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HA TTIOKOKOPTUKONJIHYIO MHAOYKIONIO
TUPOINMMHAMMNHOTPAHC®EPA3DI V1 JHK-CBA3bIBAIOIIYIO
AKTBHOCTDb HEKOTOPBIX ®PAKTOPOB TPAHCKPUIIIINU

B ITEYEHU MBIIITEN

Wucruryt urosnoruu u renerukun CO PAH, HoBocubupck

B otsimume oT AMaTHAIHUTPO3aMUHA U IPYTHX TeaTOKAHIIEPOTEHOB HUTPo30aTuaModeBruHa (HOM)
ne camxkaet JJHK-cBsaspBatonyto aktuBHoCTh haxtopa Tpanckpurninn HNF3y B sgepubix akerpa-
KTaxX KJIeTOK Tle4YeHH MBITIeH, YyBCTBUTEIBHOMH K ee rernaTokaHIieporeHHoMy zgeticteuio tuann [CR
W He BJIMIET Ha TIIOKOKOPTUKOWIHYIO MHAYKIINIO THPO3WHAMUHOTpaHchepassl medeHn. B To ke
BpeMs, Kak Mmokazano B pabote, HOM 3HauNTETHHO YBETMIMBAET CBA3BIBAHUE SIEPHBIX OETKOB
nedenn Mprmeit iuann ICR ¢ IHK-ommronykmeotniom, nMutupytonum caiit csaspiBannsg AP-1,
u He Bausier nogobHbIM 00pasoM Ha AP-1 JIHK-cBsI3bIBAIONIYI0 aKTUBHOCTD SIEPHBIX OEJIKOB I1e-
yenn wmoireit auann C57BL/6, HedyBCTBUTETBHBIX K WHAYKIINN OTyX0Jel TedeHn. Boickasano
[PEJIIoJN0KEHNE, YTO KaHlleporenHoe geiicteue HOM 00yc/IoB/eHO ee BIUSHUEM Ha TPAHCKPUII-
IIMOHHBIE PAKTOPBI, YIACTBYIOIINE B PETYISAINN KJICTOYHON rposndepannn u inddepeHnpoBKHy,
U peayn3yeTcst B TeX opraHax M Ha TeX CTaANSIX Pa3BUTHS, T.e. TaM U TOT/IA, TIe M KOTJa yPOBEHb

IKCITPECCHU ITHUX q)aKTOpOB ABJIACTCA MOpd)OFeHeTI/I‘{GCKI/I 3HAYMMbIM.

Kmouesble cioBa: HUTPO30ITUIIMOYEBHHA, I'CIIaTOKAHIEPOTEHES, (baKTOpr TPAaHCKPUITIIUI

MHorue coepuHenus, KaHIEPOTEHHbIE [JIs1 TIe-
YeHU MBINIEN M KPbIC, BBI3BIBAIOT Y HUX HApYIIEeHUE
[JIIOKOKOPTUKOMIHOM WMHIYKIIMK opraHocrenudu-
4yecKoro epmeHTa IeYeHM TUPO3UHAMUHOTPAHC-
depasnr (TAT) [1]. DToT apexT KaHilepOTEHOB He
06yCJIOBJIEH MX TOKCHMYECKUM JICHCTBUEM U WMeeT
MECTO TOJIBKO Y JKUBOTHBIX T€X BUIOB U MHOPEIHBIX
JIMHUIA, Y KOTOPBIX OHU BBI3BIBAIOT Pa3BUTHE OILy-
xoJieit ievenu [1, 2]. Ilpu uzyuenun nanuoro ge-
HOMeHa B Haieil abopaTopun OBLIO IOKAa3aHO, YTO
rernaToKaHIlepOTeHHbIe AMUHOA30KPACUTETN BUIO- 1
JIHERHOCTIeUMUYHO CHUKAIOT B KJIETKAX IeYeHU
JIHK-cBs3bIBatolyi0 akTUBHOCTb (DAKTOPOB TpaHC-
kpunimu HNF3, yuacTByiomux B MHAYKIIUK TITIOKO-
koprukounpamu akcnpeccur rena TAT u B mojiepsxa-
Hun audGepeHIimpoBaHHOr0 CTaTyCca remaToluTOB
[2, 3]. Tem cambIiM ObLI yCTAHOBJIEH DIIMIEHETHYEC-
KU MeXaHU3M aHTUTTIOKOKOPTUKOUIHOTO U TIPe-
[TOJIOKUTEJIbHO TelaTOKAHIIEPOTEHHOTO  /IeHCTBUS
JaHHBIX KaHIEPOreHoB. B Hacrosmeil paboTe MBI
M3YYUJIM B 3TOM OTHONIEHUU HUTPO303TUIMOYEBUHY
(H9M) — coenunenue, BbI3bIBaIOIIEEe y MbIIIEN Ha-
PAY C OILYXOJISIMU TI€4€HU OITYyXOJH T0YeK, JIETKHUX,
MOJIOUHBIX JKeJie3, JKeslyiKa, TUMGOUTHBIX U JAPYTUX
OPraHoB, MpUYEM C HEOJUHAKOBOW YacTOTON Ipu
BBE/ICHUU KMBOTHBIM Pa3HOro Bo3pacrta. Tak, ecin
OIYXOJIM TIEYEHH, TIOUEK U SMYHUKOB ¢ HauGOoJIbIIIel
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YacTOTON MHAYIUPYIOTCs 1pu BBejlenurt HOM B He-
OHATAJILHOM TIEPUO/JIE, TO OITYXO0JN MOJIOYHBIX KeJle3
U JKelyaKa — BO B3pocioM [4]. SIBigsach ciraGbiv
KaHIIEPOTeHOM [IJISl TIle4eHN HOPMAJIBHBIX B3POCJIBIX
mbleit, HOM saaunTtenbno 6ojiee akTUBHO MHIY-
[UPYeT Yy HUX OIYXOJIM IeYeHU MOoCae YACTHYHOM
reratakromuu [5]. IIpocMmarpuBaercst 3akoHOMeEp-
HOCTb, UTO KaHIleporenublii noreniuags HOM pe-
aMu3yeTcs B TeX OpraHaX, B KOTOPBIX B MOMEHT ee
JIEUCTBUSA UJIeT MHTEHCUBHAI KJIeTOYHAs mposude-
panusa u/uan auddepentmposka. Mcexoas us cka-
3aHHOTO, Mbl M3yunJu Biusinre HOM Ha rimokokop-
tukounsnyio nuaykiuio TAT u [THK-cBsizbiBaiontyio
aktuBHocth HNF3 u nHekorTopbix gpyrux ¢haktopos
TPAHCKPUIIIINY, YYACTBYIOIIUX B KOHTPOJIE KJIETOY-
HOTO JleJIeHWSI, B TIeYeHU TIO/ICOCHBIX MBIIIEH JIBYX
JIMHUI, Pa3JIMYAI0NINXCS 110 YYBCTBUTEIBHOCTH K Te-
MATOKAHIIEPOTEHHOMY JIEHCTBUIO 3TOTO COeTUHEHUS.

MarepuaJjibl 1 METO/IbI

B pabote uciiob30BaHbl KOHTPACTHBIE 110 YYBC-
TBUTEJIBHOCTH K TelaTOKAHIIEPOTEHHOMY JIEHCTBHIO
HUTPO30COEAMHEHUI JIMHUKM MBIIIEH: YyBCTBUTEb-
nast ICR u pesucrenrnas C57Bl/6 [2, 6]. Bee akc-
[IEPUMEHTBI IIPOBOJMINCH B cOOTBeTCTBUU € «[Ipa-
BUJIAMU TIPOBEEHUsT PaboOT €  MCIOJIb30BAHUEM
IKCIIEPUMEHTAJIbHBIX JKUBOTHBIX> (IIpuyioskenue k
npukazy MunucrepcrBa 3apaBooxpanenus CCCP
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or 12.08.1977 r. Ne 755). Marounbie XUBOTHBIE
OBLIN TTOJIyYeHbI U3 BUBApHst IHCTUTYTa UTOJIOTHN
u regetuku CO PAH u conepxamich TpymnmnamMmu mo
3 camku u 1 caMily 1Ipu eCTeCTBEHHOM OCBEIeHUU U
cBOOOZHOM J0CTyIIE K Boge U 1tie (Kombukopm ITK
120-1, <«Jlaboparopcuab», Mocksa). Poxusiimm-
cst MbrmataMm Ha 12-15 71eHb JKU3HW BBOJWJIM BHYT-
pubpronato 0,8%-ubiii pactBop HIM, mobesHo
npenocrapiaeHHoi HaMm A.B. Xosomapem (MuctutyT
nurosornn u revetnku CO PAH), B 10% mosmaTtu-
nenrnukose-1500 u3 pacyera 0,01 Mo na 1 r Maccbt
tena (80 MKr/T). KOHTPOJIBHBIM MbIIIATAM BBO/IM-
JII COOTBETCTBYIOIIHMI 00beM pacTBopuTesisi. B Ka-
YeCcTBe MOJIOKUTETHHOTO KOHTPOJIS UCIIOJIb30BAIN
nuaTuHUTpo3amMud ([IOHA), xoTopslit BBOAMIN B
0,5% BomHOM pacTBOpe anasoruyHo. Yepes 18-19 ua-
COB JKUBOTHBIX WH/IYIIHPOBAIN BHYTPUOPIOITHHHBIM
BBeJIeHNEM JieKcaMeTa3oH-(ocdara B 103e 4 MKI/T,
a depe3 5 4acoB UX YMEPIIBJLIN [eKAlUTalueil 1 B
pactBopuMOIl (hpaKIUu TedeHn OTPeesisin AaKTUB-
Hoctb TAT kak onucano B [2]. [omydyennbie pe3yJib-
TaThl 00pabaThIBAIU CTATUCTHYECKH U JOCTOBEP-
HOCTb PA3JINYHiT OIEHUBAJIY C TIOMOIIIBIO t-KPUTEPUsT
CrplozeHra.

st nuzyuenus Bmusnus Ha /I HK-cBassiBatorniyio
aKTUBHOCTL (hakTOpoB TpaHckpuiiun HIOM BBo-
JIAJIN B TOM JKe JI03€ 3a CYyTKU /10 320051 JKUBOTHBIX.
IKCTPAKTHI sI/IEP KIETOK MeYeHU IOy YaH 110 METO-
ny, onucanomy B [2, 3]). IlomydeHHble 9KCTPAKTbI
amuKBOTaMu 10 50 MKJI 3aMOPKUBATIHM B JKUAKOM
asore u xpanuiu npu —70 °C. PasmoposkeHHbie 06-
pasiibl TOBTOPHO He ucnosb3oBaau. [Tommmo HNF3,
JIJIST KCCJIeIOBAHST ObLITE BHIOPAHBI TPAHCKPHUIII[HOH-
ubiil axrop NFkB, yuacTByomumii B KOHTpOJIE KJie-
TOYHOIO JeJIeHUSI BO MHOTUX TKaHaX, u AP-1, aBisa-
IOIMICS CaiiTOM CBS3bIBaHUsI OEIKOBBIX IIPOAYKTOB
BUPYCHBIX OHKOTEHOB U-jun 1 0-f0S 1 UX KJIETOUHBIX
TOMOJIOTOB, a TAK)Ke MPUHUMAIONIUI yJacTue B TKa-
HecrieruuIecKoil PeryJsiiuu 9KCIPECCUU TeHOB
B KJeTkax medeHu daxtop tpaHckpuriun GATA.
OJIUTOHYKJIEOTH/IBI, COOTBETCTBYIOIIE OOEHM Ile-
[I9M YKa3aHHbBIX (PaKTOPOB TPAHCKPUIINY [7], CUH-
Te3MPOBAJIM HA aBTOMaTu4YeckoM cuHTezaTope ACM-
1021 (Buoccer, HoBocubupck) H-bochonaTHbIM
METO/IOM U OUYUINAJH C IOMOIIBIO TeJb-2IeKTPOdO-
pesa. [locse oT:Kura OJUTOHYKJIEOTHIBI METHIU C
nomoribio hparmenTa Kinenosa JJHK-miosmmmepassr |
B pucyrcreuu [32P|dATP.

Casi3biBaHue OETKOB SIIEPHBIX HKCTPAKTOB C Me-
YEeHBIMU OJINTOHYKJEOTHIAMU U3YYIaIU METOIOM
TOPMO>KEHU B TeJie KaK OIMCAHO B [2,3] ¢ HEKOTOPbI-
mu Mosinukanusamu. Peakiinonnas cmech (10 Mxon)
cogepxana: 5 MM Hepes, pH 7,6; 80 MM KCI; 0,1
MM D/ITA, pH 8,0; 1 MM mutuorpentosr; 10%-Hbrii
[JINIEPUH; 3 HT MEYEHOTO OJUTOHYKIEOTUId; 4 MKT
6eJIKa S/IepHOrO HKCTPAKTa, MPEAMHKYOMPOBAHHOIO
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Tabnuua
Bausnue IPHA u HIOM na emoxoxopmuxouonyio
unoyxyuto TAT 6 neuenu nodcocnvlx camuos moiue
sunuii ICRu C57BL/6

Tpymmer Hucno AkTUBHOCTD hep-
MbIIIeil | MeHTa, enHnI#

Jlunus C57BL/6

1. KouTtposb (TOJBKO WHIYKIINS) 4 63,7 + 4,3 (1,00)

2. IOHA + unaykius 5 41,1 £3,9* (0,65)

3. HOM + unpykimst 5 62,7 + 3,4 (0,98)

Jlunusg ICR

1. KouTtposb (TOJBKO HHIYKIINS) 3 91,3 + 2,7 (1,00)

2. IOHA + unaykius 3 40,1 £5,0 * (0,44)

3. HOM + unpyxims 3 89,0 + 3,1 (0,99)

IIpumeuanue: # Mxmonv n-zuopoxcupenumnupysama na 100 me
pacmeopumozo benxa newenu ¢ 1uac; 6 ckobkax — no OMHOWEHUIO K
xoumpomo. * p < 0,001 no cpasuenuio ¢ konmponem. basarvnas ax-
musnocmv TAT y mouuett C57BL/6 u ICR cocmasasna coomeemc-
meenno 22,7 + 2,6 u 23,7 = 4,1 edunuy. B mabiuye npedcmasnenwl
PE3YTLMAMbL MUNUUHOZO SKCNEPUMEHMA.

¢ 0,6 mxr JIHK cmepmsbr mococst B Teuenune 15 Mun
ripu 0 °C zu1s ipeioTBpallieHust CBSA3bIBAHUSI 30H/1a C
SIIEPHBIMU OeJIKaMF, UMEIOIIMU BBICOKOE CPOCTBO
k 060t JTHK. Cvech uHKyOUpoBaiu 15 MUH mpu
20 °C, mocJie 4ero MmoJBEPTaIn 3JIeKTpohopesy Ipu
4 °C B 5% TOMMAKPUIAMIIHOM TEJIE.

PesyabTaTht

Kak Bugno B mabauue, nox siusgaem JOHA
ypoBeHb nHayknnn TAT pexkcameTasoHOM y 4yBC-
TBUTEJDbHBIX K T€NaTOKAHIEPOTEHHOMY HeﬁCTBHIO
HUTpO30coemHeHnit Mbitei i ICR cansmiics
Gosiee ueM HaToTOBUHY (Ha 56%,), a Y pE3UCTEHTHBIX
mbreit C57BL/6 — #a tpethb (35%,). ITO XOPOIIO
COTJIACYETCST C Pe3yJIbTaTaMU, MOJyYeHHBIMU PaHee
Ha APYTUX 9YBCTBUTEJIbHBIX U PE3NCTEHTHLIX K WH-
AYKIAN OIyXoJel MedeHW JUHUAX Mbimeit [1, 2].
Takoe Koppenupyioiiee ¢ KaHIIEPOT€HHBIM AHTH-
JIIOKOKOPTUKOUIHOE JIEWCTBUE TEMAaTOKAHIIEPOTEHOB
peannayercs, Kak ObLIO TMOKa3aHO, YePe3 BIUSHIE
Ha JIHK-cBg3bIBaIONYI0 aKTUBHOCTH TPAHCKPHII-
nronnoro ¢akropa HNF3y B kierkax rnedyeHu Tex
U IPYTUX KUBOTHBIX [2, 3]. Ograko HOM, kak cBu-
JeTENbCTBYIOT PE3YJIbTAThl HACTOSIIETO MCCIIeN0Ba-
HN, HE OKa3bIBaeT KaKOFO-JII/I6O BJ/IMAHUA HX Ha UH-
nykito TAT y mbitieit obenx suanii (Tabauya), Hu
Ha /IHK-cBsA3BIBAIONIYI0 aKTUBHOCTH AHHOTO (ax-
TOpa TPAHCKPUIIIIUHU B SIEPHBIX HKCTPAKTAX KJIETOK
ux nedenn (Puc. 1). CiefoBaTeibHO, MEXaHU3M ee
[[eﬁCTBHH, TMMO-BUANMOMY, OTJIMYEH OT TAKOBOTO JIPY-
I'UX TeNaTOKAHIIEPOreHOB.

Kamrmeporentoe neiictBue HUTPO30COETMHEHUI
CBSI3BIBAIOT C UX CIIOCOOHOCTHIO B3aMMO/IEHCTBOBATh
¢ JIHK u BBI3BIBATH MyTalluy, MHAKTUBHUPYIOIINE aH-
TUOHKOTEHBI MJIN aKTUBUPYIOMNE IMTPOTOOHKOTCHDI
[8, 9]. HdeiicTBuTennbho, in vivo HOM mnonsepraercs
6oeictpoit (T Y4 nopsiaka 8 muH [5]) rereposurudec-
KOIl IEKOMITO3UIMY ¢ 00PA30BAaHUEM ITHUJIBHOTO Ka-
THOHA, criocobHoro ankuauposars JJHK u BbisbiBaTh
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myTtanuu [10]. OgHako aTOT Mpoiece OCyIecTBIs-
eTcs He(hepMEHTATUBHO, a CJIEIOBATEIbHO, BO BCEX
TKaHAX oflnHaKoBO. [loaToMy TkaHeBas crnermduy-
HOCTb KaHlleporeHHoro jeiictBusgs HOM He mosker
OTIPE/IENIATHCA HA YPOBHE €€ — OTCYTCTBYIOIIEH B
JIAHHOM CJlydae — MeTaDOJIMIeCKON AKTHUBAIIUN.
Mesxny TeM neiicTBUE 3TOTO KaHI[EPOTEHA B M3BeC-
THOI CTelleHU TKaHecnennpuIHO: y MbIIIeH JUHUN
C3H HOM c BbICOKOIT YaCTOTOW MHAYIIUPYET OILy-
XOJI TTeYeHU U ¢ HU3KOW — THUMYCHBIE JIEWKO3bI, a
y wmobiieir C57BL, #Hao60poT, ¢ BBICOKOU 4acTOTOM
— JICHKO3bI ¥ ¢ HU3KOHU — oryxoJu niedenu [11, 12].
TMoJiaraau, 9T0 MEXaHU3MOM, OOECTIEUNBAIOIINM Ta-
KYIO crenu@uuHoCTb, ABISETCS HEOJAMHAKOBAS aK-
TUBHOCTb B Pa3HBIX TKAaHAX (DEPMEHTHBIX CHUCTEM,
OCYIIECTBJISIONUX perapaiuio nospexaenuit JJHK
[8]. OmHako Y. Shimada u coaBropst [12], criermasnb-
HO M3y4aBIliie 3TOT BONPOC Ha Mbimax junnii C3H
u CC57BL, He 0OGHAPYKIIN MEKIUHETHBIX PA3JIH-
YUl HU TI0 YPOBHIO 3KCIIPECCUH, HU TIO CTPYKTYpE
rena  Of-anxwnryanun-/IHK-ankunrpancdepasor
— OCHOBHOTO (pepMeHTa, PENapUpyIOIIeTo MPOMYTa-
nuonnble moppexaenus [|HK nurposocoennnenus-
mu. W. Lijinsky u coasr. [13] Taxke He Habm0O1211
YCUJIEHUS TenaTokaHieporennoro ahdexkra HOM
(KaK ¥ HUTPO3OMETUJIIMOYEBUHDI) TIPU TTOABJICHNN
aktunoctu  OS-anmkuaryanun-/|HK-ankunrpanc-
(dbepasbr crerupryeckuM THIHOUTOPOM 3TOro (ep-
MeHTa OEH3UIITYaHUHOM.

Takum 06pazoM, 00bICHUTD UMEIOIIMECS TeHEeTH-
YyecKue, MOJI0OBbIe, BO3PACTHBIE U TKAHEBBIC PA3INYUS
B UyBCTBUTEJIBHOCTU KUBOTHBIX K KAHIICPOTCHHOMY

a d
I & 3 I € 3
B

Puc. 1. Bmmssnue HOM na HNF3 /IHK-cBs3biBalomyio
AKTUBHOCTD sIZIEPHBIX OEJIKOB IIE€YeHH MO/ICOCHBIX CaMIOB
mbimreii unmii ICR (a) u C57BL/6 (G).

1 — MeueHblil OJIMTOHYKJICOTH/I, UMUTHPYIOINIHIT CAallT
ceaspiBanust HNF3 (3omn); 2 — 3anepsxka HNF3-3onma
[PY MHKYOAIMHU ¢ 9KCTPAKTAMHE sLlep KJIETOK TeYeHn
KOHTPOJIbHBIX MbIIIEiT; 3 — TO JKe Py NHKYOAINY C sIIePHBIME
IKCTPAKTAMU IleYeH! Mbliieil, mosryyasumx HOM
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neiictBuio HOM B pamkax 1peJicTaBJeHnid O TeHO-
TOKCUYECKOM MeXaHU3Me €€ JeHCTBUS, C Hallel
TOYKW 3PEHUS, TIPE/ICTABISACTCSA 3aTPYAHUTEIHHBIM.
Jlornunee TPEIOJNOKUTD, YTO CHEIU(PUIHOCTD
ee JieiicTBUsST 00yCJIOBJICHA BJIUSTHUEM Ha (HaKTOPBI
TpaHckpurtiiiuu [14], yyacTByiolirie B OpraHOTUIIN-
YECKOW PeryJisiiiuy KJIETOYHOU 1posudepanu 1
nuddepeHnnpoBKr, KaK 9TO TIOKA3aHO JIJIs Teraro-
KaHIIEPOTEHHBIX aMUHOA30KpaCUTENeH, BUOCIICITH-
¢uuno cumwxkaomux JIHK-cBg3biBaolyio akTus-
noctb HNF3pB B nieuenn kpoic 1 HNFy — B neyenu
Mbltiel [3]. Muorue $hakTopbl TPAHCKPUIIIIMH OpTa-
HocIen(UIHbI, a BpeMs U YPOBEHb UX IKCIIPECCUN
3aBUCAT OT BO3pacTa u 1oja KuBoTHbIX [15]. Bosee
TOTO, OHU HE TOJBKO OTPAXKAIOT CTATYC KAXKION KOH-
KPETHOI TKaHU, HO B 3HAUUTEIbHON CTEIIEHW U OII-
penesgioT ero. Tak, Ha «<HOKayTHBIX» U TPAHCTCHHBIX
JKUBOTHBIX MTOKA3aHO, YTO HAPYyIIeHUE HOPMAJIbHOM
GyHKIMU TeX WU WHBIX (PAKTOPOB TPAHCKPUIIIUN
MOJKET TIPUBOJUTH K CaMbIM HEOKUIAHHBIM OTKJIO-
HEHUSAM B Pa3BUTUU BILJIOTH JIO MTOJHON €TI0 OCTAHOB-
Ku 1 tubesu KuBoTHOrO [ 15].

MetonmoMm TOpPMOXKEHUS B Tejie B HACTOSIIEH
pabore Mbl He OOHAPYKUJIM 3aMETHOW PasHUIIbI B
JIHK-cBs3bIBaoleil akTMBHOCTU TPAHCKPUIIIUOH-
HbIX (haktopoB GATA u NF-kB B rieuenu mogomsit-
HBIX U KOHTPOJIbHBIX MbIIIel 06erx JUHUN (JlaHHbIe
He mpuBejieHbl). Mbl 00HAPYKUJIH, OJHAKO, Y4TO Y
YYBCTBUTEJIbHBIX K JlelicTBUI0 HOM Mblieit aunun
ICR 1oy BiusiHveM 3TOTO COEIUHEHUS CYIECTBEH-
HO (110 pe3yJibTaTaM JIEHCUTOMETPUHU aJieKTpodope-
rpamm B 3,6=0,4 pasa) yBeJIMUNBAETCST CBSI3bIBAHIE

a o]

4 4 Wl

¥

Puc. 2. Bmusaune HOM na AP-1 JIHK-cBs3piBaioniyo
AKTHBHOCTD SI/[€PHBIX OEJIKOB II€Y€HH TOJCOCHDBIX CAMIIOB
mpieii auii ICR (a) u C57BL/6 (0).

1 — MeueHsIit OMTUTOHYKICOTHT, UMUTHPYIONTII cailT
ceaspBanmsa AP-1 (3omm); 2 — 3amepxka AP-1-3onma
TP MHKYOAIN € 9KCTPAKTaMI SLIeP KJIETOK TeYeHn
KOHTPOJIbHBIX MBITIIE(T; 3 — TO JKe TP MHKYOAIIH C SIIEPHBIMIT
9KCTPAKTAMU TIe9enn MbItiei, mosydaBmux HOM.
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6esKkoB siepHoro axcrpakra medenu ¢ JJHK-osu-
TOHYKJIEOTU/IOM, UMUTUPYIOIIUM CAIT CBSI3bIBAHUS
AP-1, Torga Kak y pe3WCTEHTHBIX MbIIIENH JTUHUU
C57Bl/6 10cTOBEPHOrO yBeIUYEHMs TAKOTO CBSI3bI-
Banust He otmeueHo (Puc. 2). C cailitom cBS3bIBaHUS
AP-1 c pa3Hoii crenenpio crenuOUIHOCTH B3aUMO-
JIEHCTBYIOT TOMO- U TeTepoAnMepbl 6ekoB Jun, Jun
B, Fos, Fras u aip. [ 15], noaToMy 1iepBUYHAST MUTIIEHD,
Ha KOTOPYIO HarpasJieHo jelictBue HOM B Hammx
IKCIIEPUMEHTAX, MOKa ocTaercsl HeusBecTHOU. [l
TOTO, YTOOBI MAECHTU(UIUPOBATH €€, HEOOXOAUMO
MIPOJIOJIKUTh UCCJENOBAHUS C  HCIOJb30BAHUEM
UMEIONINXCS B HACTOSIIIEEe BPeMs CIIelUudUIeCcKIX
AHTHUTEN K YKA3aHHBIM BbIllle U HEKOTOPBIM PYTUM
kjetouHbM Geskam. Heo6XxoammMo Takske BbIICHUTD,
usMensercs ju noy sauganuemM HOM IHK-cBssbi-
BaIOIAsT AKTUBHOCTb (DAaKTOPOB TPAHCKPUIIIIUU — U
KaKUX UMEHHO — B JIPYIMX OPraHax, YyBCTBUTEJb-
HBIX K ee KaHI[ePOTeHHOMY JieiicTBuIo. B HacTosiiiee
BpeMsI MbI [IPETIPUHIMAEM TIOMBITKY IIPOJABUHY THCSI
B 9TOM HAIIPABJIEHH.

STUDY OF INFLUENCE
OF ETHYLNITROSOUREA ON GLUCOCOR-
TICOID INDUCTION OF TYROSINE
AMINOTRANSFERASE AND DNA-BINDING
ACTIVITY OF SOME TRANSCRIPTION
FACTORS IN MICE LIVER
E.N. Pivovarova, S.I. Tljnitskaya, V.F. Kobzev, T.I.
Merkulova, V.I. Kaledin

In contrast to diethylnitrosamine and other he-
patocarcinogens, ethylnitrosourea (ENU) does not
decrease the DNA-binding activity of transcription
factor HNF3y in nuclear extracts from hepatic cells
of ICR mice sensitive to its hepatocarcinogenic ac-
tion and does not affect glucocorticoid induction
of tyrosyne aminotransferase in the liver. However,
as our data show, ENU strongly elevates binding of
liver nuclear proteins of ICR mice with DNA-olygo-
nucleotide mimicking the AP-1 binding site but does
not exert similar effect on the AP-1 DNA-binding
capacities of liver nuclear proteins of C57BL/6 mice
resistant to liver tumor induction. The suggestion is
made that the carcinogenic action of ENU is caused
by its influence on the transcription factors partici-
pating in cellular proliferation and differentiation
and takes place in that organs and developmental
stages, i. e. there and then, where and when the levels
of expression of these factors are morphogenetically
significant.
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