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U3YYEHUE 3OPEKTUBHOCTU OANTAPITMHA
NPU SKCNEPUMEHTAJIbHOM A3BEHHOM KOJIUTE

A. 10. NNawes’, I. C. Manb', A. B. Conun?"’

Jlanaprus BBOIWIM MOAKOXKHO B 03¢ 100 MKr/kr mpimam iuaun BALB/c ¢ skcriepumen-
TaJIbHBIM SI3BEHHBIM KOJIUTOM B TEUCHHE 7 IHEH co AHS Hadana MOIEIMPOBAHUS KoiauTa. B
Ka4decTBe MperapaTa CPaBHEHUs UCIIOIb30BaIH cyilbdacanaszut B 103e 200 MI/kr. YcTaHOB-
JIEHO, YTO NIPUMEHEHUE JJaJlapriuHa IPU S3BEHHOM KOJIUTE OKa3bIBaJIO KOPPUTHpYIOLIee JIeH-
CTBHE, YTO TPOSBISIIOCH CIECAYIOIIMMH M3MEHECHUSMH: CHIKCHHUEM HHJIEKCa aKTHBHOCTU
Oone3nn Ha 7 cyT Ha 28,6 %, YMEHBIIEHHEM MATONIOTMYECKOT0 YKOPOUYCHUSI TOJCTOTO KH-
meuynuka Ha 31,2 n 23,5 % Ha 5 u 7 cyT, COOTBETCTBEHHO, CHYKEHUEM PacCIpPOCTPAHEHHOCTH
s13B (Ha 46,5 1 59,8 %) n undunsrparos (Ha 25,4 1 44,2 %) B CIU3UCTOH 000I0UKE IUCTATb-
HOTO OT/IeNa 0000YHON KUIIKK Ha 5 ¥ 7 CyT (OCTpBIH KOJMT), YMEHBIIEHHEM PacipocTpa-
HEHHOCTH MHOMIBTpaToB Ha 28 cyT Ha 46,7 % (XpoHndeckuid komut), p < 0,05. IIpu stom
(dapmaxonorudeckuid 3pQPeKT nanapruaa ObUI BhIILIE, YeM Y Cylib(acaliaziHa, 4To MOJATBEp-
JKJAETCS YMEHBIIEHUEM MaTOJIOTHYECKOTO YKOPOUEHHUs! TOJICTOrO KHIIeYHHKa Ha 16,2 u
15,9 % Ha 5 1 7 cyT, CHI)KEHHEM PaclpOCTPaHEHHOCTH si3B Ha 17,4 % Ha 7 cyT U HHOWIB-
Tparos Ha 21,2 u 31,3 % Ha 5 u 28 cyT y Mbllell ¢ 3KCIEPUMEHTAIbHBIM S3BEHHBIM KOJIM-
TOM. BpIsBIeHHOE NelicTBHE JanapruHa MOXET OBbITh OOYCIIOBJIEHO paHee ONMMCAHHBIMHU
CBOMCTBaMH: YCHJICHHEM MTPOAYKIMU aHTHaronTrieckoro dakropa Bel-xl, yraerenuem cex-
peLuy NpOBOCHIATUTENBHBIX TUTOKHHOB 1 NF-KkB, aHTHOKCHIaHTHBIM U IMMYHOMOZYIUPY-
IOLIUM JIeHiCTBHEM Ipernapara.

KiioueBble cJI0Ba: SI3BEHHBIN KOJUT; JANIAPTHH; CyibdacanasuH; WHACKC aKTHBHOCTH 00-

JIC3HU, SA3BbI U I/IH(i)I/lJ'IpraTI)I B CTCHKEC TOJICTOI'O KMIIICYHWKA, MbIIIHN.

BBEAOEHUE

SI3Bennbiii komuT (SIK) — 3a0osieBaHUE TOJCTOTO KH-
IIEYHHUKA C YACTHIMU PELUANBAMH, TIOpaXKaIoIIee MPerMy-
HIECTBEHHO JIIOJIEH TPymoCcnocoOHOTO BO3pacTa M 3Hauu-
TEJIBHO CHIDKAIOIIee KaueCTBO KU3HU manueHToB [ 10, 12].
SK dacrto Bo3Hukaer y mauueHtoB ot 20 mo 30 ner
[10, 13]. ITo mporHo3amM, KOJIMYECTBO OOJILHBIX BOCIAIH-
TENBbHBIMU 3200JIEBaHUSIMH KHIIEYHHKA B MUPE COCTABUT
30 myH yenoBek Kk 2025 1. [14]. Ilpu4nHbI 3TOTO CBSI3aHBI C
OCOOCHHOCTSIMU MUTAHHUS HACETCHUs, a TaKKe BBICOKHM
YPOBHEM JIMarHOCTHKH BOCHAIUTEIbHBIX 3a00JIeBaHHIA
KHIIEYHHKA, YTO TIOATBEPKAACTCS 3HAYUTEIBHBIM POCTOM
pacmpocTpaHeHHOCTH 3TOrO 3a00JIeBaHus B cTpaHax Boc-
TouHoi EBporbl, B ToM umcie u B Poccuu [1, 16].

HecmoTpst Ha 3HAYUTETBHOE KOIMYECTBO HCCIIEHOBA-
HUI, YTHOJIOTHS U MaToreHeTmdeckue Mexanumel K oc-
TAIOTCS HEOCTATOYHO BBLICHEHHBIMH [10]. 310 06yCioB-
JIMBAET HEBBICOKYIO 3(D(EKTUBHOCTH CYIIECTBYIOIINX Me-
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TOZIOB €TO JICYCHUS ¥ IPUBOIUT K YaCTOMY IIPOTPECCUPO-
BaHMIO 3a00J€BAaHMS C PA3BUTHEM TSDKENBIX, OCIOKHEH-
HBIX ()OPM TATONOTHH, HHBAIUAN3AINHN TTAIUCHTOB U yBE-
JTHYCHUIO (PMHAHCOBBIX 3aTpar Ha JicdeHue. Brimieckazan-
HO€ CBHUJICTEIILCTBYET 00 aKTyaJbHOCTH IOMCKAa HOBBIX
nexapcTBeHHBIX cpeacts (JIC), apdexTuBHbIX npu papma-
korepanuu K.

SK pa3BuBaeTcs IMoJ] BIUSHUEM COBOKYITHOCTH (haKTO-
POB, BKIIIOUAIOIIMX: TIEHETUYECKYIO IPerpacloIoKeH-
HOCTh, HapyIICHUS BPOXKACHHOTO W MPHOOPETCHHOTO MM-
MYHHUTETa, H3MEHEHUsI COCTaBa MUKPO(IOPHI KUIICUHHKA
[10]. Ilox BinusiHMEM ITyCKOBBIX (DAaKTOPOB MOBBIILIACTCS
MPOHUIAEMOCTb KUIIEUHOTO Oapbepa, MPOUCXOIUT MEHET-
panusi MaTOreHHOW MM KOMMEHCAJIBHOH MHKPO(IOpH! B
TOJITY KUIICYHHUKA, HAPYIICHNE PaclIO3HaBaHUs OaKTepH-
aJbHBIX MapKepoB IEHIPUTHBIMU KIETKaMH, aKTHUBALUs
Pa3MYHBIX TOMYJIAINHA JTHM(OIUTOB M pa3BUTHE HMMYH-
HOTO BOCHAJICHUS CIIU3UCTON 00OJOUKH TOJIICTOTO KHIIIEU-
Huka [10]. B aToli cBA3U npeacTaBiIseTcs MepCreKTUBHBIM
uccnenoBanue JIC, mpeaynpexaaonmx HapyleHHe Ipo-
HUIIAEMOCTH KHILIEYHOTO Oapbepa, MPOSBISIIOMINX UMMY-
HOMOZYNUpYyIoIee IeHCTBIE U OrpPaHUYHMBAIOIINX BOCIA-
JIUTEIIFHBIC PEAKIIUH.

Janmaprus ObUT MpeayiokeH Kak mpotuBoszBeHHoe JIC,
oOnagaroliee pernapaTUBHBIM, aHTUOKCHIAHTHBIM M HMM-



MYHOMOJyIUpYIOIuM JieiictBuem [2, 3]. Jamaprun —
CHHTETUYECKUN aHaJIOr JIeWMIWH-dHKe(aNInHa, MpeicTaB-
nsomui - cobort  rekcarentua  Tyr-D-Ala-Gly-Phe-
Leu-Arg, aBnsieTcs aroHUCTOM OMMOMJIHBIX Li- U O-pelen-
TOpoB [4]. B KIMHUYECKON MpPAKTUKE MPUMEHSETCS JIIs
Jie4eHHs I3BEHHON 00JIe3HH KeTy/IKa U IBeHaALaTUIIePCT-
HOW KHILKH, OCTPBIX M XPOHUYECKUX MaHKPEaTUTOB, MaH-
KpeoHekposa [2]. [lokazaHo, 4yTo JajgapruH HOpMaIu3yeT
MUKPOLUPKYJSIIHMIO U JTUM(POAUHAMHUKY B 30HE BOCIHaje-
HUS, aKTUBUPYET MakpoQaru, yBEIMYHBAET KOJIHMYECTBO
KOHTakTOB MakpodaroB u ¢GuOpoOIacToB M YyCHIMBAET
cuHTe3 kojutareHa u cuHre3 [IHK B snutenun xemynka
[2]. YcranoBneHa »(QeKTHHOCTh HajapruHa MpHU coue-
TaHHOM BBEJICHHUM C MecajasMHoM mpHu Oone3nu Kpona
[6]. BeimeckazanHoe 0OyCIOBIMBAET MEPCIEKTUBBI HC-
MOJIb30BAaHUS lajlapTiHa Kak cpeacTBa koppekuun K.

Lens paboTH — H3yUCHHE BIHMSHUS JaJapruHa Ha pas-
ButHe SIK B SKCcIIepuMeHTe.

METOAbl UCCJIEQOBAHUA

OKCHepuMeHThl BBINOIHEHB! Ha 102 Mblmiax-camuax
muaun BALB/c Becom 21 —23 1 u3 ¢unmana “Cronbo-
Bass” ®I'bYH “Hayunslit eHTp OMOMEIUIIMHCKUX TEXHO-
noruit” ®MFBA. HccnenoBanye BHITOIHEHO ¢ COOIIONEHHU-
€M MOJOXKEHUH XeIbCUHCKON Aexiapanuu BcemupHon
MEIHULUHCKOM accolualuy 0 'yMaHHOM OTHOILEHHH K Jia-
6opatopHbIM XUBOTHBIM (2000 T.), mupexTHBbl EBpomeii-
ckoro coobmiectBa (86/609EC) u IlpaBun Haiexamnien
naboparopHoii ipakTHKU B Poccutickoit ®eneparuu (ipu-
ka3 M3 P® Nel199n ot 01.04.2016 r.). IIpoBenenne sxcme-
PUMEHTOB IO TEME JUCCEPTALMOHHOIO HCCIIEAOBaHUS
ObUTO0 OmMOOpeHO PernoHANBPHBIM J3THUYCCKHIM KOMHTETOM
(mpoToKOJ 3aceaHus CeKUMM AOKIMHUYECKHX HCCIeN0-
Banuii Ne 1 ot 03.04.2023 ).

SK MopenupoBaiy IyTeM 3aMeHbl IUTheBOHM BOAbI 5 %
pactBopoM nekctpana cyiabdara Harpus (JICH) (M, =
40000) B kumsraeHoit Bosie Ha 5 cyT [8]. JKHBOTHBIX BBIBO-
JIWIIA U3 DKCTICpUMEHTa Ha 5, 7 cyT (OCTpBIi KOJIUT) U Ha
28 cyT — XpOHUYECKUN KOJIUT.

Wzyganu ¢apmakonoruueckue 3¢pQexTsl ranapruHa
(HITO “Muxporen”, Poccust) y MbIIei ¢ 3KCIIEpUMEH-
tanbHbIM K. Ilpenapar, npeaBapuTenbHO paCTBOPEHHBIN
B (PM3UOIOTUYECKOM PACTBOPE XJIOpUIA HATPHS, BBOAWIH
MoaKokHO B 00beMe 0,1 Mit exxeaeBHO B 103€ 100 MKI/KT
1 pa3 B cyTKH B TeueHHE 7 AHEW ¢ Hayaia MOJICIIMPOBAHMS
SIK. ITo jaHHBIM JIUTEPATYPbL, JaaprUH IPOSIBILET BBICO-
Ky10 (papMaKoJIOrHYECKYI0 aKTUBHOCTD ITPH €T0 UCTIONB30-
BaHUH B YKAa3aHHOM J103€ B KCIIEPUMEHTAIILHBIX UCCIIEIO0-
BaHUsX [4]. B kaduecTBe npenapara cpaBHEHUS IPUMEHSUIIN
cynsdacanazut (“KPKA”, CroBeHus), KOTOpbIH BBOANIN
BHYTPWXKEIYJOYHO B BHJE CYCIIEH3UH B (PU3HOJIOTHYE-
ckoM pactBope B g03e 200 mr/kr B oobeme 0,3 M B Teye-
Hue 7 cyT ¢ Havyana monenupoBanus JAK [5].

6 KUBOTHBIX OCTaBajJHCh WHTAKTHBIMHU, OCTAJbHBIM
monenupoBain K. JXKuBoTHBIE ¢ SKCIIEPUMEHTAIbHBIM
SIK 6putn pasnmeneHsl Ha 4 rpymmsl mo 24 ocodu: 1) koH-
tporeHast Ne 1 (SIK u monkoxkHOe BBeAeHUE (DU3UOIOTH-

A. 1O. JIsmieB u ap

4ecKoro pactBopa); 2) kourponbHas Ne 2 (SIK u BHyTpH-
JKEITYJOUHOE BBeeHHE (DU3HOJIOTHUECKOTO PacTBOpa); 3)
omnbiTHas Ne 1 (SIK u BBenenue namnapruna); 4) omnbITHas
Ne 2 (SIK u BBenieHue cynbdacanazuHa).

Ha 5, 7 u 28 cyt MbImielt BEIBOIWINA U3 OMbBITA IIEPBH-
KaJbHOH JMCIOKalMel Mo HApKO30M U ONPENeIIsIn: UH-
nekc aktuBHocTH Oonesnn (MAB) ¢ ucnone3oBanueMm 3
[apaMeTpoB: MOTEPsI Beca, KOHCUCTEHLIUS CTYJIa, PEKTalb-
Hble KpoBoTedueHus [15]. bamibl s kaxaoro noxasaresis
(or 0 no 4) cymmupoBaIH, MaKCUMallbHOE 3HAYECHUE WH-
JeKca cooTBeTcTByeT 12. Hammdane KpoBH B (heKaHsIX BEI-
SIBJISUTH C TIOMOIIBI0 OeH3UIUHOBOM peakiuu [8]. Ha 5, 7,
28 cyT M3BIEKAJIN TOJICTHIA KHUILEUHUK, ONpPEAEssUId €ero
JUIAHY.

CBeTOBYI0 MHUKPOCKOIHIO TPOBOAMIA Ha MHKPOCKOIE
Nicon Eclipse Ni ¢ wncnomb3oBaHHEM NPOrpaMMHOTO
obecrreuernst NIS Elements AR. [lnst onieHKH BBIpaskeH-
HOCTH S3BE€HHO-HEKPOTHYECKOTO ITpoIiecca Ha THCTOIOTH-
YECKHX TIperaparax IUCTAIBHOTO OTHeNla 000X0YHON
KHIIKY, OKPAIIEHHBIX TEMAaTOKCHIMHOM H 503WHOM, H3Me-
PSUTH PacIipOCTPAHEHHOCTH SI3B CIM3HUCTOM 000JIO0UKH TOM-
CTOTO KHIIIEYHUKA W BOCHAJIHUTEIBHBIX HHOHIBTPATOB B
COOCTBCHHOW IITACTHHKE CIHM3HCTOH OO0O0JOYKH, UIHHY
MbIIIeYHOH TutacTHKH [9]. B mporpamme Microsoft
Office Excell 2020 paccunTsiBaiM pacnpoCTPaHECHHOCTh
BOCTIQINTETBHBIX N3MEHEHHUH B MPOIICHTAaX OT JUTHHBI MBI-
IIIEYHOMN TIJIACTHHKH [ §].

IIpu craructudeckoit 00pabOTKE MOTYUEHHBIX PE3YIIb-
TaTOB HOPMAJBbHOCTh PACIPECIICHUS OLCHUBAIU C TIOMO-
uibto kpurepus Hlanupo—Yuska, a roMOT€HHOCTb JUCIIEP-
cuil — no kpureputo JleseHa. IIpoBepky crarucTHyecKux
THIIOTE3 MPOBOAMIN C IOMOIIBI0 HEMapaMeTpUUECKOro
U-xpurepusa Manna—Yutnu. IIpumenenue HenapameTpu-
YEeCKOM CTaTHCTUKU OBUIO CBSI3aHO C HEOOJIBIINM pa3Me-
POM BBIOOPOK, pa3sHbIM XapaKTEPOM pacIpeieieHHs B Ba-
PHAIIMOHHBIX pSAAAaX U HEPABEHCTBOM JAUCIEpCHil mpu
CpaBHEHHUH Ipymn. Marepuan npeacTaBlIeH Kak MeIUaHa
(Me) mwxnuit (Ql) u Bepxuuit (Q3) kBaptuiu. B xome
MPOBEACHUS CTATUCTUYECKOTO aHAIN3a HyJeBas THIOTE3a
otBepraiace npu p < 0,05. Craructudeckyro oOpaboOTKy
IPOBOIMIN C IOMOIIBIO TPOrPAMMHOIO 0O0ECICUCHUS
Statistica Bepcust 10.

PE3YINbTATbI U UX OBCYXOEHUE

PasButue sxcnepuMentansHoro SIK y meimeit BALB/c
Ha 5 CyT 3KCIIEpUMEHTa COINPOBOXK/IAJIOCh YMEHBIIEHHEM
JUIMHBI TOJICTOTO KUieuHuka Ha 31,0 — 32,1 % o cpaBHe-
HUIO ¢ MHTAaKTHBIMU Mblmamu (p = 0,00094) (tabnuua).
Ha 7 cyr mimHa TOJCTOrO KHIIEYHUKA €IIE HECKOJIBKO
yMmeHbmiachk: Ha 33,2 — 34,7 %, 1o CpaBHEHHIO C WH-
TakTHOM rpymnmoii (p = 0,00094). UAb Ha 5 — 7 cyT y MbI-
nieid KOHTpoabHbIX Ipynn ¢ SK cyiiecTBeHHO He H3Me-
HSUICS ¥ COCTaBHJI OT 6 110 7 0aiyioB B 00€HX IpyImax.

MopnenupoBanne wmbimiam BALB/c  JICH-unmynmpo-
BanHoTO SIK mpuBOnMIIO K (hOPMUPOBAHUIO SI3B CITU3UCTON
000JIOYKH TOJICTOTO KHIIIEUHHKA W HH(DUIBTPATOB B COOCT-
BEHHOMW TUIACTHUHKE CIM3UCTON 0007104KH. OTCYTCTBOBAIN



H3zyuenne 3¢¢GeKTUBHOCTH AAJIAPrUHA

pa3nuyus B paclpoCTPaHEHHOCTH $3B U MHQHIBTPATOB
MEXKJly MBIIIAMH JIByX KOHTPOJBHBIX TPYIII: C MOIKOXK-
HBIM M BHYTPWIKETYJOYHBIM BBEICHHEM (H3HOIOTHYE-
CKOTO PacTBOpa.

[Ipumenenwne pactBopa ganapruna y meiuei ¢ K can-
JKaJIo MaTOJIOTMYECKOE YKOPOUEHHUE TOJICTOIO KUIIEYHHUKA,
[I0 CPAaBHEHUIO C KOHTPOJbHBIMH KUBOTHBIMHU Ha 31,2 %
Ha 5 cyt skcniepumenta (p = 0,00094).

Ha 7 cyt monenuposanus K y Mplei, nomy4aBmmx
pacTBop JAajapruHa, yCTaHoBiieHO cHxkeHue MAB — na
28,6 % (p=0,0463) u yMeHbIICHHE MATOJIOTHYECKOTO
yKOpOUEHMs  TOJICTOro  KumeyHuka Ha  23,5%
(p =0,00094), mo cpaBHEHHIO C KOHTPOIBHON TIpPYIMOit
Ne 1.

Ha 5 cyT akcniepumenTa y MblImiei, KOTOPBIM BBOAMIIH
JlalapruH, MOKa3aHO YMEHBLICHHE PACHpPOCTPAaHEHHOCTH
SI3B CIIM3UCTOM 00OJIOUKH U HH(UIIBTPATOB B COOCTBEHHOM
TUTACTUHKE CITU3UCTON 00010uku Ha 46,5 % (p = 0,0039) u
25,4% (p=0,0136), COOTBETCTBEHHO, MO0 CPAaBHEHHUIO C
KOHTPOJBHOM rpynnoid. Ha 7 cyT uzydyaembie mokasarenu
yMeHbIIHIUCh Ha 59,8 1 44,2 % (p = 0,0009).

Ucnone3oBanue JIC cpaBHeHus cynbdacana3nHa y Mbl-
meit ¢ K npuBoamio K cTaTUCTHUYECKH JIOCTOBEPHOMY
YMEHBIICHUIO ITaTOJIOTHYECKOTO YKOPOUYEHHUS TOJICTOTO
kumeynunka Ha 11,1 % (p = 0,0014), o cpaBHEHHIO C KOH-
TposbHOM rpynnoit Ne 2 Ha 5 cyT 3kcniepumenta. Octab-
HBIC TIOKAa3aTeNN Y MBIIIEH, TOMyYaBIINX CyIb(dacanasuH,
He m3MeHsuch. Ha 7 cyT n3ydaemMeble rmoka3aTeny n3MeHs-
muck pocrosepHo: MAD Ha 20,0 % ke (p = 0,04006), a
JUIMHA TOJCTOTO KHINEYHHKA yBennumiack Ha 9,1 %
(» = 0,0074) o cpaBHEHNIO C KOHTPOJIBLHOM rpymnmon Ne 2.

Ha 5 cyT y ®KHBOTHBIX, KOTOPBIM BBOAWIH Cylb(hacana-
31H, YCTaHOBJIEHO TOJIbKO YMEHBLIEHHE PaclpOCTpaHEH-
HOCTH s13B Ha 46,6 % (p = 0,0009), Mo cpaBHEHHIO C KOH-
TposbHOU rpynmoit Ne 2. Ha 7 cyT pacnpocTpaHeHHOCTb
3B CIH3HCTON 0Oomouku Ha 51,2 %, a HWHUIETPAaTOB B
COOCTBCHHOW IUTACTHHKE CIHM3HCTON OO0ONIOYKM — Ha
47,3 % MeHblIlIe, 4eM B KOHTposIbHOI rpymme (p = 0,0009
u p =0,0014, cooTBETCTBEHHO).

IIpu cpaBHEHMU BIMSHUS JaNapriHa U cynbgacanaasu-
Ha Ha TedeHne ocTporo SIK ycTaHOBICHBI CTATUCTUYECKU
JOCTOBEpPHBIC OTIIMYHUS IO ITOKA3aTeNi0 JUTHHBI TOJICTOTO
KHUIIEYHHUKA Y MbIIIEH HA 5 U 7 CYT dKCIIEPUMEHTA. Y KU-
BOTHBIX, [TOJYYaBILINX PACTBOP JajapruHa, JJIMHa TOJICTO-
ro xumeyHuka Ha 16,2% (p=0,00094) u 15,9 %
(p =0,0019) Gomplre, 4eM y MBIIICH, KOTOPHIM BBOIMIN
cynbacanasus. Pa3nuuus Mexay rpynmnaMu Mblei ¢
SIK, momyyaBmMu JanapruH U Cyibgacaia3rH, BBIBIIC-
HBI TI0 CIJICIYIOIINM IIOKa3aTelsiM: PacHpOCTPAHCHHOCTh
s3B Ha 7 cyT Ha 17,4 % mmxe (p = 0,0239) u pacnpoctpa-
HCHHOCTh MHOUIBTpaToB Ha 5 cyT Ha 21,2 % MeHbIIe
(» =0,0239) B rpynme K + nanaprus.

Ha 28 cyr npu pazsutun xporunueckoro JK orcyTcTBo-
BaJIM CTATHCTHYECKH JOCTOBEPHBIC OTINYMS MEKIY KH-
BOTHBIMU KOHTPOJILHOH TPYMIIbI, TOTYy4aBUIMMHU AaJapruH
WU cyib(dacaa3uH, U HHTAKTHBIMHU MBIIIAMH TI0 TIOKa3a-
TEITIO JUTMHBI TOJICTOTO KUIICUHHKA. TOIBKO y 3 MBIIIEH U3
8 ¢ xponmueckuM SK (28 cyT), KOTOpEIM BBOAMIM Jaap-
TUH, YCTaHOBJIEHO HAJIMYME A3B CIM3UCTOH, IPH 3TOM Me-
JMaHa HW)XE, YeM B KOHTpoJibHOW rpymme, Ha 9,1 %
(»p=0,0074). YmeHbLICHHE pPaCIpPOCTPAHECHHOCTH HH-
(bUbTPaToOB B COOCTBEHHOM IJIACTUHKE CIM3UCTOH 000-
JIOYKH, IO CPaBHEHHUIO C KOHTPOJBHOM rpymmoit Ne 1, co-

Bamsnue nanapruna u cyibgacana3uHa Ha HHIEKC aKTHBHOCTH 00J1€3HH, JUIMHY KMIIEYHHKA, PACTIPOCTPAHEHHOCTH 3B U HH(PUILTPATOB B CJIM-
3UCTOM 000JI0YKe TUCTAJILHOTO OTIe]a 00010YHOI KHIIKM y Mbilei ¢ si3BeHHbIM KoauTtom (Me[Q1; Q3])

PacnpocTpanennocts
% | Oenepmermanan | PO e o D e e e
n/n rpymma Ta, CyT Gose3HH, OaIbl KHIICHHHKA, CM 000/104HON KUIIKH, Yo CIIM3HUCTON 000T0UKH
000/109HON KUIIKH, Y%
1 |WHaTakTHas rpynma 13,7 [13,45; 14,1]

2 |KoHTponbsHas rpymma 5 6,13 [4,0; 8,0] 9,3 [8,6; 9,95]x 11,66 [10,38; 12,56] | 26,85 [22,81; 30,13]
Ne 1 7 7,0 [5,0; 8,0] 9,15[8,3;9,35]x | 24,25[19,83;26,33] | 52,88 [44,62; 61,59]

28 - 13,2 [12,85; 13,6] 1,09 [0,74; 1,44] 24,64 [21,01; 27,32]

3 |KonTponbnas rpynmna 5 6,0 [4,5; 8,0] 9,45 [8,95;9,75]* 11,39 [10,33; 11,96] | 25,82 [22,00; 29,03]
Ne 2 7 6,0 [5,0; 7,0] 8,95 [8,8; 9,251 24,20 [21,22; 27,72] | 54,62 [49,11; 60,57]

28 - 13,4 [12,95; 14,0]" 0,92 [0,55; 1,39] | 26,35 [22,42; 28,96]
4 |T'pymma SK + ganap- 5 4.010[2,5;6,0" | 12,2[11,9; 12,65]"! 6,42 [3,99; 9,16]° 20,04 [17,14; 22,91]"!
THH 7 5,0[3,0;5,5]" | 11,3[11,0;12,05]"" | 9,76 [8,48; 10,93]"" | 29,53 [25,80; 33,45]"

28 - 13,55 [13,2; 14,2] 0,27 [0,00; 0,68]" 13,14 [9,97; 16,19]"!

5 |I'pynma SK + cynsda- 5 5,0 [4,0; 7,5] 10,5[10,15; 11,1]° 6,08 [4,31; 7,86]" 25,43 [22,67; 28,05]
cajasuH 7 5,0 [4,0;5,01° | 9,75[9,4; 10,25]° | 11,82 [10,82; 12,74]" | 31,27 [27,12; 36,92]"
28 - 13,05[12,55; 13,55] 0,42 [0,00; 0,94] | 19,12 [17,62; 20,69]"

IIpumedanue:

* p < 0,05, Mo CPABHEHHIO € )KMBOTHBIMH UHTAKTHOW TPYIIIIBL;

* ~ ~ ~
p < 0,05, Mo cpaBHEHHUIO C COOTBETCTBYIOIIEH KOHTPOJILHOM IPyIIOii;

! » < 0,05, 1o cpaBHEHUIO ¢ TPYINONL, TTOJTyYaBIIei Cybdacanazut.
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craBuio 46,7 % (p =0,0009). PacnpocTpaHeHHOCTh UH-
(GuIbTpaToB y MbllIeH, KOTOPBIM BBOJIWIN Cynb(dacana-
3uH, Obuta Ha 27,4 % MeEHbIIEe, YeM B KOHTPOJIbHOU
rpymme (p =0,0054). YcTaHOBIEHO CHHIKCHHE PacCIpo-
CTPAaHEHHOCTH HHQWIBTPATOB y )KUBOTHBIX, MOTYYaBIIUX
Jlanapru, no cpaBHeHuto c¢ rpymnmnoi SK + cynedacana-
3uH, Ha 31,3 % (p = 0,0054).

[Tonmy4yeHHBIE pe3yNbTAaThl MOATBEPIKIAOT JTAHHBIC JIU-
TepaTypbl 00 ycuiieHnu Tsoxectd octporo K ¢ 5 mo 7 eyt
pa3BuTHsI 3a00JICBaHKS M 3HAYUTEIIBHOM CHUXeHUHU MAB,
PacIpoCTPaHEHHOCTH S13B CIM3HUCTON O0OIOYKH H YMEHB-
LIEHUU TaTOJOTMYECKOr0 YKOPOYEHHUS! TOJCTOrO KHIIEU-
Huka Ha 28 cyT (xponuueckuit AK) [9].

[Mpumenenne nanapruHa B g03¢ 100 MKI/KT MTOTKOKHO
1 pa3 B JicHb Ha MPOTSHKEHUH 7 THEH ¢ Havaima MOACIUPO-
BaHus SIK oka3bIBaio KOppUTHPYIOIIEE BIUSHAE, YTO TIPO-
SIBIISATIOCH CHMKeHHEM VIAD Ha 7 cyT, yMEHbILIEHUEM I1aTO-
JIOTHYECKOTO YKOPOUEHHsI TOJCTOTO KUIIEYHHKA, CHUKE-
HUEM PACIPOCTPAHEHHOCTH 3B U HHQUIBTPATOB B CIIM3H-
CTON 00O0JIOUKE IUCTAJIBHOIO OTIesa O0O0MOYHON KHIIKHU
Ha 5 u 7 cyT. [lony4yeHHble pe3ysbTaThl NO3BOJISIIOT ClIE-
JIaTh BBIBOJI O CHMDKEHUU TspkecTh octporo K mpu npu-
MEHEHUH AalapruHa. Y KUBOTHBIX ¢ XxpoHudeckuMm K
TSOKECTh TMPOSIBICHUH Obllla CYLIECTBEHHO HUXE, YeM C
OCTpPBIM, HO ¥ TIPH XPOHUYECKOM IIPOIECCE TTOKA3aHO KOp-
purHpyoliee BIMSHHE [ajapriuHa, YTO TPOSBIBUIOCH
YMEHBIICHHEM PACIIPOCTPAHEHHOCTH $I3B U BOCIIAJIUTEIb-
HbIX MHOUIETpaToB. [Ipu 3ToM 3ddekt mamapruHa ObLT
BhIie, yeM y JIC cpaBHeHus cynbdacanazuHa.

Panee mokazaHo, 4TO akTHBAIUS OMUOUHBIX [L-pelier-
TOpOB ceneKTUBHbIM JuranaoM DAMGO 3HaunTensHO
camxaet nposiinenns JJCH-ungymmposannoro SIK y MbI-
mei, 9To xapakrepusyercs ymeHbiieHueM MAD, akTuB-
HOCTH MUEIIONEPOKCH/Ia3bl, YCHIICHHEM MTPOILYKIMHA aHTH-
aronTudeckoro (akropa Bcl-xl, cHmkeHHeM KOHLIEHTpa-
IIIM TIPOBOCTIATUTENBHBIX IUTOKHHOB U (pakTopa NF-kB,
PEerylupyIomEero MPOAYKIUIO MpocTarananaoB [11].
VYkazannbie 3¢ dextel DAMGO ObuTi 0onocpeioBaHb Tie-
pudeprIecKIMI OMMOUIHBIME |L-PEIETITOPAMH, TT0CKOIb-
Ky MENTH]] He POHUKAET Yepe3 reMaTo-sHIePaIndecKuii
Oapbep, a CeNeKTHBHBI aHTaroOHUCT OMUOMIHBIX L-Pe-
nentopoB CTAP 6rmokuposan snustane DAMGO. Hopma-
mu3anust akeripeccun NF-kB, cHwkenue nmpoaykmnuu mpo-
BOCITAJIMTENBHBIX MUTOKUHOB 110 BimsgsHrueM DAMGO B
octperit epuox pazutus K oOycioBiauBaeT yMeHbIIe-
HUE BOCIAIUTENIBHBIX MPOSABICHUN XPOHUYECKOTO MpO-
necca [10].

W3BecTHO, 4TO JamapriH MpeAcTaBisieT coOOH aHaIor
nei-sHKepauHa U 00J1aTaeT COCOOHOCTHIO B3aUMOJICH-
CTBOBATH C ONMMOUIHBIMU O- H [I-perientopamu [2]. Takum
00pa3oM, YCTaHOBJIIEHHOE B MCCIIEJOBAaHUH (apMaKOJIOTH-
yeckoe JieiictBue panapruna npu K, Bo3MoxHO, 00bsic-
HSIETCSI €T0 B3aMOJICHCTBHEM C Tepru(epUICCKUMH OTTHO-
UIHBIMH [L-PEIEITOPaMH, YTO TPHBOIUT K YCHJICHHIO
MPONYKIMK aHTHanonTrdeckoro ¢akropa Bel-x1, yraere-
HUIO CEKPEIHH MPOBOCIAIUTCIBHBIX LUTOKHHOB U

A. 1O. JIsmieB u ap

NF-kB. [Inpoko M3BECTHO aHTHOKCHIAHTHOE ACHCTBHUE
JlaJlapruHa MpHu Pa3iMYHBbIX MaTOJIOTHYECKHX MpoLeccax
[3]. YrueTenue cBOOOIHOPAAMKAIBHOTO OKUCIEHHS IPH
BOCIAJIUTEIILHOM IPOLIECCE B CTEHKE TOJICTOTO KHILIEYHH-
Ka MPU NPUMEHEHUU aHallora Jiel-sHKe]aauHa CHUKAeT
BBIPQ)KEHHOCTh KaK aJIbTEPHATUBHBIX W3MEHEHUH, TaK U
NPEISATCTBYET  MOBPEXKICHUIO  KUIIEYHOro  Oapbepa,
yYMEHbLIas MEeHETPAMI0O MUKPOOHOMAa B CTEHKY TOJICTOTO
KAIIeYHUKa. PaHee MMOKa3aHO HMMMYHOMOIYIHUPYIOLIEe
JeiicTBue ganaprusa [7], BKirodarouiee B ce0s yrHeTeHUe
AKTUBHOCTH MOHOHYKJIEAPOB MPH HMX MAaTOJIOTHYECKOU
CTUMYJSIMUA. BO3MOXXHO, 4TO MHrHOMpYyroliee BIUSHHUE
atoro JIC Ha Makpodaru u TUMQOLUTHI SABIISETCS elle O/-
HUM KOMITOHEHTOM KOppUTHpyomero aeicteus npu K.

BbIiBOAbI

1. Jlanaprus B 03¢ 100 MKI/KT MOIKOXKHO 1 pa3 B ICHb
B T€UEHHE 7 HEW Moclie Hayajga MOJAEIUPOBAHUS SA3BCH-
HOTO KOJIUTA y MbILIEH BBI3bIBAET CHUIKEHUE MHJAEKCA aK-
TUBHOCTH Oone3HH Ha 7 cyT Ha 28,6 %, pacmpocTpaHeH-
HOCTH 513B (Ha 46,5 1 59,8 %) u uabUIETpaTOB (Ha 25,4 N
44,2 %) B CIIM3UCTON 000JIOUKE AUCTAIBHOTO OT/ea 000-
JIOYHOM KHIIKH, YMEHbLIEHHE NaTOJIOTHYECKOTO YKOpoue-
HUs ToJicTOorO KumeyHnka Ha 31,2 u 23,5 % na 5 u 7 cyr,
COOTBETCTBEHHO.

2. DddexT nanapruHa npu SKCIEPUMEHTATBHOM S3BEH-
HOM konute y Mbleit BALB/c Boimie, ueM y cynbdacana-
3MHA TPH €ro BHYTPHXKEIYIOYHOM BBEICHHU B J03€
200 mr/kr 1 pa3 B CyTKH B TeueHHe 7 JAHEH. DTO MOATBEP-
JKIAAETCS YMEHBUICHHEM MaTOJIOTHYECKOTO YKOPOUSHHS
TOJICTOro KuieyHuka Ha 16,2 u 15,9 % na 5 u 7 cyT, cHu-
JKEHHEM PacIpOoCTpaHeHHOCTH 3B Ha 17,4 % Ha 7 cyT H
uHunsrparoB Ha 21,2 u Ha 31,3 % Ha 5 u 28 cyT y MBI-
IIel C SA3BEHHBIM KOJUTOM, KOTOPBHIM BBOAMJIM JaJIapTHH,
[0 CPAaBHEHMIO C TPYMIION SI3BEHHBIN KOJHT + cyibdaca-
nasuH, p < 0,05.
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STUDYING THE EFFECTIVENESS OF DALARGIN
IN EXPERIMENTAL ULCERATIVE COLITIS
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2 Belgorod State National Research University, Belgorod, 308015 Russia
* e-mail: medps@yandex.ru

The effectiveness of dalargin in experimental ulcerative colitis was studied. Dalargin was injected subcutaneously at a dose of 100 pg/kg to BALB/c mice with
experimental ulcerative colitis for 7 days from the onset of colitis modeling. Sulfasalazine at a dose of 200 mg/kg was administered as a reference drug. It is
shown that the injections of dalargin in ulcerative colitis had a corrective effect on the development of the disease, which was manifested by the following chan-
ges: a decrease in the disease activity index on the 7t day by 28,6%, a decrease in the pathological shortening of the colon by 31,2% and 23,5% on the 5 and
the 7 days respectively, a decrease in the spreading of ulcers (by 46,5% and 59,8%) and infiltrates (by 25,4% and 44,2%) in the colon mucosa of the distal part
of colon on the 5" and 7% days (acute colitis), a decrease in the prevalence of infiltrates on the 28t day by 46,7% (chronic colitis) (p < 0,05). Moreover, the
pharmacological effect of dalargin was higher compared to that of sulfasalazine, which is confirmed by a decrease in the pathological shortening of the colon by
16.0% on the 5" and the 7™ days, a decrease in the prevalence of ulcers by 17.4% on the 7™ day and infiltrates by 21.2% and 31,3% on the 5" and the 28" days
in mice with ulcerative colitis. The revealed effect of dalargin may be caused by the properties described previously: the increased production of the anti-apop-
totic factor Bcl-xl, the inhibition of the secretion of pro-inflammatory cytokines and NF-kB, antioxidant and immunomodulatory effects of the drug.

Keywords: ulcerative colitis; dalargin; sulfasalazine; disease activity index; ulcers and infiltrates in the colon wall; mice.



