBpEXKJIaHE B CBETOBEH Mallad W TpeAcTaBisiBa
yepHOApoOHa wu3sBa Ha MeTtabonuTHHs cuHApoM. HAMYDB e ocHOBHO cBBbp3aHa CbC
3aTIBCTSIBAHETO ¥ CBBP3aHUTE My KOMOPOUIHOCTH, HO CBHIIIO Taka OM MoOrJIa fa ce Habo1aBa
Y TIpM MHAWBUIM ¢ HOopMmasieH win rpanudeH BMI. Tosa e 1. Hap. HAMYD npu cnabu u
MpeACTaBIsiBa CyO(EHOTHUITHA H35Ba HAa HEAIKOXOJHATa MacTHa YepHOApoOHa OoJecT.
Cnabute nnguBuau ¢ HAMYDB nokasBar mo-jeku nMpu3Haly Ha METaOOJUTHHUS CUHAPOM, B
CpaBHEHHE C TE€3U ChC 3aTIBCTIBAHE, HO Ca C MO-BUCOKA Y€CTOTAa HA META0OIUTHU TIPOMEHH,
KaTo AMCIUNNAEMHUS, apTepUallHa XUIEPTOHUS, WHCYJIUHOBA PE3UCTEHTHOCT W AualeT, B
CpaBHEHHE CBC 31paBu KOHTpoaH. [loctaBsHero Ha nuarHo3atra Ha HAMYDB wusucksa
M3KJTIOYBAHE Ha BTOPUYHU MIPUYMHU 32 YePHOIPOOHA CTeaT03a, KAKTO U U3KITFOYBAHE HA IHEBHA
aJIkoxosiHa KoHcymanus >30 rp. aOCOTIOTEH alnKoXoJl 3a Mbxe U >20 rp. aOCONIIOTEH aIKoXO0JI
3a s)xeHu. Kiimauyen ciyqaii: [IpeacraBsmMe KIMHUYEH CIydail Ha MbK Ha 29 TOAWHU, MOCTHITIII
B KJIMHUKATA C OTJIe]] TUarHOCTUYHO YTOUHSIBAaHE BB BPb3Ka C €XorpadCKu TaHHU 3a U3pa3eHa
4epHOApoOHA CTEaTo3a, ChIIPOBOICHA C IEKOCTETICHHA XeMaTocIuieHoMeranus. JInncBaT Janau
3a u3BecTeH 3axapeH au aber, Xb unm 3atnbersaBade. [lanMeHTHT € ¢ HAAHOPMEHO TETJI0, HO
0e3 3atmbscTsaBane: pueT 187 cm, TenmecHo terio 108 kr, BMI — 30, kopemna o6ukomnka 111 cm.
Ot naboparopuute uscinensanus HopMmanHa [IKK, CRP, nopmanmaun ACAT, AJIAT, AD u
OunupyOouH, seko moBuimeH [TT, HopmamHa CHHTETHYHA YEPHOAPOOHA (YHKIHA.
N3cnenanero Ha nunuaHaTa oOMsIHA MMOKa3Ba nopuileHr HuBa Ha LDL xonectepon U HUCKO
HuBo Ha HDL xonectepod. [IpoBenen e mabopatopeH XenaTojaorudeH CKpUHHUHT, PY KOKTO ca
W3KJIIOYEHH XPOHUYHU BUPYCHHU XEMAaTUTH, 00JIECT Ha YUIICHH U XEMOXPOMaT03a, aBTOMMYHHA
yepHoapoOHa Oosiect. HenHBa3MBHUTE CKOpPOBETE 3a JIOKa3BaHE HAIMYUE Ha CTearo3a
noka3zaxa Bucoku croitHoctu. NAFLD fibrosis score: -3.35 u FIB-4 index: 0.52 oTXBBpAsAT
HaJau4YMeTo Ha 3HaunMa ¢uoposa. [lpm exorpadckoTo m3cimeaBaHe NaHHM 3a H3pa3eHa

4epHOApoOHa cTearo3a — 3 CT., TOPHOTpAaHUYEH pa3Mep Ha YepHUs Jpo0 U JIEKOCTETIeHHa CILIe-



Homeranus. Gubpockan enacrorpadusara mokazpa HopMajaHa ITBTHOCT HA YepHUS apo0 — 4.8
kPa, mpu CAP — 304 db/m, xoeTo noka3Ba HanMuMe Ha BUCOKOCTENEHHA crearo3a. Mmaiiku
npenBul (U3UKAIHUTE JaHHU, KATETOPUYHUTE PE3YNITaTH OT HEMHBA3WBHUTE CKOPOBE 3a
cTeaTo3a, exorpadCcKoTO H3cienBaHe, AaHHUTE OT (uOpockaH enmacrorpadusTa U Cleq
M3KJIIOUBAHE HA AJIKOXOJIHA KOHCYMAIIs U Ha JAPYTU MO-YECTH MPUYMHU 32 CTeaTo3a, ce Mpue
muarHoza HAMYB npu cnabu. HanpaBu ce 1 u3ciieiBaHe Ha cyXa Karka KpbB 3a JIN3030MalTHH
€H3UMH, TIPU KOETO ce M3KIouu OosiecT Ha [omie. YCTaHOBM ce HHCKO HUBO Ha KHcCela
chuHromMuenHasza, koero € nHaukamus 3a Niemann Pick A/B Gomect, kK0sATO mpeacTaBiisiBa
psiaKa HacleACTBeHAa aBTO30MHO-pelleCBHA OOJIECT, 3acsralia JUMUIHUS METa00IU3bM.
3axnmrouenne: KIMHUYHUST ciydail mpelcTaBsi MalMeHT Oe3 3aTibCTsABaHE, C KaTerophYHU
naboparopuu, exorpadcku u pudpockan nanau 3a HAMUYB. B nudepernmnanio 1uarHocTuIeH
IJIaH YCTAaHOBUXME JaHHU 3a psJKa HacieacTBeHa OoisiecT — Oosectra Ha Niemann Pick,
MpoTHYaIlla ¢ HapylieHue B oOMsHaTa Ha Ma3HUHUTE. KNIMHUYHUAT ciiyyail JoKa3Ba MIMPOKUS
CHEKTBP OT TU(EpEeHIIMATHN TUarHo3u mpu cnabu nanueHtn ¢ HAMYB.

Abstract: Introduction: Non-alcoholic fatty liver disease (NAFLD) is a socially significant
health problem and it affects around a billion people on a global scale. NAFLD is the most
common reason for liver damage worldwide and is considered the hepatic manifestation of the
metabolic syndrome. Non-alcoholic fatty liver disease is generally associated with obesity and
the related comorbidities, but it can also develop in subjects with a normal body mass index
(BMI). This sub-phenotype of NAFLD is called lean NAFLD. Lean subjects with NAFLD have
milder features of the metabolic syndrome when compared with obese patients. Nonetheless,
they have a higher prevalence of metabolic alterations (e.g., dyslipidemia, arterial hypertension,
insulin resistance, and diabetes) compared with healthy controls. The diagnosis of NAFLD
requires the exclusion of both secondary causes and of a daily alcohol consumption >30 g for
men and >20 g for women. Clinical Case: We present the clinical case of a 29-year-old man,
who was admitted to the hospital because of diagnostic evaluation of ultrasound findings of
severe liver steatosis accompanied with mild hepatosplenomegaly. There was no evidence of
diabetes mellitus, hypertensive disease or obesity. The patient was overweight but without
obesity: height— 187 cm., weight — 108 kg, BMI — 30, waist circumference— 111 cm. Laboratory
examination revealed: normal blood count, normal level of CRP, AST, ALT, AF, total bilirubin,
mild elevation of GGT and normal synthetic liver function tests. The lipid profile showed el-
evated level for LDL cholesterol and low HDL cholesterol. Underlying chronic viral hepatitis,
autoimmune liver diseases, Wilson’s disease and hemochromatosis were ruled out. The

calculated non-invasive scores for steatosis were high. The NAFLD fibrosis score: -3.35 and



FIB-4 index: 0.52, ruled out presence of significant fibrosis. Abdominal ultrasound examination
showed liver steatosis grade 3, upper limit of normal size, mild splenomegaly. Liver transient
elastography (TE) with fibroscan revealed normal liver stiffness — 4.8 kPa and CAP — 304 db/m
that proved the presence of severe steatosis. Based on physical examination data, definite results
of non-invasive scores for steatosis, ultrasound examination and fibroscan elastography, and
after excluding alcohol consumption and other common causes for steatosis, we established the
diagnosis lean non-alcoholic fatty liver disease. We performed an examination for lysosomal
enzymes from dried blood that ruled out classic Gaucher disease. Low activity of acid
sphingomyelinase was found, which was indicative of Niemann-Pick disease A/B — rare
inherited autosomal recessive condition involving lipid metabolism. Conclusion: The clinical
case presents a patient without obesity, with definite laboratory, ultrasound and fibroscan data
for non-alcoholic fatty liver disease. As a differential diagnosis we found a rare inherited
condition — Niemann-Pick disease, characterized by impaired lipid metabolism. Our clinical
case proves the broad spectrum of differential diagnoses of patients with NAFLD
43. CupomaxoB M, PameBa H, Kanesa K. AranacoBa A, I'eoprueBa M.

Heankoxomna macTHa uyepHoapoOHa Oosect u ekcnpecuss Ha MukpoPHKu B

JeTcKa Bb3pacT. M3BecTus Ha chro3a Ha yueHurte — Bapna, Cepust Meauuuna u

exonorus, 22020, 25:24-29
Pe3srome: C pa3paCTBaHC Ha CcOUACMHATA OT 3aTIbCTABAHC IIPC3 MOCICIHUTC JCCCTUIICTUA,
HealkoxoiiHaTta MacTHa 4epHoapoOHa Oonect (HAMUB) ce mpeBpblia BBB BOJeNIa NMPUYUHA 32
XPOHUYIHO I-IepHOI[pO6H0 3a001sBaHe HE caMo cpea BB3paCTHU, HO U CpCH AcHaA. Kem HaCTOAIIUA
MOMCHT 3JIaTCH CTAHAAPT 3a NOCTABAHC Ha JUArHO3aTa HAMUYE B ACTCKAaTa Bb3PacT € qepH0ﬂp06HaTa
oworicust. ToBa € WHBa3MBHA MPOIIENYpPa, ACOIMUPaHA C TTOTCHITMAIHHA TEXKHU yclIokHeHws. [lopaan
TOBa, HACTOAIIUTEC YCUIIMA Ca HACOYC€HU KbM pa3pa60TBaHeTo Ha HOBHU HCEHMHBA3HWMBHU U OOCTHITHU
METOJIM 3a PaHHA JUArHOCTHKA Ha 4YepHOIApoOHHTe OosiecTH. Cpel MOTSHIMATHUTE OMOMapKepHu ca
MUKPOPHUOOHYKICHHOBHUTE KHCEIMHNA — MaJKA MOJIEKYJIH, ChCTOSIH ce oT 20-25 HyKIeoTHIHH 0as3u,
VIpaKHSBAIIM CBOST OMOJIOTMYEH e(EeKT KaTro peryjiaTopd Ha MpOTEHHOBaTa cuHTe3a. llenTta Ha
HaCTOsIIaTa CTaTHs € Ja Jaje KpaTko omnucaHue Ha ¢yHkiusra Ha MukpoPHKwute, aconmupanu c
4epHOAPOOHHS METabOoIN3bM U Bh3MOKHATA UM yrnoTpeda B nmuarHoctrkara Ha HAMYDB B nmetckara
BB3pacT. Pasrmexxpar ce cnemupuunn MukpoPHKwu, ¢ mokazaHa Bpb3ka B perynanusra Ha
yepHOoApoOHUs MeTabomn3bM— MUKpOPHK-122, mukpoPHK-34a, mukpoPHK-29a.
KuarouoBu nymm: neua, 3atinsctsiBane, HAMYB, mukpoPHKu, nuarnocruka
Abstract: With the rise of the obesity epidemic in recent decades, non-alcoholic fatty liver disease
(NAFLD) has become the leading cause of chronic liver disease, not only in adults but in children as

well. At present, the gold standard in diagnosing pediatric NAFLD is liver biopsy —an invasive



procedure associated with potentially severe complications. Therefore, the current efforts are directed
towards the development of new non-invasive and accessible methods for the early diagnosis of
NAFLD. Among the potential biomarkers are the micro-ribonucleic acids (miRNAs) — small molecules
made up of 20-25 nucleotides, which exert their biological effect as regulators of protein synthesis. The
aim of the present article is to provide a short description of miRNA function in hepatic metabolism and
their possible use in diagnosing pediatric NAFLD.
Keywords: children, obesity, NAFLD, miRNA, diagnostics
44. Atanassova A, Georgieva A. Rare Form of Miliary Tuberculoma/Parenchymal
Tuberculosis of the Central Nervous System after Rescue Therapy with Anti-

TNF for Acute Severe Ulcerative Colitis. Austin Journal of Clinical Case

Reports, 2020, Vol 7(1), 1163-1166

Abstract: A patient with a 10-year history of severe ulcerative pancolitis, nine years of
treatment with 5-aminosalicylic acid (5 ASA) and azathioprine (AZA). When the disease had
another flare up of acute severe ulcerative colitis (UC), the patent received a screening for
preventable infectious diseases and began a rescue therapy with anti-TNF antibody- Infliximab.
Following induction therapy, the patient developed hematogenously disseminated pulmonary
tuberculosis (TB), cold abscess, TB lymphadenitis. Five years after the successful completion
of an anti-TB therapy, the patient has had a single episode of loss consciousness with pelvic
incontinence. Magnetic resonance imaging (MRI) proved disseminated/miliary central nervous
system (CNS) tuberculoma - parenchymal tuberculosis. The therapeutic challenge of the need

for treatment of CNS tuberculosis and severe UC with disease progression were discussed.

Keywords: Tuberculosis; Extrapulmonary; Central nervous system; IBD; Anti TNFa antibody

Pe3rome: [lanuent ¢ 10-roguniHa MCTOpUSA HA TEXBK YILEPO3€H MAHKOJUT, JEBET TOJUHU
nedeHue ¢ S-amuHOcanummioBa kucenuHa (5—ASA) u azatmonpun (AZA). Korato
3a00JIIBAaHETO OTHOBO CE 000CTPsi— OCTHP TeXKBK yiiepo3eH KouuT (UC), manueHTsT morydaBa
CKPUHHHT 3a MPEAOTBPaTUMU MH(DEKIIMO3HU 3a00IsIBaHMS U 3all0YBa CIACUTENIHA Tepanus ¢
antu-TNF antutsuio - Infliximab. Cnen wHAyKIIMOHHATa Tepamusi, MAlMEHTHT pa3BUBa
XeMaTOreHHO JHceMUHupana OenoapobHa Tyoepkynosa (Th), cryaen abcuec, TyOepKyno3eH
mumbanenut. [leT TOAWMHM clie[] YCHENIHOTO 3aBBbpIIBaHE HA MPOTHUBOTYOEPKYIO3HATA
Tepamnusi, MalueHThT UMa eIMHUYEH eMN30]] Ha 3ary0a Ha Ch3HAaHUE C Ta30Ba HHKOHTUHEHIIMSL.
Marnuten pe3onanc (IMP) nokasa nuceMuHupann/MUIHapHA TYOSPKYJIOMH Ha IIEHTpaTHATa

HepHa cucrema (IIHC) - mapenxumna TyOepkyno3a. beme o0chIeHO TepaneBTHYHOTO



MPEAN3BUKATEIICTBO HA HEOOXOAMMOCTTA OT JeueHne Ha Tyoepkyno3a Ha [IHC u texpk YK ¢

nporpecus Ha 3a00JIIBaHETO.

KuarouoBu aymm: TyOepkynosa, u3BbHOenoapoOHa; llenTpamna HepBHa cuctema; [BD;

Antutano cpeuy— TNFa

45.M T'eoprueBa, A AranHacoBa. buonornuHa Tepanusi NOpH Bb3NAIUTEITHU
3a0oNsiBaHUsS 4YepBaTa B JeTcka Bb3pacT. KoJeKIMOHEpCKO U3JaHUe.
Menumuaara mpe3 XXI sek. MEDINFO ISSN1314-0345, 2021/1,274-278
Pe3rome: bonectra Ha Crohn, yaIepo3HUAT KOJIUT U UHIETEPMUHUPAHHST KOJIHT ca PopMH Ha
BB3NAMTENHUTE 3a00sBanus Ha yepBaTa (IBD). JledeHneTo € KoMmiekCHO, MPOIBIKUTEITHO
Y TpyAHO. bruonornyHuTe areHTH ce U3MnoJ3Bar u npu aeua ¢ IBD, kato B mocieHUTe roguHu
HAMUpPAT BCE MO-IIUPOKO TMPHIOKEHUE C IeNl IMOCTUTaHe Ha IBITOTpaiiHa pPEMHCHS.
[lpunaranero Ha HOBUTE OWOJOTMYHU TMIpemapaTd NpH TMEIUATPUYHUTE TAIHCHTH €
OTpaHUYEHO MOPAIU 3aKbCHABALIOTO OJOOPEHHUE OT OTOPU3UPAHUTE CTPYKTYPH.
Abstract: Crohn's disease, ulcerative colitis and indeterminate colitis are forms of
inflammatory bowel disease (IBD). The treatment is complex, long and difficult. Biological
agents are also used in children with IBD, and in recent years have become increasingly applied
to achieve long-term remission. The use of new biologics in paediatric patients is limited due
to the delayed authorization.
46. Atanassova A. Expression of micro-ribonucleic acid 451 when used with chronic
inflammatory bowel disease. International Interdisciplinary Virtual Meeting

“Alumni Club and Friends” - March, 19-21, 2021, 79-83



Abstract: Introduction: microRNA-451 was first identified more than a decade ago in human
pituitary tissue. There is growing evidence of the important role of miR-451 in immune-
mediated diseases. Chronic inflammatory bowel disease (IBD) is an example of an immune-
mediated disease with unclear pathogenesis and difficult to follow activity due to the diverse
clinical picture. Therefore, we aimed to determine the role of miR-451 expression in patients
with Crohn's disease (CD) and ulcerative colitis (UC). Material and Methods: A total of 35
consecutive patients with UC, 35 patients with CD, and a control group of 30 healthy subjects
were included. In all of them, the serum expression of miR-451 was examined by reverse
transcriptase—quantitative real-time polymerase chain reaction PCR (RT-qPCR). The results
were statistically processed with SPSS v. 20.0 for Windows, using variation, variance,
comparative, correlation analysis, and ROC curve analysis. Results: Circulating levels of
microRNA-451 in patients with IBD are associated with active disease, intestinal localization,
vitamin deficiency. Vitamins B12 and D3 and corticosteroid treatment are recommended.
Conclusion: Due to the limited number of IBD studies, extensive cohort studies are needed to

validate the established results.

Keywords: microRNA-451, Crohn's disease, ulcerative colitis, expression

AocTpakTt: BoBenenue: MicroRNA-451 e unentudunmpana 3a mbpBU MBT MPEAH MTOBEYE OT
JleCeTUJIETHE B YOBEIIKa XUo(du3Ha ThKaH. FiMa Bce moBeue JoKa3aTelCcTBa 3a BaKHATA POJIS
Ha miR-451 npu umyHomeauupaHu 3a00isIBaHUSA. XPOHUYHHUTE BH3MATUTEITHN 3a00JISIBAHUS
Ha uepBara (IBD) ca npumep 3a uMyHOMETUMPaHH 3200JIIBaHNUS C HESICHA ITaTOTEHE3a U TPYyJHA
3a IpociesiBaHe aKTUBHOCT MOPaau pa3HooOpa3HaTa KIMHUYHA KapTuHa. CIe1oBaTenHo, Hue
CH TIOCTaBUXME 3a I1eJ1 J1a ONpeIesIuM poJiATa Ha ekcipecusTa Ha miR-451 npu mamueHTH ¢
6omnect Ha Crohn (CD) u ynueposen komut (UC). Matepuanu u metoau: Bxiroueru ca 001110
35 nocnenoBarennu nauueHty ¢ UC, 35 nmanuentu ¢ CD u koHTposiHa rpyna ot 30 31paBu
muma. Ilpu BcuukM e wu3cienBaHa cepyMHara ekchpecuss Ha miR-451 upe3 oOpartHa
TPAHCKPHUIITa3a - KOJWYECTBEHA MoiMMepa3Ha BeprkHa peakius PCR B peanno Bpeme (RT-
qPCR). Pesynrature ca craructuuecku obOpadorenu cbc SPSS v. 20.0 3a Windows,
U3MOI3Ballkl BapHallMOHEH, TUCIEPCUOHEH, CPaBHUTENEH, KopenanunoHeH aHanmu3 1 ROC
kpuBa. Pesynraru: Hupkynupamunre HuBa Ha microRNA-451 npu manmentu c¢ IBD ca
CBBbp3aHM C AaKTUBHO 3a00JsBaHE, THHKOUYPEBHA JIOKAIM3alUs, BUTAMUHEH JAe(PUIINT.

[IpenopbuBar ce cymmmenTanusi ¢ BuTaMua B12 u D3 nipu neueHue ¢ KOPTUKOCTEPOUIN.



3akmrouenue: [lopagu orpannuenus Opoil mpoyuBanus Ha IBD ca HeoOxomumu oOmmpHU

KOXOPTHHU IIPOYYBAHHUs 32 BAJIUAMPAHE HA YCTAHOBECHUTE PE3YJITATH.

KuarouoBu xymu: mukpoPHK-451, excnpecus, 6onect Ha Crohn, yiiiepo3eH KOJUT

47. MoneBa M., ArtanacoBa A. MeTaboiIUTEeH CHHAPOM TMIPH MAIUEHTH C
XpOHUYHUTE  Bb3mamuTeaHu  Oonectm Ha  depBata. CONFERENCE
PROCEEDINGS: 3RD INTERNATIONAL CONFERENCE: NURSING CARE
- A CONTRIBUTION TO THE QUALITY OF LIFE, JUNE 7-8, 2021, CoopHuk
noknaau, ISBN 978-619-221-365-7, pp 461-474

Pe3tome: BrnBenenue: B mocinemuute 20-25 roguHM 3aTIBCTIBAHETO € €IUNn OT Ha-
o0cHXKIaHUTE TPOOJIEMHU KaKTO y HAC, Taka U B CBETOBEH Mamiad. OT CBOsI cTpaHa HapacTBa
Oposi Ha MANUEHTUTE C XPOHUYHH Bh3NaIUTETHNA OonecTr Ha yepBara (XBbBY). B mocnennuTe
TOJUHU 00aue 3aTIBCTABAHETO MHOTO YECTO Ce HaONIoJaBa W MpPU MIIATU XOpa B aKTHBHA
BB3pacT ¢ XBBY. Ilen Ha HACTOSIIOTO M3CIIEIBaHE € J1a CE HAlpaBU CUCTEMAaTH4YeH 0030p Ha
3aTirecTsaBaHeTo cpen nanuentu ¢ XBBY, 6onect na Kpon u ynmepo3en konut. Marepuan u
metonu: 3a mepuona ot 2007r. mo 2020 r. B gocThiiHUTE 06a3u gaHHH Scopus, ScienceDirect,
Web of Science, PubMed, UpToDate mo xmodoBu nymu obesity, IBD, Cronh’s disease,
ulcerative colitis, BMI wu inflammation ca otkputu 5822 mnyOnukamuu. Pesynratu wu
oOcwxkaane: 3a u3cieIBaHusI IEPHO/] ca OTKpUTH 5822 mybmukaruu, ot kouto 2015 ca 0630pHN
cTaTuu, riaBu oT KHUrH ¥ 3807 myOnwkanuu, B pe3yJaTaTd OT MPOBEACHH H3CIICIIBAHMUS,
abcTpakTH, MOCTEPH U JAPYTU ChOOIIeHHs. Brcokara cTeneH Ha KOPEMHO 3aTIbCTSIBAHE MPU
nanueHT ¢ XBBY oka3sa BIMAHUE 110 OTHOIIEHHE HA KIMHAYHUS XOJ HA 3a00IIBaHUATA U
IBITOCPOYEH e(PeKT BbpXY KaueCTBOTO Ha JKMBOT Ha Te3u marueHTH. Criopes] HSIKOW aBTOpU
pa3npoCTPAaHEHUETO Ha 3aTABCTABaHETO Ipu nauneHTn ¢ XBbY e mexny 15% u 40%. Jonycka
ce, Y€ 3aTIIbCTABAHETO MOXKE J1a UIpae poJisd B IaToreHesara M passutuero Ha XBbBY.
3akmroueHue B 3akimtoueHue Moxe Ja ce Kaxe, ue 3aTIbCTABAHETO Ce MPEBPbHINA B CEPUO3EH
npoOiem 3a narueHTute ¢ XBBY. Benpekn mankoTo myOauKyBaHHM JaHHU Ce OKa3Ba, ue To-
BHUCOKHS MHJIEKC Ha TEJECHa Maca MMa OTPHUIATETHO BB3ACHCTBHE BBHPXY MPOTUYAHETO U
TEXeCTTa Ha 3a00JIIBaHUs, CBBP3aHO C PEANIIA YCIOKHEHUS.

KiarouoBu a1ymu: 3aTIbCTSABaHE, XPOHUYHH BB3MATUTETHU OOJECTH Ha 4yepBara, OOJIECT Ha
Kpon, ynueposen konut, Bb3nanenue, UTM

Abstract: In the last 2-3 decades, the incidence of obes ity has been progressively increasing

among all age groups, and this problem is one of the most discussed both in Bulgaria and



worldwide. There is also an increase in the number of patients with inflammatory bowel disease
(IBD). However, the obesity is becoming more common in young people in active age with
IBD. The aim of the present study is to provide a systematic overview of obesity in IBD patients,
(Crohn's disease (CD) and ulcerative colitis (UC)). Material and methods: For the period from
2007 by 2020, 5,822 publications have been found in the accessible databases Scopus,
ScienceDirect, Web of Science, PubMed, UpToDate by keywords obesity, IBD, Cronh’s
disease, ulcerative colitis, BMI and inflammation. Results: 5,822 publications were found
during the study period, of which 2,015 were review articles, book chapters and 3,807
publications, as a result of research, abstracts, posters and other communications. The high rate
of abdominal obesity in IBD patients has an impact on the clinical course of the disease and a
long-term effect on the quality of life of these patients. According to some authors, the
prevalence of obesity in IBD patients is between 15% and 40%. It is suggested that obesity may
play a role in the pathogenesis and development of IBD. In conclusion, it can be said that obesity
is becoming a serious problem for IBD patients. Higher body mass index has a negative impact
on the clinical course and severity of CD and UC, and is associated with a number of
complications.
Key words: obesity, inflammatory bowel disease, Crohn's disease, ulcerative colitis, BMI
48. Monesa M., ArtaHacoBa A. 3aTuIbCTABaHE MpU MALUEHTH C XPOHUYHU
Bb3nanutenau O6onectu Ha uepBara. CONFERENCE PROCEEDINGS: 3RD
INTERNATIONAL CONFERENCE: NURSING CARE - A CONTRIBUTION
TO THE QUALITY OF LIFE, JUNE 7-8, 2021, Coopuux noxiaau ISBN 978-
619-221-365-7, pp 454-460
Pe3ome:BrBenenne: MetabonutHusat cunapom (METC) mnpencraBnsBa ChBKYIHOCT OT
(hakTOpH, KOUTO MOTAT JIa YBEJIMYaT PUCKA OT ChPICUHO-CHIOBH 3a00JIIBaHMS, 3aXapeH 1uadeT
tan 2 ¥ pak. Tol e rimobaneH mpobiieM, KaTo 4ecToTara My HENMPEKhCHATO CE€ MOBUINABA B
CBETOBEH Mamad 1 3aBUCH OT I0J1a, Bb3pacTTa U pacara. B ocoBata Ha Bpb3kara Ha METC ¢
BB3MANUTENHN OonecTr Ha yepBaTa (XBBY) crou Bp3naneHneTo, KaTo B HayKarta MpoIbikKaBa
7la € U3ce/lBa BIMSHUETO Ha ABeTe Oosectu. Llen Ha HacTOoSIIOTO U3CIeBaHE € J]a Ce HallpaBu
CUCTeMAaTHUYeH Iperje/ Ha HaydHUTe MyOnuKaiuu B o0JacTTa Ha mposiBaTa Ha METa0OJIUTEH
cunzpoM npu nanueHt ¢ XBbBY. Martepuan u meroau: 3a nepuoga ot 1998 r. no 2020 r. B
nocteiHUTE 0asu maHHU Scopus, ScienceDirect, Web of Science, PubMed, UpToDate mo
kmouoBu nymu METS, obesity, IBD, Cronh’s disease, ulcerative colitis, BMI u inflammation
ca oTkputH 98 myosmkanuu. Pesynratu u o0chxnane: 3a u3ciaeaABaHUs IEPHOJT Ca OTKPHUTH 98

myOJMKaIuu, OT KOuTo 33 ca 0030pHU CTaTHH, TJIaBH OT KHUTH U 65 MyOJIMKaIuu, B pe3yaTaTH



OT TIPOBENICHU H3CJCABaHUS, aOCTPAKTH, MOCTEPH U APYTH CHOOMmEeHU. MeTaOomuTHUSAT
CHHJIPOM € €IMH OT OCHOBHUTE 3/[paBHH MPOOJIEMHU B CBETOBEH Malad U € pUCKOB (hakTop 3a
pPa3BUTHETO Ha COLMATHO 3Ha4YMMHU 3abomnsBanus. Hammumero na METC mpu manueHTUTe C
XBBY ce cBbp3Ba HE caMO C MPUIOKEHUETO Ha ONPEACICHM MEAUKAMEHTH KarTo
TITIOKOKOPTUKOHUIM, HO HErOBOTO TPHCHCTBUE BIUSC M BBPXY €PeKTa OT MpHIAraHUTe
ChBPEMEHHU MEIUKAMEHTH, MOCTOIMEPATUBHUS MEPUOA M TPOTHO3aTa MPHU TE3H MAIMCHTH.
3aknroueHue: B 3akimroueHne MOXe Ja ce Kake, Y€ METaOOIUTHHS CHHAPOM € TIPEIOTBPATUM
BBIPEKH OBP3UTE TEMITOBE C KOUTO HApacTBa HeroBara yectota. OrpaHnYaBaHe BIMSHACTO HA
pucKoBHUTE (PAaKTOPH 3a HErOBOTO PAa3BUTHE OM MOJOOPHIIO MPOTHO3aTa M MPOTUYAHETO HA
XBBU.
KiarouoBu aymu: MeTaboNMUTEeH CHHAPOM, 3aTIBCTSIBAHE, XPOHUYHU BB3MATUTEIHU O0ecTH
Ha 4yepBara, 6osiect Ha KpoH, ynmeposen koinut, U'TM, Bp3naneHue
Abstract: Metabolic syndrome (METS) is a combination of factors that can increase the risk
of cardiovascular disease, type 2 diabetes and cancer. It is a global problem, and its frequency
is constantly increasing worldwide, depending on gender, age and race. Inflammation is at the
heart of METS relationship with inflammatory bowel disease (IBD), and science continues to
study the effects of both diseases. The aim of the present study is to provide a systematic review
of scientific publications in the field of metabolic syndrome in IBD patients. For the period
from 1998 to 2020, 98 publications were found in the accessible databases Scopus,
ScienceDirect, Web of Science, PubMed, UpToDate by keywords: METS, obesity, IBD,
Cronh’s disease, ulcerative colitis, BMI and inflammation. For the research period, 98
publications were found, of which 33 were review articles, book chapters and 65 publications,
as a result of research, abstracts, posters and other communications. Metabolic syndrome is one
of the major health problems worldwide, and is a risk factor for the development of socially
significant diseases. The presence of METS in IBD patients is associated not only with the use
of certain drugs such as glucocorticoids, but its presence also affects the effect of modern drugs,
the postoperative period and the prognosis in these patients. In conclusion, it can be said that
the metabolic syndrome is preventable despite the rapid rate at which its frequency increases.
Limiting the influence of risk factors on its development would improve the prognosis and
clinical course of IBD.
Key words: metabolic syndrome, obesity, inflammatory bowel disease, inflammation

49. S Gancheva, I Ivanova, A Atanassova, D Gancheva-Tomova, M Eftimov, K

Moneva, M Zhelyazkova-Savova, S Valcheva-Kuzmanova. Effect of Aronia

Melanocarpa fruit juice on oxidative stress, energy homeostasis, and liver



function in overweight and healthy-weight individuals. Scripta Scientifica

Medica, 2021;53(4):39-46, Medical University of Varna
Abstract: Introduction: Overweight and obesity are disorders of energy metabolism, associated
with oxidative stress and chronic low-grade inflammation. Aronia melanocarpa fruits are rich
in polyphenolic compounds with antioxidant properties. The fruit juice exhibits lipid- lowering,
antihyperglycemic, and hepatoprotective activities in experimental settings. Aim: The study
aimed to examine the effects of Aronia melanocarpa fruit juice on oxidative stress, energy
homeostasis, and liver function in overweight and healthy-weight volunteers. Materials and
Methods: The study included 11 overweight and 11 healthy-weight individuals. The
participants consumed 50 mL of 100% Aronia melanocarpa fruit juice 3 times daily for 3
months. Blood samples were obtained at the baseline and the end of the study. Oxidative stress
was evaluated by the serum activity of superoxide dismutase (SOD) and catalase (CAT), and
the concentration of thiobarbituric acid reactive substances (TBARS). Energy metabolism and
liver function were assessed by standard biochemical tests. C-reactive protein was measured as
a non-specific inflammatory marker.Results: The fruit juice increased the activity of SOD and
reduced the serum level of TBARS in the overweight group. The CAT activity was
insignificantly increased in both groups. Aronia decreased the level of gamma-glutamyl
transferase and reduced slightly the C-reactive protein, fasting blood glucose, and glycated
hemoglobin levels in the overweight group. The liver function tests and the lipid profile were
not affected. Conclusion: Aronia melanocarpa fruit juice improved the parameters of oxidative
status. The present pilot study confirmed the beneficial effects of Aronia fruits on human

metabolic health.

Keywords:Aronia melanocarpa; antioxidant; energy metabolism; liver function; overweight;
pilot study
Pe3rome: Bbeeaenue: HanHOpMEHOTO TEIIIO M 3aTIBCTSIBAHETO Ca HAPYIICHUSI HA EHEPTUITHUSA

MeTabo0JIN3bM, CBBP3aHU C OKCHJIATUBEH CTPEC M XPOHUYHO HUCKOCTEIIEHHO Bh3IMAJICHHUE.
[TnomoBere Ha Aronia melanocarpa ca OoraTh Ha TOIM(EHONHU CHEIUHEHUS C
AHTHUOKCHJIAaHTHU  CBOicTBa.  [lmojoBwsIT  COK  mMposiBSiBa  JIMIUAO-TIOHMIKABAIIIO,
AHTUXUTNEPTIMKEMUYHO U XETIaTOMPOTEKTUBHO JICUCTBUE B €KCTIEPUMEHTAIHH yciioBus. Llen:
[IpoyuBaneTro nma 3a 1en na u3cieaBa eexTuTe Ha TUIOJOBHUS COK OoT Aronia melanocarpa
BBPXY OKCHIATHBHHS CTpeC, CHEpruilHaTa XOMeocTa3a W YepHOApoOHaTa (YHKIUS TpU
JO0OPOBOIIIIH C HATHOPMEHO TETJIO U 3[paBOCIOBHO Terio. Marepuanu u metonu: [IpoyuBanero
BKJIOYBa 11 MHAMBHIIA C HAIHOPMEHO Terio U 11 ¢bC 3paBOCIOBHO TErJIO. YYACTHUILIUTE Ca

koHcymupanu 50 mL 100% mnonoB cok ot Aronia melanocarpa 3 mbTH AHEBHO B IPOABIKEHUE



Ha 3 Mecemna. Bzetu ca kpbBHM MPOOH B HAYAJIOTO U B Kpas Ha n3cienBaHeTo. OKCUIATHBHUSAT
cTpec Oellie OLIEHEH Ype3 cepyMHAaTa akTUBHOCT Ha cymepokcu nucmyrtasa (SOD) u karanasza
(CAT) u KoHIEHTpanMaTa Ha PEaKTUBHHU BellecTBa ¢ THoOapouTyposa kucennna (TBARS).
EnepruitHusaT Meraboim3bpM W 4epHOJApoOHaTa (YHKIMS ca OIEHEHHW Ype3 CTaHIapTHU
OnoxuMuuHu TecToBe. C-peakTUBHHUAT MPOTEMH C€ U3MepBa Karo HecneuuduyueH
BB3NaNUTENeH Mapkep. Pesynratu: [lnonoBusT cox mnosumaBa akTuBHOcTTa Ha SOD u
HamassiBa cepyMHOTO HUBO Ha TBARS B rpynara ¢ HanHopMeHo Terio. AktuBHocTTa Ha CAT
Oellle HE3HAYUTEIIHO TMOBUIIEHA M B JIBETE Ipymu. ApOHHUSATA HaMalsiBa HUBOTO Ha rama-
riiyramMui Tpancdepasa u jeko HamansiBa C-peakTUBHUS IPOTEHH, KpbBHATA 3aXap Ha IJ1aJHO
Y HUBaTa Ha TIIMKUPAHUS XEMOTJIOOWH B TpyraTta ¢ HaAHOPMEHO Teryo. YepHoapoOHuUTe
(YHKIMOHATHH TECTOBE U JTUIHUIAHUAT PO He ca NOBIUSAHH. 3akitouenue: [1mo10BusT cok
ot Aronia melanocarpa mogoOpsiBa mapaMeTpuTe Ha OKCHUIATUBHHUSA cTaryc. HacTosmoTo
MUJIOTHO MPOYYBaHE NOTBBPAM OJarOTBOPHOTO BB3/ICHCTBUE HA IJIOJJOBETE Ha apOHUATA BHPXY
YOBEUIKOTO METaOOIMTHO 3/paBe.

KurouoBu gymu: Aronia melanocarpa; aHTHOKCHAAHT; €HEPTHEH METa00IM3bM; YEPHOAPOOHA

GyHKIUS; HAIHOPMEHO TETJI0; MUJIOTHO MPOyYBaHe

50. Atanassova A., Georgieva A., Chervenkov T. Correlation between Vitamin D,
Some Circulating Micro RNA with CRP and Faecal Calprotectin in Patients with
Crohn’s Disease, International Journal of Current Research and Review, 2021,

Vol 13 (1), 177-183
Abstract: Introduction: The malabsorption and the inflammation participate in the
pathogenesis of Crohn’s disease (CD) and influence the vitamin D levels. Serum microRNAs
(miRNAs) are secreted during the inflammation in the gastrointestinal tract and therefore could
affect the regulatory functions of vitamin D and its signal pathways via negative feedback.
Objective: This study aims to assess the relationship between the Vitamin D serum levels and
the expression of several circulating miRNAs in patients with CD and to correlate their levels
with the activity of the disease. Methods: 15 miRNAs expression was assessed using reverse
transcriptase quantitive real-time PCR in 27 consecutive CD patients and then correlated with
the serum level of 25(OH)D, C-reactive protein (CRP), faecal calprotectin (FCP) and clinical
Crohn’s disease assessment index (CDAI). Results: Activity of CD is a risk factor for a decrease
in the 25(OH)D serum levels (OR=7.5 (1, 09-51, 52; p<0.05). There is a strong inverse
correlation between the levels of FCP and 25(OH)D (r=-0.641; p<0.001). The results indicate



that 25(OH)D deficiency induces the highest risk for a change in the miRNA-96 1 serum
expression. Conclusion: The 25(OH)D serum levels and serum expression of miRNA-96 1,
miRNA-142-5p 1, miRNA-191 1 and miRNA-199a 1 open an opportunity for optimization
of the initial assessment of CD and potential as a prognostic tool.
Key Words: Crohn’s disease, Micro-RNA, Vitamin D, CRP, Fecal calprotectin
Pe3ome: Boeenenue: MamaOcopOuusaTss M BB3MAJCHUETO YYacTBAaT B MATOreHe3aTa Ha
6onectra Ha Crohn (BK) u Bnussar Bepxy HuBara Ha BuTtamuH D. Cepymuutre mMukpoPHK
(miRNA) ce cekpeTupar Mo BpeME Ha BB3MAJICHUETO B CTOMAIIHO-YPEBHUS TPAKT M
CJIEIOBATETHO MOraT Ja MOBIHUSAAT Ha peryjaaTopHUTe (yHKIMM Ha BUTaMUH D u HeroBute
CUTHAJIHU ITBTHINA Ype3 OTpuliaTeTHa oOpaTHa Bpb3Ka. Llen: ToBa npoy4yBane uma 3a 1en aa
OLICHH Bpbh3KAaTa MEXKAYy CEpYMHHUTE HHMBA Ha BHTaMHH D U eKclpecHsTa Ha HIKOIKO
uupkymupam MUPHK npu naumentu ¢ BK u 1a chbnocTtaBu TEXHUTE HUBA C aKTUBHOCTTA HA
3abonsBaneTro. Metonu: Excripecusara Ha 15 miRNAs Gerie orieHeHa ¢ momoIira Ha oOpaTHa
TpaHckpunrasa konudectseH PCR B peanno Bpeme npu 27 nocnenoBatesnny nanueHT ¢ bK u
clieq; ToBa KopenupaHa chc cepymHoTo HUBO Ha 25(OH)D, C-peaktuBen mporteun (CRP),
¢dekanen kanmpoTekTuH (FCP) m xnmHnuna Oonect Ha Crohn wHAEKC 3a OIEHKAa Ha
3abonsBaneTo (CDAI). Pesynratu: AktuBHocTTa Ha BK € puckoB akTop 3a HamansiBaHe Ha
cepymuute HuBa Ha 25(OH)D (OR=7.5 (1, 09-51, 52; p<0.05). CobmiecTByBa cruiaHa oOpaTHa
kopenanus mexay HuBara Ha FCP u 25(OH)D (r=-0.641; p<0.001). Pe3ynTaTture nmokas3Bar, ue
nebunutbT Ha 25(OH)D nHAympa Haiil-BHCOK PUCK 3a MPOMSHA B CEpyMHATa €KCIpecus Ha
miRNA-96 1. 3akmouenne: Cepymuure HuBa Ha 25(OH)D u cepymHara ekcmpecus Ha
miRNA-96 1, miRNA-142-5p 1, miRNA-191 1 u miRNA-199a 1 oTBapsat Bb3MOKHOCT 3a
ONTUMU3HMpPAaHE Ha MbpBOHa4yanHaTa oneHka Ha CD u moreHnuama Karo MPOTHOCTHYEH
MHCTPYMEHT.
KuarouoBu xymu: 6onect va Crohn, mukpo-PHK, Butamun D, CRP, ekanen kanmpoTekTinH
51. Atanassova A., Georgieva A., Chervenkov T., Konsoulova A. Micro-RNA 155
- On the Crosspoint of Inflammation and Carcinogenesis. International Journal
of Current Research and Review, 2021, Vol 13 (12), 9-15
Abstract: Background: As miR-155 influences a wide spectrum of inflammatory mediators,
the study of this miRNA may suggest a new insight over the cancer development mechanisms.
This is why the investigation of the miR-155 expression may reveal a potential relation between
inflammation and gastrointestinal cancer. The aim of the current study is to assess the miR-155
expression levels in patients with Crohn’s disease (CD) and ulcerative colitis (UC). Materials

and Methods: The expression of miR-155 was studied in 70 consecutive patients with a



confirmed diagnosis of IBD: 35 with CD and 35 with UC and 30 healthy controls. Disease
activity was evaluated by the clinical symptoms, biochemical inflammatory parameters (CRP,
FCP) and validated indices for evaluating IBD activity (CDAI for CD, Montreal Classification,
and partial Mayo score for UC). 25(OH)D serum concentrations were measured by a
commercial paramagnetic particle chemiluminescent immunoassay for the quantitative
determination of total 25 - hydroxyvitamin D [25(OH) vitamin D] levels use on Access 2
Immunoassay Systems. Serum expression of miR-155 by reverse transcriptase, a real-time
quantitative polymerase chain reaction (RT-qPCR), was tested in all. Results: The analysis of
the results showed that the circulating miR-155 was increased in Crohn-colitis (3.51+5.22) and
extensive UC (2.86+5.44). Levels of CDAI above 150 were a risk factor for detection of
increased miR-155 expression levels (OR=10,91 (1.194-99,688); p=0.017). An increased miR-
155 expression was detected in patients, treated with corticosteroids (5.20+£8.91 for UC and
3.39+£3.10 for CD). There was an inverse proportional moderate correlation with the levels of
FCP (r= -0.344 :p<0.05). Vitamin D deficiency (25(OH)D) led to a 1.24 higher risk for
increased serum level of miR-155. Conclusions: The increased expression of miR-155 in
patients with IBD is seen in disease localization in the colon, persistent inflammation, severe
disease activity, vitamin D deficiency and treatment with corticosteroids.

Key Words: Fecal calprotectin, CRP, Crohn’s disease, micro-RNA 155, Ulcerative colitis,
Vitamin D

Pe3tome: Tlpenucropus: Toit kaTo miR-155 Biusie BBpXy MIMPOK CHEKTHP OT BH3MAIUTEITHU
MeauaTopu, u3cienBaHeTo Ha Tazuw MIRNA Moke 1a TNpemiokud HOB TOTJIE] BBPXY
MEXaHU3MUTE 32 pa3BUTHE Ha pak. ETo 3a1o n3cnenBaHero Ha ekcripecusata Ha miR-155 moxe
Ja pa3kpue MOTEHIMAIHA BPh3Ka MEXKAY BB3MAICHUETO U TaCTPOUHTECTHHANHUS pak. Llenra
Ha HACTOSIIIIOTO ITPOYUYBAHE € J1a ce OICHAT HUBaTa Ha ekcrpecust Ha miR-155 npu nanuenTtu ¢
6omnect Ha Crohn (CD) u ynuepo3sen konut (UC). Marepuanu u metoan: Exkcipecusita Ha miR-
155 e nzcnensana npu 70 nociaen0BaTENHN NAUEHTH ¢ TOTBBpAeHa nuardo3a IBD: 35¢ CD u
35 ¢ UC u 30 3apaBu KOHTpOJHM. AKTHBHOCTTAa Ha 3a0oisBaHeTo Oelle OIleHEeHa dYpe3
KIIMHUYHUATE CAMIITOMH, OMOXUMUYHUTE Bh3nanuTeau napametpu (CRP, FCP) u Banmunupanu
WHJIEKCH 3a orleHKa Ha aktuBHOCTTa Ha IBD (CDAI 3a CD, Monpeaiicka kiacuukamnus u
yacTu4eH pesyaTtar Ha Mayo 3a UC). Cepymuute konuentpaiuu Ha 25(OH)D 6s1xa nzmepenu
ype3 TBPrOBCKM XEMHIYMHUHECIEHTEH WMYHOAHAIU3 C TMapaMarHUTHA YacTUIM 3a
KOJIMYECTBEHO OTpeelisiHe Ha o0IuTe HUuBa Ha 25-xuapokcuBuramut D [25(OH) Butamun D]
pu u3noa3Bane Ha Access 2 Immunoassay Systems. CepymHaTa excrpecus Ha miR-155 upe3

oOpaTHa TpaHCKPHIITa3a, KOJIMYECTBEHA MTOJIMMepa3Ha BeprKHA peakius B peaaHo Bpeme (RT-



qPCR), Oeme TecTBaHa Npu BCUYKH. Pe3yntatu: AHanmM3bT Ha pe3ylTaTHTE IOKa3a, 4e
mupkynmupamsaT miR-155 e noBumen npu Crohn-komut (3,5145,22) u excrensuBen UC
(2,86+5,44). Hua na CDAI Han 150 ca puckoB ¢akTop 3a OTKpMBaHE Ha MOBUIIEHU HUBA Ha
excripecuss Ha miR-155 (OR=10,91 (1,194-99,688); p=0,017). YcranoBeHa ¢ TOBHIIICHA
excripecus Ha miR-155 nmpu manmenTH, nexkyBanu ¢ koptukocrepounu (5.20+8.91 3a UC u
3.39£3.10 3a CD). Hamepena 6e 0OpaTHO MpOMOPIIMOHAIIHA YMEPEHa Kopesalus ¢ HuBaTa Ha
FCP (r=-0,344 :p<0,05). dedunutst Ha BuTamus D (25(OH)D) Boau 1o 1,24 mo-BUCOK pUCK
3a IOBUIIIEHO cepyMHO HUBO Ha miR-155. 3akmouenus: [loBumenara excripecus Ha miR-155
npu nanueHT ¢ IBD ce HabmomaBa mpu okanu3upane Ha 3a00/s1BaHETO B 1e0€TI0TO YepBo,
MEPCUCTHUPAILIO BB3MAJICHUE, TeXKKAa aKTUBHOCT Ha 3a00sBaHeTO, AeUUUT Ha BUTAaMHH D u
JIe4YeHHe ¢ KOPTUKOCTEPOHIH.
KarouoBn aymu: dekanen xammporektuH, CRP, Gomect na Crohn, mukpo-PHK 155,
yIILEPO3€eH KOJIUT, BATAaMUH D
52.S Chakarov, R Georgiev, G Valchev, A Atanasova, M Yordanova, S
Mavrodinova, E Kostova. Crohn’s Disease: Contemporary Diagnostic

Techniques. Bapuencku meauruacku gopym, 1. 11, 2022/12/30, 13-18

Abstract: The diagnosis and follow-up of patients with Crohn's disease are undergoing rapid
development and innovation. In recent decades, significant diagnostic advances have been
observed in diagnostic imaging. In recent years, the rapid development of new computer
technologies and the introduction of new software have increased the informativeness and
accuracy of CT, MRI, and ultrasound examinations of the abdomen. The quality of the CT scan
is optimized, and at the same time, the ionizing dose to the patient is reduced. One of the ways
to reduce the ionizing dose while scanning patients with Crohn's disease is to use a low-dose
scanning protocol. With this scanning method, patients receive a much lower ionizing dose than
the standard protocol without significantly losing quality. Dual-energy and dual-layer spectral
detectors are two other scan protocols and image post-processing techniques that significantly
improve image informativeness. New ultrasound machines and the development of the software
have greatly improved the informativeness of this harmless study. Shear wave elastography and
strain elastography are new research techniques through which we can obtain information about
changes in the mesenteric of the affected areas. Development in magnetic resonance techniques
is also observed. New magnetic resonance methods such as MR fluoroscopy, dynamic contrast-

enhanced MR perfusion (DCE MR), magnetization transfer, and others are examples of this.



Thus, new diagnostic methods give a key role to diagnostic imaging in the detection and follow-

up of Crohn's disease.

Keywords: Crohn's disease, CT, MRI, MRI fluoroscopy, abdominal sonography, stain
elastography

Pe3iome: /lparnosara m mpociensBaHETO Ha manueHTu ¢ O6osjectra Ha Crohn mperwprsiBaT
O0bp30 pa3Butue U uHOBauuu. [Ipe3 mocnenHuTe AeceTuseTHsl ce HaOI0laBa 3HAYUTEICH
ANArHOCTUYCH HaANpCAbK B 06pa3HaTa AUarHoCTuKa. Hp€3 IIOCIICAHUTE T'OAUHU 6’bp3OTO
Pa3BUTHUC Ha HOBUTC KOMITIOTHPHU TCXHOJIOTMHW U BBBCIKIAHCTO HA HOB CO(bTyep IIOBHUIIIN XA
nHpopmatuBHoctTa U TouHOocTTa Ha CT, MRI M ynTpa3sBykoBOTO HW3cieaBaHE Ha Kopema.
OnTummu3upa ce KadyecTBOTO Ha KOMITIOTbpHaTa ToMmorpadus, KaTo ChIIEBPEMEHHO Ce
HaMaJisiBa fIOHHSHpaLLIaTa 03a 3a IIalluEHTa. EI[I/IH OT HAYUMHUTEC 3a HaMaJIdIBAaHC Ha
HoHM3WpaIaTa 103a MpyU CKaHUpaHe Ha manueHTu ¢ Oonect Ha Crohn e W3mon3BaHeTO Ha
MIPOTOKOJI 32 CKaHUpaHe ¢ HUCKa a03a. C TO3M METOJ Ha CKaHUpPaHE MAIMeHTHUTE MOoJydyaBaT
MHOTO TIO-HUCKa HOHHM3UpAlla /1032 OT CTaHJAPTHUS MPOTOKON, 0e3 Ja TyOsT 3HAYUTETHO
KauyecTBOTO. JIByeHEpruiHUTE U JABYCIOMHUTE CIEKTPAJIHU JETEKTOPU ca JBa JpYyru
MPOTOKOJIA 32 CKaHWpaHEe M TEXHUKH 3a MOCIeBaIia o0padoTka Ha W300paKeHUS, KOUTO
3HAYMUTENIHO MO00psBaT MH(POpPMATHBHOCTTA Ha u300paxkeHuero. HoBute ynTpazByKoBH
amapaTtv ¥ pa3BUTHETO Ha codTyepa 3HAYMTEIHO MOA0Oprxa MHGOPMATHBHOCTTA HA TOBA
0e3BpenHO HM3cienBaHe. Shear wave emacrorpadusTa u strain emactorpadusiTa ca HOBH
M3CJIEI0BATENICKH TEXHHUKH, Ype3 KOMTO MOXKEM Ja MOIy4YdM HH(pOpMAaIHs 3a MPOMEHHUTE B
ME3eHTepHyMa Ha 3acerHaTuTe obnactu. HabOmiomaBa ce W pa3BUTHE Ha MAarHUTHO-
pe30HaHCHHUTE TeXHUKU. HOBM MarHMTHO-pe3oHaHCHU MeToau kKaro MR duyopockomnus,
nuHaMu4yHa KoHTpacTHO-ycuieHa MR mepdysus (DCE MR), Tpancdep Ha HamMarHUTBaHEe W
Apyru ca nmpumMepu 3a TOBA. Ilo TO31 HAYUMH HOBHUTE AUArHOCTUYHU MCTOJU OdaBaT KJIKOYOBa

poJIst Ha oOpa3HaTa TMarHOCTUKA MPU OTKPUBAHETO U MpocieasBaHeTo Ha 6onectra Ha Crohn.

KawuyoBu aymm: OGonect Ha Crohn, KT, MR wuzoGpaxenue, MRI ¢ayopockonus,

abnoMuHaiHa coHorpadus, cTeitH enacrorpadus

53. E IlamaiiotroBa, A AtaHacoBa. HekpomnrTo3aTa-Bb3MOXKCH ITyCKOB MEXaHH3BM 3a
BB3HMKBAHE HA BB3MAIWTEIHATE UYpEeBHH 3a00isABaHWS. BapHEHCKH MeIMIMHCKA

dopym, T. 11, 2022, 6p.1, 53-60



Abstract: Introduction: Necroptosis is a newly discovered form of regulated cell death that
occurs when apoptosis is inhibited but extracellular apoptotic stimulation continues. It has
morphological characteristics similar to necrosis and powerful immunogenic properties leading
to inflammation. Necroptosis is thought to have evolved as a “backup” of apoptosis in cases
where pathogens have developed mechanisms to inhibit the apoptotic machine. Apart from
being adaptive, recent studies have established it as a major pathogenic component of various
disease states—neurodegenerative, cardiovascular, malignant neoplasms, kidney damage, and
others. There is growing evidence that necroptosis plays a key role in the pathogenesis of
inflammatory bowel disease. Aim: The aim of the present study is to review data from the
literature on the role of necroptosis in the occurrence of intestinal inflammation in inflammatory
bowel disease. Materials and Methods: For the period 2013-2021 in the available databases
(Scopus, ScienceDirect, Web of Science, Access Medicine, PubMed) the following keywords
are used in English: necroptosis, death-inducing signal complexes (DISCs), receptor interacting
serine/threonine-protein kinase 3 (RIPK3), DAMPs, caspase 8, intestinal inflammation,
inflammatory bowel disease. Results: A total of 573 publications were found, of which 273
were review articles, book chapters and 300 publications, as a result of research, abstracts,
posters and other communications. Studies of the literature have shown that necroptosis in the
intestinal epithelium leads to uncontrolled inflammation with characteristics similar to

inflammatory bowel disease in humans.

Keywords: necroptosis, inflammatory bowel disease, intestinal inflammation, RIPK3

Pe3rome: BoBenenue: Hekpornro3ara € HOBOOTKpuTa (hopMa Ha peryirpaHa KIeThbuHa CMBPT,
KOSITO BB3HMKBA, KOTATO alonro3ara € WHXHOMpaHa, HO HM3BBHKJIEThYHATA AalONTOTHYHA
CTHUMYJIAIHS TPoIbDKaBa. MiMa MOpP(OJIOTHYHN XapaKTePUCTHKH, MOTOOHN Ha HEKpo3aTa U
MOIIIHA UMYHOTE@HHU CBOWMCTBA, BOJCUIN N0 Bb3naieHue. CmsTa ce, 4e HEKPOINTo3aTa ce €
pa3Buia KaTo ,,pe3€pPBHO KOMHE Ha armomnro3ara B CIy4aWTe, KOTAaTo IAaTOTCHUTE ca
pa3paboTHIIN MEXaHU3MH 32 MHXUOMpaHe Ha alloNTOTHYHATa MainmnHa. OCBEH KaTo aJlalTHBEH,
MOCJICTHUTE MPOYYBAHHS IO YCTAHOBUXA KaTO OCHOBEH IMATOTEHEH KOMIIOHEHT Ha Pa3InyHH
0O0JECTHU CBCTOSIHUSL -  HEBPOJIETCHEPATHBHU, CBHPACYHO-CHAOBH,  3JOKAUYECTBEHU
HOBOOOpa3zyBaHus, OBOpeyHH yBpeXIaHus u Ap. Mma Bce mMoBede JOKa3aTENICTBA, Ye
HEKpONTO3aTa Wrpae KIYoBa pOJisi B TMATOreHe3aTa Ha BB3MAIMTEIHOTO 3a00JsiBaHE Ha
yepBara. Llen: L{enta Ha HACTOSAIIOTO M3CIIEABAHE € J1a Ce MperieaT JaHHUTE OT JIUTeparypaTa

3a poJidTa Ha HCKPOIITO3aTa 3a BB3HHUKBAHC HAa YPCBHO BBIMNAJICHHUC IMPU BB3NAJIUTCIIHU



3a0o0sBaHMs Ha yepBata. Marepuanu u metoau: 3a nepuoga 2013-2021 r. B HanmuyHUTE 623U
narau (Scopus, ScienceDirect, Web of Science, Access Medicine, PubMed) ce mu3mon3sar
CIIETHUTE KJIFOYOBU JYMHU Ha aHTJIMKACKH €3WK: necroptosis, death-inducing signal complexes
(DISCs), receptor interacting serine /Tpeonns-npotenH kuHaza 3 (RIPK3), DAMPs, kacmaza 8§,
YpEBHO Bh3NAJICHHE, BH3MATUTEIHH 3a00JsBaHus Ha yepBaTa. Pesynratu: OTKpHUTH ca 00110
573 myOnukauuu, OoT Kouto 273 0030pHHM cTaTvd, TJaBu OT KHUTM M 300 myOimukanuu, B
pe3yaTaT Ha M3CICABaHUS, PE3OMETa, MOCTEPU U JIPYrd KOMyHHKaiuu. [IpoydBaHusTa Ha
JUTEeparypaTa IMOKa3BaT, Y€ HEKpONTO3aTa B UYPEBHUS CMHTEN BOAM JO HEKOHTPOIHUPAHO
BB3MAICHUE C XapaKTEPUCTHKH, IMOJOOHN Ha BB3MAJIUTEIHH 3a00JsBaHHS Ha YepBaTa IMpH
xopa.

Kiro4oBu 1ymMu: HEKpONTO3a, Bh3MAIUTEIHU 3a00JSIBAHKS HA YepBaTa, YpEBHO Bh3IAICHUE,

RIPK3

54. E. IlanaitotroBa, A AtanacoBa. Excripecus na RIPK3 cpen rpyma ot Obiarapcku
MAanuCHTU C XPOHUYHU BBIMNAIHUTCIHU SaGOﬂﬂBaHI/IH Ha 4YcpBara. BapHeHCKI/I

MenuuHCeK Gopym, T. 11, 2022, 6p.2, 20-24

Abstract: Aim: The aim of the present study was to determine the expression level of receptor-
interacting protein kinase 3 (RIPK3) in endoscopically altered areas (intestinal biopsy) in
patients with inflammatory bowel disease (IBD). Materials and Methods: Covered were 170
patients with IBD, 85 with Crohn's disease (CD), 85 with ulcerative colitis (UC), and a control
group of 30 patients with functional gastrointestinal disorders. In all, nuclear expression of
RIPK3 in intestinal biopsies (H-score) was immunohistochemically examined. Statistical
processing of the results was performed via SPSS v. 20.0 using variation, variance,
comparative, correlation, ROC curve analyses. Results: In patients with IBD, overexpression
of RIPK3 (180.3) was observed in inflamed tissues compared to controls. There was a
significant difference in the mean values of RIPK3 expression between patients with CD, UC,
and healthy controls. RIPK3 thresholds have been established to distinguish patients with IBD
from healthy controls (163.5) and to distinguish patients with CD and UC (185.5). The positive
predictive value of the high expression of the marker for the presence of IBD was established—
92.9%. Conclusion: RIPK3 expression levels are increased in inflamed tissues in patients with
IBD compared to controls. Further research is needed in this area to clarify the role of
necroptosis in the development of IBD, which would provide new opportunities for the

prediction and treatment of these diseases.



Keywords:IBD; RIPK3; threshold values; prognostic value

Pe3rome: Llen: [lenTa Ha HACTOAIIOTO U3CJIEABAHE € J1a CE€ ONMPEIEIM HUBOTO Ha €KCIIpecusl Ha
penentop-B3anMozeiicTraiia nporenH knurasza 3 (RIPK3) B engockornckn mpoMeHeHH 001acTu
(upeBHa OMOTICHA) NP MALMEHTH C BB3NAINTENHO 3a0ossBane Ha yepsara (IBD). Marepuanu
u meronu: O6xBanatu ca 170 nmamuentu ¢ IBD, 85 ¢ 6onect Ha Crohn (CD), 85 ¢ ymiepo3en
komuT (UC) m konTposHa rpyna oT 30 manueHTH ¢ (YHKIMOHATHU TaCTPOWHTECTHUHAIHU
pascrpoiictBa. Karo 1suo, sinpenara ekcrnpecust Ha RIPK3 B upeBnu 6umorncun (H-pesynrar)
Oelre MMYHOXHMCTOXMMHUYHO u3cieaBaHa. CTaTucTHUYecKaTa 00paboTKa Ha pe3yiaTaTuTe Oere
u3BbpuieHa upe3 SPSS v. 20.0, u3non3Baiiku BapHallMOHEH, AUCIIEPCUOHEH, CPAaBHUTEIEH,
kopenaunoneH, ROC kpuBa ananmu3u. Pesynararu: Ilpu mamumentu ¢ IBD ce nabmiomasa
cepbxekcnpecust Ha RIPK3 (180.3) BbB Bb3MalieHH ThKaHU B CpaBHEHUE ¢ KOHTpoauTe. Mma
3HAYUTEIIHA pa3iMKa B CPEIHUTE CTOMHOCTH Ha ekcnpecusita Ha RIPK3 Mexny mauueHTtu c
CD, UC wu 3xnpaBu koHTposid. YcraHoBeHHM ca nparoBe Ha RIPK3, 3a ma ce pasrpanuuat
naruenTute ¢ IBD ot 3apaBute xoHTponu (163,5) u ga ce pasrpannyat namueatutre ¢ CD u
UC (185,5). YcraHoBeHa € MONOKUTETHATa MIPeICKa3Balia CTOMHOCT Ha BUCOKATa EKCIIPECHs
Ha Mapkepa 3a Hanuuue Ha IBD—92,9%. 3axknrouenue: HuBata Ha excnpecus Ha RIPK3 ca
MOBUIIEHN BBB BB3MNAJICHUM ThKaHU Ipu nauveHtd ¢ IBD B cpaBHeHHME € KOHTPOJIUTE.
HeoOxomuMu ca JAOMBIHUTETHH HW3CIICABAHUS B Ta3W O0JIACT, 3a Ja CE€ M3SICHU pPOJSITa Ha
Hekpornro3ara B pa3Butuero Ha IBD, koeto Ou mpenocTaBuiio HOBH BBH3MOXKHOCTH 3a

IIPOTrHO3UPAaHC U JICYHCHUC HA TC3U 3a00/IIBaHHUS.

Kimrouosn nymu:IBD; RIPK3; nparoBu cToifHOCTH; IPOrHOCTUYHA CTOMHOCT

55. [lanaiioroBa E., ATanacoBa A. HexkponTo3a - Bb3NAJIUTENIEH MOJIE Ha KJIEThYHa
cMbpT. Bapaencku menumuHcku Gopym, T. 11, 2022, Online First, 6 ctpanumm

Abstract: Introduction: Cell death is a key mechanism involved in the development of any
organism and the maintenance of tissue homeostasis throughout life. In recent years, the
discovery of new forms of necrosis has challenged the traditional concept of apoptosis and
necrosis as the two main modes of cell death. Necroptosis is the best studied form of regulated
necrosis. It has morphological characteristics of passive necrosis, but similar to apoptosis is
strictly regulated by the intracellular protein platform. As lytic cell death, necroptosis causes
rapid destruction of the cell membrane, leading to the release of intracellular molecules that

activate the immune response and initiate inflammation. Thus, necroptosis is considered a pro-



inflammatory model of cell death, involving it in the etiology and pathogenesis of many disease
states.Aim: The aim of the present study was to review literature data on the role of necroptosis
in the development of inflammation. Materials and Methods: For the period 2000-2022 in the
available databases (Scopus, ScienceDirect, Web of Science, Access Medicine, PubMed) the
following keywords were used in English: cell death, apoptosis, necrosis, regulated necrosis,
necroptosis, DAMPs, inflammation. Results: A total of 5,514 publications were found, of which
2,031 were review articles, book chapters and 3,483 publications, as a result of research,
abstracts, posters and other communications. Studies of the literature have shown that

necroptosis acts as an inducer of inflammation by releasing DAMPs.

Keywords: necroptosis, inflammation, cell death, necrosis, apoptosis

Pe3wome: Boenenne: KnerpuHata CMBPT € KIIOUOB MEXAHU3bM, YUaCTBAIll B Pa3BUTHUETO Ha
BCEKM OpPraHU3bM M HOJAbPKAHETO HAa ThKaHHATa XOMeocTasza mpe3 uenus XKuBoT. [Ipe3
MOCIIEAHUTE TOJMHU OTKPUBAHETO Ha HOBH (POPMH HAa HEKpPO3a MpEeAu3BUKA TPaIUIIMOHHATA
KOHIIEMIMSl 3a amonTo3a M HEKpo3a KaTro JBa OCHOBHM HA4YMHA Ha KIEThYHA CMBPT.
Hekponiro3ara e Haii-1o0pe npoyueHnara ¢opma Ha peryaupaHa Hekposa. Mima mopdonornunau
XapaKTepUCTHKU Ha MAacHBHA HEKPO3a, HO MOJA0OHO Ha arornro3aTa € CTPoro peryiupaHa ot
BBTPEKJIEThYHATA MPOTEHUHOBA aTdopma. KaTo nuTHYHA KIEThYHA CMBPT, HEKPOMNTO3aTa
NpUYMHSIBA ObP30 paspyllaBaHe Ha KJIeThUHATa MeMOpaHa, KOETO BOAM JI0 OCBOOOKIaBaHe Ha
BBTPEKJIETHYHHU MOJIEKYJIU, KOUTO aKTUBHPAT UMYHHHS OTTOBOP U MHUIIMUPAT Bh3naneHue. [1o
TO3W HAUYMH HEKPOINTO3aTa Ce CYUTa 3a MPOBB3MAIUTEICH MOJEN Ha KJIeThbYyHa CMBPT,
BKJIFOUBAWKH sI B €THOJIOTUATA U MATOT€HEe3aTa Ha MHOTO OonecTHH cheTostHus. Llen: enta Ha
HACTOAIIOTO HW3CIeABaHe Oemie na ce Mperjenar JTUTepaTypHUTE MaHHU 3a poJiATa Ha
HEKpONTO3aTa B pa3BUTUETO Ha Bb3NajieHne. Matepuanu u Mmeroau: 3a nepuoaa 20002022 r.
B HanmuHKUTE 0a3u gaHHU (Scopus, ScienceDirect, Web of Science, Access Medicine, PubMed)
ca W3MOJ3BaHU CIIETHUTE KIIOYOBH TyMU Ha aHTIIMHACKH €3WK: KIEThYHA CMBPT, aloImTo3’a,
HEKpO3a, peryiupaHa HeKpo3a, HekponTo3a, DAMPs, Be3nanenue. Pesynraru: Otkputu ca
00110 5514 my6nukanuu, ot kouto 2031 0030pHM CTaTHH, TJIaBH OT KHUTH 1 3483 mybnukamuu,
B pe3yJTaT Ha U3CJIEBAaHUs, Pe3lOMeTa, MOCTepU U APYru KomyHukauuu. [IpoyuBanusra Ha
TuTepaTypaTa TOKa3BaT, Y€ HEKPONTOo3ara JeHCTBa KaTO WMHIAYKTOP HAa BB3MAJICHUE Ype3
ocBoOoxnaBane Ha DAMPs.

KuarouoBu n1ymn: HekponTo3a, Bb3MajieHUE, KIeThUHa CMBPT, HEKPO3a, allonTo3a

56. AtanacoBa A. 3aTIbCTSIBAHETO - KPBCTONBT MEXKIY BB3MNAJICHUETO U

KaHIleporeHe3ata. Bapuencku mequHcku ¢opym, T. 11, 2022, 6p.1, 61-66



Abstract: Introduction: Obesity is a complex multifactorial disorder that is characterized by
excessive accumulation of white adipose tissue and can lead to the development of metabolic
diseases such as type 2 diabetes mellitus, non-alcoholic fatty liver disease, cardiovascular
disease, and various types of cancer. Aim: The aim of the present study is to provide a
systematic review of scientific publications in the field of obesity and the general mechanisms
between inflammation and carcinogenesis. Results: For the period from 1999 to 2022, in the
accessible databases Scopus, ScienceDirect, Web of Science, PubMed, UpToDate, by
keywords: obesity, inflammation and cancer, were found in 58 508 publications, of which 24
406 were review articles, book chapters, and 25 948 publications, research results, abstracts,
posters. Adipose tissue is a complex dynamic endocrine system that secretes hormones,
cytokines, and circulating microribonucleic acids (miRNAs), which regulate metabolic
homeostasis, adipocyte differentiation and hypertrophy, infiltration and polarization of
macrophages, metainflammation, insulin resistance and tumor microenvironment. miRNAs can
act as both oncomirs and tumor suppressor factors. Conclusion: miRNAs are appropriate
markers that can detect adipocyte differentiation, adipogenesis, and hormonal homeostasis
disorders associated with metabolic syndrome, obesity, or cancer. Ongoing in-depth analyses

in this area are needed.

Keywords: obesity, inflammation, carcinogenesis, miRNAs

BbBeneHue: 3aTIbCTSBAHETO € KOMIUIGKCHO MYJITH(AKTOPHO 3a00JsiBaHe, KOETO ce
XapakTepusupa ¢ MPEeKOMEPHO HaTpymBaHe Ha Osjla MacTHa ThKaH U MOXKE Ja JOBEIE N0
pa3BUTHE HAa METAOOJMTHH 3a00JISIBAHUS KaTO 3aXapeH NualdeT TUIl 2, HEATKOXOJIHO MAacTHO
YepHOIPOOHO 3a00JsBaHe, ChPIACYHO-CHAOBH 3a00JsBaHUS W pazIWyHU BUAoOBe pak. Llem:
Ilenta Ha HACTOAILIOTO M3CJEIBAaHE € Jia MPEJOCTaBU CHCTEMATHUYECH IperJies] Ha HayuYHUTe
myOauKauy B 00J1aCTTa HA 3aTIBCTSIBAHETO U OOLIUTE MEXaHW3MH MEXIY BBH3MAJICHUETO U
KaHreporenesara. Pesynraru: 3a mepuona ot 1999 r. no 2022 r. B nocThIHUTE 0a3u JaHHU
Scopus, ScienceDirect, Web of Science, PubMed, UpToDate mo ximo4oBH gyMu:
3aTIBCTSABAHE, Bh3MAJICHUE U pak ca OTKpuTH 58 508 myOnukanuuu, ot kouto 24 406 0630pHH
CTaTUH, TJIaBU OT KHUTH U 25 948 myOnukamuu, pe3ynTaTH OT HM3CIEABAHUSA, PE3lOMETa,
noctepu. AIUNO3HAaTa ThKaH € CIOXHA JWHAMUYHA €HJIOKPUHHA CHCTEMa, KOSITO CeKpeTHpa
XOPMOHH, ITUTOKMHH M IUPKYJIHpAId MHUKpopuOOHykienHoBU kucenuHu (miPHK), xouto
peryaupaTr MeTa0OJUTHAaTa XOoMeocTas3a, JAudepeHunuanusTa W xuneprpodusara Ha

aJMNOUUTUTE, MHOWITpaUMATA W TOJApH3AlMiATa Ha Makpodarute, MeTaBb3NAICHHETO,



WHCYJIMHOBATa PE3UCTEHTHOCT M TyMopHara Mukpocpena. miPHK morar ma neiictBar kakTo
KaTo OHKOMMpPH, Taka W KaTo TYMOpPHHU cymnpecopHu ¢akropu. 3akmouenue: miPHK ca
MOAXOISAIIN MapKEepPH, KOUTO MOTAT J1a OTKPHUST Tu(epeHINANNS Ha AAUIIOIUTH, aTUIIOTeHe3a
W HapylleHHWs Ha XOpMOHallHaTa XOMEOCTa3a, CBBbpP3aHU C META0OJIUTEH CHHJIPOM,
3aTIIbCTSABaHE WK pak. HeoOxoammu ca moCTOSIHHM 3aAbJI00YEHN aHAIU31 B Ta3u 00JIacT.

KiarouoBu 1ymMu: 3aTiIbCTSBaHe, Bb3NaJIeHNE, KaHIeporene3a, miPHK

57. M Moneva, A Atanassova. Influence of obesity on the course of Inflammatory
Bowel Diseases. Scripta Scientifica Medica, 2022; 54, suppl.1:44-47, Medical

University of Varna
Abstract: One of the leading public health issues of the 21 century is that the prevalence of
obesity worldwide has grown to epidemic proportions. The more common inflammatory bowel
disease (IBD) suggests that obesity plays a role in the pathogenesis of IBD. Epidemiological
data on this issue are still quite contradictory. Similarly, studies examining the impact that
obesity may have on the natural history of the disease have yielded inconsistent results.
Regardless of its impact on the pathogenesis or natural history of IBD, the growing prevalence
of obesity in this population leads to the need for a better understanding of the effect it has on
IBD management. The aim of this study is to review scientific publications examining the

impact of obesity on the course of inflammatory bowel disease.

Keywords: obesity, inflammatory bowel disease (IBD), Crohn’s disease (CD), ulcerative
colitis (UC), body mass index (BMI)

Pesome:Enun ot Bozmemmre npobiemMu Ha OOIIECTBEHOTO 3apaBe Ha 21 Bek e, de
Pa3snpOCTPAaHEHUETO Ha 3aTIBCTABAHETO B CBETOBEH Mallad € HapacHalo 10 pa3Mepu Ha
enuaemus. HapacTamata decrota Ha Bb3NauuTenHU 3abonsBanus Ha depBata (IBD)
npejroiara, 4Ye 3aTIbCTABAHETO Urpae pojs B matoreHesara Ha IBD. Emupemumonornynure
JaHHU TI0 TO3M BBIPOC BCE OIIE ca J0cTa MpOoTUBOpeunBHU. [IpoyuBaHUsATA, M3CIEABALIH
BB3/ICHCTBUETO, KOETO 3aTIILCTSIBAHETO MOJKE J1a MMa BbPXY €BOJIONMATA HA 3a00JISIBAHETO, Ca
Jalld IPOTUBOPEUYUBH pe3ynTatu. HezaBucuMo OT BB3EHCTBUETO Ha 3aTNILCTABAHETO BHPXY
naToreHe3ara Wiu ecrecTBeHara ucropusi Ha IBD, HapacTBamoTo pa3npocTpaHeHre Ha TO3U
KOMOPOUIHUTET Cpe/l Ta3u MOMyJIanus BOJIU 10 HEOOXOJMMOCTTa OT M0-100po pa3dupaHe Ha
edexTa, KOHTO UMa BbpXy ynpasienueTo Ha IBD. Ilenra Ha ToBa mpoy4BaHe € Ja HalpaBu
Mperjes Ha Hay4yHU MyOJuKaluu, U3CIeIBally BIUSHUETO Ha 3aTIbCTSIBAHETO BHPXY X0/1a Ha

BB3NAJUTEIIHUTE 3200 IIBaHU HA qycpBara.



KuouoBu aymm: 3aTiibCTsBaHe, BB3MATUTETHO 3a0oisBaHe Ha deppata (IBD), Gomect Ha

Crohn (CD), ynneposen konut (UC), nuanekc Ha TenecHa maca (MTM)

58. Moneva M, Atanassova A. Anthropometric assessment of obesity among IBD patients.
Science & Research, 2022/11, vol 6, pp.34-38 ISSN: 2535-0765

Abstract: The prevalence of obesity in IBD patients is a major research topic, showing a considerable
variation in an incidence between 5 and 30%. The aim of the present study was to make an
anthropometric assessment of obesity among IBD patients. Materials and methods: 50 IBD patients were
studied. For each patient, data on age, gender, abdominal circumference, weight and BMI, smoking
habits, and relevant comorbidities were collected. Obesity was diagnosed with a BMI > 30 kg/m2. The
data were processed statistically using variation, dispersion, correlation and comparative analyses.
Results: The percentage of men and women was even, with an average age of 43.26, a minimum age of
18, and a maximum age of 75. No difference in the age of onset was found between US and CD patients.
The majority of the studied patients are genetically burdened with diabetes mellitus and hypertensive
disease. ~The disease appears in younger patients having IBD and obesity.
In conclusion, our study can lay the foundation of some further research. Because of the epidemiological
increase of IBD in the developed countries, the pathogenetic role and influence on the disease outcome
played by a diet should not be underestimated and should be further investigated. Planning new clinical
trials aiming the evaluation of the clinical, laboratory and endoscopic parameters at baseline and after
the changes in BMI may be useful, as this topic is still very poorly studied.
Keywords: IBD, BMI, assessment, obesity
Pe3rome: PasnpocrpaHeHueTO Ha 3aTIbCTABAaHETO Ipu nauueHTH ¢ IBD e BaxHa uscrnenoBaresncka
TeMa, MOKa3Ballla 3HAYUTEIHU Bapuanuu B dectoTata Mexay S5 u 30%. Llenta Ha HacTOSMIOTO
Mpoy4YBaHe OCIlle Jia Ce HAlpaBU aHTPOIIOMETPUYHA OIICHKA Ha 3aTIbCTABAHETO cpef nanueHTu ¢ IBD.
Marepuanu u meroau: Vzcnenpanu ca 50 namuentu ¢ IBD. 3a Bceku nanuenT 0sixa chOpaHu JaHHU 32
BB3pAaCT, M0JI, KOpeMHa 00uKoiKka, Terno u U TM, HaBuIM 3a MyIIEHE W CHbOTBETHHUTE CHITBTCTBAILN
3a00isBaHus. 3aTIBCTABAHETO ¢ auardHoctuimpano ¢ UTM > 30 kg/m2. [Jaunute 0sixa o0paboTeHH
CTaTUCTUYECKHU C ITOMOILTa Ha BApPHALMOHEH, AUCIIEPCHOHEH, KOPEJIAlMOHEH 1 CPAaBHUTEIICH aHaJIH3.
Pesynrtatu: [IponieHTHT Ha MBKETE M JKCHUTE € PaBHOMEpEH, ChC cpelHa Bb3pacT 43,26 romuHu,
MHHHUMaJHA Bb3pacT 18 u MakcumainHa Bp3pacT 75 rogunu. He e oTkpuTa pasiuka BbB Bb3pacTTa Ha
Hauano Mmexay namueHture ¢ Y3 um CD. IloBeyero oT u3cneqBaHWTE NAUMEHTH Ca TCHETHYHO
00peMEHEHH ChC 3aXapeH AuadeT U XUnepToHnyHa Oonect. 3a00sBaHETO ce MPOSBSBA NPHU MO-MJIaIu
nanueHTy ¢ IBD u 3atnbcTsaBane. B 3akimodenue, HaleTo npoyuyBaHe MOXKe J1a IOCTaBH OCHOBAaTa Ha
HSKOW TI0-HATaTBINHKU M3cieaABaHus. [lopaan enumeMuoIornyHoTo HapactBane Ha IBD B paszButute
CTpaHU, TATOr€HETUYHATA POJISl M BIMSIHUETO Ha AMETaTa BbPXY M3X0/a Ha 3a00JsiBaHeTO He TpsiOBa 1a

CC MnmoaucHsABaT M TpSI6Ba Ja 6’L,Z[aT JOII'BJIHUTCIIHO HM3CJICABAHU. HJ'IaHI/IpaHCTO Ha HOBH KJIMHHUYHHU


https://www.sandtr.org/en/?f=journal&search&keyword=IBD
https://www.sandtr.org/en/?f=journal&search&keyword=BMI
https://www.sandtr.org/en/?f=journal&search&keyword=assessment
https://www.sandtr.org/en/?f=journal&search&keyword=obesity

M3IHUTBAaHUS, HACOYCHU KBbM OICHKA Ha KJIMHUYHHTE, Ta0OPATOPHUTE U CHIOCKOIICKHUTE ITapaMeTpH B
HadanoTo U cien npomenute B UTM, Moxke na ObAe MOJIe3HO, THH KaTO Ta3u TeMa BCE OLIEe € MHOTO
cabo mpoyyeHa.
Kuarouosu nymu: IBD, BMI, onienka, 3aTiIbCTsBaHe

59. A AranacoBa. BrnusHue Ha 3aTHbCTABAHETO BBPXY HSIKOM TaCTPOEHTEPOJOTHYHHU

3abonsBannss. MEDINFO, ISSN 1314-0345, 2022,6p.6, 68-73

Pe3rome: B cBeroBeH mamal ce HaOmroaBa HapacTBaHE HAa HAJIHOPMEHOTO TETJIO M 3aTIBCTSIBAHETO
KaKTO W BIUSHUETO UM BBbPXY peIulla 3a00JI1BaHMsI HAa CTOMAIIHO-YpeBHUS TpakT. HacTosmara crarus
nMa 3a 3ajada Ja CUCTeMaTH3Upa HIKOM MOTCHUIHATHUTE MEXaHU3MH Ha BIUSHHE HA 3aTIIBCTSIBAHETO
BbPXY  Hail-4ecTUTE W  COLUMAIHO-3HAYMMH  TacTPOCHTEPOJIOTMYHH  3a00JIABaHUS  KaTo
ractpoezodareanta peduaykcHa O6osect, bapeToB XpaHONPOBOJ, aJcHOKAPIIMHOM Ha XPaHOIPOBOJA,
KapIIMHOM Ha cToMaxa, (PYHKIIMOHAJIHA CTOMAllHW HApPYILICHUs, CHHIPOMa Ha pa3/pasHeHOTO YepBO,
JUBEPTHUKYII03a, [IEJIHAKUs, MOJIMIHA Ha KOJIOHA, BH3MAIHUTENIHU OOJECTH Ha yepBaTa, HEaTKOXOJIHA
MacTHa 4YepHOJIPOOHAa OoyecT, IKIbYHO-KaMEHHAa OO0JIeCT, IaHKPEaTHTH, KOJIOpEKTaJICH,
XeTaToleNyIapeH, MaHKPeaceH KaplUHOM, TEXHUTE YCI0KHEHHSI M OTTOBOPA Ha pe/Iiia TepareBTUIHN
CTPATETUU.
KiarogoBu AYMM: 3aTIIbCTABAHEC, Bb3MIAJICHUEC, TACTPOCHTCPOJIOTUIHA 336OJ'I$IB3HI/I}I, BJIHWSAHUC
Abstract: Globally, there is an increase in overweight and obesity and their impact on a number of
diseases of the gastrointestinal tract. The purpose of this article is to systematize some potential
mechanisms of obesity's influence on the most common and socially significant gastroenterological
diseases such as gastroesophageal reflux disease, Barrett's esophagus, adenocarcinoma of the esophagus,
gastric carcinoma, functional gastric disorders, irritable bowel syndrome, diverticulosis , celiac disease,
colon polyps, inflammatory bowel diseases, non-alcoholic fatty liver disease, gallstone disease,
pancreatitis, colorectal, hepatocellular, pancreatic carcinoma, their complications and the response to a
range of therapeutic strategies.

KirouyoBu AYMMU: 3aTIIBCTABAHE, YBPEIKIAHE, TACTPOCHTECPOJIOTrHIHA 336OJ'I$IB3HI/I$I, BJIMSTHUC

60. A ATaHacoBa. MukpopubOHyKICHHOBHUTE KHUCEIIMHU-0'BICTIIETO Ha
NepcoOHalIM3MpaHara Tepanmusd B racrpoeHteposioruara. CrneuuanHo HU3JaHUE.
WHoBaTHBHHU Tepanuu B MEAULIMHATA U YTBBPAEHU BbB BpeMeTo JeueHus. MEDINFO,

ISSN 1314-0345, 2023,6p.1, 252-257
AbctpakT. B ocHOBaTa Ha penuna 3a0onsBaHus MH(PEKIMO3HU, aBTOMMYHHH, HEOIUIACTUYHU CTOU
BB3MajeHne. To OTKIIOYBA Kackaga OT OTTOBOPH UpEe3 peAMIla CUTHAIHM IIBTHILNA, IPOU3BOJCTBO HA
MHOX€ECTBO IIPO- U NPOTUBOBB3NAIUTENHU PakTopu. Te3u GpakTopu OT CBOS CTpaHa Morar Aa JOBEAaT
JI0 pa3BUTHE U NPOrpecusi Ha pa3nuyHu 3a00isBaHus. UecTo CbBpeMEHHHUTE CTPATEeTHH 3a JICUeHHe Ha
OosiecTUTE Ca HACOYEHH KbM CHUMIITOMHUTE, 2 HE KbM NMPUYUHUTE 3a JaACHO 3a00JsIBaHE M €TO 3all0

Morar Aa ObJaT HeAOCTaTbYHO e(eKTUBHH. MukpopuOoHykienHoBuTe kucenuHH (mMiRNAs) ce



OYepTaBaT KaTo KIIFOUOBH FeHHHU PETYIIATOPH 32 KOHTPOJ Ha Bh3nanenuero. Cmsirta ce, 4e Te ca ,,pruHaTa
HACTPOWKA® Ha CHUTHANHUTE, KOHTO PEryjlupaT NPaBUIHO paspelliaBaHe M MPEJOTBPATABAHE Ha
HEKOHTPOJINPAHO Pa3BUTHE Ha Bh3nanuTeaHu peakipu. miPHKS umar 3HaunTeHA POJIS B KOHTPOJIA
Ha UMYHHATa CHCTEMa, C TOTCHIMAHATA IMOJi3a KATO HOBU MPOTHBOBB3MAIMTENHH CPEACTBA 32
JICUCHNE Ha BH3MATUTECTHA W HEOTUTACTHYHH 3a00ISIBaHUSL.

KaouoBn nymm: MukpopubonyknenHoBu kucenunu, miPHKSs, nedenne Ha BB3nammTenHn U
HEOTUTACTHYHY 3a00ISIBAHUS

Abstract. Inflammation is the basis of a number of infectious, autoimmune, and neoplastic diseases. It
triggers a cascade of responses through a number of signaling pathways, producing multiple pro- and
anti-inflammatory factors. These factors, in turn, can lead to the development and progression of various
diseases. Often, current disease treatment strategies target the symptoms rather than the causes of a
disease and therefore may be insufficiently effective. Microribonucleic acids (miRNAs) have emerged
as key gene regulators for the control of inflammation. They are believed to be the "fine-tuning" of
signaling that regulates proper resolution and prevention of uncontrolled development of inflammatory
reactions. miRNAs have a significant role in the control of the immune system, with potential utility as
novel anti-inflammatory agents for the treatment of inflammatory and neoplastic diseases.

Keywords: Microribonucleic acids, miRNAs, treatment of inflammatory and neoplastic diseases

61. AnTonust Atanacosa. [lle otopsr nmu JAK - knHa3HUTE HHXUOUTOPHU BpaTaTa KbM HOBA
€pa B JICYCHUETO Ha XPOHUYHUTE Bb3MajauTennu oonectu Ha uepsarta. MEDINFO, ISSN
1314-0345, 2023,0p.6,66-69
Abcrpakt: f3Benumar komut (SIK) u Oonecrra nHa Crohn (BK) ca XpoHWuHM MMyHOMeIUMpaHH
BB3MAIMTEIHA 3a00JsIBaHUsl HA YepBaTa, KOMTO 3aloyBaT B Miaja Bb3pacT, HO OKa3BaT OTPOMHA
TEXECT BbPXY HalueHTa npe3 Lenus My KHUBOT. LlenTa Ha JedeHneTo € fa ce IMOCTUTHE KOHTPOI Ha
XPOHUYHO BB3MAJIICHUE Ype3 MHAYLHPaHe Ha KIMHUYHA, ONOXUMHUYHA, CHJOCKOICKAa 1 MOP(OIOrHIHA
pemucus 3a Aa ce NpeAOoTBpaTH Ha MporpecusiTa Ha aBeTe 3abossBaHus. Hail-HOBHTE JiekapcTBEeHH
cpeacTBa ca MHXHOUTOpUTE Ha siHyc KuHasuTe (JAKi)- Manku MoneKynu, KouTo OJIOKHpAT CUTHAJIHATa
TPAHCAYKLMS BbB BBTPEIIHOCTTAa Ha KJIETKAaTa, KaTo CeUU(PUYHO MHXUOMPAT CUTHATIUTE OT TUPO3UH
KHHA3HU penenTopu. MMaT jecHo mepopaiHO TPUIIOKEHHe, Obp30 HAdano Ha JIeHCTBHE, KpaThK
MONYKMBOT W JIUTICA HA UMYHOTEHHOCT B CpaBHEHHUE C OMOJOTWYHU AHTUTENA, M3MOJI3BaHU JIO TO3H
MOMEHT.
KawuoBu nymu: s3BeH koiut, Oonect Ha KpoH, WHXUOWTOpPH Ha SHYC-KWHA3UTE, WHIYKIHI W
MOJUTbPKaHe Ha PEMHUCHSI, XPOHIUYHH Bh3MAUTSITHH OOJIECTH Ha YepBaTa
Abstract: Ulcerative colitis (UC) and Crohn's disease (CD) are chronic immune-mediated inflammatory
bowel diseases that begin at a young age but place a huge burden on the patient throughout his life. The
goal of treatment is to achieve control of chronic inflammation by inducing clinical, biochemical,

endoscopic and morphological remission to prevent the progression of both diseases. The newest drugs



are Janus kinase inhibitors (JAKi) - small molecules that block signal transduction inside the cell by
specifically inhibiting signals from tyrosine kinase receptors. They have easy oral administration, rapid
onset of action, short half-life, and lack of immunogenicity compared to biological antibodies used to
date.

Key words: ulcerative colitis, Crohn's disease, Janus kinase inhibitors, induction and maintenance of

remission, Inflammatory Bowel Diseases

62. Monepa- IletpoBa M., ArtanacoBa A. !3cregBaHe Ha eKcHpecHsITa Ha

MHUKPOPUOOHYKJICHHOBA KHCENWHA 17-5p MpH MAanUeHTH ¢ XPOHWYHHU Bb3MAJIUTEIHU

Oomnectn Ha uepBara. cm. 3apaBe U Hayka, [ISSN1314-3350, roguna XXIII, 1-2(049-

050)/23, 171-175
Pe3ome. MukpopuboHykienHoBa kucenuna 17-5p (miR-17-5p) ce cumrta 3a enuH OT Hal-BHJHHTE
npefcTaBuTeN Ha KibcTepa miR-17-92, cbc chluecTBeHa perynaTtopHa (yHKIHS Ha OCHOBHHTE
KIETHYHHU TiporiecH. Pomsara Ha excrpecusita Ha miR-17-5p € mmpoko W3cienBaHa MPH MALUEHTH C
OHKOJIOTUYHH 3a00JIIBaHUs, JOKATO MPH MAUEHTUTE C XPOHUYHU BB3MMAJIUTEIHN OOJIECTH Ha YepBaTa
W 3aTJICTSIBAHE OCTaBa He Hal'bJIHO M3sicHeHa. L{en: [lenrta Ha HacTOAIOTO MpOyYBaHe € Ja ce U3cIeIBa
excrpecusata Ha mMiR-17-5p mpu manueHTH ¢ XPOHUYHU BB3MAJUTCIHH OOJECTH Ha YepBara H
3aTabcTABaHe. MaTtepuai u metoau: M3cnenBanu ca aHTpOIIOMETPUYHHUTE MOKazaTenu Ha S0 marueHTu
(23 ¢ BK u 27 ¢ SK). Cepymuara excnpecust Ha miR-17-5p e omeHena ¢ moMomITa Ha KOJTUYECTBEHA
PCR B peamHo Bpeme ¢ obOpatHa TpanckpunTtaza (RT-qPCR). Pesynrartu: YcranoBsiBa ce mo-BUCOKa
excpecus Ha miR-17-5p npu nammentu ¢ SIK (cpotBerno 1.27 + 0.83 3a BK u 1.56 £ 1.99 3a SIK), npu
MaIueHTy ¢ akTuBHa Oonect (1.65) u mpu namuenTn cbe 3atabersaBane (1.53). Bucokara ekcripecus Ha
miR-17-5p ce cBBp3Ba ¢ akThBHa Oojectu 3aTiubcTsaBaHe mpu skeHu c¢ SK (2.10). 3akmrouenwe:
Pesynratute oT mM3cimeaBaHETO MOTBBPXKIABAT, 4€ CBpbXeKcipecusra Ha miR-17-5p ce cBBbp3Ba c
MOBHILIEHA AKTUBHOCT M 3aTIbCTsABaHE NpH >keHu ¢ K.
KarouoBu gymm: miR-17-5p, excripecrs, XpOHWYHH BB3MATUTETHN O0JIECTH Ha yepBaTta, bonect Ha
KpoH, g3BeH KoIuT
Summary. Microribonucleic acid 17-5p (miR-17-5p) is considered one of the most prominent
representatives of the miR-17-92 cluster, with an essential regulatory function of basic cellular
processes. The role of miR-17-5p expression has been widely investigated in patients with oncological
diseases, while in patients with inflammatory bowel diseases and obesity it remains incompletely
understood. The aim of the present study was to investigate the expression of miR-17-5p in patients with
inflammatory bowel disease and obesity. Material and methods: The anthropometric parameters of 50
patients (23 with CD and 27 with UC) were studied. Serum expression of miR-17-5p was assessed using
reverse transcriptase quantitative real-time PCR (RT-qPCR). Results: A higher expression of miR-17-
5p was found in patients with CD (1.27 + 0.83 for CD and 1.56 + 1.99 for UC, respectively), in patients
with active disease (1.65) and in patients with obesity (1.53). High expression of miR-17-5p is associated



with active disease and obesity in women with UC (2.10). Conclusion: The study results confirm that
overexpression of miR-17-5p is associated with increased activity and obesity in women with UC.
Key words: miR-17-5p, expression, inflammatory bowel disease, Crohn‘s disease, ulcerative colitis
63. Monesa-IlerpoBa M., AtanacoBa A. M3cneaBane Ha MUKpOPHOOHYKJIEHHOBA KUCETUHA
146a-5p kato HOB OMOMapKep 3a OUArHOCTHKA Ha 3aTIBCTSABAHETO MPH MALMEHTH C
XPOHWYHHU BB3MAINTENHH O0JIeCTH Ha yepBaTa. cil. 3apaBe W Hayka,ISSN1314-3350,
roguna XXIII, 1-2(049-050)/23, 165-170
Pe3rome. KimtouoB ¢akTop ¢ HapacTBalll H3CIIEA0BATEICKH HHTEPEC € POJIATA Ha MHIEKCA Ha TeJlecHaTa
Mmaca (UTM) u no-crienuaiHo 3aTIBCTSABAHETO IPH Pa3BUTHETO Ha XPOHUYHU BB3MAINTENTHH 00JIeCTH
Ha yepBaTa (IBD). 3aTnbcTsiBaHETO ce CBBpP3Ba C MHAYLUpPAHE HA MHOXKECTBO MPOBB3MAIUTEIHU
MEINaTOpU, KOUTO CE€ CEKPETUpAT KAKTO OT aJAUIOIMTUTE Taka W OT Bb3NaleHuTe 30HU npu IBD.
BnusiHnero Ha MuKpopuOOHyKIIeMHOBa KucenuHa 146a-5p (miR-146a-5p) BBbpXy BB3MAIUTEITHUS
OTTOBOP MOKE J]a CE€ OLICHU UPE3 AHAIM3UPAHE HAa HEMHATa eKCIIpecus B cepyM. T'bi KaTO aJUIIOLIUTHTE
KOMYHHUKHpAT C JAPYTH KJIETKH Ype3 MUKPOBE3UKYJH 10 MapakpHHEH HAYWH, MOXE Ja € BB3MOXHO
MOBHINIEHATa ceKpenrs Ha miR-146a-5p oT Bb3MajieHH aJMITOIUTH J1a MOTHCKA MPOBB3MAIMTEIHATA
CUTHAJIM3AIMsI B OKOJIHUTE aUIOIMTH, KAKTO M B JPYTH THUIIOBE KJIETKH B MacTHata TbkaH. Llen Ha
HACTOSIIOTO TPOYyYBaHE € Ja ce M3cielBa excrnpecusita Ha miR-146a-5p karo HOB Onomapkep 3a
JMUAarHOCTHKA Ha 3aTILCTABAHETO TPH MALMEHTH C XPOHUYHH BB3MAIUTENHU OOJIECTH Ha uepBarta.
Marepuan u meronu: M3cienBanu ca aHTpOoOMeTpUUHUTE Tokazarenu Ha 50 mamuentu (23 ¢ BK u 27
¢ SIK). Cepymnara excripecus Ha miR-146a-5p e orneHena ¢ momorra Ha konmdectBeHa PCR B peanno
Bpeme ¢ oopatHa Tpanckpunrtasa (RT-qPCR). Pesynratu: Cpennata cepymHa excripecus Ha miR-146a-
Spe 1.15+0.88 3a bBK u 1.46 + 1.38 3a SIK. YcraHoBeHa € ymMepeHa 3aBUCUMOCT MEXKTY EKCIpecusiTa
Ha MukpoPHK 146a-5p 1 UTM (r = 0.330; p < 0.05) u o6ukonkara Ha TanmusTa (r = 0.324; p < 0.05) mpu
narmerTute ¢ bK. 3akmouenne: Pesynratute mokassar, ue excrpecusnta Ha miR-146a-5p moxe na ce
MpHeMe KaTo JUarHOCTUYEH MapKep 3a 3aTIbCTsABaHe npHu naruenture ¢ IBD.
KaouoBn aymu: miR-146a-5p, excripecusi, 3aTibCTABaHE, XPOHWYHH BBH3MAIUTETHH OOJECTH Ha
yepBara
Abstract. A key factor of increasing research interest is the role of body mass index (BMI), and obesity
in particular, in the development of inflammatory bowel disease (IBD). Obesity is associated with the
induction of multiple proinflammatory mediators that are secreted by both adipocytes and inflamed areas
in IBD. The influence of microribonucleic acid 146a-5p (miR-146a-5p) on the inflammatory response
can be evaluated by analyzing its expression in serum. Since adipocytes communicate with other cells
via microvesicles in a paracrine manner, it may be possible that increased secretion of miR-146a-5p by
inflamed adipocytes suppresses proinflammatory signaling in surrounding adipocytes as well as other
cell types in adipose tissue. The aim of the present study was to investigate the expression of miR-146a-
5p as a new biomarker for the diagnosis of obesity in IBD patients. Material and methods: The

anthropometric parameters of 50 patients (23 with CD and 27 with UC) were studied. Serum expression



of miR-146a-5p was assessed using reverse transcriptase quantitative real-time PCR (RT-qPCR).
Results: The mean serum expression of miR-146a-5p was 1.15 + 0.88 for CD and 1.46 = 1.38 for UC.
A moderate correlation was found between microRNA 146a-5p expression and BMI (r = 0.330; p <
0.05) and waist circumference (r = 0.324; p < 0.05) in CD patients. Conclusion: The results show that
miR-146a-5p expression can be considered as a diagnostic marker for obesity in IBD patients.
Key words: miR-146a-5p, expression, obesity, inflammatory bowel disease

64. A AranacoBa, Asr.I'eopruesa, E. [lanaiioroBa. Ille moOeanm nu kucenunute npe3 XXI

Bek? MEDINFO ISSN 1314-0345,6p.10, HoemBpu 23,8-10

Pesome: T'actpoesodareannara pedaykcna 6onect (I'EPB) npeacraBnsiBa 3abonsBaHe, mMpH KOETO
pedIyKCHT Ha CTOMAIIIHO W/WIIH TYOJCHAIHO ChIBPKUMO MPUYMHABA KUCEIHHU U PEryprUTalliH, HO-
psaaKo Ooyika 3aj TpbIHATA KOCT W/WiK B rbpaute u aucharus. To3n o030p oOCHKIa Haii-uecta
TepareBTHYHA CTPATErusl, MPUIMHKTE 3a JiuTicaTa Ha otroBop Ha I, KakTo U MPUIIOKEHUETO HA HOBH
MEIMKaMEHTH MPU HOHPECTIOAEPUTE Ha KOHBEHIIMOHAJIHA JICUCHHUE.
KmrouoBu nymu: ['EPB, HeeposuBna ractpoesodareanna pediykcHa conect, UIIII, nedenue
Summary: Gastroesophageal reflux disease (GERD) is a disease in which the reflux of gastric and/or
duodenal contents causes heartburn and regurgitation, less commonly back sternal and/or chest pain,
and dysphagia. This review discusses the most common therapeutic strategy, the reasons for non-
response to PPIs, and the use of new medications in non-responders to conventional treatment.

Key words: GERD, Nonerosive gastroesophadeal reflux disease, PPI, treatment

II. ITy6nukaryu, npeacTaBeHn 3a Mpuao0nBaHe Ha HAyYHATa CTeTeH ,,JlokTop Ha HaykuTe" (10)

1. (65) AtanacoBa A. buomapkepu py XpOHUYHO BB3MAIUTEIHO 3200IIBaHE HA YepBara -

HacTosmle u Obaeme. Bapaencku menuimacku Gpopym, Tom 9, Ne 2 (2020), 7-19

Abstract: Inflammatory bowel disease (IBD), ulcerative colitis (UC) and Crohn's disease (CD)
are complex diseases that require a complex approach in the diagnosis, treatment and
monitoring of the effect of the applied therapy. To achieve these goals, in addition to classical
invasive endoscopies, various non-invasive biomarkers are applied. A review of the used
classical (ESR, C-reactive protein, lactoferrin, fecal calprotectin, M2 pyruvate kinase,
myeloperoxidase) and new biomarkers (human beta-defensin-2, matrix metalloproteinases,
human nucleic acid (DNA and miRNA)) was done, highlighting their advantages and
disadvantages.
Keywords: biomarkers, inflammatory bowel diseases, ulcerative colitis, Crohn's disease,
human nucleic acid (DNA and miRNA)
Pe3iome: Br3nanurennure upeBHu 3adomsiBanus (BU3), ynmueposen koaut (YK) u Gonect Ha

Kpon (BK) ca cioxuu 3a00isiBaHWs, M3MCKBAIM KOMILJIEKCEH IMOAXOJ B JMAarHOCTHKATA,



JICYEHUETO U TPOCIEIBaHETO Ha e(eKTa OT MmpujaraHaTa Tepamnus. 3a MOCTUTaHEeTO Ha Te3U
[[ETH OCBEH KJIACHMYECKUTE WHBA3WBHU EHIOCKONHUHU C€ MpHiIarar pa3jidHd HEWHBA3WBHU
ouomapkepu. HampaBen e mpernen Ha wusnomsBanute kimacudecku (CYE, C-peaktuBeH
MPOTEHH, JakTohepuH, GekaneH KaampoTeKTuH, M2 nmupyBar KruHa3a, MUEJIONEPOKCHIa3a) U
HOBU Omomapkepu (4oBemku Oera-gedeH3MH-2, MATPUYHH METAJOMPOTEHHA3H, YOBEIIKA
nykinenHoBa kucenuHa (JAHK wu muPHK)). , momyepraBaiiku TeXHHUTE NpeAMMCTBA H
HEJO0CTaTbhIIU.

KuarouoBu gymu: Ouomapkepu, Bb3MAIUTETHU 3a00JsBaHUs HA yepBara, yJLEpPO3eH KOJIHT,

6onect Ha Crohn, yoBemka HykiennoBa kucenuHa (JJHK u muPHK)

2. (66) AranacoBa A. Bnusauero Ha miRNAs BbpXy perynanusara Ha UMyHHAaTa CCTeMa IPH
BB3NAIMTENIHN 3a00sBaHUs Ha yepBaTa. BapHeHcku meauumHcku ¢opyMm, Tom 9, Ne 2

(2020), 20- 32
Abstract: This review article presents the role of expression of various micro-RNAs in
maintaining intestinal epithelial barrier function, maturation, and differentiation of immune

cells that build innate and acquired immunity.

Keywords: inflammatory bowel disease, microRNAs, immune system

Pe3tome: Tazu o030pHa cTaThs IPEACTABS POJIATA HA eKCTpecHsiTa Ha pa3inuau Mukpo-PHK
B NOIIbpXKaHeTO Ha (YHKIMUATA Ha YpeBHATa eNuTeNHa Oapuepa, CBb3pSBAHETO U
mudepeHIanuaTa Ha UMyHHUATE KJIETKH, KOUTO U3TPaXIaT BPOJIEH U IPUIOOUT UMYHUTET.

KirouoBu 1ymm: Bh3nanuTennu 3abonsBanus Ha yepBara, MUKpoPHK, nmyHHa cucrema

3. (67) Atanasova A. Different faces of inflammation, considered upon the expression of
microRNA155.Book of proceedings. Symposium “Alumni Club and Friends” — MU-Varna,
06-08.03.2020, 62-73

Abstract. Introduction: Over 60% of all the genes that code proteins are regulated by miRNA. One
miRNA has an average of 200 targets. Disturbed regulation of specific micro-RNAs leads to the
development of different diseases in humans: metabolic, cardiovascular, liver, neurodegenerative,
immune-mediated diseases, immune dysfunctions, as well as appearance of neoplasms. Aim: The aim
of the following article is to conduct a review of micro-RNA expression and its regulatory role over
inflammatory processes in central nervous system, in the course of some infectious diseases, in
degenerative injuries of the musculoskeletal system and in some immune-mediated diseases. Materials
and Methods: For the period 2002 - July 2020 in the accessible science databases (Scopus,
ScienceDirect, Web of Science, Access Medicine, PubMed) the following keywords in English were

used: micro-RNA-155, biomarkers, inflammation, central nervous system, musculoskeletal diseases,



immune-mediated diseases, human nucleic acids (DNA and microRNA). Results: MiR-155 is the main
pro-inflammatory mediator in CNS whose expression is induced in macrophages and microglia in
response to NF-B dependent TNF signaling pathway. Targets of miR-155 include pro-inflammatory
regulators such as suppressor of cytokine signaling 1 (SOCS1), Src homology-2-domain-containing
inositol 5-phosphatase 1 (SHIP1), C/EBP- and IL13R 1. Therefore, miR-155 contributes to induction of
neural inflammation. MiR-155 causes inflammation of microglia by a secondary route. Conclusion:
Studying the expression of the specified micro-RNA reveals new opportunities for its use as a biomarker
for inflammation, means for monitoring the effectiveness of the therapeutic process and maybe in the
near future — will serve as a target for the development of contemporary individual anti-inflammatory
therapy for a number of diseases.

Keywords: miRNA-155, inflammation, expression, infectious diseases

Pesrome:Hax 60% OT BCHUKM T'€HH, KOUTO KOAMPAT MPOTEHHH, Ca peryaupaHu nocpeactsoM miRNA,
karo enHa miRNA uma cpeano 200 mumenn. Hapymenara perynamus Ha cneruduuan mukpo-PHK
BOAW [JI0 Pa3IMYHM 3a00isiBaHUsl NpPH XOpaTa: META0ONWTHH HapyLIeHUs, ChPACYHO-CHAOBH,
4epHOAPOOHM 3a0O0JIABaHUs, HEBPOJEreHepaTHBHU 3a00JsBaHMSA, MMyHOMEIUHMPAHU 3a00JIsBaHUS,
UMYHHa TUCQYHKIMS, BKIIOUNTEHO M HOsSBaTa Ha Heomasmu. Llen Ha HacTosmiarta craTus € Aa ce
HaIpaBy mperien Ha exkcnpecusnta Ha Mukpo-PHK-155 u HeitHara perymnaropHa posisi B IpOIeCUTE Ha
BB3MAIICHUETO B LIEHTpaHATA HEPBHA CHUCTEMa, B X0Ja Ha HIKOW MH(EKIMO3HU 3a00JsIBaHUS, NPU
JIeTeHepaTHBHU yBPEIU HA OTMIOPHO-CTaBHUS amapar M HAKOM UMyHOMEAUUpaHu Oonectu.Marepuan u
Metoau: 3a nepuoaa 2002 — romu 2020 r. B gocThiHUTe 0a3u naHuu (Scopus, ScienceDirect, Web of
Science, Access Medicine, PubMed) ca u3non3BaHu CIEIHUTE KJIFOUOBM JYMH Ha aHTJIUHCKU €3UK:
mukpo-PHK-155, 6uomapkepu, Bb3naneHue, HEHTpajlHa HEPBHA CHCTEMa, 3a00JsIBAHUS HA OMOPHO-
CTaBHUS anapar, UMyHOMeAUUpaHu 0ojecTH, YoBemku HykienHoBu kucenuuu (JHK u muxpoPHK).
PesynTatu: MiR-155 e ocHoBeH npoBb3nanuteneH Meguarop Ha LTHC, umsito ekcnipecus ce MHAyLIUpa
B Makpodaru u B Mukporims B oTroBop Ha NF-B-3asucum TNF curaanesn mpt. Mumennre Ha miR-155
BKITIOYBAT MMPOTHBOBB3NAIUTENHN perynaTopu kato Suppressor of cytokine signaling 1 (SOCS1), Src
homology-2-domain- containing inositol 5-phosphatase 1 (SHIP1), C/EBP u IL13R 1. CinemoBarenHo
miR-155 mompuHacst 3a WHAYKIWS Ha HEBPOBB3MaJeHHETO. B pamkure Ha MuKporiumsaTra, miR-155
NpeaU3BUKBa Bb3NAJCHHUE 10 BTOPUYCH IIBT. 3aKiIroueHue: M3cienBane excnpecusTa Ha Ta3d MUKPO-
PHKa pa3kprBa HOBH BE3MOXXHOCTH 3a MPHUIIOKEHUETO i KaTo OMoMapKep Ha BB3MAJICHHETO, CPEICTBO
32 MOHUTOPUpPAHE €(PEeKTUBHOCTTA HA TEPAIIEBTUYHUS IIPOLIEC U BEPOATHO B OBJEIIE L€ TOCIYXKH KaTO
MHUILIEHA 32 Ch3AaBaHE Ha ChbBPEMEHHA WMHIMBHUAYyaJHAa IPOTHUBOBB3NAINTENHA Tepanus MpH peauLa
3a00J1s1BaHuU.

KarouoBu nymu: mukpo-PHK-155, Bp3nanenue, ekcnpecus, HHQEKIIMO3HU 3a00ISIBAHUS



4. (68) Atanassova A, Chervenkov T. Role of the Serum Vitamin D Levels and Some
Circulating miRNAs in Patients with Ulcerative Colitis. BEST: IJHAMS Journal, 2020/12, ISSN(E):
2454 4728, 1-10
Abstract: The serum levels of Vitamin D and circulating micro-RNAs (miRNAs) are subject of the
current research as potential predictive and/or prognostic biomarkers in inflammatory bowel disease
field. 15 miRNAs expression was assessed in 27 consecutive UC patients and then correlated with the
serum level of 25(OH)D, C-reactive protein (CRP), fecal calprotectin (FCP) and Partial Mayo score.
There is an inverse moderate correlation between the disease activity, measured by the partial
endoscopic Mayo score and Vitamin D (r=-0.412; p=0.015). There is an inverse moderate correlation
between the levels of Vitamin D and the other biochemical biomarker like FCP (r=-0.363; p<0.05). The
results indicate that six miRNAs have different expression according to the serum Vitamin D levels.
The expression of 4 of them: miR-28 1, miR-191 1, miR-451 1 and miR-1228-3p 1 is increased in
patients with normal Vitamin D serum levels. The other two miRNAs - miR-96 1 and miR-155 2 have
increased expression in Vitamin D deficiency. The results indicate that the Vitamin D deficiency carries
the most significant risk for a change in the miR-1228-3p 1 serum expression level. Our results indicate
that there is an inverse correlation between the serum levels of Vitamin D and some disease parameters
in UC patients: FCP and the partial endoscopic Mayo score. The low Vitamin D levels also correlate
with an increased miR-96 1 and miR-155 2 expression. These combined identify a promising
diagnostic and treatment management approaches, using the combination of Vitamin D and miRNA
levels as potential prognostic for the activity of the disease and predictive for the treatment effect
biomarkers, in patients with ulcerative colitis.

Keywords: Ulcerative colitis, micro-RNA, Vitamin D, CRP & Fecal calprotectin

Pe3iome: Cepymaure HuBa Ha BUTaMuH D u mupkynupamnmure Mukpo-PHK (miRNA) ca obekt Ha
HACTOAIINTE H3CIEABAHUA KAaTO TMOTEHIMATHU TpPEICKa3Ballil /WU NMPOTHOCTUYHH OMOMapKepH B
obnacTTa Ha BR3MAIUTETHATE 3a00sBaHms Ha depBara. Excripecusira Ha 15 miRNAs Oermre ornenena
npu 27 mocnenoBarenau nanueHTH ¢ YK u cnen ToBa KopenupaHa cbe cepymHoTo HEBO Ha 25(OH)D,
C-peaxtuBer nporenH (CRP), dhexanen xammporektud (FCP) u wactnyen ckop Ha Mayo. CriiecTByBa
oOpaTHa yMmepeHa Kopeialusi MeXAy aKTHBHOCTTa Ha 3a00JIIBaHETO, M3MEpeHa upe3 YaCTUYHHUS
€H/IOCKOIICKHU pe3yarar Ha Mayo u ButamuH D (1=-0,412; p=0,015). CpiiecTByBa 00paTHa ymepeHa
Kopenauusl MeXIy HuBaTa Ha BUTaMuH D u apyrust 6moxumuueH ouomapkep xato FCP (=-0,363;
p<0,05). Pesynrarute mokaspar, ue mect miPHK umar pasnnyna ekcripecust Criopel CEpyMHHUTE HUBA
Ha utamuH D. Excrpecusta Ha 4 ot Tax: miR-28 1, miR-191 1, miR-451 1 u miR-1228-3p 1 ce
TTOBHUIIIaBA IPH MMAIIMEHTH ¢ HOPMAaJTHU CepyMHHM HUBA Ha BuTamMuH D. JIpyrute 18e miRNAs - miR-96 1
u miR-155 2 umar nowuieHa excrpecus npu AehUIMT Ha BuTamuH D. Pesynrature mokaspar, ue
neuIuThT HAa BUTaMUH D HOCHM Hal-3HAUYMMUS PHUCK 32 IPOMSHA B CEPyMHOTO HUBO HA €KCIIPECHS Ha

miR-1228-3p 1. Hamute pe3yarartu rokas3BaT, 4e ©Ma oOpaTHa KOpesalus MeX1y CEpyMHHUTE HUBA Ha



BuTamMuH D ¥ HAKOM MapamMeTpu Ha 3abosiBaneTo rpu narueHTH ¢ YK: FCP u wacTudeH eHI0CKONCKA
pe3yaTaT HaA Mayo. Huckure HuBa Ha Butamuu D ChbIIO KOpEJIHUpAT C MOBUIIICHA CKCIIPECU Ha miR-
96 1 u miR-155 2. To3u moxxoj moka3Ba, 4e MOraT Jia c€ M3MOoJ3Ba KOMOHMHAIMATAa OT HHUBA Ha
Butamut D 1 miPHK karto NMOTCHIMUAJIHU MPOTHOCTUYHU MApPKCPHU 3a AKTUBHOCTTA HA 3a00JIsIBAaHETO U
npeacka3Baliun 6I/IOMapKepI/I 3a Je4eOHus e(l)eKT IIpU MaHUCHTH C YIICPO3CH KOJIUT.
KirouoBu aymu: ynueposed konut, Mukpo-PHK, Buramun D, CRP u ¢exaneH kanmmpoTeKTHH

5. (69) AtanacoBa A. M3cnenBane Ha Bpb3KaTa MEXIy MHAEKCAa Ha TeJECHA Maca W HIKOU
uupkynupamm MukpoPHK nipu mammenTn ¢ 6onect Ha Crohn. BapHencku meaunacku gopym, T. 10,
2021, online first, pp.6
Abstract: Introduction: The prevalence of obesity worldwide has seen a steady upward trend
in recent years. The prevalence of obesity is also increasing among the inflammatory bowel
disease (IBD) population. A number of studies have shown that microRNAs are involved in
both the regulation of inflammation and the control of the components that make up the
metabolic syndrome, such as cholesterol, fatty acids, and their metabolism. Aim: The aim of
the present study was to investigate the relationship between BMI in patients with Crohn’s
disease (CD) and the serum levels of some circulating microRNAs. Materials and Methods: A
total of 35 consecutive Crohn's disease patients (20 active and 15 in remission) and 30 healthy
controls were tested for serum expression on a panel of 15 microRNAs. All had their BMI
calculated. Results: In the current study, the expression of miR-16 2, miR -28 1, miR -29¢ 1,
miR -96 1 and miR -142-3p 2 was found to correlate positively with overweight and obesity
in CD patients, while the expression of miR -144 4 and miR -1228-3p 1 correlated with normal
body weight. Conclusion: Contradictory results from the literature and the present study
indicate that to establish and validate the expression pattern of the microRNAs in question, it is
necessary to conduct large cohort studies with comparative results between patients with IBD

and varying degrees of obesity, and healthy overweight controls.

Keywords: microRNAs, obesity, IBD, CD

Pe3wome: Boenenue: [Ipe3 nocnequure ronMHu B pa3lpoOCTPAHEHUETO HA 3aTIIbCTSIBAHETO B
CBETOBEH Mamabd ce HalOnogaBa cTaOuWiHAa BB3XOAAIIA TeHACHIMsS. Yectorata Ha
3aTIBCTSIBAHETO CHINO C€ YBEIMYaBa Cpell HACENECHUETO C BB3MAIMUTETHH 3a00JsSBaHUS Ha
yepBata (IBD). Pemuma mnpoyuBanus mnokasBar, e MukpoPHKu ydactBar kakto B
pPEryJaupaHeTo Ha BB3MNAJICHUETO, TaKa M B KOHTPOJA HA KOMIIOHEHTUTE, KOMTO M3IpaXkaatr
METabOIUTHHS CHHAPOM, KaTO XOJECTEPOJI, MACTHU KUCEIMHU U TeXHHS MeTabonu3bM. Llen:
IlenTa Ha HaCTOALIOTO MPOYYBAHE € Aa ce u3ciensa Bpb3kara Mexxay UTM npu nauuenTu ¢

6onect Ha Crohn (CD) u cepymHuTe HUBa Ha HiIKOU IupKynupaniy MukpoPHK. Marepuanu u



Meroau: O6mio 35 mocnenoBarenHu nmanueHTH ¢ 6osiect Ha Crohn (20 akTuBHM U 15 B pemucust)
u 30 31paBu KOHTpOJIM OsIXa TECTBAHM 3a CEpyMHa eKcIrpecus Bbpxy naHen ot 15 mukpoPHK.
Ha Bcuuku Gemre uzunciaer UTM. Pesynararu: B HacTosAmoro mpoyyBaHe € YCTaHOBEHO, 4e
excripecuaTra Ha miR-16 2, miR -28 1, miR -29¢ 1, miR -96 1 u miR -142-3p 2 xopenupa
MOJIOKUTETHO C HAJHOPMEHOTO TErjo M 3arTibCTsBaHeTo npu mnauumeHTd ¢ CD, mokato
excrpecusta Ha miR - 144 4 u miR -1228-3p | xopenupar ¢ HOPMATHOTO TEJIECHO TETJIO.
3akmoueHue: [IpoTuBopeunBUTE pE3yinTaTH OT JUTEpaTypaTa M HACTOAILIOTO MPOYYBAHE
MOKa3BaT, Y€ 3a YCTAaHOBSBAHE W BajJHMAWpaHe HAa MoOjeja Ha EKCIpPecus Ha BBIIPOCHUTE
MukpoPHK e HeoOxoaumo fa ce mpoBeaaT rojieMu KOXOPTHU NPOYYBAHUS ChC CPAaBHUTEITHU
pe3yaratu Mexay narueHTy ¢ IBD u pa3nuunu cTernenu Ha 3aTiIbCTABAHE U 3IpaBH KOHTPOJIH
C HaIHOPMEHO TETJIO.

KuarouoBu nymu: mukpoPHK, 3atnwctsaBane, IBD, 6onect Ha Kpon

6. (70) AranacoBa A. Excopecusta Ha microRNA-199 - HOB moTeHLMaJIeH OHoMapKep 3a
HMYHOMEIUTUPAHO Bb3naicHue. BapHencku Mmeqummuacku Gopym, 1. 10, 2021, online first, pp.6
Abstract: The etiology and pathogenesis of inflammatory bowel disease (IBD) remain
undetermined but an interaction between environmental, genetic and immunological factors is
most widely accepted. Recent studies examine the expression of miRNAs in peripheral blood
and tissues in IBD patients. Our study aims to assess and correlate the serum expression of miR-
199 in IBD patients with clinical parameters such as extent, activity, and severity of the disease.
A total of 35 patients with ulcerative colitis (UC) and 35 patients with Crohn’s disease (CD)
were included in the study. Serum miR-199 expression in both IBD diseases was assessed using
reverse transcriptase quantitative real-time PCR (RT-qPCR). Circulating miR-199 levels were
also correlated with disease extent, activity, and severity indices (CDAI, Montreal
classification, Partial Mayo score). Serum expression of miR-199 in the 70 patients was also
compared miR-199 serum levels in 30 healthy control subjects. The patients’ group showed
mean serum miR-199 expression of 2.39 for CD, 1.08 for UC, and 1.26 for the control group
with significant difference in the expression between groups. From the current study, we could
conclude that there is a significant correlation between increased serum expression of miR-199

and disease activity (UC), extent (CD), and severity (CD and UC).
Keywords: miR-199, ulcerative colitis, Crohn’s disease, inflammatory bowel diseases
Pe3tome: EtnonorusTa u naroreHezara Ha BB3MATUTETHUTE 3a00msBanus Ha yepBara (IBD)

OCTaBaT HEONPE/CICHN, HO B3aMMOACHCTBUETO MEXIy (akTopu Ha OKOJHATa Cpeaa,

TeHETUYHU U UMYHOJIOTMYHU (akTopu, € Hail-mupoko npuero. Ilocnennure mpoyuBaHus



n3cnensar ekcrnpecusara Ha miPHKSs B nepudepnara kpbB 1 ThkaHUTE TIpH manueHTH ¢ IBD.
Hamero mpoyuBane Ma 3a 1€ Jia OLIEHH U ChIIOCTaBH CepyMHaTa ekcripecus Ha miR-199 mpu
naruenTy ¢ IBD ¢ KmuHUYHYM napaMeTpu KaTo 00XBaT, aKTUBHOCT U TEXECT Ha 3a00JI1BaHETO.
B npoyuBaneTo ca BkitoueHu o61mio 35 manuerTu ¢ yiepo3eH konuT (UC) u 35 manueHTH ¢
6omnect Ha Crohn (CD). CepymHuara ekcnpecust Ha miR-199 u ipu aete 3a6onsBanus Ha IBD
Oemre oneHeHa ¢ momorra Ha konuuyectBeHa PCR B peanno Bpeme (RT-qPCR) ¢ oGpaTtHa
Tpanckpunrasa. Llupkynupamniure HuBa Ha miR-199 chio ca cBbp3aHu ¢ HHAECKCUTE 32 00XBAT,
aKTUBHOCTTAa W TekecTTa Ha 3abomnsBanero (CDAI, knacudukamus Ha MoHpean, yacTUYCH
pesyaratr Ha Mayo). CepymHara ekcrnpecust Ha miR-199 npu 70-Te manueHTH chino Oere
CpaBHEHa CbC cepyMHHUTE HHBAa Ha MiR-199 npu 30 31paBu koHTpoNHU cyOekTa. ['pynara Ha
MaIMeHTUTE MoKa3Ba cpe/iHa cepyMHa ekcrpecus Ha miR-199 or 2,39 3a CD, 1,08 3a UC u
1,26 3a KOHTpoOJIHATAa TpyHa CbC 3HAUMUTENIHA Pa3jiiKa B €KcOpecusara mexay rpynure. Ot
HACTOAIIOTO MPOYyYBaHE OMXME MOTJIM Ja 3aKI0YUM, Y€ MMa 3HAUMTEIHA KOpeIaus MEexXIy
MOBUIIIEHATa cepyMHa ekcrpecust Ha miR-199 u aktuBHOCTTa Ha 3a00mnsBaneTo (UC), o6xBara
(CD) u texecrra (CD u UC).

KuarouoBu gymu: miR-199, ynmeposen koaut, 6omect Ha Crohn, Bb3NaIuTEeIHA 3a00JIIBaHUS

Ha yepBara

7. (71) AranacoBa A., TemeBa M. Ekcrnpecus Ha miR-191 - cpBpemeHeH Omomapkep 3a
pasrpaHdYaBaHe Ha yJlepo3eH KoauT ot Oosectra Ha Crohn. M3BecTus Ha Chro3a Ha yueHUTe - BapHa.
Cepust mequrmaa 1 exosorus. 2021, Online First, pp.5
Pe3iome: Breenenue: [lo mureparypan manan MEKpoPHK-191 (miR-191) moxe nma ce u3moisBa KaTo
TTOTEHITHAJICH TUATHOCTHYICH OMOMapKep, KOWTO J1a TTOCITYKH 3a pa3rpaHuvaBaHe Ha Oomectra Ha KpoH
(bK) u s3Benus xomut (SK). Llen: LlenTa Ha HACTOSMIOTO MPOyYBaHE € J1a CE€ OICHHW CepyMHATa
excnpecus Ha miR-191 npu manueHTH ¢ XPOHUYHU BB3NATUTEIHM OOJIECTM Ha depBaTra U Jia ce
onpenenn ponsata Ha MUKpoPHK 3a pasrpannuaBane Ha BK ot K. Matepuan u meronu: Ilpu 70
MAIUeHTH ¢ XpOHUYHU Bh3NAIUTENHN Oonectr Ha yepBaTta (XBBY) (35 manuenTn ¢ SK, 35 nanuentu
¢ BK) u 30 31paBu KOHTpOJTHH CYOEKTH € U3clieiBaHa ekcnpecusta Ha miR-191 B cepyma upe3 oOpaTHa
TpaHckpunTasa u konudectseHa PCR B peanno Bpeme (RT-qPCR). Pesynratu: ¥Ycranosu ce, ue miR-
191 uma nosumiena excrpecust npu bK, aktuBHa Oonect, ThHKOUYpEBHA JOKAIM3aLUsl U XPOHUYHO
nepcuctupamia gopma Ha K u excrpamHTecTHHanHH TposiBu. Ecmpecusita Ha Tasum MukpoPHK
KOpenupa NpaBOIpPONOpUUOHANHO ¢ ¢ekaneH kKaunporektuH u CDAIL 3axmouenne: CepymHara
ekcripecus Ha miR-191 e 3HaUMTENNHO TO-BHCOKA MPH ManueHTuTe ¢ bK, B cpaBHeHME ¢ MAIMEHTUTE C

K. Kopenupa ¢ mokanuzanusara u aktuBHoctTa npu bK, a mpu SIK ce ycranosiBa camMo Bpb3Ka C



¢dopmara Ha MPOTUYAHE U EKCTPAWHTECTHHAJIHUTE MPOsSBU. MoXke J1a MOCTyXH KaTo OHoMapkep 3a
pasrpaHHYaBaHe Ha JABETE 3a00JIIBAHUS.

Abstract: Introduction: Literature data shows that miR-191 can be used as a potential diagnostic
biomarker to differentiate between Crohn‘s disease (CD) and ulcerative colitis (UC). Aim: The aim of
the present study is to evaluate the serum expression of miR-191 in patients with chronic inflammatory
bowel disease and to determine the role of microRNAs in distinguishing CD from UC. Materials and
Methods: Serum miR-191 expression was tested in 70 patients with inflammatory bowel disease (IBD)
(35 with UC, 35 patients with CD) and 30 healthy control subjects through reverse transcriptase and
real-time quantitative PCR (RT-qPCR). Results: The results show that miR-191 has increased
expression in CD, active disease, small intestinal localization, and chronic persistent form of UC, and
extraintestinal manifestations. The correlation analysis shows a positive correlation between the
expression of miR-191 and faecal calprotectin and CDAI Conclusion: The serum expression of miR-
191 was significantly higher in patients with CD compared to patients with UC. It correlated with the
localization and activity in CD, and in UC there was only a correlation to the form of the course and the
extraintestinal manifestations. It can be used to distinguish between the two diseases.

8. (72) AranacoBa A., TeneBa M. Ha rpanunara Ha Bbh3naneHueto u ¢pudpo3ara - cepymHa
excrpecus Ha miR 29 mpu manueHTH ¢ BH3MATUTENHU YpeBHU 3a0omsaBanus. M3sectus Ha Cpro3a Ha
yuenwure - Bapua. Cepust Meaunaa u ekosiorus. 2021, Online First, pp.6
Pe3ome:BrBenenne: Hamocnenbk ce mpoydBa eKCIpecHsiTa Ha MUKPOPUOOHYKJICMHOBUTE KUCEIHHU
(MukpoPHKwW) B nmepudepHa KpbB U ThKaHU NMPU MANMEHTH C XPOHUYHU BB3MATUTEITHH 3200JIIBaHUS HA
yepBara (XBbY) kaTo 6uomapkep 3a TUarHOCTHKA W MpocieasBaHe Ha akTuBHOCTTA. Llem: llenTta Ha
TOBA M3CIIE/IBAHE € J]a OICHN KOpeJanusaTa MeX 1y CepyMHaTa eKCIPECHs Ha MUKPOPU-O0OHYKIIEHHOBATA
kucennHa 29 (miR-29) W pa3auuHM KIMHWUYHU TapaMeTpu: aKTUBHOCT, TEXeCT W 00-XBaT Ha
3abomnsBaHeTo npu manueHTH ¢ XBbY. Matepuan u meronu: [Ipu 70 marmmentu ¢ XBBY (35 ¢ s3Ben
kot (SIK), 35 mammentu ¢ 6omect Ha Kpon (bK)) 1 30 3apaBu KOHTpOIHE CyOeKTH € H3-CleBaHa
ekcripecusaTa Ha miR-29 B cepyma upes ¢ oOpaTHa TpaHCKpunTasa u konuaectBeHa PCR B peanHo Bpeme
(RT-qPCR).Pesynratu: ['pynaTta Ha manimeHTUTE TIOKa3a cpeHa ekcnpecus Ha miR-29 B cepyma ot 1.69
3a BK, 1.23 3a SIK u 1.07 3a koHTpoNHaTa Ipyma, KaTO MMa 3HaYMMa Pa3jifKa B €KCIPECHsATa MEXIY
oTaenHuTe Tpymnu. 3akimtoueHue: ChIIeCTByBa 3HaYMMa BpB3Ka MEXKAY MOBHUILICHATA CepyMHA
ekcrpecust Ha miR-29 u akTHBHOCTTa Ha 3a00JsIBAHETO, TEXKECTTA U 0OXBaTa mpu naimeHTy ¢ K.
Abstract: Introduction: Recently, the expression of micro ribonucleic acids (microRNAs) in peripheral
blood and tissues in patients with chronic inflammatory bowel disease (IBD) has been studied as a
biomarker for diagnosis and monitoring of activity. Aim: The aim of this study is to evaluate the correla-
tion between serum microribonucleic acid 29 (miR-29) expression and different clinical parameters:
activity, severity and extent of disease in IBD patients. Materials and Methods: Serum miR-29
expression was tested in 70 patients with IBD (35 with ulcerative colitis (UC), 35 patients with Crohn’s

disease (CD)) and 30 healthy control subjects through reverse transcriptase and real-time quantitative



PCR (RT-gqPCR). Results: The group of patients showed a mean serum miR-29 expression of 1.69 for
CD, 1.23 for UC and 1.07 for the control group with a significant difference in expression between the
groups. Conclusion: There is a significant relation between increased serum miR-29 expression and
disease activity, severity and extent in patients with UC.

9.(73) AtanacoBa A. Excripecrsi Ha MUKpOPHOOHYKIIEMHOBA KrcennHa 1228 cpex mauueHTu ¢

XPOHUYHH Bh3NAIUTEIHN 00JecTH Ha uepBaTta. BapHencku menununacku gopym, 2021, online first, pp.6

Abstract: Introduction: Knowledge in the field of microribonucleic acids (miRNAs) can be
used both to reveal the mechanisms of occurrence of inflammatory bowel diseases (IBDs) and
to predict the response to a particular treatment. Aim: The aim of this article is to assess the
serum expression of miR-1228 in IBD patients. Materials and Methods :A total of 35 patients
with ulcerative colitis (UC), 35 patients with Crohn’s disease (CD), and a control group of 30
healthy individuals were studied. Serum expression of miR-1228 was tested in all through
reverse transcriptase-quantitative real-time polymerase chain reaction (RT-qPCR). Results The
expression in CD patients (1.91 £2.21) was significantly higher compared to the expression in
UC patients (1.15+0.64) and healthy controls (1.14+0.59). In CD patients, increased expression
of miR-1228 was observed in cases with active disease, intestinal localization (L1-2.28) and
penetrating phenotype (B3-3.92). In UC patients, no difference in miR-1228 expression was
observed with regards to the localization and the course of the disease. Serum expression of
miR-1228 correlates positively with CRP in UC patients. Conclusion:In the present study,
increased expression of miR-1228 was observed in cases with active disease (UC, CD),
intestinal localization (CD), and penetrating phenotype (CD), while decreased expression

correlated to immunosuppressive (CD) and biological (UC) therapy.

Keywords: miR-1228, Crohn’s disease, ulcerative colitis, IBD

Pe3ome: BroBenenue: Ilo3nanusta B 00JIacTTa Ha MHUKPOPUOOHYKICMHOBUTE KHCETUHH
(miPHK) Morar na ce m3mosi3Bar KakTo 3a pa3kpuBaHE Ha MEXaHU3MHUTE Ha Bh3HUKBAHE Ha
BB3NAIUTEIHU 4peBHU 3abonsBanus (IBD), Taka m 3a mporHosupaHe Ha OTroBOpa KbM
KoHKpeTHoO JieueHnue. Llen: Ilenra Ha Ta3u cratus e 1a OLEHU cepyMHarTa ekcrpecus Ha miR-
1228 npu mammentu ¢ IBD. Matepuanu u Metoau: M3cnenBanu ca o0mo 35 maiueHTd c
ynepo3seH kKouT (YK), 35 maruenTu ¢ 6onect Ha Crohn (BK) u konTposna rpyna ot 30 3npaBu
nHauBuaa. CepymHara ekcripecusi Ha miR-1228 Oemre TecTBaHa BB BCHUKH 4Upe3 oOpaTHa
TPaHCKpPUIITa3a-KOJIMYECTBEHA MOJMMEpPa3Ha BeprkHa peakius B peanHo BpeMe (RT-qPCR).

Pesynraru: Excnpecusita mpu mamuentd ¢ bBK (1,91 +2,21) e 3HauWTenHO MO-BUCOKA B



cpaBHeHUE ¢ ekcrpecusTa npu manueHTu ¢ YK (1,15+0,64) u 3npaBu koutponu (1,14+0,59).
[Tpu maruenTn ¢ BK ce nabmonaBa moBuieHa ekcrpecus Ha miR-1228 B ciydau ¢ akTUBHO
3abonsBane, upeBHa nokamu3amus (L1-2.28) u menerpupany denorun (B3-3.92). Ilpu
nanueHTn ¢ YK He ce HaOmromaBa pasnvka B eKcrpecusita Ha miR-1228 mo oTHomeHue Ha
JoKamu3anuATa U Xoja Ha 3abonsBaHero. CepymHara ekcrnpecus Ha miR-1228 kopenupa
nonoxutenHo ¢ CRP npu maumentu ¢ YK. 3akmouenue: B HacTosmoro mpoydyBaHe ce
Habr01aBa MoBHIIeHa ekcipecust Ha miR-1228 B cinyyan ¢ aktuBHO 3a6omsaBane (UC, CD),
ypeHa jokanu3anus (bK) u nenerpupam ¢penorun (bK), mokaro HamaneHaTa ekcrpecus €

cBbp3ana ¢ umyHocymnpecuBHa (bK) u 6uonornuna (YK) teparus.

KarouoBu nymm: miR-1228, 6onect Ha Crohn, ynueposen konut, IBD

10. (74) AranacoBa A. CepyMHa EKCHpecuss Ha MUKPOPUOOHYKIIGMHOBH KHCEIIMHU IMPH
nanueHTH ¢ 6onect Ha Kpon — cneunduuen PHK npoduin. bearapcku MeanuHcky xypHad,
2021, 6p. 1, 33-38, (Web of Science (CABI))

Pe3rome. XpoHUYHUTE BB3MaIUTENHU 3a0onsaBanus Ha uepBata (XBBU) — 6onect Ha Kpon
(BK) m s3Ben xomut (SK), ca ¢ cBbp3aHu ¢ TpeAW3BHKATEICTBA MPH JAUATHOCTUKATa M
MPOCIICIIBAHETO HA aBTOMMYHHOTO Bh3nasieHne. miRNAs yyacTBar B peryiupaHeTo Ha MHOTO
OMOJOTMYHM TPOIECH KAaTo KJIEThUYCH IHUKBI, CMUTeNHa OapuepHa (YHKIUS U HMYHHHU
peakiuu. Te3n xapaktepucTuku Ha MIRNAS T mpaBAT MOAXOASINIM 32 HEWHBA3HBHH
Oouomapkepu npu MoHuTOpupane Ha manueHTd ¢ XBBY. llen Ha ToBa mpoy4BaHe € na ce
YCTaHOBHW JWHAMHKaTa B cepyMHaTa ekcrpecus Ha rmanen oT 14 miRNAs npu namuentu ¢ bK
B Pa3JIMYHM CTAJANH Ha 3a00JsBaHeTo. Marepuan u metoau: O0xBaHaTH ca 35 mocie10BaTeTHu
narueHTH ¢ BK (20 B ctanuii Ha akTuBHOCT U 15 B pemucust) u 30 31paBu KOHTPOJIH, HA KOUTO
€ mW3cleqBaHa cepyMHaTa ekcmpecuss Ha maHen or 14 miRNAs. Tlamuenture ca
XapaKTepU3upaHu CIope]] JoKanuzaius, popma Ha IpOTHYaHE, TEKECT U aKTUBHOCT CIIOPEN
Momnpeaincka knacudukanusi, Crohn’s Disease Activity Index (CDAI), C-peakTuBeH nIpoTenH
(CPII) u ¢ekanen xammpotekTuH (PKII). Cepymnara excripecus Ha miRNAs e oreHena c
oOpaTHa TpaHCKpHITa3a — real time konuyecTBeHa BeprkHa nonuMepasna peakuus PCR (RT-
qPCR). Pe3ynrarure OoT HAacTOSAIIOTO M3CIIEIBAHE MOKA3BaT, Y€ MPU BCUYKH mareHTH ¢ bK
HE3aBHCHUMO JJAJIU ca C aKTUBHA 00JIECT, WM C IOCTUTHATA PEMUCHS, UMa MTOBUIIIEHA EKCIIPECcHst
Ha u3cnenaBanuTe miRNAs crnpsimo 31paBu koHTposn. IloBuieHara cepyMHa eKCIpecHs: Ha
miR-96 u miR-16 xopenupat ¢ nosuiieHu HuBa Ha CPII, a moBuIIeHNTE CEpyMHU HUBA Ha

miR-191, miR-199a u miR-142-3p xopenupat ¢ apyr 6momapkep — OKII. U3Boam: Hsakou ot



n3cienBanuTe miRNAs kopenupar ¢ ocHOBHUTE Xapaktepuctuku Ha BK — akTuBHOCT,
JIOKaJIM3aIysl Ha OCHOBHUS TpoIiec U (DEHOTHITHA U3sBa, U MOTaT Jla C€ MpHIaraT KaTto HOBH
o0enraBamy MUHUMAIIHO MHBa3WBHU OMOMapKepH 3a MOHHTOPHpPAHE HA UMYHOMEIHHPAHOTO
BB3MAJICHUE TPU TANUEHTH C XPOHWYHM BB3MAIUTEIHU 3a00JsIBaHUS Ha YepBarta.
Kiro4oBu 1yMu: XpOHUYHY BB3MAJIUTEITHA 3200JIIBaHMS Ha uepBara, ooect Ha KpoH, MUKpo-
PHK, 6uomapkepu

Abstract. Chronic inflammatory bowel diseases (IBD) — Crohn’s disease (CD) and ulcerative
colitis (UC), are associated with challenges in diagnosing and monitoring autoimmune
inflammation. miRNAs are involved in the regulation of many biological processes such as the
cell cycle, epithelial barrier function, and immune responses. These characteristics of miRNAs
make them suitable for non-invasive biomarkers in the monitoring of IBD patients. The aim of
this study is to establish the dynamics of serum expression in a panel of 14 miRNAs in patients
in different stages of CD. Material and methods: 35 consecutive patients with CD (20 cases
with active disease and 15 in remission) and 30 healthy controls were tested for serum
expression in a panel of 14 miRNAs. Patients were characterized by: localization, course of the
disease, severity and activity, according to the Montreal Classification, Crohn’s Disease
Activity Index (CDAI), C-reactive protein (CRP), and fecal calprotectin (FCP). The serum
expression of microRNAs was assessed with reverse transcriptase — real-time quantitative
polymerase chain reaction PCR (RT-qPCR). The results of the study show that all patients with
CD, whether with an active disease or achieved remission, have an increased expression of the
tested miRNAs when compared to healthy controls. Increased serum expression of miR-96 and
miR-16 correlates with increased levels of CRP, and increased serum levels of miR-191, miR-
199a and miR-142-3p correlate with another biomarker — FCP. Conclusion: Some of the studied
miRNAs correlate with the main characteristics of CD — activity, localization of the main
process and phenotypic expression, and can be used as a new promising minimally invasive
biomarkers for monitoring immunomediated inflammation in patients with chronic
inflammatory bowel disease(IBD).

Keywords: inflammatory bowel disease, Crohn’s disease, miRNA, biomarkers

[ILITbTHOTEKCTOBM MYyONHMKAllMA B HAYYHHW CIUCAHUSA W COOPHUIIM, W3BHH MHUHUMAJIHUTE
HAayKOMETPUYHU M3UCKBaHUS 3a 3aeMaHe Ha Al ,,ipodecop
75. A. T'eopruesa, 1. Komnes, A. AtanacoBa. TioTioHonymieHe u 6osiect Ha Kpon. Bapuencku

MeauIuHCKU GopyM, T.5, 2016, mpunoxenue 4, 371-374



Pe3rome:Pemumia m3ciienBanns B 00acTTa Ha BB3MATUTEIHHUTE 3a0oisgBanus Ha depsara (IBD)
MPOYYBAT TIOTIOHOITYIIEHETO KaTO PUCKOB (PaKTOP KAKTO 3a HACTBHIIBAHETO HA 0OJIECTTa, a ChILO U 32
pasBuTHe Ha ycnoxxkHeHusaTa. [locnequure mpoy4uBanus 1okassar, ue aunara ¢ 6onecrra Ha Kpon (BK),
KOUTO MyIIaT, UMAT MO-TEXKO MPOTHYaHE Ha 0OJECTTa, KOETO BJOIIaBa KauyeCTBOTO UM Ha >KHBOT.
[lenta Ha HACTOAIMIOTO M3CIEBAHE € 1A C€ MPOYYH YECTOTaTa Ha TIOTIOHOMYIIEHETO CPE MAUEHTHTE
¢ BK. 3a nepuon ot 5 ronunu ca uscnensanu perpocnekTuBHo 140 manuentn ¢ BK. Pesynrature ca
00paboTeHu ¢ IoMOoIITa HA cTaTHCcTHYecKaTa nmporpama SPSS v.20, kato ca n3noia3BaHu KOJTUUECTBEHU
U KadecTBeHH MeToau (t — koepunmeHT Ha Student, ¥2). Cpeanata Bb3pacT Ha nauueHtute ¢ bK B
Harrata u3Bazaka e 40,8 romquau £13,6 (SD). MuanManHaTa Bb3pacT € 18 rogauan, a MakcuMaiiHaTa € 82
rogunu. [IpubnusutenHo monoBHHAaTa OT M3cienBaHUTE manueHTH (47.1%) ca akTHBHU Mylladu, a
36.8% ca OuBmM. J[oka3a ce HAIMYHMETO HAa CUTHU(HUKAHTHA Pa3lIMKa MEX]Y MalUCHTUTE aKTHBHU
MyIIa4Yy WU OMBIIY TaKHBa, KOUTO UMAT MO-TEKKO MPOTHYaHE Ha 00JIECTTa, U HEITyIlIauuTe, IPU KOUTO
Hag 50% ca B pemucusi. ChIIlo Taka B HAIIETO M3CIEABAHE KEHUTE, KOUTO Ca KAaKTO aKTUBHH, TaKa U
OMBIIM TyIIA4yd, WMAT IO-TEKKO MpOTHYaHE Ha 3a0onsBaHeTo. [lo oTHomeHWe Ha oOXBara Ha
3a00JSIBAHETO TIPH MTyIIavyuTe MpeodiaaBar MaueHTHTe ¢ WieokonoHHa Jokanuzanus (40.0 %), npu
OMBIIIMTE MyIIAYH — TE3U ¢ TBHKOYPEBHO 3acsaraHe (40.0%), a mpu HenmyIavnuTe — Te3U ¢ Je0eI0YPEBHO
3acsaraHe (54.5%). PesynraTure oT HaleTo U3cieABaHe MOTBBPKAABaT Te3U HA IPYTU aBTOPH, KOUTO
ONpesensaT >KeHWTe Iyllayd KaTo pHCKOBa TIpyla, HO OMpoBepraBaT ApPYyrd KaTro HampHUMep
peo01ajaBaHeTo Ha MAllUEHTUTE ¢ ThHKOUPEBHO 3acsiraHe.

KirouoBn aymm: TroTroHomymeHe, Oonect Ha KpoH, TexxecT Ha 3aboiisiBaHETO, 00XBaT, PUCKOBU
¢dakTopu

Avgustina Georgieva, Iskren Kotzev, Antonia Atanassova. Smoking and Crohn's disease

Abstract: Numerous studies in the field of inflammatory bowel disease (IBD) examine smoking as a
risk factor for the onset of a disease, as well as the development of complications resulting from it.
Recent studies have shown that smokers with Crohn‘s disease (CD) are at risk for developing a severe
disease, which deteriorates their quality of life. The aim of this study was to examine the incidence of
smoking among patients with CD. For a period of 5 years 140 patients with CD were studied
retrospectively. The results were processed with a statistical program SPSS v 20 using quantitative and
qualitative methods (t-Student factor, ¥2). The average age of our patients with CD was 40.8 years £3.6
(SD). The youngest patient was 18 years old and the oldest was 82 years old. Approximately half of the
patients (47.1%) were current smokers and 36.8 % were former smokers. We found that patients who
were current smokers or quitters had a much higher risk for developing a severe disease than non-
smokers. Also, our study showed that women, both current and former smokers, had more severe
diseases compared to men. With regard to the extent of the disease, in current smokers prevail patients
with ileocolic localization (40.0%), in former smokers - patients with small intestine involvement

(40.0%) and in non-smokers - those with colonic involvement (54.5%).The results from our study



confirmed those of other authors, who identify female smokers as a risk group, but refute others,

reporting the prevalence of patients with small intestine involvement.
Keywords: smoking, Crohn‘s disease, disease severity, extent, risk factors

76. A. T'eoprueBa, M. KomeB, A. AraHacoBa. 3aBUCUMOCT MEXIy Opos Ha
XOCIIUTAJIN3alIMUTE U TEXKECTTAa Ha 3a6OJI$IBaHeTO npu TManuceHTUTE C 6OJIGCT Ha KpOH

Bapuencku menunuacku popym, 1.5, 2016, npunoxenue 4, 375-378

Pe3tome: Yecto xocrmranmzanuure Npu marueHtuTe ¢ Oomectrta Ha Kpon (BK) ce cBwp3Bar ¢
V3BBHPEIHN CUTYAIlMH KaTO TEXXKH YPEBHH OOCTPYKIHH WA OOOCTPSHE CHhCTOSHHETO Ha TMAIMEHTA.
Penuia mpoyuBaHus MoKa3BaT, Y€ MOJIOBUHATA OT XOCHHUTAIN3aMuTe py nanuentute ¢ bK ce xpmkar
WMEHHO Ha CIEIIHU CcbcTOsHMs. Llenta Ha Hamero u3ceBaHe € Ja NPOCIEAUM Janud Opos Ha
OOJHMYHUTE TpoJieKaBaHUA Npu mauueHtuTe ¢ bK ca cBbp3aHu ¢ TexecTTa Ha 3a00JsBaHETO. 3a
NEepUoJ OT S TOIUHM ca u3cienBaHu perpocnekTuBHo 140 nauuentu ¢ BK. Pesynrartute ca o0paboTenn
C moMolluTa Ha cratuctuyeckara mporpama SPSS v.20, karo ca H3MNOJI3BaHM KOJIMYECTBEHU U
KadecTBeHH Meromu (t — koepummeHT Ha Student, x2). Cpemnusar Opoll XocnuTamu3alMyd Ha
H3clIeIBaHATe narueHTy e 2,1+1,7 (SD), karo MuHMMamHUTE ca 1, a MakcuManauTe ca 10. Hait-romsama
yecToTa MMaT manueHTuTe ¢ mepBa (50%) u BTopa (22.1%) xocnuranmsamus. He Oeme Hamepena
3apucumoct Mexnay wuuaekca Ha BEST (CDAI — Crohn Disease Activity Index) m Opos Ha
XOCIUTAIN3AMUTE TIPU W3CICABAHUTE TAIMEeHTH, HO WHTEpPEeC TNPEJCTaBIsABA pE3yNTaThT, Ye
MaIMEHTHTE C YMEPEHO TEeXKa OosiecT cTuraT 10 9 xocnuranuzauuu. [lo oTHomeHne Ha o0XBarta Ha
3a00JI1BaHETO HAN-TOJIsIMA € YeCToTaTa Ha MalMeHTHUTe C ThHKOUpeBHa Jokanu3anus (34%), ciensanu
oT Te3u ¢ aebenouperHa Jokanu3anus (33%). ChliecTBeHa pasiuka Oellle HaMEpeHa MO OTHOIICHUE
Oposi Ha XOCTIH TATU3AIUUTE TP MAIUSHTUTE C eKCTPAUHTECTHHAIHY MPOSBU Ha OonectTa. MoxeM Jia
Ka)keM, 4e HATMIMETO Ha TO3H BUJI IIPOSBU HA OOJIECTTa BOJH JIO ITIOBEYE XOCTIMTAIN3AINH, B CDABHEHNE
C TAIMEHTUTE C WHTECTUHAIHHU YCJIOXHEHHSA. Bb3 OCHOBa Ha TOJYYEHHUTE PE3yNTaTH MOXKEM Ja
3aKJIIOYUM, 4e OpoAT Ha XocmuTanu3anunte npu nanueHtute ¢ bK He e cBbp3aH ToIKOBa ¢ TexecTTa

Ha 3a00JIIBAHETO, KOJKOTO ChC CHITBTCTBAIINTE EKCTPAUHTECTHHAIHU MPOSBU HA 3a00JIIBAHETO.
KiarouoBu nymu: xocnuranu3saius, 0onect Ha KpoH, yCioKHEHHUs, TEKECT, 00XBaT

Avgustina Georgieva, Iskren Kotzev, Antonia Atanassova. Correlation between the number of

hospitalizations and the severity of the disease in patients with Crohn‘s disease

Abstract: Often hospitalizations of patients with Crohn's disease (CD) are associated with emergencies,
such as intestinal obstructions or disecase exacerbation. Several studies show that half of the

hospitalizations of patients with CD were due to emergencies. The aim of our retrospective study is to



track whether the number of hospitalized with CD is associated with the disease severity. For a period
of 5 years 140 patients with CD were studied retrospectively. The results were processed with a
statistical program SPSS v. 20 using quantitative and qualitative methods (t-Student factor, x2).The
average number of hospitalizations of followed patients was 2.1£1.7 (SD), the minimum was 1 and the
maximum was 10. There was a higher incidence of patients with a first (50%) and a second (22.1%)
hospitalization. No correlation was found between the index of BEST (CDALI - Crohn Disease Activity
Index) and the number of hospitalizations in the studied patients, but it is interesting to note that patients
with moderate disease severity reached 9 hospitalizations. In regard to the extent of the disease, the
frequency of patients with small intestine localization was the highest (34%), followed by those with
colonic localization (33%). A significant difference was found in the number of hospitalizations of
patients with extraintestinal manifestations of the disease. We can say that the existence of such
manifestations leads to twice the number of hospitalizations, compared to patients with intestinal
complications. Based on the results, we can conclude, that the number of hospitalizations of patients
with CD was not so much related to the disease severity, as to the accompanying extraintestinal

manifestations of the disease.

Keywords: hospitalization, Crohn's disease, complications, severity, extent

77. A. T'eopruesa, 1. Kornes, A. AtanacoBa. ITHBaTMTHOCT MpH MAIIMEHTHUTE ¢ 00JIECT

Ha Kpon. Bapuencku memunnacku ¢popym, 1.5, 2016, npunoxenue 4, 379-3824.

Pe3rome: bonectra Ha Kpon (BK) ce xapakTepusupa ¢ XpOHHYHO pELMIMBHPAIIO NPOTUYAHE, C
pa3nrYHa MHTEH3MBHOCT W MPOABIDKUTEIHOCT Ha Tiachiire Ha Oomectra. [lopaam ToBa mpu te3m
MAIMeHTH YeCTO Ce Hajlara OOJHHYHO JIeYeHHE, KOeTO BOJOU N0 OTCHCTBHE OT paboTa W BpeMEHHa
HeTpyaocnocoOoHocT. LlenTa Ha HACTOSIIOTO M3CIEABAHE € Aa ce Ipoyur kKak bK oka3Ba BimsiHEE TipH
WHBAIMIU3APpAHE HA TAIUEHTUTE. 3a TEPHOJ OT 5 TOAWMHHU ca W3CJIeABaHH peTpocreKTuBHO 140
nanuenT ¢ BK. Pesynrtarute ca obpaboreHu ¢ momomra Ha craTucThyeckara nporpama SPSS v.20,
KaTo ca M3IMO0JI3BaHU KOJIMYECTBEHN U KadyecTBeHH MeToau (t — koeduuuent Ha Student, y 2). B Hamara
W3BajiKa, MallMeHTUTE, KOUTO Ca OCBHICTEICTBAHH 3a TpaiiHa WM HaMaJleHa HepaOOTOCIMOCOOHOCT OT
cpoTBeTHaTa TepuropuanHa excnepTHa Jekapcka komucust (TEJIK) w/unun Hanmonanna excreptHa
nekapcka komucus (HEJIK), ca 34 (24.3%), karo npeobnanasar sxenute (61.8%). IHTepeceH e GpakThT,
4e OT OCBHUeTeNCcTBaHnTe Juia camo 3.0% ca Texkka akTUBHOCT Ha 3a0omnsBaHeTo. CpeqHaTa CTOWHOCT
Ha aktuBHOCTTa Ha BK, onpenenena no nanekca Ha BEST (CDAI- Crohn Disease Activity Index) Ha
OCBHJIETEJICTBAHUTE NUIa, € 230,9+115,5 (SD), kaTo He Oemre Joka3aHa CHIIECTBEHA Pa3jIMKa CIPSIMO
HEOCBHJIETENICTBaHUTE Jria. He Oemre HamepeHa curHM()MKaHTHA pa3iiiKa B 00XBaTa Ha 3a00JIsBaHETO

Y MHBAJIMIU3UPAHETO Ha manueHtute. Manko Han 1/3 ot manuenture (38.2%) umMaT MHTECTUHAIHU



YCIIO)KHEHUS, CBBP3aHH ¢ 6oJiecTTa, a 29.4% ca ¢ eKCTpauHTeCTHHAIHY TaKMuBa. Pe3ynraTure oT HaleTo
M3CIIe/IBAHE MOKAa3BaT, Ye TEXKECTTa Ha 3a00JSBAHETO M HAJMYMETO HA YCIOXXHEHHUS HE ca TPSKO
CBBpP3aHH ¢ HHBATUIN3UPAHETO Ha marnueHTuTe. OOXBaThT Ha 32001 BAHETO HE MOXKeE Jla ObJe IpUET
3a BOJICI] MOTHB 3a WHBAIMAU3UpaHe Ha OoxHmTe. [pyr ¢dakr, KOWTO HU BOJAM HAa MHCHITA, Ue
WHBAIMIU3AIUATA CE IBJDKU HA PYTH NPUYHMHH, € TOoBa, ye camo 3.0 % OT m3cienBaHaTa rpyma ca ¢

TexKa (hopMma Ha MpoTHYaHE Ha OoecTTa.

Kuarouosu axymu: Tepuropuanna excneptra yekapcka komucus (TEJIK), 6omect Ha KpoH, TexecT Ha

3a00JsIBAHETO, 00XBAT, HETPYLOCIIOCOOHOCT

Avgustina Georgieva, Iskren Kotzev, Antonia Atanassova. DISABILITY IN PATIENTS WITH
CROHN‘S DISEASE

Abstract: Crohn‘s disease (CD) is characterized by chronic, relapsing course, with varying intensity
and duration of the bouts of the disease. Therefore, these patients often require hospitalization, leading
to absence from work and temporary disability. The aim of this study is to examine how CD affects the
disability of patients. For a period of 5 years 140 patients with CD were studied retrospectively. The
results were processed with a statistical program SPSS v. 20 using quantitative and qualitative methods
(t-Student factor, % 2). In our sample, the patients who were assessed to suffer from permanent or reduced
disability by the Territorial Expert Medical Commission (TEMC) and/ or the National Expert Medical
Commission (NEMC) were 34 (24.3%), predominantly women (61.8%). Interesting was the fact that
from the attested for disability persons only 3.0% have a severe disease. The average value of the activity
of CD, determined by the index of BEST (CDAI - Crohn Disease Activity Index) of attested for
disability persons was 230.9+115.5 (SD) and no significant difference was detected in comparison to
non-attested for disability patients. No significant difference in the extent of disease and disability of
the patients was found. Slightly more than 1/3 of the patients (38.2%) had intestinal complications
associated with the disease and 29.4% had extraintestinal manifestations.The results of our study showed
that the severity of the disease and the presence of complications were not directly related to the
disability of the patients. The extent of the disease could not be accepted as a leading reason for the
disability of the patients. Another fact which lead us to believe that disability is due to other reasons was

that only 3.0% of the study group had a severe disease.

Keywords: Territorial Expert Medical Commission (TEMC), Crohn‘s disease, severity, extent

78. AtanacoBa A., A. I'eopruesa, B. BenukoBa. 3akbCcHsABaMe M C ITOCTaBSIHETO Ha
JMarHo3ara MpHu MalueHTUTE ¢ s3BeH KouT U 0oJiecT Ha KpoHn. M3Bectus Ha Chro3a Ha

yuenute-Bapna, Cepust Meaununa u exonorusi, 2016/2, tom XXI, 14-17



Pe3ome: Brinmanurennute 3a00nsBaHUS Ha YepBaTa 3auecTsBAaT BCE IOBEYE B CBETOBEH Maiad.
Brmpeku ToBa ChIIECTBYBa MHTEpPBAl OT IMOSBaTa Ha CUMIOTOMHUTE N0 MOMCHTA Ha TOCTaBSHE Ha
nuartosata. I[loctaBuxMe cu 3a 1€l Ja M3CielBaMe€ TO3M HHTEpPBall OT BpeMe MEXKIy IMOosiBaTa Ha
OIJIAaKBAaHUATA W JUATHOCTUIIUpaHeTo Npu nanueHTH ¢ s3BeH konuT (1K) u 6onect Ha Kpon (BK).
PerpocniexktuBHO ca u3cnensanu nanaute Ha 305 marmenta: 160 (52,50 %) ¢ s3BeH konut U 145
(47,50 %) c Oonect ma KpoH, karo e wusmoi3BaHa WHPOpPMANHS OT HAIMYHATA MEIUIIUHCKA
nokyMeHTarms. Pesynrature ca oOpaboTeHM ¢ MOMOINITa Ha CTaTUCTHYecKaTa mporpama SPSS v
20.CpenHata MpOIBIHKUTETHOCT HA TUATHOCTHYHUS WHTEepBaj mpu Bcuuku naruenta e 50,4 mec. (0-
432 mec.), kato Oeiie HaMepeHa cUrHA(UKAaHTHA paznuka mexny nanuenture ¢ BK u K (crorBeTHO
64,3 + 78 mec. cpemy 37,7 + 40,8 mec.; p < 0,001). Cpeanata npoIbHKUTETHOCT Ha AUATHOCTUYHUS
WHTEPBaJ pU MBXKeTe € Npuoau3uTenHo 1,2 mbTu no-rossiM B nomsa Ha BK, a mpu xenure e 2,3 nbtu
MO-TOJISIM, OTHOBO Tipu naniueHTuTe ¢ bK. Pesynrarure ot HameTo uscieaBane NOTBbPKAaBaT TE3H Ha
JIpYTH aBTOPU OTHOCHO KbCHOTO TUArHOCTUILIMpPAaHE Ha 3a00JIABaHUATA, KATO Hal-M35SBEHA € pa3jnKaTa
npu auarnoctunmpanero Ha bK.

Kuarouou nymu: f3sen Konut, bonect na Kpon, amarnosa, Hayano Ha OIUTAKBaHUATA

A. Atanassova, A. Georgieva, V. Velikova Are we Late in Diagnosing Patients with Ulcerative
Colitis and Crohn’s Disease?

Abstract: The Inflammatory bowel diseases are becoming more common worldwide. However, there
is an interval from the onset of symptoms until the time of determining the diagnosis.We aimed to
explore this interval of time, between the occurrence of complaints and diagnosis in patients with
ulcerative colitis (UC) and Crohn's disease (CD). We studied retrospectively the data of 305 patients:
160 (52, 50 %) with ulcerative colitis and 145 (47, 50 %) with Crohn’s disease, using the information
from available medical documentation. The results were processed using a statistical program SPSS v
20. The average length of diagnostic interval for all patients is 50.4 months.(0-432 months). A
significant difference between patients with CD and UC was found (respectively 64,3 = 78 months,
against 37,7 + 40,8 months; p <0.00). The average length of the diagnostic interval in men is
approximately 1.2 times higher in favor of CD, and in women was 2.3 times higher, again in patients
with CD. The results of our study confirm those of other authors about diagnosis delay of diseases, as
the most prominent is the difference in diagnostic of CD.

Keywords: Ulcerative Colitis, Crohn's disease, diagnosis, onset of complaints

79. I'eopruesa A., U. Koues, A. AtanacoBa. TIOTIOHONYILIEHETO U al€HIECKTOMUATA
KaTo pUCKOBU (akTopu 3a Oonectta HAa KpoH. M3BecTus na Crio3a Ha yueHurte- BapHa,
Cepus Menuuuna u exomorusi, 2016/2, tom XXI, 18-22

Pesrome: Penuiia npoyuBaHus MOKa3BatT, ye MyIIAvyuTe ca MO-CKJIOHHU Jia pa3BuiT bonect Ha Kpon

(bK), 0TKOJIKOTO Te31, KOUTO HUKOTa HE ca MyIIHIIN, KaTO TIOTIOHOITYIIIEHETO YBEINYaBa BEPOSATHOCTTA



ot pa3sutre Ha BK, HO ch3/1aBa 1 TIO-BUCOK PHICK OT IMOSIBA HA YCIIOKHEHHS, ITO-TOJISIMa BEPOSTHOCT OT
olepaTHBHA HaMmeca M € He3aBHCHUM PUCKOB (pakTop 3a peruauBupaHe Ha OOJECTTa CIeN ONEPaTHBHO
neueHue. JlaHHUTE 3a ¢EKTHT HA aNCHACKTOMHUATA KaTO PHCKOB (hakTop 3a passuthe Ha BK ca
MpoTHBOpeurBU. Hue cu mocTaBuxMe 3a 1T Aa MPOYYHM BIIMSHUETO Ha Te3u (HaKTOPU 33 Pa3BUTHUETO
u npotryaneto Ha BK. 3a mepno oT 5 roAMHU € U3BBPIICH PETPOCTICKTUBEH aHAU3 HA JaHHUTE Ha
141 manuenra ¢ BK. Pesynrarure ca 06paboTeHu ¢ moMomITa Ha craTucTuueckata nporpama SPSS v 20
KaTo ca WM3MOJI3BaHU KonmdecTBeHH M kadectBeHu meroau (OR, t-xkoedunment Ha Student, y2). Ot
M3CIICIBAHUTE MAIMCHTH NpU 77 UMa aHAMHE3a Jalli ca YIOTpeOsIBaIK TIOTIOHEBU M3Jenus, a mpu 70-
3a u3BBpIIeHa aneHaekromus. [Ipu ocrananure 64 nmuncea takaBa nHGopManus. OT Te3u 77 NalMeHTH
C MaHHU 3a TIoTIoHOMyIeHe, 37 (48,00 %) ca aktuBaM nymrayu, 30 (39,00 %) ca Ousimwm mymrayun u 10
ca HemymaguTe. [laHHM 3a U3BBpINICHA alleHACKTOMHUS IIPEIN MMOCTAaBSIHE Ha Auarno3ara uma 3a 21 (70)
naiyeHTa. Pesyararure oT M3cieaBaHETO Ha MHICKCA 32 akTUBHOCT Ha BK moka3Bart, 4e mareHTUTe
KOUTO Ca aKTHBHHU MyIIa4d U OUBIIM TaKMBAa MMAT 3HAYMTEIHO IMO-BUCOKA CTEICH HAa aKTHBHOCT Ha
3a0onsBaHeTo B cpaBHeHHe ¢ Hemymaunte (p < 0,05). Ot npyra ctpana aktuBHOcTTa Ha BK mpu
MAIUCHTHUTE ¢ MPEANIeCTBAIIA allCHACKTOMUS € CUTHU(UKAHTHO IMO-HUCKA B CPAaBHCHHE C MAIUCHTHUTE,
KOUTO HMAT MoA00Ha onepanus. Pe3yiaTatuTe OT HalleTo M3CieBaHe J0Ka3Bar, MOA00HO Ha APYrH
aBTOPH, Y€ TIOTIOHOMYIICHETO € puckoB (akTop mpu bBK, 3a decTu Tnaceiu Ha 3a00JSBAHETO W
pa3BuTHe Ha ycioxkHeHus. 1o ce oTHacs 70 aneHeKTOMUATA, HAIIIUTE JAaHHHU HE TIOJIKPEIT Te3aTa, e
Ts1 ce siBsiBa (hakTop 3a MosiBa Ha OonecTra.

KarouoBu gymu: TrotroHomymeHe, bonect Ha KpoH, piuckoBu (pakTopu, aneH/1eKTOMHS

A.Georgieva, 1. Kotzev, A. Atanassova. Cigarette smoking and appendectomy as risk factors for
Crohn's disease

Abstract: Several studies have shown that smokers are more prone to developing Crohn's disease (CD)
than those who have never smoked, as a smoking increases the risk of developing CD, but creates a
higher risk of complications, a greater probability for surgery and is an independent risk factor for
recurrence of the disease after surgery. Concerning about the effects of appendectomy as a risk factor
for the development of CD, the data is contradictory. The aim of our retrospective study is to investigate
the influence of these factors on the development and course of the disease. For a period of 5 years the
data of 140 patients with CD was studied retrospectively. The results were processed using a statistical
program SPSS v 20 using quantitative and qualitative methods (OR, t-Student factor, x*). From all
studied patients, at 77 there is a data about tobacco use and at 70 whether has been performed or not.
For the others 64 patients such information is missing. Of these 77 patients with smoking history, 37
(48.10 %) were current smokers, 30 (39,00 %) are former smokers and 10 are non-smokers. There is
data for 21 (70) patients for performed appendectomy. Results of our study show that patients, both
current and former smokers have a much higher score of Crohn’s disease activity index (CDAI)
compared to nonsmokers (p < 0.05). On the other hand disease activity in patients with previous

appendectomy was significantly lower than patients who have not had such an operation. Results of our



study show similar data to other authors, that smoking is a risk factor for CD, frequent disease
exacerbations and as well as the development of complications resulting from it. As regards to, our data
do not support the thesis that it is a factor in the occurrence of CD.

Keywords: smoking, Crohn's disease, risk factors, appendectomy

IV. Ily6nukanuu, oTrneyaTaHy B HAyYHH CIIHCAHUS U COOPHUIM, U3JaBaHU Yy HAC U B Uy)KOMHA

80. Atanassova A, Velikova V. Evaluation of quality of life and pain in patients with ulcerative

colitis using IBD-Q, SF-36 and EQ-5D- first step of personalization of treatment. United

European Gastroenterology Journal, 2016/10, 4(5S), pp 252-253 (IF 3.7)
Abstract: Introduction: In the last few years it was proven that the inflammatory bowel diseases (IBD)
influence the quality of life (QL) of patients. Takin into account the clinical and endoscopic activity has
proven insufficient. More often observation through patient report outcomes and evaluation of QL
through different questionnaires are being used. Aims & Methods: The aim was to evaluate the QL in
patients with ulcerative colitis (UC) via - IBDQ, SF-36 and EQ-5D, and the influence of pain on this
evaluation. Material and method. This covers 74 patients with UC, 41.9% men and 58.10% women,
average age 43.9 12. All patients answered IBDQ, SF-36 and EQ-5D. We analyzed the overall
evaluation of QL, the factors that influence the formation and the evaluation of pain/discomfort
according the questionnaires used. Results: The average QL evaluation according to IBDQ is 151.95 +
44.15. The minimal evaluation that our patents give is 52 and the maximal 222. 37.8% of patients gave
evaluation of 170 (typical of remission).

PO276: Table 1: Severity of the disease and QL (IBDQ).

Severity Total QL Emotional state Questions concerning the disease Social aspects of life General questions
In remission 176.23 +38.39 61.23+16.39 59.13+12.25 29.424+6.55 26.45+6.02

Mild 159.28 +36.12 55.85+15.23 52.14+13.26 26.14+7.42 25.14+4.55
Moderate 137.854+32.93 46.23 + 14.54 46.54 +£9.01 22.62+8.11 2246+ 5.78
Severe 109.94 4+ 34.93 40.87 £ 13.07 36.56 +12.56 16.50+7.77 16.00+ 5.74
Severity General health Physical functioning Physical role functioning Intensity of pain General health dimension
In remission 54.55+5.35 26.48 +4.03 7.691+2.26 389+ 1.85 1648 +2.27

Mild 53.93+4.65 25.50+£4.83 5.93+1.73 5.07+2.52 17.42+2.21
Moderate 5244 +4.18 25.00£3.90 6.00 +1.65 444+ 1,58 17.00£2.23
Severe 53.06+5.43 2333 +483 4.80+2.26 6.73+2.57 18.20+245
Severity General mental state Vitality Social functioning Emotional role functioning Mental health

In remission 45.58 +£3.50 17.89+7.06 6.31+1.03 558+ 1.78 19.65+2.62

Mild 45144543 22.214+9.05 5.934+0.99 4.85+ 1.40 19.57+2.84
Moderate 44114247 24.114+9.64 5.77+0.83 4.66 + 1.41 1933+ 1.41
Severe 44.20+4.17 17.89 +7.06 5.60+0.82 380+ 1.15 19.93+2.08

The factor, that the most influences negatively all the used questionnaires for evaluation of QL - IBDQ, SF-36 and EQ-5D, is pain intensity (p < 0.001).

Conclusion: The intensity of pain, the duration and severity of UC are the main factors that influence
the QL negatively. The use of questionnaires to evaluate the QL is useful in everyday practice, as they
improve the complex idea on the development of UC and its effect and treatment on the patients and
can help with the personalization of the UC treatment.

Pe3tome: Boeenenue: [Ipe3 mocieqHuTe HIKOJIKO TOJMHHU € JJOKA3aHO, Y€ BBH3MAIUTEIHUTE YPEBHH

3abonsBanus (BU3) BnussaT Bepxy kadectBoTo Ha *kuBOT (KOK) Ha mammentute. Kato ce mma npenBupg



KIIMHUYHATA U €HJIO0CKOIICKaTa aKTUBHOCT C€ OKa3BaT HEAOCTAThYHH 3a Ja OTPa3AT JOCTOBEPHO Ta3u
gact oT Oonecrra. [lo-uecTto ce wm3moi3Ba HAOMIOACHWE 4Ype3 JOKIAJBAaHE Ha PE3YNTAaTUTE OT
nanveHTuTe u oueHka Ha QL upe3 paznuunu BbrpocHunu. enu u meroqu: Lenta e na ce ouenu QL
nipu narenTu ¢ ynueposeH komut (UC) upes - IBDQ, SF-36 u EQ-5D u BnmusiHueTo Ha OoikaTa BbpXY
TOBa oleHka. Matepuan u meron. Tosa ooxsamia 74 narmentu ¢ UC, 41,9% mbxe u 58,10% xenn,
cpenHa Bb3pacT 43,912 rogunu. Bceuuku manmentu otroBapar Ha IBDQ, SF-36 u EQ-5D.
AHanm3upaxme obmaTa orneHka Ha QL, ¢akTopuTe, KOUTO BIUSAAT BHPXY (DOPMUPAHETO U OLICHKATA Ha
OonkaTa/muckoMdopTa criope]] U3Noa3BaHuTe BhIpocHUIM. Pesynratu: CpenHata oneHka Ha QL mo
IBDQ e 151.95 +£44.15. MuaumanHaTa OlleHKa, KOATO HAITUTE MallMeHTH JiaBat, € 52, a MakcuMaiHaTa
222.37, kato 8% ot marueHTuTe AaBar oreHka 170 (TunuaHo 3a pemucus). 3akimoueHne: MHTEH3UTeThT
Ha OoJjKkaTta, MpoabDKUTeaHOCcTTa M TekecTra Ha UC ca OCHOBHHTE (DAKTOPH, KOUTO BIIHSAT
otpuratenHo Ha QL. M3moms3BaHeTo Ha BHIPOCHUIM 3a OlleHka Ha QL e moje3Ho B exeaHeBHATa
MpaKTHKa, Thi KaTO T€ MOA0OPSABAT KOMIUIEKCHATA MpecTaBa 3a pa3BuTreTo Ha UC M HEroBUs eeKT
Y JICUCHHE BHPXY MAIUEHTUTE U MOTaT Jia TOMOTHAT MPH NIepcoHanu3upaneTo Ha jedenuero Ha UC.

PO276: Table 1: Severity of the disease and QL (IBDQ).

Severity Total QL Emotional state Questions concerning the disease Social aspects of life General questions
In remission 176.23 +38.39 61.23+16.39 59.13+12.25 29.424+6.55 26.45+6.02

Mild 159.28 +36.12 55.85+15.23 52.14+13.26 26.14+7.42 25.14+4.55
Moderate 137.854+32.93 46.23 + 14.54 46.54 +£9.01 22.62+8.11 2246+ 5.78
Severe 109.94 4+ 34.93 40.87 £ 13.07 36.56 +12.56 16.50+7.77 16.00+ 5.74
Severity General health Physical functioning Physical role functioning Intensity of pain General health dimension
In remission 54.55+5.35 26.48 +4.03 7.691+2.26 389+ 1.85 1648 +2.27

Mild 53.93+4.65 25.50+£4.83 5.93+1.73 5.07+2.52 17.42+2.21
Moderate 5244 +4.18 25.00£3.90 6.00 +1.65 444+ 1,58 17.00£2.23
Severe 53.06+5.43 2333 +483 4.80+2.26 6.73+2.57 18.20+245
Severity General mental state Vitality Social functioning Emotional role functioning Mental health

In remission 45.58 +£3.50 17.89+7.06 6.31+1.03 558+ 1.78 19.65+2.62

Mild 45144543 22.214+9.05 5.934+0.99 4.85+ 1.40 19.57+2.84
Moderate 44114247 24.114+9.64 5.77+0.83 4.66 + 1.41 1933+ 1.41
Severe 44.20+4.17 17.89 +7.06 5.60+0.82 380+ 1.15 19.93+2.08

The factor, that the most influences negatively all the used questionnaires for evaluation of QL - IBDQ, SF-36 and EQ-5D, is pain intensity (p < 0.001).

81. Atanassova A, Georgieva A. Clostridium difficile infection and IBD patients in one clinical
center. United European Gastroenterology Journal.2017/12, 5, Issue A161-A836, p352,

(IF 3.5)
Abstract: Introduction: The prevalence ofClostridium difficileinfection (CDI) in patientssuffering from
inflammatory bowel disease (IBD) has increased rapidly over thepast several decades. However, the
exact global epidemiology remains unclearbecause of insufficient data from developing countries.Aims
& Methods: The goal of our study is to examine the incidence of CDI inpatients with IBD. A
retrospective, observational study evaluating IBD patientsin a referral center was performed to evaluate
the incidence of Clostridium difficile. Diagnosis was confirmed with stool toxin analysis. Demographic
informa-tion, diagnosis, anatomic location, IBD therapy, antibiotic exposure, hospitalizations, and
surgeries were recorded. For a period of 3 years 202 IBDpatients were studied, 105 of which have UC
and 97 - Chron’s disease (CD). Weused the Clostridium difficile Glutamat Dehydrogenase+ Toxin A

+B based onthe principle of quantitative immunochromatographic assay for the determina-tion



ofClostridium difficileGlutamat Dehydrogenase, Toxin A and Toxin B instool samples.Results: The
results show that all patients with a positive CDI test have a clinicalpicture, which resembles a relapse
of the disease (p<0.05). There’s a tendency towards growth in the incidence of IBD patients who are
CDI positive. Their number in 2016 is significantly higher than that in 2014. In 2014 it was 5.90%with
CD and 12.50% with UC, whereas in 2016- 12.20% with CD and 27.80%with UC (p<0.05). The results
show that the incidence of CDI patients with UCis significantly higher than in patients with CD,
respectively 18.1% to 9.30% (p<0.05). There is a stong correlation between CDI incidence in patients
with IBD and the severity of their disease. Patients positive for CDI have a much moresevere course of
the disease, UC (46.40%) and CD (24.20%) (p<0.05).Conclusion: There is an increase in incidence of
CDI, and patients with UC aremore affected by it. The results of our study are confirmed by other authors
aswell. A significant part of patients with CDI have a severe disease that needsextra prospective
researches to determine the incidence and influence of theinfection amongst patients with IBD, who
receive different therapy regimesand also to understand how the CDI affects the evolution of the disease.
Pe3ome: Bueenenne: Paznpocrpanenuero Ha undeknusta ¢ Clostridium difficile (CDI) npu nanuenTH,
CTpajally OT BB3MATUTEIHO 3a00isBaHe Ha yepBara (IBD), ce e yBeauumio Obp30 mpe3 MOCICIHUTE
HSIKOJIKO JIeceTwieTus. Brhpekn ToBa, TOYHATa Ti00aTHa EMUIIEMHOJIOTHS OCTaBa HEsICHA MOpaau
HEJIOCTaThYHM JIAHHU OT pa3BuBaIuTe ce ctpanu. Llemu u metoau: Llenrta Ha HameTo mpoy4BaHe € 1a
n3cie/Ba yecToTara Ha xocnuranusupanu nauueHT ¢ CDI ¢ IBD. berte mpoBeneHo peTpocneKTHBHO,
HabJroIaTeTHO MpoyYBaHe, oleHsBamo nanueHtd ¢ IBD B pedepeHTeH LeHTHp, 32 Ia ce OLEHU
gyecroraTa Ha Clostridium difficile. /lnarno3ata e moTBbpeHa C aHAJTN3 HA TOKCHHHU B U3MPAXHEHUTA.
Bsxa zanmucanu nemorpadcka nadpopmanys, JUarHo3a, aHaTOMUYHO MecTornonoxkenue, IBD Tepanws,
EKCIO3UIMSI Ha aHTUOMOTHUIH, XOCTTUTAIM3ALUN U OTepauuy. 3a Mepuo OT 3 TOIMHM ca M3CIeABaHU
202 nmaruenTu ¢ IBD, 105 ot xouto ca ¢ UC u 97 - ¢ 6onect Ha Chron (CD). M3nmomsBaxme Clostridium
difficile rmyramat nexmaporeHasza + TokcuH A + B Ha 0a3aTa Ha NpUHLIMIA HAa KOJUYECTBEHUS
nMyHoxpomaTtorpadcku ananu3 3a ompenesnsHe Ha Clostridium difficile riayramat mexuaporeHasa,
TOKCHH A U TOKCUH B nipoOu ot nznpaxuenus. Pesynraru: Pesynrarure nokassart, ye BCHUKU NALUEHTH
¢ monoxwureneH CDI Tect uMaT KIMHWYHA KapTHHA, KOETO HANoAo0sBa pelMIuB Ha 3a00NIBaHETO
(p<0.05). ma TenmeHuuss KbM HapacTBaHe Ha ciy4yauTe Ha nanueHtH ¢ IBD, komto ca CDI
TTOJIOXKUTEHA. TeXHuAT Opoii pe3 2016 T. € 3HAYUTETHO MO-BUCOK OT To3u 1pe3 2014 1. I1pe3 2014 1.
Toit € 5,90% ¢ Kb u 12,50% ¢ YK, mokaro mpe3 2016 1. - 12,20% ¢ BK u 27,80% c YK (p<0,05).
PesynrtaTuTe mokas3sar, ue yectorarta Ha nanueHTuTe ¢ CDI n UC e 3HaYUTENTHO IMO-BUCOKA, OTKOIKOTO
mpu naruentute ¢ CD, crorBetHO 18,1% 1m0 9,30% (p<0,05). ChrecTByBa CHIITHA BPB3KA MEXKIY
yecrotara Ha CDI npu maruentu ¢ IBD u Texxectra Ha TAXHOTO 3a00ssBane. [laiueHTrTe, MO3UTUBHU
3a CDI, umaT MHOTO TIO-T€XKO mpoTrdane Ha 3abomsiBaneTo, UC (46.40%) u CD (24.20%) (p<0.05).
3axmouenue: Mima yBenmnuenue Ha dectorara Ha CDI u marmuenTure ¢ UC ca mo-3acerHatu OT HETO.
PesynratuTe OT HameTo M3cieIBaHE CE€ MOTBBPXKAABAT W OT APYTHM aBTOPH. 3HAYMTETHA YacT OT

nmanueHture ¢ CDI mMar Texxko 3aboisiBaHe, KOETO C€ HYXKJAae OT JOIBIHHTEITHH IMPOCTICKTUBHU



M3CIICIBAHMS, 3a J]a Ce ONpeJeNI YecToTaTa M BIMSHHETO Ha MH(peKIuATa cpel nanuenture ¢ IBD,
KOUTO TIOJydYaBaT pa3iMYHUA PEKUMH Ha JIeUeHHe, KakTo u na ce pasbepe kak CDI Bmuse BbpXy

Pa3BUTUCTO HA 3a00JISIBAHETO.

82. Dinnar Yahya, Antoniya Atanasova, Monika Yaneva, Samuela Krasteva, Petya Petrova.
Psoas Abscess as a Complication of Crohn's Disease-a Case Report. Scripta Scientifica Vox
Studentium, 2017, 1

Abstract. Introduction: Crohn's disease is a chronic inflammatory bowel disease well-known for its
serious complications and variable prognosis. We hereby present a recent clinical case as an example of
such one.Materials and Methods: A 27-year-old Caucasian man with a short previous history of Crohn's
ileocolitis presented with right lower abdominal and hip pain radiating to the knee joint, inability to
extend both hip and knee joints and limping as a consequence of these symptoms. The immediately
performed magnetic resonance imaging showed that the patient has a right retroperitoneal psoas abscess,
adjacent to the pathologically changed parts of the ileum, caecum and colon, later confirmed by
computed tomography and ultrasound of the abdomen and the pelvis. Results: Following the
administration of combination of antibiotics and CT-guided percutaneous drainage of the abscess with
a pigtail catheter, the patient's symptoms significantly improved. Other than that, all possible causes for
this complication in the differential diagnosis were excluded. As his general condition was stable and
gradually improving, surgical resection was not seen as necessary. The patient seemed eligible for
initiation of biotherapy with infliximab in addition to the continuous treatment with mesalazine and
Enterol. Conclusion: We aim to emphasize that the cause for such serious condition as a retroperitoneal
abscess of the psoas muscle nowadays is most likely to be associated with a chronic inflammatory
disease of the nearest structures as in Crohn's disease. It should be among the first diagnoses to be
excluded by thorough history and examination, laboratory tests, imaging and multiple biopsies. If
confirmed, the complication should be treated with caution and complete collaboration between
gastroenterology, radiology and general surgery specialists. Also, conservative treatment appears to be

useful not only for induction, but also for avoiding surgical approach.

Keywords: psoas abscess, Crohn's disease, complication

Pe3some. Beeenenue: bonecrra Ha Crohn € XpoHUYHO BB3NATUTEIHO 3200IIBaHE HA YepBaTa, U3BECTHO
ChC CBOMTE CEPHO3HH YCIOKHEHUS U MPOMEHINBA MPorHo3a. C HacTOAMIOTO MPEACTABIME CKOPOIIEH
npuMep 3a TaKbB KIMHUYEH ciydaid. Marepuanu u MeToau: 27-ToAMIIeH MBbK OT Osj1a paca ¢ KpaTka
MpeauilIHa aHaMHe3a 3a HIIeOKONUT - bosect Ha Crohn, mpenctaBeHa ¢ 60JIKa B 10JTHATA YaCT HA KOpeMa
u Tazo0elpeHaTa cTaBa, M3IbYBAIlla Ce KbM KOJISHHATa CTaBa, HEBB3MOXHOCT 3a pasTsAraHe Ha
Ta300eApeHnTe M KOJEHHUTE CTaBH M HAKyLBaHE KaTo CJIEACTBHE OT Te3u cumnromu. HezabaBHO
HaIPaBEHUSAT AIPEHO-MarHUTEH PE30HAHC IT0Ka3a, Ye MallMeHTHT UMa IECEH PETPOIIepUTOHEaIeH TICOac

a6cuec, CbCCACH Ha IAaTOJIOI'MYHO MNPOMCHCHUTC YaCTW Ha WICyMa, LEKyMa H 11e6en0T0 YCcpBoO,


https://scholar.google.bg/scholar?oi=bibs&cluster=18139584806945981007&btnI=1&hl=bg

MTOTBBPICH MO-KBCHO C KOMIIOTHPHA ToMorpadus u exorpadus Ha kopema u Taza. Pesynraru: Cren
npuiaraie Ha KomOuHanus ot antuOuotun U CT-KoHTpoIMpaHo MEpKyTaHHO ApeHrpaHe Ha abcieca
C KaTeTbp C MUITEIJI, CUMIOTOMHUTE Ha MalMEHTa 3HAYUTENHO ce monoOpuxa. OCBeH ToBa NpH
nudepeHnranHaTa Auarno3a 0sxa N3KIIUYEeHN BCUYKH Bb3MOKHH MPUYMHM 32 TOBA yCIOXKHeHHE. Thi
KaTo 00IIOTO My ChCTOSHHIE € CTA0MITHO M TIOCTETIEHHO ce MOoI00psBa, XUpypruieckaTa pe3eKLus He ce
cuuTa 3a HeoOxoxuma. [lanmMeHTHT M3riekAa MOAXOMAIl 32 3alloyBaHe Ha OWOJOrMYHA Tepamnus C
nH}IMKCUMal B JONBIHEHHE KbM HENPEKBbCHATOTO JICUCHHE C Mecaja3hH U E€HTEpoJl. 3aKiIoucHHe:
Lenta HU € Aa moayepTaeM, 4e MPUUMHATA 32 TAKOBA CEPHO3HO ChCTOSHUE KaTO PETPONEPUTOHEATCH
abcuec Ha MYCKYJIyC ICOac B HAallM IHH Hai-BEpOATHO € CBBP3aHO C XPOHHUYHO BBH3NATUTEIHO
3a00JsIBaHe Ha Hal-ONMM3KHUTE CTPYKTYpH, KakTo € mpu Oonectta Ha Crohn. To TpsiOBa na Obae cpen
MBPBUTE JTUArHO3M, KOMTO TPsiOBa Ja OBbJAT M3KIIOYEHH Ype3 3a]blI00YeHa aHaMHe3a W Tperiie,
nabopaTopHu W3clieBaHusI, OOpa3Ha JMarHOCTHKA W MHOXKECTBO OHOICHU. AKO c€ IOTBBPIH,
YCIIO)KHEHUETO TpsiOBa Jla ce TPeTHUpa C TOBUIIEHO BHHUMAaHHWE M MBIHO CHTPYTHHUYECTBO MEXIY
CHEHAIUCTHUTE IO TACTPOCHTEPOJIOTHS, PATUOIOTHs 1 0012 Xupyprusi. ChIo Taka, KOHCEPBATHBHOTO
JieYeHNe M3TIIeXK]IA MOJIE3HO HE CaMo 33 MHIYKIUS Ha PEMUCHS, HO ¥ 32 W30srBaHe Ha XUPYPrHYCCKH
MOJIXO/I.

KarouoBu nymu: rcoac adeuec, 6osiect Ha Crohn, yciokHeHHE

83. Antonia Atanassova, Avgustina Georgieva. Incidence of preventable diseases in IBD
patients candidates for biological treatment. Symposium 210. Crossing New Borders in
IBD: Thoughts and demands- From Mechanisms to treatment. April 20-21,2018, Lisbon,

Portugal. Abstract book,17
Abstract: The ECCO consensus recommends screening patients for preventable infections before
initiating the biological therapy.The aim was to study the incidence of some preventable diseases in IBD
patients candidates for biological therapy in one reference centre and during this treatment. 310 IBD
patients, 146 of which (47.09%) were screened for biological therapy- 85/CD (58.20%) and 61/UC
(41.80%). All patients were serologically tested for hepatitis B, C and D, and for Anti- HIV 72 Ag/Ab.
A TB skin test (TST) was done, as well as IGRA tests (Quanti FERON®-TB Gold (QFT-GIT) and
SPOT®.TB test (T-Spot). In 14/146 (9.6 %) we have a positive TST in a biologic therapy screening.
Four (2.7%) are with a positive T-Spot (3/CD and 1/UC) and one UC patient has a positive QFT- GIT.
109/146 (74.7%) were eligible for biological therapy. In the course of the biological therapy and the
follow up with clinical data for TB 12 patients had it. Five had a positive IGRA test- 4/CD and 1/UC.
During the screening 8 patients (5.6%) had HBsAg(+)/ Anti HBcTotal(+). Five receive HBV treatment.
Three were not treated due to an undetectable viral replication through PCR for HBV DNA. A total of
16 patients are with Anti HBcTotal (+)/ HBsAg (-) — 12/CD and 4/UC, all are with a negative PCR for
HBV DNA.Three patients were HCV positive — 1/CD and 2/UC. All 146 of the screened patients are



with negative HIV results. In order to optimize the safety of IBD patients, studies on the early diagnosis
of LTB and viral hepatitis should be continued.-We need to monitor for preventable infections at the
beginning and during the course of the biological therapy.

Key words: preventable infections, screening, biological treatment

AHTOHMsI ATaHacoBa, ApryctuHa [eoprueBa. YecToTa Ha NpeAOTBpaTHMMH 3a00JSBaHUS TIPH
manuedTu ¢ IBD, kanauaaTu 3a OHOIOTHYHO JIEYEHHUE.

Pe3tome: Koncencycst Ha ECCO npenopbuBa CKpHHUHT Ha MALUEHTUTE 3a IPEJOTBPATUMH HHPEKINH
npeay 3ar04YBaHe Ha OnonornyHa tepanust. Llenra Ha ToBa mpoyuBaHe Oellie 1a ce U3SCHHU YeCTOTaTa Ha
HSIKOM IpeA0TBpaTHMU 3a00JsiBaHus pH nanueHTy ¢ IBD, kanaugaty 3a GMOIOru4Ha Tepamnus B eIuH
pedepeHTeH MeHThp U 1Mo BpeMe Ha ToBa jeueHue. 310 mamuentu ¢ IBD, 146 ot xouto (47,09%) ca
CKpUHHMpaHU 3a OuojoruuHa tepamus - 85/CD (58,20%) u 61/UC (41,80%). Beuuku manueHTH ca
ceponornuHo TectBaHu 3a xenatut B, C u D u 3a Anti-HIV "2 Ag/Ab. Hanpasen e Th koxen Tect
(TST), kakto u IGRA TecroBe (Quanti FERON®-TB Gold (QFT-GIT) u SPOT®.TB Tect (T-Spot).
ITpu 14/146 (9,6 %) umame nonoxwutened TST mpu cKpUHHUHT 32 OHOJIOTHMYHA Tepanus. YeTuprma
(2,7%) ca c monoxkurenen T-Spot (3/CD u 1/UC) u enun mamuent ¢ UC uma nonoxkurenen QFT-GIT.
109/146 (74,7%) oTroBapsr Ha ycCJIOBUsATA 3a OMOJIOTHYHA Tepamus. B xona Ha OMoIornYHaTa Tepanus
W TPOCIIESIBAHETO C KIMHUYHYU JIaHHH 3a TyOepKyno3a ca 12 6onnu. [letrMma ca ¢ monoxurenen IGRA
tecT - 4/CD u 1/UC. Ilo Bpeme Ha ckpunuHra 8 namuentu (5.6%) ca ¢ HBsAg(+)/ Anti HBcTotal(+).
Iler momyuaBat nedenue 3a HBV. Tpuma He ca Owiu JeKyBaHM TOpaJd HEOTKpHMBacMa BHPYCHa
perummkanus upe3 PCR 3a HBV JIHK. O6mro 16 manmenTn ca ¢ Anti HBcTotal (+)/ HBsAg (-) — 12/CD
n 4/UC, Bcuuku ca c orpurareiers PCR 3a HBV DNA. Tpuma nanmmentu ca HCV nmozutusau — 1/CD u
2/UC. Benuknu 146 mperienanu NapieHTy ca ¢ OTpHULATeNHU pe3yntat 3a XM B. 3a na ce ontummsmnpa
6e3omacHocTTa Ha nauueHtute ¢ IBD, TpsOBa na npoabiokaT NpoyyBaHUATA 33 paHHA AUATHOCTHKA HA
LTB u Bupycen xenarut. TpsOBa ma HabmogaBame 3a IMPEAOTBPATHMUA WH(PEKINH B HAYAJIOTO W IO
BpeMe Ha OMOJIOTHYHATA TepaIusl.

KuarouoBu gymu: npenotBpaTuMu WHGEKINN, CKPUHUHT, OHMOJIOTHYHO JICUeHIe

84. Avgustina Georgieva, Antonia Atanassova, Daniela Gerova, Monika Todorova.
Association of vitamin D levels with disease activity in IBD patients. 1-st European
Conference of Young Gastroenterologists. Challenges in Clinical Gastroenterology and
Hepatology. December 6-9, 2018, Croatia, Abstract book,77

Abstract: Inflammatory bowel diseases are chronic, relapsing, debilitating autoimmune diseases. Low
serum levels of 25-hydroxyvitamin D are more common in patients with IBD than in the general
population [1] and is associated with disease activity. [2] The aim was to evaluate the correlation
between serum 25(OH)D concentrations (measured by a commercial paramagnetic particle
chemiluminescent immunoassay) and IBD activity in 40 UC and 54 CD patients. Vitamin D levels were

graded as: deficiency ( < 50 nmol/L) and insufficiency (50<75 nmol/L). Patients are divided into those



with active disease (72,34% (n=68)) and remission (27,65% (n=26)). Disease activity was evaluated by
clinical symptom, biochemical inflammation parameters (CRP, fecal calprotectin (FCP) ) and validated
indices for evaluating IBD activity (CDAI for CD, Montreal Classification for UC, and partial Mayo
score). Results:The median serum level of IBD patients in remission 250HD was: CD (48.47 £17.09),
UC (45.36=17.08) (p=0.807), while those with severe activity the median serum level of 25OHD was:
CD (27.72 £11.69), UC (41.94 £13.69) (p=0.129). We did not found a significant difference between
low 25(OH) D serum levels and endoscopic Mayo score in UC (p=0,314). In CD patients, disease
activity, evaluated by CDAI, was inversely correlated with 250HD levels (Perason correlation- r=-
0,355, p=0,008). Of all patients in remission, 58,33% had vitamin D values < 50 nmol/L, with median
serum level of 25(OH)D: CD (48.47 +£17.09), UC (45.36£17.08) (p=0.807). There is a significant
difference between elevated CRP values and low 25(OH)D levels- CD (p=0.003), UC
(p=0.033).Conclusion: In study suggested that there is an association between low vitamin D serum
levels and disease activity in a relatively small number of IBD patients in a short period of time.

Pe3tome: Br3nanurenanure 3a0019BaHUS Ha YepBaTa ca XpOHUYIHH, PEIUIUBUPALIH, HHBAIHINZUPAIIN
aBTOUMYHHH 3a0oisiBaHusl. Huckurte cepymMHHM HUBa Ha 25-xujpokcuBHTamMuH D ca mo-yectd mnpu
naruerTn ¢ IBD, oTkosikoTO B 00111aTa nomysaius [1] v ce CBbp3BaT ¢ aKTUBHOCTTA Ha 3a00JIsIBAHETO.
[2] LlenTa Oerie 1a ce OLEHU KOpENanuaTa MeKIy cepyMHUTe KoHIeHTpanuu Ha 25(OH)D (u3mepern
Ype3 ThProBCKU XEMHIYMHUHECIICHTEH MMYHOAHAIIN3 C TIapaMarHUTHH YacTHIIN ) U aKTUBHOCTTa Ha [BD
mipu 40 marmenty ¢ UC u 54 CD. HuBara Ha Butamus D ce kiacuduiupar karo: aedpuuut (< 50 nmol/L)
n HepoctathyHOCT (50<75 nmol/L). [lanmenture ca pasaeneHrd Ha TaKUBa C aKTHBHO 3a00JSBaHE
(72,34% (n=68)) u B pemucus (27,65% (n=26)). AKTUBHOCTTa Ha 3a00JsIBaHETO Oellle OlleHeHa upe3
KJIMHUYHA CUMIITOMH, OMOXMMUYHU MapaMmeTpu Ha Be3naneHue (CRP, ¢pekanen kannporextun (FCP))
Y BAIMJUPaHU HHIEKCH 3a olleHKa Ha akTiuBHOCTTa Ha [BD (CDAI 3a CD, Monpeancka knacupukaius
3a UC u yactuueH pesynrar Ha Mayo). Pesynratu: CpengHoTo cepyMHO HMBO Ha manueHTd ¢ IBD B
pemucus 250HD e: CD (48,47 £17,09), UC (45,36+17,08) (p=0,807), 10kaTo Te€3u C TEKKA aKTHBHOCT
cpeanoto cepyMHo HUBO Ha 250HD e: CD (27,72 £17,08 + 11.69), UC (41.94 £13.69) (p=0.129). He
OTKpUXME 3HaUMMa pa3iinka MeX 1y HUCKuTe cepyMHn HuBa Ha 25(OH) D u emgockorickus Mayo ckop
mpu UC (p=0,314). Ilpu nammentu ¢ CD, akTHBHOCTTa Ha 3a0oisBaHeTO, oneHeHa upe3 CDAIL e
oOpatHo npomnopuuonanHa Ha HuBara Ha 250HD (Perason correlation- r=-0,355, p=0,008). Ot Bcuuku
naieHTu B pemucus 58,33% ca umanu croiiHoctn Ha ButamMuH D < 50 nmol/L, cbc cpenHo cepymMHO
HuBo 25(OH)D: CD (48,47 £17,09), UC (45,36=17,08) (p=0,807). Fima 3HauuTenHA pa3ivKa MEKIY
noBuieHuTe croiHoctd Ha CRP m Huckure mmBa Ha 25(OH)D - CD (p=0,003), UC (p=0,033).
3axmovenune: [Ipu cpaBHUTENHO Maiabk Opoii mammeHntn ¢ IBD 3a KpaTbk mepuon OT BpeMme,
MPOYYBAHETO MpEANoyiara, 4e WMa Bpb3Ka MEXAY HHCKHTE CEpyMHH HHBAa Ha BHTaMHH D u

3a00JIIBaHETO AKTUBHOCT.



85. Avgustina Georgieva, Antonia Atanassova, Daniela Gerova, Monika Todorova. Vitamin
D levels in IBD patients in different treatment regiments. 1-st European Conference of
Young Gastroenterologists. Challenges in Clinical Gastroenterology and Hepatology.
December 6-9, 2018, Croatia, Abstract book,182
Abstract: Individuals with inflammatory bowel disease (IBD) and are at risk for a variety of nutritionacl
defiiencies because of decreased nutrient intake or absorption and/or increased losses. [1] The aim of
this study is to monitor Vitamin D levels in patients with Crohn's disease (CD) and ulcerative colitis
(UC) in various therapeutic regimens. Serum 25-hydroxyvitamin D (25 OH D) status was measured in
94 consecutive patients with a confirmed IBD diagnosis, 54 with CD and 40 with UC by a commercial
paramagnetic particle chemiluminescent immunoassay for the quantitative determination of total 25-
hydroxyvitamin D [25(OH) vitamin D] levels. Serum 25(OH)D< 50 nmol/L was considered as Vitamin
D deficiency and 50 <25(OH)D<75 nmol/L as Vitamin D insufficiency. Results: Almost 95 % of IBD
patients have insufficiency (29.8 %, n=28) or deficiency (64.9 %, n=61) vitamin D levels. In IBD
patients who are being treated with SASA, there is a correlation between being in remission and 25 (OH)
D deficiency (p=0.405, P<0.05 Spearman rank correlation), as well as in these with moderate activity
of the disease and 25-hydroxyvitamin D deficiency (p=0.429, P<0.05 Spearman rank correlation).
Vitamin D levels in both CD and UC is unrelated to the use of immunosuppressive therapy (AZA/CSs).
UC patients who undergo biological treatment, there is a correlation between Vitamin D deficiency
and severe disease activity (p = 0.463, P <0.05 Spearman rank correlation), whereas in patients with
CD there is no correlation. Conclusions: Low 25(OH) D levels are not related to the immunosuppressive
treatment performed among IBD patients. Regardless of the type of treatment, the latest ECCO
guidelines require a systematic monitoring of 25-hydroxyvitamin D levels.
Pesrome: MuauBuau c¢ Bp3manutenHo 3abonsBaHe Ha depBara (IBD) m ca u3nokeHH Ha pUCK OT
Pa3NIUYHU XPAHUTETHU NehHUIUTH Opaayd HaMaJieH TPUEM HITH YCBOSBAHE HAa XPAHUTEIHH BEIECTBA
n/wim yBenuueHH 3aryou. [1] Llenta Ha ToBa mpoyuBaHe € a ce HaOMOAaBaT HUBaTa Ha BUTaMUH D
npu nauuenTty ¢ 6onect Ha Crohn (CD) u ynueposen konut (UC) npu pa3invHu TepaneBTUYHA CXEMH.
CocrosiHMeTO Ha cepyMHus 25-xuapokcuButamuH D (25 OH D) Oeme wusmepeno npu 94
MOCJIEIOBAaTEIHU MalUeHTU ¢ moTBhpAeHa auarnosza IBD, 54 ¢ CD u 40 ¢ UC upe3 ThproBcku
XEMUITYMHHECIICHTCH IMYyHOQHAIM3 C TApaMarHUTHY YACTHIIU 33 KOJHYECTBEHO ONPEJICIsTHE Ha 00N
25-xunpokcusutamud D [25( OH) Butamun D] muBa. Cepym 25(OH)D< 50 nmol/L ce cuuta 3a
neduuut Ha BuTamuH D, a 50 <25(0OH)D<75 nmol/L karo HepocTaTbyHOCT Ha BuTamMuH D. Pesynraru:
[Toutu 95% ot manmentute ¢ IBD nmat HempoctarsunoCT (29,8%, n=28) nnn nedurnur (64,9%, n=61)
Ha ButamuH D. [lpu manmentn ¢ IBD, xouto ce nmekysar ¢ 5-ASA, nma kopenanus MeXIy ToBa, ge ca
B pemucus u aedurut Ha 25- (OH) D (p=0,405, P<0,05 xopenarus Ha Spearman rank), KakTo U mpu
TE3HW C yMEpeHa aKTUBHOCT Ha 3abosBaHeTo u AehuruT Ha 25-xuapokcuButamut D (p=0,429, P<0,05
panroBa Kopenarus Ha Spearman). HuBara Ha Butamua D kakto mpu CD, Taka m npu UC He ca

CBBp3aHH C ymoTpebara Ha uMyHocynpecuBHa Tepanus (AZA/CSs). IMauumentn ¢ UC, xouto ca



MOIJIOKEHN Ha OMONIOTMYHO JIeYeHHEe, NMa KOopenanus Mexmay aedunura Ha BuTamMuH D u Texkara
aKTHBHOCT Ha 3a0onsBaHeTo (p = 0,463, P <0,05 xopenanus Ha Spearman), nokato npu nauuesta ¢ CD
HsMa Kopenanus. 3akmtodeHus: Huckure HuBa Ha 25(0OH) D He ca cBbp3aHu ¢ IMYHOCYIPECUBHOTO
JieueHue, mpoBeaeHo cpen nanuenty ¢ IBD. He3aBucumo oT Buaa Ha ie4eHNETo, Hali-HOBUTE HACOKH

Ha ECCO u3uckBaT CUCTEMHO MpocieAsBaHe HAa HUBATa Ha 25-XuApOKCUBUTaMUH D.

86. U. lBanosga, /1. lykosa, I1. bolikosa, C.banosa, /I.I'anueBa, A.Atanacosa, M.Mupues, U.
Kones. Ponsita Ha Tpan3ueHTHaTa enactorpadus B KOMIUIEKCHATA OLICHKA HA NalUEHTUTE
C XpOHWYHHU BUpycHHM xemaTuTh. Diagnostic and therapeutic ultrasound. Bulgaria. Vol.27,

Ne 2, 2019, ctp 27
Pe3rome: Hacrosmoro npoyuBaHe 00001aBa METTOWIITHAS OMUT B IPUIIOKEHUETO HA YITPa3ByKOBATa
(V3) enacrorpadus ¢ FibroScan npu XpoHUYHO KOMIIEHCUPAHO YEPHOAPOOHO 3abossBane. OT 001110
1325 peructpupanu uscinensanus B nepuona 2014-2018 rommna ananmmsupaxme 208 HeneKkyBaHHU
MAIUCHTH, P KOUTO YEepPHOAPOOHATA 0OJIECT € OIICHEHA ¢ Mperiie/, JJabopaTopHU M3CieABaHMs, Y3,
4yepHOApoOHa Ouorncust U TpansueHTHa enacrorpadus (TE). Brmounxa ce 131 mbxe u 77 xeHu, Ha
cpenHa Bb3pacT 48 TOAMHM C XpOHUYHHU xenaTutu ¢ eruosorus: HBV (n=81), HCV (n=119), HBV+
HCV (n=4) u HBV +HDV(n=4). UepHoapoOuusaT OuoncuueH marepuai e oreHex cnopen METAVIR
Kiacu(UKaMoOHHATa cucTeMa M (UOPO3HUSAT HHICKC € CPAaBHEH ChC CpeiHATa YePHOAPOOHA TBEPIOCT
(LS) B kPa. JlombiiHUTENHO, TOPHA €HIOCKONHMS 32 OIICHKA Ha MPOSBUTE HA NOPTAIHA XUIEPTOHHS €
u3BbpuieHa npu 34 nauuentu (16 %). B tabmunara ca chnocraBeHH (UOPO3HUAT cTaguii (cropen

METAVIR) c APRL FIB-4 u LS ( mpectraBenu kato cpegHa croiHocT u 95% CI)

METAVIR unnekc 3a ¢pudposa APRI FIB-4 LS, kPa
FO(n=24) 0.5(0.4-0.6) 0.8(0.6-1.0) 6.2(4.6-7.8)
F1(n=46) 0.5(0.4-0.5) 1.0(0.8-1.2) 6.7(5.9-7.5)
F2( n=56) 0.7(0.5-1.0) 1.2(1.0-1,5) 7.2(6.3-8.0)
F3 (n=49) 1.0(0.7-1.2) 2.0(1.6-2.5) 11.0(9.4-12.6)
F4 (n=33) 1.2(0.9-1.6) 2.9(2.4-3.4) 22.4(19.3-25.4)

[par 3a LS< 10 kPa, 3a APRI <0.5 u 3a FIB-4 < 1.45 u3xnrouBar F4 cramuii chorBetHO tipu 100%, pu
85% u ipu 91%. Ilpu LS > 15kPa nupo3zata ce moTBbpkaaBa ¢ MHBa3UBHU u3cieaBanus B 60 %. Ilpu
nanueHTH ¢ ¢anmumuBono3uTuBHU AaHHU OT TE 3a 1upo3a ce ycTaHOBsIBAT MOBIHSBALIN (PAKTOPH KaToO
XEMOCHJEpP03a, alKOXO0J, BHCOKa BB3MAJHUTENHA AaKTUBHOCT M TepUcHHycouganHa ¢(uodposa.
CranupaHeTo Ha XpOHUYHHUTE BUPYCHU XEMATHTH W3MCKBA KOMIUIEKC OT HEMHBa3UBHHU METOH, KOUTO
na ObnaT oO00OIIeHM NpH IO3HABAHETO HA ETHOJIOTUSTA U KO(AKTOpUTE 3a YEePHOAPOOHOTO
yBpexxaane. TE nMa oTaM4YHa TOYHOCT 32 M3KJIIOUBAHE HA UPO3a.

Abstract: The present study summarizes the five-year experience in the application of ultrasound (US)

elastography with FibroScan in chronic compensated liver disease. From a total of 1325 registered



studies in the period 2014-2018, we analyzed 208 untreated patients in whom liver disease was assessed
by physical examination, laboratory tests, US, liver biopsy and transient elastography (TE). 131 men
and 77 women, average age 48 years, with chronic hepatitis: HBV (n=81), HCV (n=119), HBV+ HCV
(n=4) and HBV +HDV (n=4) were enrolled. Liver biopsy material was assessed according to the
METAVIR classification system and fibrosis index was compared with mean liver stiffness (LS) in kPa.
Additionally, upper endoscopy to evaluate manifestations of portal hypertension was performed in 34
patients (16%). Fibrosis stage (according to METAVIR) ¢ APRI, FIB-4 and LS are compared in the

table (presented as mean value and 95% CI)

METAVIR fibrosis index APRI FIB-4 LS, kPa
FO(n=24) 0.5(0.4-0.6) 0.8(0.6-1.0) 6.2(4.6-7.8)
F1(n=46) 0.5(0.4-0.5) 1.0(0.8-1.2) 6.7(5.9-7.5)
F2( n=56) 0.7(0.5-1.0) 1.2(1.0-1,5) 7.2(6.3-8.0)
F3 (n=49) 1.0(0.7-1.2) 2.0(1.6-2.5) 11.0(9.4-12.6)
F4 (n=33) 1.2(0.9-1.6) 2.9(2.4-3.4) 22.4(19.3-25.4)

Thresholds for LS < 10 kPa, for APRI <0.5 and for FIB-4 < 1.45 excluded F4 stage at 100%, at 85%
and at 91%, respectively. At LS > 15kPa, cirrhosis is confirmed by invasive tests in 60%. Contributing
factors such as hemosiderosis, alcohol, high inflammatory activity, and perisinusoidal fibrosis were
found in patients with false-positive TE results for cirrhosis. The staging of chronic viral hepatitis
requires a complex of non-invasive methods, which are summarized in the knowledge of the etiology
and cofactors of liver damage. TE has excellent accuracy for excluding cirrhosis.

87. E. [lanaiioToBa, A.ATtaHacoBa. Poisita Ha RIPK3 ekcripecusita B upeBHATA JIMTABUIIA TTPU
BB3MAIMTEIHATE YPEBHU 3a0oisiBaHus. UYeTBbpra HalMOHATHA KOH(MEpEeHIHs ¢
MEXIyHApOIHO ydacTtue ,,Jinosaru B obOmiecTBeHoTO 3mpase” 17-18. 09.2020 1., Codus,
Coopuuk pestomera, cTp.70

Pe3rome. Breenenue: KirouoB KOMIIOHEHT B HOJABPKAHETO HA YPEBHATAa XOMEOCTa3a € CTPOTHUAT
KOHTPOJI Ha KIEThYHATa CMBPT Ha YPEBHUTE CMUTEIHH KJICTKH. B JOmbIHEHWE KBM amomnTosata u
HEKpo3aTa, CKOPOIIHN MPOYYBaHHS OMMCBAT HOB BUJ KIIEThYHA CMBPT B UPECBHUS CMUTEN, HApEUCHA
Hekponro3a (1). Hekpomrozata e ¢opma Ha KIETbYHa CMBPT, KOATO ce€ HaOmoAaBa mpu
eKCTpaleyIapHa armonTOTHYHA CTUMYJIAIMS B KJIETKH, B KOMTO amomnro3ara € motucHara (2). Ts
MOKa3Ba MOP(OJIOTHYHN XapaKTEPUCTUKU IMOJOOHO Ha HEKpo3aTa, HO 3a PasjiMKa OT Hes € CTPOro
perynmupaHa OT BBTpeKleTbuHa mporenHoBa Iuiatrdgopma. RIPK3  mporemnbT (pementop
B3aMMO/IeHCTBAIaTa CEPHH/TPEOHNH-TIPOTEHH KHWHAa3a 3) € HACHTH(UIMPaH KaTo KII0YOBa MOJIEKYJIa
HeoOXo/IMMa 3a M3ITbJIHeHHE Ha HekponTo3Hus nbT (3). Llen: Llenta Ha HACTOSMIOTO M3CIeBaHE € 1a
Ce HalpaBH IperJie] Ha JTaHHUTE OT JIuTeparypata 3a posisita Ha RIPK3 BbB BE3HHKBaHETO Ha YPEBHO
BB3MAJICHUE TIPH Bh3MAIUTETHUTE YpeBHH 3a0omsaBanus (BU3). Martepuan u metoan: 3a neproaa 2013
— 2020 r. B moctemHuTe Oasm maHHU (Scopus, ScienceDirect, Web of Science, Access Medicine,

PubMed) ca u3non3BaHM CIEIHHTE KIOYOBM AyMU Ha AHIVIMICKM €3HK: HEKPOINTO3a, PELENTOop



B3aMMOJeHCcTBaIa CepuH/TpeoHuH-porenH kuHa3za 3 ( RIP3 ), Bw3manenue m BY3. Pesyararu:
AXTHBHpPaHETO Ha HEKPOIITO3aTa B YpEBHH KJICTHYHH JITHUHU BOJIH JI0 BB3IMAJICHHE B PE3YJITAT Ha 3aryoa
Ha MeMOpaHHa IPUIOCT M OCBOOOXKIAaBaHE Ha BBTPEKIICTBYHO CHABPKUMO. [loBHIIEHaTa ThKaHHA
excnpecus Ha RIPK3 kopenupa ¢ 4yBCTBUTENHOCTTa Ha KJIETKUTE Jia IPETHPISIBAT HeKponTosa (4). B
7a00paTOpPHO CH3JAJCHW MOJENU Ha YPEeBHW Bh3nanmurenHu 3adomsBanusi RIPK3-nekponrosara
MpeIU3BUKBa Bh3NAJTICHHUE C XapaKTepucTUKU nono0HN Ha BU3 npu xopara (4,5). 3akmouenne: RIPK3-
HEKpOIITO3aTa MOLIHO JIOTIPUHACS 33 YBPEKIAaHE HAa YPEBHMS CIHTEI, KOSTO BOJM JI0 HAapyllaBaHEe Ha
OapuepHHUTe (QYHKIMH, BHBINYAHKU 51 B €THOJNOTHATA U maToreHe3ata Ha BU3. Konrponupaneto Ha
KJIFOYOBU MOJICKYJIH, YY9aCTBAIH B ITHTS HA HEKPONITO3aTa, MOXKE J]a IPEIOCTaBU HOBU BH3MOKHOCTH 32
JICYCHUE Ha Te3H 3a00JIIBAHMSL.

Elena Panayotova, Antonia Atanassova. The role of RIPK3 expression in the intestinal

epithelium in IBD
Abstract: Background: A key component in maintaining intestinal homeostasis is the strict control of
cell death of intestinal epithelial cells. In addition to apoptosis and necrosis, recent studies have
described a new type of cell death in the intestinal epithelium called necroptosis (1). Necroptosis is a
form of cell death that is observed under extracellular apoptotic stimulation in cells in which apoptosis
is inhibited (2). It shows morphological features similar to necrosis, but in contrast it is strictly regulated
by an intracellular protein platform. The RIPK3 protein (receptor-interacting serine / threonine-protein
kinase 3) has been identified as a key molecule required for the necroptosis pathway (3). Aim: The aim
of the present study was to review the literature data for the role of RIPK3 in the development of
intestinal inflammation in Inflammatory Bowel Disease (IBD). Material and methods: For the period
2013 - 2020 in the available databases (Scopus, ScienceDirect, Web of Science, Access Medicine,
PubMed) the following keywords are used in English necroptosis, receptor-interacting protein kinase-3
(RIPK3), inflammation and IBD. Results: Activation of necroptosis in the intestinal cell lines leads to
inflammation as a result of loss of membrane integrity and release of intracellular contents. Increased
expression of RIPK3 in tissue correlates with the sensitivity of cells to undergo necroptosis (4). In
laboratory-designed models of inflammatory bowel disease, RIPK3 necroptosis induces inflammation
with IBD -like characteristics in humans (4,5). Conclusion: RIPK3-necroptosis mightly contributes to
damage of the intestinal epithelium, which leads to disruption of barrier functions, implicated it in the
etiology and pathogenesis of IBD. Controlling key molecules involved in the necroptosis pathway may

provide new opportunities for treating these diseases.

88. Silvia Gancheva, Irina Ivanova, Antonia Atanassova, Diana Gancheva-Tomova, Miroslav
Eftimov, Klementina Moneva, Maria Zhelyazkova-Savova, Stefka Valcheva-Kuzmanova.
Aronia melanocarpa fruit juice antioxidant activity in overweight individuals. 5%
International Symposium on Phytochemical in Medicine and Food (SISPMF). August 25-
September 01, 2021, Nanchang, China, Abstracts Book



Abstract: Overweight and obesity are disorders of energy metabolism, associated with an increased
generation of reactive oxygen species resulting in depletion of the antioxidant defence system [1]. The
fruits of Aronia melanocarpa (black chokeberry) are rich in polyphenolic compounds with antioxidant
properties [2,3]. The aim of this study was to examine the effects of Aronia melanocarpa fruit juice on
oxidative stress, energy homeostasis, and liver function in overweight and healthy-weight individuals.
The study included 22 participants: 11 overweight and 11 healthy-weight. The participants consumed
50 mL of 100% Aronia melanocarpa fruit juice 3 times daily for 3 months. Blood samples were obtained
at the baseline and the end of the study. Oxidative stress was evaluated by the serum concentration of
thiobarbituric acid reactive substances (TBARS) which represent the level of lipid peroxidation, and the
activity of main antioxidant defence enzymes — superoxide dismutase (SOD) and catalase (CAT).
Standard biochemical tests were performed for assessment of energy metabolism and liver function, and
C-reactive protein was measured as a non-specific inflammatory marker. The fruit juice reduced the
serum level of TBARS and increased the activity of SOD in the overweight group. The CAT activity
was insignificantly increased in both groups. Aronia juice decreased the level of gamma-glutamyl
transferase and slightly reduced the C-reactive protein, fasting blood glucose, and glycated hemoglobin
levels in the overweight group. The liver function tests and the lipid profile were not affected. The
current pilot clinical study demonstrated the positive effects of Aronia melanocarpa fruit juice on
parameters of oxidative status and metabolic health. Our study warrants the conduction of a larger
clinical investigation, allowing achieving more convincing and generalizable results.

Pe3iome: HamHOpMEHOTO TETNIO W 3aTIBCTABAHETO Ca HAPYIIEHHUS Ha €HEPrHMHUS MeTabOoIM3bM,
CBBP3aHU C MMOBUIICHO 'eHEPUPaHe HA PEAKTHBHU KHCIOPOJIHH PAJIUKAIH, KOSTO BOIH JI0 U3UEpIIBAHE
Ha aHTHOKCHIaHTHaTa 3amuTHa cuctema [1]. [ImomoBere Ha Aronia melanocarpa (duepHa apoHus) ca
Oorartu Ha TOMN(EHOIHN CheIMHEHHUS C aHTHOKCHIAHTHH cBoiicTBa [2,3]. LlenTa Ha TOBa mMpoydYBaHe e
Jla ce mpoydar eeKTHUTEe Ha IUIOAOBHS COK OT Aronia melanocarpa BbpXy OKCHAATHBHHUS CTpEC,
eHepruiiHaTa XoMeocTa3a i 4epHopoOHaTa QYHKIMS TPH WHIWBHIM C HATHOPMEHO H 3/PaBOCIOBHO
teruo. [IpoyuBaneTo BkitouBa 22 yyacTHUIM: 11 ¢ HagHOpMEHO Terio U 11 ¢be 3ApaBOCIOBHO TETIIO.
Yuactaunure ca koHcymupain 50 ml 100% miogoB cok ot Aronia melanocarpa 3 mbTH JTHEBHO B
npoasKeHne Ha 3 mecerna. B3etu ca KpbBHM NMpoOM B HAYaJIOTO M B Kpas Ha H3CIEIBAHETO.
OKCHIIAaTHBHUAT CTPEC C€ OIEHsSBa 4Ype3 CEepyMHATa KOHIICHTpAIMs Ha PEaKTUBHH CYOCTaHIMH C
tnobapoutyposa kucennaa (TBARS), xouTo mpemcraBiasBaT HUBOTO HA JIMIHIHA TIEPOKCHUIAINS, U
AaKTUBHOCTTAa Ha OCHOBHHTE aHTHOKCHIAHTHH 3allUTHH €H3UMH — Cymepokcun nucmyrasa (SOD) u
katanaza (CAT). IlpoBemeHn ca cTaHZapTHH OHOXMMHUYHH TECTOBE 3a OICHKA HA CHEPTUHHUS
MeTa0oIM3bM U uepHoipodHaTa (hyHKIus, a C-peaKTUBHHAT POTEUH € U3MEPEH KaTo HecnenupuieH
BB3NaATENIeH Mapkep. IDLmomoBusaT cok HamansBa cepymHOTO HHMBO Ha TBARS m moBumasa
aktuBHOcTTa Ha SOD B Tpymara ¢ HamHopMmeHo Terio. AxktuBHOcTTa Ha CAT Oemre He3HAYUTEITHO
MOBHIIIEHA U B ABeTe Tpynu. COKBT OT apOHHMsI HAMAJIsIBa HUBOTO HA TaMa-TiIyTaMWI TpaHcdepasza u

JICKO HaMallgBa C-peaKTI/IBHI/IH IIPOTEMH, KPbBHATA 3axap Ha TJIaJJHO W HHBAaTa Ha TJIHUKUPaHUA



XEeMOTJIOOHMH B rpyriaTta ¢ HaHOPMEHO TerJio. YepHoapoOHNTE (HYHKIIMOHAIHHN TECTOBE H JIUITHAIHUST
npodua He ca NOBIMAHU. HacTOSAIIOTO MUIOTHO KIIMHUYHO MPOYYBaHE AEMOHCTPUPA MOJIOXKUTETHUTE
eeKTH Ha IUIOJIOBHSI COK OT Aronia melanocarpa BBpXy MapaMeTpuTe Ha OKCHIOATHUBHUS CTaTyc U
MeTa0OJMUTHOTO 31apaBe. Hamiero mpoyuBaHe Hajara NPOBEXIAHETO HA MO-TOJSIMO KIMHUYHO
n3cieBaHe, KOETO MO3BOJISIBA MOCTUTAHETO Ha MO-yOeUTENHN 1 00001IaBaIly pe3yaTaTH.

89. Antonia Atanassova (Varna, BG), Avgustina Georgieva (Varna, BG). Correlation between
serum vitamin D levels and the expression of some extracellular microRNAs in IBD
patients. Symposium 230. State- of the-art management of IBD & Current realities and
future horizons. November 25-26, 2022, Frankfurt, Germany. Abstract book,4

Abstract: The pathophysiology of IBD is still unclear. Vitamin D and its receptor support the integrity
of the epithelial barrier of the intestines as they suppress the apoptosis of the epithelial cells and thus
regulate the inflammation processes. Recent studies examine the extracellular and tissues expression of
miRNAs in IBD patients and their impact on the evaluation of clinical presentation of IBD patients.
Aim: To study and evaluate the serum levels of vitamin D and the expression of some extracellular
miRNAs in IBD patients. Material and methods: Vitamin D (25(OH)D) status was measured in 50 IBD
patients (27 CD pts and 23 UC pts) by a commercial paramagnetic particle chemiluminescent
immunoassay for quantitative determination of total vitamin D levels use on Access 2 Immunoassay
Systems. Disease activity was evaluated by clinical symptoms, CRP, FCP, CDAI and endoscopic Mayo
score. The extracellular expression of miRNAs was examined: *Hs miR-28 1; *Hs miR-29c 1;
*Hs miR-96 1; *Hs miR-191 1;*Hs miR-451 1; *Hs miR-142-5p 1; *Hs miR-199a 1; *Hs miR-
363 1; *Hs miR-144 4; *Hs miR-142-3p 2; *Hs miR-155 2; *Hs miR-16 2; *Hs miR-1228-3p 1
and controls: *Hs_ RNU6-2 11; Ce miR-39 1 with reverse transcriptase quantitative real time PCR.
Results: There is a significant difference (p=0.007) between the serum vitamin D levels in patients with
activity (39.83 nmol/L + 15.32 nmol/L) and those in remission (54.19 nmol/L + 18.54 nmol/L). There
is an inverse proportional correlation between serum vitamin D levels and the levels of CRP and FCP.
The expression of miRNA-28 1 and miRNA-1228-3p 1 is increased in patients with normal vitamin D
levels. All others miRNAs have a higher expression in vitamin D deficiency. Conclusion: The vitamin
D deficit has a high prevalence among IBD patients. There is a correlation between the serum expression
of different miRNAs and the vitamin D levels in IBD patients.

Pesrome: [latodusnonorusta Ha IBD Bee omie e HesicHa. Butamun D 1 HEeroBuAT penenTop NOAIbpKAT
LEJIOCTTa Ha euTeNHaTa Oapuepa Ha uepBara, KaTo MOTUCKAT alloNTo3aTa Ha eMUTEIHNTE KIETKH U 110
TO3M Ha4YMH PEryaupar Bb3NANUTENHUTE npouecd. llocnenHure mpoydBaHus W3CIEIBAT
eKcTpanenyjiapHara 1 ThkanHaTa ekcrpecus Ha miPHK npu manuentu ¢ IBD u TaxHOTO Bb3ACHCTBHE
BBpPXY OLIEHKaTa Ha KIMHUYHOTO NpexacTaBsHe Ha nmauueHtu ¢ IBD. Len: [la ce nzciensaT u oneHAT
CepyMHHUTE HHBa Ha BUTaMuH D 1 excripecusita Ha HAkou 13BbHKIeThYHM miPHK mpu nanuenTu ¢ IBD.
Marepuamm 1 meroau: Cepymante HuBa Ha ButamuH D (25(OH)D) ca m3mepenu mpu 50 marueHTH ¢

IBD (27 CD Toukm m 23 UC TOdYKH) Upe3 KOMEPCHAICH XEMWIYMHHECIICHTEH HMMYHOAHAJIU3 C



HapaMarHUTHYU YaCTHUIIN 33 KOJIMYECTBEHO OIpeIeNsIHe Ha O0INTe HUBa Ha BUTaMUH D mipu u3mnos3BaHe
Ha CHCTEMH 32 IMyHOaHaIU3 Ha Access 2 . AKTHBHOCTTA Ha 3a00JIsIBAaHETO Ce OICHSBA UYpe3 KIMHUIHN
cumnromu, CRP, FCP, CDAI u ennockoncku ckop mo Mayo. ExcTpauenynapHata ekcrnpecust Ha
miRNAs Oeme wu3cnenBana: *Hs miR-28 1; *Hs miR-29¢ 1; *Hs miR-96 1; *Hs miR-191 1;
*Hs miR-451 1; *Hs miR-142-5p 1; *Hs miR-199a 1; *Hs miR-363 1; *Hs miR-144 4;
*Hs miR-142-3p 2; *Hs miR-155 2; *Hs miR-16 2; *Hs miR-1228-3p 1 u xontpomu: *Hs
RNU6-2 11; Ce_ miR-39 1 ¢ obpartna Tpanckpunrasa konudectBeHa PCR B peanno Bpeme. Pesynrartu:
Nwma 3naunma pasnuka (p=0,007) Mexny cepyMHHUTE HMBa Ha BUTaMHH D Mpy ManueHTH ¢ aKTUBHOCT
(39,83 nmol/L £ 15,32 nmol/L) u te3u B pemucus (54,19 nmol/L + 18,54 nmol/L). ima oGpatHo
MIPOMOPIMOHATHA KOpenanus MeXIy cepyMHUTe HuBa Ha BUTaMuH D u nHuBata Ha CRP n FCP.
Excnpecusta Ha miRNA-28 1 u miRNA-1228-3p 1 ce noBuinasa rnpu NandeHTH ¢ HOPMAIHU HUBA Ha
ButamuH D. Benuku ocranann miPHKwu umar mo-Bucoka excnpecus npu feuuut Ha ButaMuH D.
3axmmouenue: JedumuThT Ha BUTaMHH D mMa BHCOKO pasmpocTpaHeHue cpen mamueHture ¢ IBD.
CrIecTByBa KOpenanys MeX Iy cepyMHaTa ekcripecus Ha pa3numaad miPHKwu n auBarta Ha Butamun D
npu namueHTu ¢ IBD.
90. Antonia Atanassova (Varna, BG), Avgustina Georgieva (Varna, BG). Extracellular
expression of some miRNAs in patients with ulcerative colitis. Symposium 230. State- of
the-art management of IBD & Current realities and future horizons. November 25-26,2022,
Frankfurt, Germany. Abstract book, 24
Abstract: Microribonucleic acids (miRNAs) are increasingly used as non-invasive biomarkers from
diagnosis to monitoring the course of various diseases, including IBD. miRNAs are small 21-24
nucleotide double-stranded RNA molecules, which are non-coding proteins but play a significant role
in ulcerative colitis (UC). The aim of the study is to evaluate the serum expression of some miRNAs in
UC patients. MATERIAL AND METHODS: 35 UC patients (20 with active UC and 15 in remission)
and 30 healthy volunteers participated in the study. The extracellular expression of miRNAs was
examined in all participants: *Hs miR-28 1; *Hs miR-29c 1; *Hs miR-96 1; *Hs miR-191 1;
*Hs miR-451 1; *Hs miR-142-5p 1; *Hs miR-199a 1; *Hs miR-363 1; *Hs miR-144 4;
*Hs miR-142-3p 2; *Hs miR-155 2; *Hs miR-16 2; *Hs miR-1228-3p 1 and controls: *Hs
RNU6-2 11; Ce_ miR-39 1 with reverse transcriptase quantitative real time PCR. Results. There was
a decreased miR-199 a expression in UC patients with proctitis, getting close to the established
threshold for healthy controls, also a decreased expression of miR-96 1 in patients with left-sided colitis
(E2) and an overexpression of miR-155 in extensive colonic involvement (E3). A decreased expression
of miR-16 and miR-142-5p was noted during the 5 -ASA therapy. Both miR-16 and miR-142-5p are
overexpressed in an active disease. The corticosteroids treatment led to an overexpression of miR-142-
3p and miR-155 2. In the present study, those miRNAs are associated with an active disease.
Azathioprine treatment results were associated with a decreased expression of miR-96 1 expression

below the threshold determined in healthy subjects. During the biologic therapy, the values of miR-



1228-3p 1 approached the threshold for healthy individuals.Conclusions. The extracellular expression
of some miRNAs in UC patients can be used as a new non-invasive biomarker to assess the disease
activity, extension and response to the treatment.

Pe3rome: Mukpopubonyknennosure kucenuau (miPHKS) ce n3non3sat Bce moBeve KaTo HEMHBa3UBHU
Onomapkepu OT JUarHo3aTa J10 MPOCIEISIBAHETO HA XOJa Ha pa3iMyHH 3a00JSBaHUS, BKIIOUUTEITHO
IBD. miRNAs ca manku 21-24 nykneoruaau asoiinoBeprxan PHK Monekynu, kouto ca Hexomupanm
MPOTEMHH, HO UTPAAT 3HauMTeNHA possd npH yiueposeH konut (UC). Llenta Ha n3cnenBaHero € 1a ce
olleHH cepyMHaTa ekcripecus Ha Hikon miPHKs npu mamentn ¢ UC. MATEPUAIJT U METO/IU: B
nscnenBanero ca ydactsainu 35 manuentu ¢ UC (20 ¢ aktuBen UC u 15 B pemucus) u 30 3apaBu
nobposonuu. Exkcrpanenynapnara ekcripecust Ha miRNAs Oemie n3cneaBana mpyu BCUYKH YYaCTHHLIM:
*Hs miR-28 1; *Hs miR-29c 1; *Hs miR-96 1; *Hs miR-191 1; *Hs miR-451 1; *Hs miR-142-
S5p_1; *Hs miR-199a 1; *Hs miR-363 1; *Hs miR-144 4; *Hs miR-142-3p 2; *Hs miR-155 2;
*Hs miR-16_2; *Hs miR-1228-3p 1 u xontpomu: *Hs_  RNU6-2 11; Ce miR-39 1 ¢ obparna
TpaHckpuntaza konndecTBeHa PCR B peanno Bpeme. Pesynratu. ¥YcranoBeHa 6¢ HaMalieHa eKCIIPECHS
Ha miR-199 a nmpu manuenty ¢ UC ¢ npokTut, qo0amkaBaiiku ce 10 YCTAaHOBEHHS Ipar 3a 3ApaBH
KOHTPOJIH, CHIIIO TaKa- HaMaJieHa ekcrpecus Ha miR-96 1 mpu manmentn ¢ asBocTpaneH koauT (E2) u
cBpbXxekcipecus Ha miR-155 B oOiupHo 3acsrane Ha nedenoto yepro (E3). [To Bpeme Ha TepamnusTa ¢
5-ASA ce HaOmo1aBa HamaneHa ekcrpecust Ha miR-16 u miR-142-5p. Kakro miR-16, Taka 1 miR-142-
5p ca CBpBXEKCIIpEeCHUpaHW TPU aKTHBHO 3a0oisiBaHe. JIeUeHHEeTO ¢ KOPTHKOCTEPOUAM JOBENE 0
cBpbxekcnpecuss Ha miR-142-3p u miR-155 2. B Hacrosimoro uscnenBane te3u nee miPHKSs ca
CBBp3aHU C aKTUBHO 3a00jsiBaHe. Pe3ynTatuTe OT JEUEHHETO ¢ a3aTUOINPHH Ca CBbP3aHU C HaMaJleHa
excrpecus Ha ekcrpecus Ha miR-96 1 mopn mpara, onpexaeneH npu 3apaBu uHAUBUAW. [lo Bpeme Ha
OuonoruuHata Tepanus cToMHocTHTe Ha mMiR-1228-3p 1 ce moOmmxaBar A0 mpara 3a 30paBU
nHanBuAK. 3akmoueHus. Exctpanenynapuara excpecus Ha Hsixou miPHKu npu naunentn ¢ UC moske
Jla ce M3M0J3Ba KaTO HOB HEMHBAa3WBEH OMOMapKep 3a OLIEHKa Ha aKTMBHOCTTA Ha 3a00JsBaHETO,

o0XxBara u OTroBOpPa Ha JICUCHUCTO.

91. Avgustina Georgieva (Varna, BG), Antonia Atanassova (Varna, BG). Extracellular
expression of some miRNAs in Crohn's disease patients. Symposium 230. State- of the-art
management of IBD & Current realities and future horizons. November 25-26,2022,
Frankfurt, Germany. Abstract book, 39

Abstract:Inflammatory bowel disease (IBD) is a complex disease with unclear pathogenesis. IBD is
based on chronic inflammation and altered immune responses. Microribonucleic acids (miRNAs) are
small 21-24 nucleotide double-stranded RNA molecules, which are non-coding proteins but play a
significant role in each stage of inflammation.The aim of the study is to evaluate the serum expression
of some miRNAs in CD patients. MATERIAL AND METHODS: 35 CD patients (20 with active CD
and 15 in remission) and 30 healthy volunteers aged 18 to 42 years participated in the study. The



extracellular/ serum expression of miRNAs was examined in all participants: *Hs miR-28 1; *Hs miR-
29¢_1; *Hs_miR-96 1; *Hs miR-191 1; *Hs miR-451 1; *Hs miR-142-5p 1; *Hs miR-199a 1;
*Hs miR-363 1; *Hs miR-144 4; *Hs miR-142-3p_2; *Hs miR-155 2; *Hs miR-16_2; *Hs miR-
1228-3p_1 and controls: *Hs_ RNU6-2 11; Ce_ miR-39 1 with reverse transcriptase quantitative real
time PCR. Results. Due to the lack of validated cut-off values of miRNAs, cut-off values were
determined it in healthy controls, which served as a guide in the direction of expression. The
overexpression of six miRNAs (miR-16, miR-29¢, miR-96, miR-142-3p, miR-191, and miR-451) is
associated with CD activity. The expression of miR-28 in patients with CD is distinguished as a specific
marker of achieved remission. Its increased expression correlates with decreased levels of CRP, FCP,
remission achieved by CDAI normal serum iron levels, vitamin B, and vitamin D. The intestinal
localisation is associated with increased expression of four miRNAs (miR-28, miR-142-5p, miR-191
and miR-199a). There is an overexpression of miR-96 in extensive localization of disease activity in CD
patients. Patients with a penetrating phenotype overexpress miR-142-3p, miR-142-5p and miR-1228-
3p. Conclusions. The extracellular expression of some miRNAs in CD patients can be used as a new
non-invasive biomarker to assess the inflammation, disease activity and phenotype manifestation in CD
patients.

Pe3tome: Bn3nanurennure Oonectd Ha udepBata (B3Y) ca kommiekcHU 3a00NssBaHUS C HESICHA
narorede3a. IBD ce ocHOBaBa Ha XpOHMYHO BB3MAJECHUE M TMPOMEHEH HMYHEH OTTOBOP.
MukpopubonykinenHoBute kucenunu (miPHKS) ca manku 21-24 Hykieotuaau apoitHoBeprxan PHK
MOJIEKYJIH, KOWUTO Ca HEKOJHWpalll NPOTEWHW, HO WIrPasT 3HAYMTENHA PO BHB BCEKH €Tall Ha
BB3MasieHue. LlenTa Ha n3cneaBaHeTo € J1a ce OLEHH cepyMHaTa ekcnpecus Ha Hakou miPHKSs mpu CD
natmenTd. MATEPUAJI U METO/IU: B npoyuBaneto ca yuactBanu 35 nauuertu ¢ CD (20 ¢ akTuBHa
CD u 15 B pemucus) u 30 3mpaBu goOpoBoimu Ha Bb3pact oT 18 mo 42 roauHU.
Exctpanenynapnara/cepymuara excnpecuss Ha miRNAs Oe wn3cnenBanHa mpu BCHYKH YYaCTHHILIU:
*Hs miR-28 1; *Hs miR-29¢ 1; *Hs miR-96 1; *Hs miR-191 1; *Hs miR-451 1; *Hs miR-142-
5p_1; *Hs miR-199a 1; *Hs miR-363 1; *Hs miR-144 4; *Hs miR-142-3p 2; *Hs miR-155 2;
*Hs miR-16_2; *Hs miR-1228-3p 1 u xontpomu: *Hs_ RNU6-2 11; Ce miR-39 1 ¢ obpatna
TpaHckpunTa3a konndectBeHa PCR B peanno Bpeme. Pesynratu. Ilopagm nurcarta Ha Banuaupanu
TPaHWYHU CTOWHOCTH Ha MiRNAS, rpaHUIHUTE CTOMHOCTH 0s1Xa OTpEIEICHH NP 3APaBH KOHTPOIIH,
KOETO Jla TOCIHYXH KaTo pPBHKOBOJACTBO IIparoBara CTOMHOCT ¥ TIIOCOKaTa Ha EKCIIPECHs.
Cepbxekcrnpecusara Ha mecT miRNA (miR-16, miR-29¢, miR-96, miR-142-3p, miR-191 u miR-451) e
cBbp3aHa ¢ akTuBHOCTTa Ha CD. Excnpecusta Ha miR-28 npu mammentu ¢ CD ce ornmyaBa karto
cnenuduueH Mapkep 3a nocturuara pemucusi. Hefinara (miR-28) mopuieHa excrpecust Kopejiupa ¢
noumkeHn HuBa Ha CRP, FCP, pemucus, onenara upe3 CDAI, HOpMaTHN cepyMHH HHBA Ha JKEIS30,
ButamuH B12 n Buramuua D. UpeBHaTa joKaim3aiys € CBbp3aHa C TOBHIICHA SKCIPECHS Ha YETHUPH
miPHK (miR-28, miR-142-5p, miR-191 u miR-199a). Nma cBpbxekcnpecuss Ha miR-96 mpu

€KCTEeH3MBHA JIOKAJN3alus Ha 0oJleCTHAaTa akTUBHOCT Npu manmeHTH ¢ CD. [lanuentu ¢ nenerpupart



dbenoTumn, cBpbxekcupecupaT miR-142-3p, miR-142-5p u miR-1228-3p. U3Boau. ExcrparnemymapHara
excripecus Ha Hakou miPHKSs mpu mamuentn ¢ CD moxe na ce u3Mmoi3Ba Karo HOB HEWHBa3HBCH
Oromapkep 3a OlleHKa Ha BH3MAJICHUETO, AKTHBHOCTTA Ha 3a00JIIBAHETO, KAKTO ¥ ()EHOTHUITHATA U3sIBA

npu nanuentu ¢ CD.
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