ONTHYHOI MIITBHOCTI. Y TOW k€ 4Jac ekcmpecis TKaHuHHOTro iHTiOiTOpy TIMP-1 OGyma Bkpail He3HAYHOIO
(inTeHcuBHICTh ekcmpecii — 1,87+£1,62 yMOBHMX OJHMHHWIIb) 1 BHU3HAUYAJach y TOOAMHOKHX 3JIOSKICHHX
kmtuHax [TA TI3, BigHocHa mioma skux ckiana 0,73+0,51%. PisHuIg MiX BiAMOBIIHUMU IMOKAa3HUKAMU
MMP-9 i TIMP-1 6yna cratuctiuuHo noctoBipHOO (p<0,05). Kopensauiiinuii aHami3 BUSBHB 3BOPOTHIN
MOMIPHOT CHJIM 3B’SI30K MIXK €KCIIPECIE€I0 JOCHIKYBaHUX MapkepiB (koediuieHT kopessmii Ilipcona r = —
0,31). Takum gmHOM, TIOKa3aHo, mo mis I1A I3 xapakTepHUM € TiABUINCHHS PiBHS €KCIpecii KeaaTuHa3!

IHBa3MBHMU MOTEHIIAN [IUX MTyXJIHH.

TRANSCRIPTION FACTOR C-REL PLAYS A ROLE IN DRIVING EXPERIMENTAL ACUTE
AND CHRONIC ILEITIS IN RATS

Zherebiatiev A. S., Kamyshnyi A. M.
Zaporozhye State Medical University

Background. Genetic and environmental factors, including the commensal microbiota, have a
crucial role in the development of inflammatory bowel disease (IBD). IBD is also associated with
chromosome 2p16, which contains REL, which encodes c-Rel, a subunit of NF-xB. Aberrant activation of
the transcription factor NF-xB is associated with acute and chronic intestinal inflammation in rats and play a
key role in cytokine gene regulation, in patients with IBD. c-Rel is required also within cells of the innate
immune system for the activation of T cell-dependent as well as innate mechanisms of mucosal
inflammation.

The aim of this research was to investigate the expression of the NF-xB subunit c-Rel in the
development of acute and chronic ileitis in rats.

Materials and methods. Male Wistar rats weighing 200-250 g were housed in standard wire-mesh
bottom cages at constant temperature of 25°C and 12/12 h light/dark cycles. Acute ileitis was induced in fed
rats (n=10) by one subcutaneous injections of indomethacin, an inhibitor of the cyclooxygenase pathway of
arachidonic acid (15 mg/kg). Chronic ileitis was induced by two subcutaneous injections of indomethacin
(10 mg/kg in 5% freshly prepared NaHCO; at 37°C) were administered 24 hours apart. Expression of c-Rel
MRNA was determined by by real-time reverse-transcription polymerase chain reaction performed using an
CFX96™ Real-Time PCR Detection Systems (Bio-Rad Laboratories, Inc., USA). GAPDH was used as
endogenous control to normalize gene expression data, and a relative quantitation value. All statistical
analyses were performed using STATISTICA 6.0 software. Results are expressed as mean values + SEM.

Results. The expression of c-Rel was assessed in ileum. Greater expression of c-Rel predominated
during chronic ileitis in rats compared to control group (4.8 + 0.7, P<0.003). Consistent with the pronounced
expression during chronic disease, the level of c-Rel expression was also elevated in rats with acute ileitis
(4.1+1.1, P<0.02) (Fig.1).

Conclusion. In summary, these results suggest that the expression of c-Rel in ileum is essential for
initiating intestinal inflammation and may advance our understanding of IBD pathogenesis and that targeting
NF-kB c-Rel can be used as a novel molecular approach for the treatment of patients with IBD.

BJIMSAHUE T'NIIOKCUYECKUX TPEHUPOBOK HA IUTOAPXUTEKTOHUKY
IHAHKPEATHYECKHUX OCTPOBKOB ITPU SKCIIEPUMEHTAJIBHOM CAXAPHOM
JAUABETE

Npanenxo T.B.
3anopoXKCKUH TOCYIapCTBEHHBIN METUIIMHCKUN YHUBEPCUTET

Brusiaue BoicokoropHoi runokcudeckoit rumnokcuu (I'T) Ha opranm3Mm yenoBeka ObLTO OOBEKTOM
MPUCTAIBHOIO U3y4YeHusl ¢ Hayana XX. YCTaHOBICHO, 4TO Jo3upoBaHHOE AciicTBue I'T MoxkeT oka3bIBaTh
caHOreHHbIe 3(PQPEKTH B OTHOIICHWH MHOTHMX COMAaTHYECKMX 3a00JeBaHHM, B TOM YHUCIIC, IPU CaXxapHOM
muadete (CJI).

Heabio paboThl ctano u3yunts Biusaue [T Ha MUTOAPXUTEKTOHUKY MAaHKPEATUYECKUX OCTPOBKOB
MIPH SKCIIEPUMEHTATEHOM CaXxapHOM JHuadeTe.

Matepuanabl 1 Metoabl. PaGora npoeenena Ha 120 kpbicax nuHun Bucrtap. CJI MoxenupoBaiu
OJTHOKPATHBIM BBeJleHHEM cTpernro3oronuHa B no3e S0 mr/kr. I'T mpoBomuwmm B Gapokamepe 1mo 6 4acoB
©KEIHEeBHO Ha mpoTsvkeHMu 15 gmelt (Beicora mopbéma 6000 M, p0,=9,8%). B OGera-xnerkax (BK)
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HMMYHO(DIFOOPECIIEHTHBIM METOZOM C IMOMOINBI0 anTuTeN K BCl-2 u p53 onpenmensian ypoBeHsb dKCIpECCHn
OEeJIKOB aronTo3a, a 1o YpoBHIO HakoruieHus BrdU onpenensm ux nponudepaTUBHYIO aKTHBHOCTb.

Pesyabtatsl. I'T npuBoguna x yBenuuenuto koiaudectsa bK B momkenynouHoit sxenese y KpbIC €
C na 75%. Dta TeHneHuus coxpaHsaaack U B 10-I1HEBHBIA MOCTTUIOKCUYECKUI IEPUO. Y CTAHOBICHO, YTO
I'T mpuBomuna k ymepeHHON nenpeccun rudenn BK, a Taxke akTuBUpoBana UX MpoH(epaTHBHYIO
AKTHBHOCTD: unciieHHOCTh BrdU-mmmynomnosurtuBusix BK yBenmumummnace Oonee weMm B 1,5 pasa, a MHIEKC
nponudepanuu - Ha 48%. YpoBeHb nponnpepaTUBHON aKTUBHOCTH, CTUMYJIMpOBaHHbIN [T, coxpaHsicsa u B
MOCTTUMIOKCUYIECKHH TIEPHOJT, YTO OTPaXKAET YCTOHUUBOCTH caHOreHHBIX dddextoB ['T mpu CJI.

BoiBoapl. 1. I'T ciocOOCTBYIOT MOBBINIEHUIO YUCIIEHHOCTH MOMYJISIIIMKA O0€Ta-KJIETOK Y dKHUBOTHBIX C
C/1 3a cuet ycwiieHus UX Nposin(epaTUBHON aKTHBHOCTH.

2. Dddexte I'T Ha SHAOKPHHHYIO (YHKIHMIO MOHKENYA0YHOMN JKelIe3bl COXPAHSIOTCS U B TCUCHHE
nocienyronux 10 cyTok mociie OKOHYaHUS UX TCUCTBHUS.

HATOMOP®OJIOI'TYHI ITPOSIBU NPOAYKTUBHUX BAPIAHTIB YPAYKEHHSA
EK3OIEPBIKCY UMK MATKH, BUKJIMKAHUX
BIPYCOM HAIIVIOMMU JIIOJUHA

Kaspancekuii b.O., I'puruna 1. B.
JIbBIBCHKHIA HallOHATBHUN MeMYHHUN YHIBepcuTeT iMeHi Jlanuna ["anumpkoro

AxrtyaibHicTh. @®oHOBI Ta mepenpakoBi 3axBoproBaHHA Immiku Matku (IIIM) y xiHOK
PENPOAYKTUBHOTO BiKY PO3BHBAIOTHCS Ha TII YPOTEHITANBHUX MiKCT-iHeKIiii Ta aucOiody. Haiibimbime
3HAYEHHS MPHUIUIAIOTH Bipycy namisomu monuan (BIL), skuii Mae HalBUIIUI OHKOTCHHUI MMOTEHINAN 1 €
OCHOBHHM E€K30T€HHMM YHHHHKOM IUIOCKOKJIITHMHHHX iHTpaemiTenialbHuX ypakeHb i paky LIIM. ¥V Hamr yac
BiJI3HAYAETHCS 3arajbHe 3poctaHHs iH(dikoBaHOCTI BIIJI, a OCHOBHHI MK 3aXBOPIOBAHOCTI CIIOCTEPIra€ThCA
y KIHOK penpoayKkTuBHOro Biky. Kapmmuaomu M, acomiiioBani i3 BIIJI, mocimaroTe npyre micue B
CTPYKTYpl OHKOJIOTIYHOI marosorii »kiHok. B VYkpaini mopiuyHo BuseisioTh 7500 HOBHX BHIAQJKIB
nepBikanpHOl KapuwHomu, 2500 xiHOK mommparoTh (i3 Hux 500 oci0 mpame3maTHOTO BiKy). 3a CBOIMH
OHKOTEeHHUMH BracTuBOCTsIME BILJI mominsroTh Ha BUCOKO- Ta HU3bKOOHKOTEHHI T, Y iH(pikoBarnx BILJI
eriTeNaNbHUX KIITHHAX BIPYCHHI T€HOM MOXE ICHYBaTH B €micoMalibHIN (hopMi (1103a XpOMOCOMOIO), 110
MIPOSIBISIETBECS TOOPOSIKICHUMH YPaKeHHSIMHU €K30IIepBiKCY (IPOAYKTHUBHA [Iis BipyCy); Ii 3MiHM XapaKTepHi
JUTSL BipyCiB HU3BKOTO OHKOT@HHOTO PU3WKY Ta y (opMi, IHTETpOBaHiif y TEHOM, SKOIO BOJOJIIOTH BHCOKO
oHKOreHHi Bipycu. Lle nposiBnsieTbest kKapruaomoto 1IIM Ha rpyHTi Tpanchopmyrodoi Iii Bipycy. Y 3B’S3Ky
i3 BUINEC HaBeJICHUMH (PaKTaMHM TMATOTICTOJIOTIYHA JIarHOCTHKA 3MiH EK30IEPBIKAJIBHOTO EHITeNiI0
(EHE)BHacminok iandekmii BILJI motpedye cTBOpeHHS YiTKUX MOP(HOIOTITHUX KPUTEPIiB.

Merta. BcraHoBUTHM BapiaHTH TNPOAYKTUBHHX MOPQOJIOTiYHUX TNPOSIBIB MamijgoMa-BipyCHOT
iH(DeKIIT Ta IX KOPEJIAIito i3 BIKOM Malli€HTOK.

Marepiaan ta metoau. [IpoanamizoBano 154 6Giorcii ek3ouepBikaiapHOi yacTrHU [1IM marfieHToxK,
BikoM Bif 18 1o 58 pokiB, i3 KiIiHIYHOIO Timo3poto Ha iHdekiito BITJI.

Pesyabratu. ['0on0BHUM MOpQOJIOTiYHMUM KpHUTEpieEM Maminoma-BipycHoi iH(peKii BBakaBcs
koitmounto3 EIE, mo Oyno BcraHoBiaeHo y 100% BumankiB. OgHOwacHO, 1 O3HaKa (KOMJIOLUTO3)
MO€THYBajacs 13 HaCTYITHUMHE BapiaHTaMu npoayKTuBHOTO ypaxkeHHs ELIE: 1) rimepmiasiero emirternio — y
12 Bumankax (7,79%); 2) xeparo3zom (Jieiikoruiakiero) — y 20 Bumagkax (12,98%); 3) KOHAUIOMATO3HOIO
Tpancdopmariero — y 56 (36,36%); 4) miockoro kKoummwiomow — 54 (35,06%); 5) numie KOWIOIUTO3
crioctepiracsa y 12 Bumaakax (7,81%). Y BikoBux kareropisx 0 20 i micns 41 pokiB *KHUTTS BCi BapiaHTH
npoaykTuBHoro ypaxennss ELIE cmocrepiramics y NOOAWHOKHMX BUMagkax. HaTomicte y Tperiii Ta
YeTBEPTid JeKaaax KUTTS BiJI3HAYEHO HACTYIHI 3MiHHM: KOHIMJIOMaTO3Ha TpaHcdopMallist JiarHocToBaHa y
45 xinok (29,22%), chopmoBana mimocka KoHmwiIoMa — y 42 mamieHtok (27,27%), neiikomakia - B 13
(8.44%), rinepmnazis ELIE 1 mume xoitmonuto3 — y 10 (mo 6,5%). CymapHa KijgbKICTE MOPGOIOTIHHHX
nposiei iHGekmii BILJI cranoBuna: no 20 i micns 41 pokiB xuttsa — 34 Bunaaku (22,08%), mopiBHSHO i3
BikoBuMH Kateropisimu Mix 21 1 40 pokamu, ne ELE OyB ypaxkenwuii B 120 Bunankax (77,92%).

BucnoBku. IlpomyktuBua miss BIIJI peanizyerbecst y 49OTHpBbOX BapiaHTax ypaxkeHHs EIIE:
JIEMKOIUIaKis, TiNepIuiasis, KOHAUIOMATO3, INI0OCKAa KOHIWJIOMA, 110 MOXKHA PO3IJIAAATH SIK MOCTIIOBHI CTalil
MpOrpecyBaHHs MarijgoMa-BipycHoi iHdekuii. BcTaHOBIEeHO MiKOBE 3pOCTaHHS MPOAYKTUBHOTO YpPaXKCHHS
ELE na rpynti BIUI y apyriit Ta Tperiii nekanax xutts (77,92%), 3 MOCTYMOBUM 3HW)KEHHSIM YacTOTH
miciist 40 pokiB 10 18,83%. [MpoxyktueHi 3minu ELIE y skiHOK 110 20 pokiB giarHocTOBaHO Jmie y 3,25%.
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