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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