VK 612.35:615.28:57.084
PEMOJIEJINPOBAHUE ITEYEHU KPBIC ITPY TEIIATOTOKCUYECKOM BO3JEVICTBUN JOKCOPYBUILIMTHA
Oubra IMaeaosna MOJIO/ABIX, Enena Jdeonnnosua JJYIIIHMUKOBA, Anacracus Anekcanaposia BAKYJIMHA

I'Y HUU pernonanbHol mnarosnoruu u nmaromopdonoruu CO PAMH
630117, HoBocubupck, yi. Akagemuka Tumakosa, 2

M3yueHbl 0COOGEHHOCTH PeMOACIMPOBaHUS TIedeHN Kpbic Brctap mociie OMHOKPAaTHOTO BBEICHUS CYOJIETaTbHOM O3B
JOKCOpPYOMIIMHA B IMHAMUKe. YCTaHOBJIEHO, YTO OCHOBHYIO POJIb B NMPOCTPAHCTBEHHOW peopraHu3aluy TMeYeHu
UrPaIOT COCYANCTO-MAPEHXUMATO3HbIE OTHOLIEHUSI, KOTOPbIE OMPEAE/SIOT JMHAMUKY CTPOMAJIbHO-MapeHXUMATO3HbIX
OTHOIIICHUH. B TepuIieHTpaabHOI 30HE TMeYSHOYHOM TOJIBKYA 3aMETHOE CHIDKEHHME OTHOIIEHUSI CTPOMBI K IMTApEHXMME
MPEVMYILECTBEHHO 3a CYET YMEHBIIEHUS] 00bEMHOI TUIOTHOCTU CMHYCOUAHBIX KAMWLISPOB IMPOSIBSETCS B paHHUE
W TIO3IHUME CPOKMU TIOCjIe BBeACHHUS mpenapara. B mepuropranbHOil 30HE yBeJWYeHUE O0BEMHONM M MOBEPXHOCTHOM
TJTIOTHOCTEN CHMHYCOMIHBIX KaIllWJUISIPOB, OOYCIOBIMBAIOIIEe YBEINUCHUE OObEMHOTO OTHOIIIEHUST CTPOMBI K TapeH-
XUMe, MMPOMCXOIUT Yepe3 Hellesto Toce BBeAeHUs mpenapara. K 0coGeHHOCTSIM MapeHXMMaTO3HO-CTPOMAaJIbHBIX B3a-
MMOOTHOIICHUI B TIEYEHOYHOM J0JIbKE TIPU JOKCOPYOMIIMHOBOM TOBPEXIEHUYN TEYEHN OTHOCUTCSI YCUJIMBAIOIIASICS

CO BpEMCHEM I/IH(I)I/UII)TpaL[I/IH IIPOCTpaHCTBa Z[I/ICCG IiasMouuTaMun 1 J'[I/IM(I)OI/IIIHI)IMI/I KIJIICTKaMH.

KmioueBble cjoBa: rermaroTokcuueckue 3(deKThl ITOKCOPYOUIIMHA, TKaHeBasi peopraHu3aiuvs IedYeHH,
CUHYCOUIIHBIE KaIWIISIPBI, KJIETKU MPOCTpaHCTBa Jucce, yabTpacTpyKTypa, CTEPEOIOTHSL.

BrisicHeHne 3aKOHOMEPHOCTeT M OCOOCHHO-
CTeil peMoJeMPOBaHUS MIEYEHU MTPU ITeNaTOTOKCH-
YeCKUX BO3IEHUCTBUSIX Pa3IMUYHBIX JIEKAPCTBEHHBIX
MpernapaToB UMeeT 0OJIbIIOe 3HAUYEHUE JJIs1 pa3pa-
00TKU 3(P(PEKTUBHBIX CIOCOOOB KOPPEKLIUU Pa3BU-
BalOLMXCS MOOOYHBIX 3(PDHEKTOB MeIMKAMEHTO3-
Hoi1 Tepanuu. Cpenu IIpernapaToB, KOTOPEIE MOTYT
00J1aaTh rernaToTOKCUYeCKMMU CBOMCTBaMU, OCO-
ObIif MHTEpeC MPEICTaBISIOT MPOTUBOOITYXOJEBbIE
AHTHOMOTUKM C [103a-3aBUCUMBIM ITUTOTOKCHYE-
CKuUM 3(pPpexTom.

AHTUOUOTHK aHTPALUMKIMHOBOIO psifia JOKCO-
pyounuH (JJOK), onun 13 Hanbosee 3(pHeKTUBHBIX
MPOTUBOOITYXOJEBBIX IPEINapaToB, BbI3bIBAIOLIMI
pa3BUTHE pepaKTEePHOI K Tepallii XpOHUIECKOM
CepAeYHOM HEIOCTaTOYHOCTUM M AUJIaTallMOHHOE
pemonenupoBaHue cepaua [1], mposiBui ceds u
KaK TenaTOTOKCUYCCKU IIpemapaT, OJHAaKO 0e3
LHUTOCTaTUYecKoro addeKra Ha KISTKU 340pPOBOI
neyeHu [2, 3].

Xapakrep JOOKCOPYOMIIMHOBBIX IOBPEXIC-
Huil rernarouutoB (I'Ll) U Apyrux KJIETOK IeYyeHU
B 3HAUYWTEJbHON CTENEHM OIpeaessieT MacllTad
UX THOeJU, OCOOEHHOCTH pereHepauuyd U BbIpa-
KEHHOCTb KOMIIEHCATOPHO-MPUCIIOCOOUTETBbHBIX
peakiivii, 4To, B CBOIO ouepeab, MMeeT O0O0Jb-
1I0€ 3HAYeHMEe IS peaau3aluy TOro WX MHOTO
BapMaHTa peMojeaupoBaHus opraHa. Clenyer
OTMETHUThb, YTO OCHOBHOC BHUMaHUE IIPH OIICHKE
TelaTOTOKCUIECKIX 3(D(PEKTOB LUTOCTATUKOB Y-
JISIeTC U3MEHEHUSIM (PYHKLUMOHAJIbHONW aKTHUBHO-
CTU TeYeHU U OOpa3ylolIMX €€ KJIETOK, a TakKxke

HEKOTOPbIM KJIETOYHBIM MeXaHU3MaM KOMIIEH-
cauMy HapylleHHbIX ¢yHKuuin [4—8]. B sToM
aclekTe OIEHKa 3aKOHOMEpPHOCTEM TKaHEBOU
peopraHM3aliy MeyeHu MMeeT OOJIbIIIoe 3HaYeHUe
I BBISICHEHUSI PEreHepaTOpPHBIX M aJdalTUBHBIX
CcTpaTeruii, HampaBJIeHHOCTU MOP(POreHeTUUECKUX
MPOLIECCOB C LENbIO MPEIOTBPAILLICHUST U YIIpaBJie-
HUSI JIEKapCTBEHHO-MHAYLIMPOBAHHBIM PEMOJIEIN-
poBaHMeM TieueHu [9—12].

enp paboTbl — U3YUYUTb OCOOEHHOCTU PEMO-
IeTUpOBaHUS IEYeHU TMpPU JOKCOPYOUIIMHOBOM
MOBPEXIEHUM HAa OCHOBAaHUU KOJUYECTBEHHOTO
MOpGOJOrMYECKOT0 aHajarM3a OCHOBHBIX €€ KOM-
MapTMEHTOB C OLEHKON KJIETOYHBIX IOMYJIsI-
Uil mpocTtpaHcTBa Jlyucce M CUMHYcOMOaIbHOM
BBICTUJIKU.

Marepua 1 MeTObl HCCJIeT0OBAHUS

B oskcneprMeHTe HCIOAB30BaHbI 25 KphIC-
camuoB JuHuM Bucrtap B Bo3pacte 4 mec. Jok-
copyounMHa ruapoxiaopua B go3e 10 mMr/Kr BBO-
JWJIN OJHOKPATHO BHYTPUOPIOIIMHHO, XMBOTHBIX
coepxKaiu TOCTOSIHHO TPU KOMHATHOM TemIiepa-
Type B MHAMBUAYaJbHBIX KJIeTKax 0e3 orpaHuye-
HUS TOCTyNHa K BOAE W THUIlE, 3a0MBaIM JIeKamu-
tauueit Ha 1-e (n = 3), 3-u (n = 3), 5-e (n = 4),
7-e (n = 4), 14-e (n = 4), 21-e (n = 4) u 30-¢
(n = 3) cyTku mocie BBeAeHUs mpernapara. KoH-
TPOJBHYIO TpYINy cocTaBuau 10 0MHOBO3PACTHBIX
KMBOTHBIX. DKCIIEPUMEHT IIPOBEIEH B COOTBET-
CTBUMU C MpaBWamMu, NpUHATHIMU EBpomnerickoit
KOHBEHIMEN IO 3aluTe XUBOTHBIX (CTpacOypr,
1986) 1 0mOOpEeHHBIMKU OMO3TUYECKIM KOMUTETOM

Moaoosix O.11. — 0.6.1., 6ed.H.c. 1ab. yumonoeuu u KaemouHou ouoasoeuu, e-mail: pathol@soramn.ru
Jywnuroea E.JI. — 0.6.H., npo., 3a6. 1ab. yumonocuu u KiemouHou obuosoeuu, e-mail: pathol@soramn.ru
Bakyauna A.A. — maadui.n.c. 1ab. yumonoeuu u KaemouHou 6uonsoeuu, e-mail: pathol@soramn.ru
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I'Y HUM pervoHaabHOI MAaTOJOTMU U ITaTOMOP-
¢onorun CO PAMH.

IleyeHb oTHEASIIM OT OKpPYXKAlOIIMX TKaHEH,
obicTpo B3BemmBanu. DukcupoBaHHble B 4%
napagopmainbpiaeruae oopasiubl MeYyeHU IOCThUK-
cupoBaiu B 1% pacTBOpe YEeTHIPEXOKUCU OCMUS U
nocjie o0e3BOKMBaHUS 3aKJIIOYaIM B CMECh 3IOHA
u apaauta. ITonyronkue (1 MKM) cpe3bl OKpallu-
BaJI KameJIbHBIM criocoboM 1% pactBopoMm aszypa
11 1 ucnosbp3oBaIM 17151 MOPGHOJIOTMUYECKOTO UCCIIe-
JOBaHUSI U CTEPEOJOTMYECKOT0o aHalIu3a. YJbTpa-
TOHKME cpe3bl Moiydyaiau Ha yiabTpatome LKB III,
KOHTPACTUPOBAJIM YypaHWIALETaTOM U LIMTpaTOM
CBMHIIA, M3YYaJIU B 3JEKTPOHHOM MMKPOCKOIIE
JEM 1010 mipu ycKopsgiomeM HanpsokeHnu 60 kB.

IIpu olieHKe 0COOEHHOCTEN peMoaeIUPOBAHUS
MeYeHW OCHOBHOE BHMMAaHWE YIEISIM aHalu3y
OOBEMHBIX, IIOBEPXHOCTHBIX M ITOBEPXHOCTHO-
00BEMHBIX XapaKTePUCTUK OCHOBHBIX KJIETOUHBIX
MOMY/ISIUMKA TTeYeH M BHEKJIETOYHO KOMITOHEHTBI
€€ COCIUHUTESIbHON TKAHW, I Yero MCIOJb30BaIu
MPUHLUIBI CTEPEOJIOTUYECKOro aHaiau3a. B kaue-
CTBE OCHOBHBIX CTEpPEOJOIMYECKUX I1apaMeTPOB
OLIEHUBAIM OOBEMHYIO IIJIOTHOCTh (OTHOCUTEJb-
Hblit 00beM) I'Ll, ux saep, CUHYCOMIHBIX KaIlui-
JISIpOB, KJIETOK COEAWHUTEIbHON TKaHM 0e3 HuX
nuddepeHMaliy U BHEKJIETOUHOIO MaTpuKca U
MOBEPXHOCTHYIO TJIOTHOCTb (OTHOCUTEIBHYIO I1JI0-
manb nosepxHocty) I'l, ux saep, CUHYCOUIHBIX
KanuJuIsIpoB, KJIETOK COeAMHUTENbHOM TKaHW. Ha
OCHOBaHMM TMEPBUYHBIX CTEPEOJOTMUYECKUX Iapa-
METPOB PaCCUMTHIBAIM BTOPUUYHbBIE, OMMChIBAIOIIE
KOJIMYECTBEHHbIE B3aMMOOTHOIIEHUST MEXAY pas-
JIMYHBIMU KOMIOHEHTaMHU CTPOMbI U MApEHXUMBI:
IIOBEPXHOCTHO-O00bEMHOE OTHOIICHHME CTPYKTYP,
00BbEMHOE OTHOIIEHHE CTPOMBEI K ITApEeHXUME U
SaepHO-LUTOILUIa3MaTUUYeCcKoe oTHolueHue. Bcee
CTepeooTUYeCKre MmapaMeTphbl BIYMCISIIM U aHA-
JIM3UPOBAIM pas3nebHO [Ji MEPUIOPTAIbHONA U
MePULICHTPaIbHON 30H.

OlleHKa NMEePBUYHBIX CTEPEOJOrMYECKUX Mapa-
METPOB IPOBeieHa B YHUBEPCATLHOM MMKPOCKOIIE
«OnuBan» (Carl Zeiss, I'epmaHus) npu yBeauue-
HuM B 1320 pa3 (JiMHeiiHoe yBeauMyeHue O0beK-
tBa 106 pa3) ¢ UCITOIb30BaHMEM MHOTIOLIEJIEBOM
TECTOBOI CHCTEMBI U3 KOPOTKHUX OTPe3KOB (n = 36,
Pr =72, Lt = 192,3 MKM). AHAIM3UPOBAJIU Helle-
PEKpBIBAIOLLIMECS T10JIs1 3pEHUS, YMCII0 HATOXKEHU I
TEeCTOBOI cucTeMbl (00bEM BBIOOPKM) COCTABUIIO
oT 60 mo 80 @I KaxkIoro >XKMBOTHOTO.

Craructryeckas o0paboTKa pe3yIbTaTOB BKIIIO-
yajla HaXOXIEeHUE CPEeIHUX 3HAUYCHUI U3ydaeMbIX
napameTpoB (M), BbIUHCIEHUE TUCIIEPCUU U OLLIM-
00K cpenHux (m). Bompoc o 3HauMMOCTU pa3iv-
yuit pewajics ¢ momoublo Kputepus CTblofeHTA.
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Pe3yabTaThl HcceT0BaHUS

Oo6werokcuueckoe aeiicteue JOK mposiBis-
JIOCh B CHUXXEHMU MAacChl Teja M MAacChl Me4YeHU
KMBOTHBIX B TeUEHHE IEPBBIX 14 CYTOK 3KCIIEpH-
MeHTa (Ha 10%), 3aTeM IIPOMCXOAMJIO YBeIMYe-
HUE 3TUX MapaMeTpoB (COOTBETCTBEHHO Ha 20 u
34%, p < 0,05). CMepTHOCTh XXMBOTHBIX COCTaBUIIA
20%, B OCHOBHOM M3-3a pa3BUBIIIEICS CepaecIHON
HeIoCTaTOYHOCTU. OTHOCUTEIbHASI Macca MeYeHu
Ha MOPOTSDKEHUWM BCEro SKCIEepUMEHTa YBeIWdYu-
BajJlach He3HauuTeabHO. CleayeT OTMETUTh, UTO
Macca TeJla Y OMNBITHBIX >XKMBOTHBIX BO3pacraja B
pe3yJbTaTe HaKOIUJIEHUs TpaHccyaaTa B OPIOLIHOM
U TPYAHOM IMOJIOCTSIX.

MakpoCcKOnM4YeCKY MeYeHb KUBOTHBIX OCTaBa-
Jlach 0e3 uaMeHeHuid 10 14-X cyToK. 3HAUYUTENb-
HbIe M3MEHEHMSI (POpPMBI M IIBETa OpraHa IIPOMC-
XOIUJIM ¢ 21-X CYTOK 3KCIEpUMEHTA: MeYeHb CTa-
HOBMJIACH «IIIAPOBUIHOM», TpUOOpeTaga CBETIO-
KOpUYHEBBI OTTeHOK. [IpakTWueckm y Bcex
JKUBOTHBIX OTMEYEHO cjuIlaHue (obpa3oBaHUe
craek) JoJieil meyeHu, 3HAUYMTEIbHOE YTOJIIEHUE
KarcyJjbl opraHa, IOsBJIEHME Ha Hel YYacTKOB
ILUIOTHOTO O€eJiecoBAaTOro HaJjieTa.

ITo maHHBIM CBETOONTUYECKOTO U 3JIEKTPOHHO-
MUKPOCKOITMYECKOIO MCCJIeA0BaHUSI, pPEeMOIeIn-
poBaHue rnedyeHu npu Bosaeiicteuu JOK omnpene-
JISIIOCh IBYMSI OCHOBHBIMM TMaTOT€HETUYECKUMM
dakTopamu: 1) LIUTOTOKCUYECKUM JeiCTBUEM
LIMTOCTAaTHKA U €ro MeTabOoJUTOB Ha KJIETOUYHBbIE
MonyJasIuuu TiedeHu, mpexnae Bcero Ha [, u
2) BBIpaXCHHBIMU T'€MOIUMHAMMYECKMMU Hapy-
LIEHUSIMU B OOJIBIIIOM Kpyre KpOBOOOpalleHHUs
B pe3yjbTaTe pa3BUTHS XPOHUUYECKON cepaeyHoi
HegoctatouHocTH [2]. [ToBpexneHust neyeHu TOK-
CHYECKOIo reHe3a MaHMMECTUPOBAIU B KUPOBOK
nuctpoduu 'l B nepunopTabHbIX 30HaX U BbIpa-
JKEHHBIX JIMTUYECKUX W3MEHEHUSX LUTOILIa3Mbl
(«omyCTOIlIeHUW» LMUTOIMJIa3Mbl, KakK MpaBUJIO,
9TO ObUT JIM3UC OOJIBIIMX CKOIUIEHMIA TJIMKOIeHa)
B IEpULEHTpaJIbHbIX 30Hax. ['eMoaMHaMHYecKue
HapylleHus, MOPOSIBISBIIMECS B pPaHHUE CPOKHU
(mo 7-X CyTOK) B3KCIIepMMEHTa IOJIHOKPOBUEM M
OKKJII031€il CHHYCOMIOB, YCWJIMBAJUCh HayMHas
¢ 14-x cytok HabmoaeHus. K KoHIly 3KcIepuMeHTa
B IEYEHU pa3BMBAJCSI BEHO3HBINA 3aCTOil, KOTO-
pBbIii OBLT TaKXKe CJIEeICTBMEM I'eMOAMHAMMYECKUX
HapylleHWi B OOJbLIOM Kpyre KpoBOOOpalleHUS.
Ha sTtoM (boHe Kak B MepULEHTPAIbHOM, TaK U B
MepPUIIOPTaIbHOI 30HaX MEYEHOYHOM JOJIbKY peTru-
CTPUPOBAIUCH HEOOJbIINE OYaru HeKpo3a MmapeH-
XUMbI, UH(OUIBTPUPOBAHHBIE MOHOHYKJIEAPHBIMU
KJIeTKaMM  TMPEeUMYIIECTBEHHO  JIMMGOUIHOTO
psna. Craenyer OTMETUTb, YTO IUCTpoHUYECKUe
U Jutudeckue mnoBpexaeHus [l ycunusamuch
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Puc. 1. Yavmpacmpykmypa neueHu Kpvic 8 paHHue cpoKu nocae 68edeHus cyoaemanbHoli 003bl 00KCOpYOULUHa.
a — OKKA03Us MUKpococyoa u cunycouda kaemxamu kposu uepes 1 cym. sxcnepumenma, ysea. 3000,
6 — Hekpo3 s3HOoOmeauoyuma cuHycouda yepes 5 cym. nocae 6gederust dokcopyouyuna, yeea. 5000; 6 — ckonaeHus
AUMPOUOHBIX KAeMOK 6 npoceeme cuHycouda yepe3 7 cym. skcnepumenma, ygea. 4000; ¢ — ppaemenm kaemxu
Kynghepa 6 npoceeme cunycouda c eunepnaazuposanHsim Komniekcom loavodcu u 3HOONAA3MAMU4ecKoli cemoio
uepe3 7 cym. sxcnepumenma, yeea. 10 000; 0 — naasmamuyeckas kaemka 6 npoceeme cunycouoa yepes 7 cym.
2KCNnepumMenma, ucHe3Ho8eHue MUKpPOBOPCUHOK HA CUHYCOUOAAbHOM noatoce eenamouyumos, yeea. 5000;
e — kaemka Kyngepa (cudepoghae) 6 npoceéeme cunycouda uepe3 7 cym. sxcnepumenma, yeea. 10 000.

K 30-m cyrkam oakcrepuMmeHTa. Habmonanoch
TakKe HapylleHUe MOIJIOTUTEIbHOM, HAKOIIUTEIb-
HoOIt 1 3KcKkpeTtopHoil ¢hyHkumu 'L, ynbTpacTpyk-
TYPHBIMM MapKepaMu 3TUX W3MEHEHUN ObLIU
CHMDKEHME KOJIMYECTBA NMUHOLMUTO3HBIX BE3UKYJ
W 4KcJia MMKPOBOPCUHOK IUIOTh A0 CIVIAXKUBAHUS
nosepxHocti I'll Ha CUHYcOMIaJbHOM IIOJIIOCE,
CMAaBILIMECS MEILIOYKU KOoMILUIeKca [onbIku, cyM-
MapHO€ CHUXEeHHE O0OBbeMHOM IMJIOTHOCTH OCHOB-
HBbIX LUTOIUIa3MaTU4yeckux opraHemn [3]. B 1o
ke BpeMs B npyrux 'Ll oTMeuanoch yBeaudyeHue
TUIOLAAM CUHYCOMIAJIbHONM MOBEPXHOCTU 3a CUET
COKpallleH!s JlaTepajbHOl MOBEPXHOCTU U 0bOpa-
30BaHUS MMKPOBOPCHUHOK, OTpaxalolllero ycuie-
HUE TpaHCMeMOpaHHOIro oOMeHa.

106

HeTanbHbIi YIbTPACTPYKTYPHBIM aHAIU3 CUHY-
COMIANBHOM BBICTWJIKM M TIpocTpaHCTBa Jlucce
IOKa3aJ, 9YTO HauMHas ¢ 1-X CYyTOK TOKCHUYECKOTO
neiicteust JJOK nmpoucxoauia oKKITI03UsI MUKPOCO-
CYIOB ¥ CUHYCOUIHBIX KaIWUISIPOB IIEYCHU KIICT-
Kamu KpoBu (puc. 1, a). B mpocTpancTBo Hucce
MUTPUPOBaI MHOTOUMCICHHbIE KIETKU JUMGO- U
MOHOIIUTAPHOTIO Psifa, 03MHOMWIBI, TUIA3MOLIUTHI
pa3HO (pyHKUMOHANbHOK akTUBHOCTU. C 5-Xx
CYTOK HaOJI0AaIOCh 3HAYMTEIbHOE paclllMpeHue
CHHYCOUIOB, 3alOJIHCHHBIX TIHIEePTPOPUPOBaH-
HbIMU Makpodaramu (kiaetkamMu Kymdepa). [Ipu
9TOM CBOOOAHBIN (ITOJE3HBIN) MPOCBET CUHYCOU-
OB cyXaJscsl, Habomalcsl HEKPO3 dHAOTEINAb-
HbBIX KjIeToK (puc. 1, 0). Yepes 7 cyT. mocie Bene-
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Puc. 2. Yivmpacmpykmypa 0CHOBHbIX KACMOYHbIX NONYAAUULL NeYeHU npu 2enamomoKCcu4eckom 6o3oelicmeut 00Kcopyouyuta.
a — naamamu4eckasi KAemka 6 CUHYcouoanbHoU evicmuiake uepes 14 cym. sxcnepumenma, 6 eenamoyume —
cekeecmpayus enukoeena, yeea. 6000, 6 — kaemia Kyngpepa ¢ eemepoeennvimu aymogacocomamu u AURUOHBIMU
sxAroueHusmMu uepe3 14 cym. nocae esedenus dokcopybuuyuna, yeea. 6000; 6 — gpaemenm kaemxu Kyngepa
C 6MOPUUHBIMU AU0COMAMU, 68 eenamoyume — UG Y3HbLI AUZUC 04A208bIX CKONACHUU eauKoeeHa uepe3 21
cym. skcnepumenma, yeea. 10 000; e — ppaemenm naazmamu4eckol KaemKy u ampogpuuecKu usMeHeHH020
asHdomeauoyuma uepes 21 cym., ysea. 10 000; 0 — akmusupo8anHas niazmamu4eckas KAemKa ¢ paculupeHHbimu
yucmepHamu sHdonaazmamuyeckol cemu uepes 30 cym. sxcnepumenma, yeen. 6000; e — eemepoeeHHbie
aymogazocombl 8 kaemke Kyngepa uepesz 30 cym. sxcnepumenma, ygea. 10 000.

Husg JJOK B mpocBeTax CMHYCOMIBIX KaIllWLISIPOB
BBISIBJISLIMCh MACCOBBI€ CKOILJIEHUS JTUMMOUTHBIX
KJeToK (puc. 1, B), akTUBUpOBaHHbIE KIeTku Kymn-
depa (puc. 1, r), MIa3MOLIUTHI, TUIOTHO MpUie-
KaBIlIME K IHAOTENUATbHBIM KJeTKaMm (puc.l, mx),
a Takxke cunepodaru ¢ OorpoMHBIMU (parocoMamu,
coAepXaBIIMMU OCMUOMUIbHBIE BKJIIOUEHUS
(puc. 1, e). B HeKoTOpBIX CUHYcoUAaX Mpeodiaga
KJIETOYHBIN AETPUT (OCTATKX SPUTPOLIMTOB, TPOM-
0OTUYECKUX MACC, XJIOTbEBUIHBIN MaTepua).

C 14-X cyTOK B CUHYCOMIaX HAOII01a10Ch TTOSIB-
JICHUE CETMEHTOSIIEPHBIX HEUTPODUIOB, aKTU-
BUPOBAHHBIX TUIa3MOILIUTOB C XOPOIIO Pa3BUTOM
9HJIOTUIa3MaTUYECKON ceThio (puc. 2, a) U aKTUB-
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HbeIX ¢dopMm KkieTtok Kymdepa ¢ obunuem auzo-
coM, GarocoM M OCTaTOUHBIX Tejel] (puc. 2, 0).
Murpauust HeHTpOGUIOB B II€YeHb B 3TU CPOKHU
Obula cBs3aHa C HAOMIOJABIIMMUCSI HEKpO3aMu
I'll. HaunHas ¢ 21-x cyToK rumneptpodupoBaHHbIE
kinetku Kyndepa v akTMBUpOBaHHBIE TUIA3MOLIUTHI
YaCTO BXOIWJIU B BBICTWJIKY CHUHYCOMIHBIX KaIlWJI-
JISIPOB, 3alOJIHSUIM IIPOCBET KAllWUISIPOB, MUIPH-
poBaIu B IIPpOCTpaHCTBO Jlucce, 3aHMMas BCIO
MEepUCUHYCOUIANIbHYIO 00JacTh. B 3TOT mepuon B
knetkax Kyrmdepa, pacnonoxeHHbix psagoM ¢ ']
C BBIPAXXEHHBIM JIM3MCOM CKOILUICHUI TJIMKOIeHa,
MOSIBJISIMCh KpYIHBIE (haroCOMbI, COIEpKaBIINE
rpaHyJbl 9TOrO Mojucaxapunaa (puc. 2, B). B KoH-
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TaKTUPYIOLIMX C IUIa3MOLUTAMU 3HAOTEIUATbHBIX
KJIeTKax 3HAYMTEJIbHO CHMXKAJach NMUHOLIMTO3HAS
aKTUBHOCTb, CaMU KJIETKM 4YacTO MOIBEPrajuch
JecTpykuuu (puc. 2, r). Uepes 30 cyT B mpocBeTax
CUHYCOMAHBIX KaNWUISIPOB Ipeodaamaid aKTu-
BUpPOBaHHbIE (TUNEPTPODUPOBAHHBIE) ILIA3MO-
LIUTHI, KOTOPble MUTPUPOBAIM TaKXKe B IPOCTPaH-
cTtBo ucce M BHEAPSIMCH MEXIY TrernaroluTaMmu
(puc. 2, x). B mpoctpaHcTBax ducce HaXoAWIOCh
Takke OOJIbIIoe KOJUYecTBO KieTok Kyrmdepa c
TUTAaHTCKMMM OCTATOYHBIMU TeJIbLIaMU U (paroiv-
3ocoMamu (puc. 2, e).

CrenyeT ocob00 MOAYEPKHYTh, UTO B UCITOJIb-
30BaHHO HaMW MOJEIW JOKCOPYOMLIMHOBOIO
MOBPEXACHUSI TIEUeHW HE OTMEYalloCh pa3BUTHUE
MepULIeIUTIONSIPHOro (hudpo3a BO BCE CPOKM IKCIIE-
pUMeHTa, 3Be3M14aThle KJIETKU BCTPEYaIUCh OYEHb
peako U ObUIM JUINUA-coiepxXKamuMmMu. OgHaKo
OCHOBHOI KJIETOYHOU TOIYJSIUENA CPEAU KIIETOK
COeIMHUTENbHOI TKaHU ObuM KeTku Kymdepa, B
KOTOPBIX JUMUAHbIC BKIOUEHUS HAYMHAIW MOSIB-
JIIThCs yepe3 7 cyTok mocie Bosneictus JJOK.

AktuBauusg u runeprpodust kiaetoxk Kymndepa,
TUIa3MOLIUTOB, OOMJIME KJIETOK JUM(MOUIHOIO psaa,
MAacCOBbl€ CKOIUIEHUs JAeTpUTa OOYCJIOBIMBAIU
YMEHbIIIeHHE MOJIE3HOTO MPOCBETAa CUHYCOUAOB U,
Kak CJeIcTBUE, ellle 0oJiblliee CHUXXEHHUE CKOPO-
CTU KPOBOTOKa U TpoMbooOpazoBaHue. CHuke-
HY€ MHTEHCHBHOCTU TeMaTOTKaHEeBOro oOMeHa, B
3HAUUTEIbHOM CTeNEHU 3aBUCHILET0 OT CKOPOCTHU
KpPOBOTOKAa B CHMHYCOMIAX, BbI3bIBAJIO MILIEMUYE-
ckoe noBpexaeHue I'L.

B neuyeHu ouuilieHUe KpPOBU OT aHTUIe-
HOB TIPOMCXOAUT TJaBHbBIM OOpPa3oM CHUHYCOM-
JaJbHBIMU SHAOTEIMAIbHBIMU KJIETKaMU 4Yepes
peLenTop-ornocpeaoBaHHbI 3HAOUMTO3 [13, 14].
CHuXXeHue YpPOBHSI MUHOLMTO3HON aKTMBHOCTU
SHAOTEJUOLUTOB CUMHYCOUIOB B pe3yjbTaTe HIle-
MHUYECKOI0 MOBPEXIEHUS U UX HEKPO3 3aMeJISIIOT
yIajleHue aHTUTE€HOB U3 KPOBH, YTO CIIOCOOCTBYET
nuddepeHposke T-kieTtok B 3¢ ¢heKTopHbIe
knetkn — T-xanmepel. Kak ciencrBue, Bo3pac-
taeT T-3aBUcuUMasg akTuBauusl B-n1uMdoLUTOB
U ux auddepeHIMpoBKa B IIa3MaTUYeCKue
KJIETKW, 4YTO SIBJSETCS KJIIOUYEBBIM MOMEHTOM B
MMMYHHO-OIOCPEAOBAHHOM TIOBPEXIESHUM KJle-
ToK mneyeHu. Kpome Toro, OuorpaHchopmanus
JIeKapCcTB NPUBOIMUT K OOpa3oBaHUIO aIayKTOB,
CAyXalllMX WMMYHHBIMU MUILIEHSIMU. AJTYKThI
MUIPUPYIOT K TOBEPXHOCTU TeMaToOLWTOB, TIe
OHM MOTYT WHAYLMPOBaThb 0Opa3oBaHUE aHTUTEN
(aHTUTENO-0MOCPEeIOBaHHAS ~ LIMTOTOKCUYHOCTD)
WIM WHIYUMPOBATb MPSIMOMA LIUTOJIUTUYECKUI
T-xknetounslit orBeT [9]. BTOpUMYHBIIA LIUTOKUHO-
BbIii OTBET, BBI3BAHHBIA TaKUM OOpa3oM, MOXET
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OBbITb TIPUYMHON BOCHMAJIEHUSI U TOIMOJHUTEIbHOMN
HelTpoduabHO-onocpenoBaHHou rubeau I'L.

IIpexne yeM mpeacTaBUTb aHaIW3 AUHAMUKH
IIPOCTPAHCTBEHHOM peOpraHu3alliii OCHOBHBIX
KOMMNApTMEHTOB IEYEHOYHOU MOOJbKM MpU HOK-
COpYOMIIMHOBOM BO3JAEWCTBUM, CJEAyeT OTMe-
TUTh, YTO Y MHTAKTHBIX XWBOTHHIX BEISBICH DS
JIOCTOBEPHBIX pa3IM4YMil  MeXay OObEMHOW MU
MoBepxHOCTHOI muroTHOocThi0 I'll M cuHycoumoB
B MEPUMNOPTAILHONW UM IEePULEHTPAJIbHOM 30HaX.
B yacTtHocTM, B mepuUIIOpTajJbHOl 30HE O0BEM-
Has 1oTHocTh ['ll Obl1a TOCTOBEpPHO BhIIIE (HA
10,3%, p < 0,05), yeM B IEPULICHTPAIBHOI 30HE
(Tada. 1, 2), B TO BpeMs KaK 00beMHas ITIOTHOCTh
CHHYCOMIHBIX KanwuisipoB — Hike (Ha 57,3%,
p < 0,05), COOTBETCTBEHHO HMXE ObUIO M OTHOIIIE-
HUe cTpoMbl K mapenxuMme (Ha 50,9%, p < 0,05)
(puc. 3, a). CrepeosiorMyecKMii aHaIU3 TMEYCHU
Kpbic Buctap yepe3 cytku nocie BBeaeHus JOK
BBISIBUJ CHMKEHHE OOBEMHOM IIJIOTHOCTU CHHY-
COMIHBIX KaNMWIISIPOB M YBeJUYEeHUE OOBEMHON
mwiotHoctTu [l B mnepuleHTpadbHON 30HE 10
YPOBHSI 3HAUCHMI IEPUITOPTaIbHOI 30HBI. COOT-
BETCTBEHHO, B MEPULICHTPAIbHON 30HE CHU3UJIOCH
OTHOIIICHME CTPOMBI K ITApEHXMME 10 YPOBHS 3Ha-
YEHUI MOPTAIILHOM 30HBI.

Yepes 3 cyTok cTepeosiornyeckue MmokazaTeau
CTPYKTYPHBIX KOMIIAPTMEHTOB II€PHUIICHTPAIbHOM
30HBI ObUIM OJIM3KHU K KOHTPOJbHBIM 3HAUYEHMSIM,
TOrma Kak B MEPUMNOPTAIbHON 30HE HabJI01a10Ch
yBeanueHne obbeMHoM (Ha 54,7%, p < 0,05) mu
MOBEPXHOCTHOU (Ha 26,6%) TJIOTHOCTU CHUHYCO-
WIHBIX KalWUISIPOB B pe3yJbTaTe ITOJHOKPOBUS,
reMocrasa, cjaaka 3SpPUTOLMTOB M CKOIUICHUS
MOHOHYKJIEapOB B IpocBeTax cocyaoB [2]. B To ke
BpeMsl B IIpOCTpaHCTBe Jlucce OTMEUYeHO CHIKE-
HUE OOBEMHOMN MJIOTHOCTU KJIETOK COCIUHUTEIb-
HOI TKaHu (Ha 42,8% 10 CpaBHEHUIO C KOHTPO-
eMm, p < 0,05).

Ha 5-e cyTku coxpaHsuIMCh BBICOKME IOKa3a-
TeJu OOBbEMHON MJIOTHOCTU CMHYCOMIHBIX Karu-
JISIPOB IIEpUIIOpPTaIbHOK 30HBI (pocT Ha 58,1%
Mo cpaBHEHMIO ¢ KoHTpojeM, p < 0,05), m kak
CNeACTBME, yBeJIWYeHUEe OOBEMHOIO0 OTHOILIEHUS
CTpOMBI K mapeHxuMe (Ha 46,8% 1o cpaBHEHUIO
¢ koHTpoJjeM, p < 0,05). B nepumnopranbHOit 30He
cHu3mIach oobeMHas 1ioTHocTh 'Ll (Ha 4,5 % mo
cpaBHeHUIO ¢ KoHTpojeM, p < 0,05) u yBeauuu-
JIach UX TOBEPXHOCTHAs IUIOTHOCTb (B IEPUIIOP-
TaJbHOM 30He — Ha 22,6%; B IepULICHTPAIBbHOMI
30He — Ha 32,3%, p < 0,05), yTo TIpUBEJIO K YBEIN-
YEHUIO IIOBEPXHOCTHO-00beMHOr0 oTHOIIeHus 'Ll
B 00eux 30HaX (B IepUIOpTaabHOM — Ha 28,6%,
B MepUlleHTpaJIbHOM — Ha 25,4% 1o CpaBHEHUIO
¢ KoHTpojeMm, p < 0,05), yTo CBUIETEILCTBOBAJIO

BIOJTNETEHb CO PAMH, Ne 6 (134), 2008 r.
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Puc. 3. Bmopuunsie cmepeonocuueckue napamempul
neueHu Kpwic Bucmap, noosepenymuix
6030elicmeuro 0oKcopyouyuHa.

a - o0seMHOe OMHOUIeHUe CINPOMbL K NapeHxume;
0 - s0epHo-yumonaasmamu4ecKkoe OmHoueHue
2enamoyumos; 8 - N0BePXHOCMHO-00beMHOe
OmHoweHue eenamoyumos. A - nepuyeHmpaibHas
30na, b - nepunopmanvnas sona. * - p<0,05

npu cpagneHuu ¢ koumpoaem, + - p<0,05 npu
CPABHEHUU C NEPULEHMPANbHOU 30HOU.

00 yBeJIMYEeHUHU 10JU «MeaKux» 'Ll 1 comnpskeHo
C yBeJMYeHUeM abcoJiloTHOM uuciaeHHocTu I'1]
B 3TOT CpoK 3KcrepmMeHTa [2]. Ha 7-e cytku B
MepUTIOPTATLHONM 30HE M3MEHEHWS] HapacTaiu —
MPOIOJIKAJICS POCT OOBEMHOU IIJIOTHOCTH CHHY-
connoB (Ha 78,7% 1O CpaBHEHUIO C KOHTPOJIEM,
p < 0,05), COOTBETCTBEHHO YBEIMIMBAIOCH OOBEM-
HOE€ OTHOILIEHME CTPOMBI K napeHxume (Ha 60,4%
o cpaBHeHUIO ¢ KoHTposeMm, p < 0,05).

C 14-x cyTOK M 10 KOHIIAa 3KCIEPUMEHTA CTe-
pPEOJIOTMYECKME II0Ka3aTed B IEePUIIOPTAIbHOMN
30HE CTAOWJIM3UPOBAIMCH HAa YPOBHE KOHTPOJIBHBIX
3HAYCHUM, TOrma Kak B IEPUILCHTPAJIbHOM 30HE

BIOJTNIETEHb CO PAMH, Ne 6 (134), 2008 r.

OTMEYAJIOCh CTAOWJIBHOE CHIDKCHHE OOBEeMHOM
IUIOTHOCTU CHUHYCOMAHBIX KanmwuisipoB (Ha 30-e
CyTKM — Ha 46,9% 1o CpaBHECHUIO C KOHTPOJIEM,
p < 0,05). IIpu xapakrepuctuke rnomyasauuu 'Ll
MepUIICHTPAIBLHOM 30HBI BaXKHO OTMETUTh CHIKE-
HUe 00beMHOI (Ha 24,5% 1o cpaBHEHUIO C Mepu-
noprajibHOi 30HO#, p < 0,05) U MOBEPXHOCTHOM
(Ha 22,3% 10 CpaBHEHUIO C TEPUIIOPTAJIBHOI
30H0M, p < 0,05 n Ha 23,6% 1O CpaBHEHUIO C KOH-
TposaeM, p < 0,05) IIIOTHOCTH UX SIAEP, YTO OOYCIIOB-
JINBAJIO CHIDKEHUE SIEPHO-LIMTOILIA3MATUIISCKOTO
oTHOIIeHMS (Ha 23,6% 110 CpaBHEHMIO C IIEPUIIOP-
TaJbHOI 30HOI, p < 0,05) (puc. 3, 0).

PesynbTaThl IPOBEAEHHOIO  MCCICHOBAHMUS
CBUIIETEJILCTBYIOT O TOM, YTO KJIIOUEBYIO POJIb B
TKAHEeBOIl peopraHu3alliy ICYCHOUYHON MOIBKU U
pemoaenupoBaHun nedyeHu npu aericteuu JOK
WUTPaloT M3MEHEHUSI OOBEMHOM IUIOTHOCTH CHHY-
COUIOB, KOTOpasi BHOCUT OCHOBHOM BKJIall B U3ME-
HEHUS CTPOMAJIbHO-ITAPEHXUMATO3HBIX OTHOIIIE-
HUii. BaXXHO OTMETUTh, YTO 0ObEMHOE OTHOIIICHHE
CTPOMBI K ITApEHXMME Y WHTAKTHBIX >KMBOTHBIX
ObUTIO BHIIIIE B MEPUIEHTPAIbHONM 30HE IIede-
HOYHOM IOJbKH, YeM B IIEPUIIOPTAIbHOM 30HE
(puc. 3, a). Ilpu nmeiictBuu JIOK Gojiee BbIpakeH-
HbIe M3MEHEHMSI JAaHHOTO ITapaMeTpa (3HAYUTEIhb-
Hoe yMeHbllIeHue ¢ 1-x mo 5-e¢ u ¢ 14-x o 30-e
CYTKM SKCIIEPUMEHTa) OTMEYAJIUCh B IICPUIICH-
TpaJIbHOM 30HE, IIPU 3TOM €ro 3HA4YeHUsI OcCTa-
BaJIUCh BBHIIIE, YeM B IICPUIIOPTAJILHOM 30HE, Ha
MPOTSDKEHUU BCETO DKCIIEPUMEHTA.

Ilpy ouLeHKe CTPYKTYpHOI peopraHu3aluu
OCHOBHOT'O KOMIIAPTMEHTA IeYCHOYHOM TOJIbKU —
I'll — cienyeT OTMETUTh, YTO WX IIOBEPXHOCTHO-
00BbEMHOE OTHOLLIEHKE ObLJIO OMMHAKOBLIM B 00eUX
30HAX IEYCHOYHOM IOJIbKM Y MHTAKTHBIX XXWBOT-
HBIX, 2 B JMHAMUKE SKCIIEpUMEHTa HabII01aIach
OIMHAKOBas HaIlpaBJICHHOCTh U3MEHEHU JTaHHOTO
napamerpa (puc. 3, B). OTU AaHHbIE CBUACTEJIb-
CTBYIOT O TOM, uTo pasMepnl I'll B obeux 3oHax
ObUIM OOWHAKOBBIMU HE TOJBKO Y WHTAKTHBIX
KpPBIC, HO M BO BCE CPOKM 3KCIepuMeHTa. B To Xe
BpeMsl SIIEPHO-IIUTOINIa3MAaTUIECKOE OTHOIIICHNUE
I'll uaMeHsIoch B OOJIblIIEH CTeNEHU B MEPULICH-
TpaJIbHOM 30HE, YTO MOXKET OTPakaTh OCOOCHHOCTH
pereHepaTOPHbBIX CTPATETMii Ha KIIETOYHOM YPOBHE
B pa3HBIX 30HaX (BEpOSTHO, B Pe3yjbTaTe pasiiM-
yuii B MeTaboam3Me U MUKpooKpyxkeHuu I'Ll).

XapakTep MNPOCTPAHCTBEHHOM peopraHu3a-
MY TIeYeHU IIpU MHIYLMPOBAHHOM ITOKCOPYOM-
LIMHOM JECTPYKIUKM OOYCIIOBJICH TOKCHYECKUMMU,
HUIIEeMUYSCKUMH W UMMYHO-OIIOCPEIOBaHHBIMU
noBpexaeHussMu 'Ll ¥ 3HIOTEIMOLIMTOB COCY-
OB, pa3BHBAIOIIMMUCI Ha (QOHE CHUCTEeMHBIX
reMOIMHAMMYECKNX HapylueHuid. CTpyKTypHbIE
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MN3MCHCHUA, CBUACTC/ILCTBYIOIINE 00 aIanTUBHBIX
pe€aKIAX FI_[ B YCJIOBHAX OI'paHNYCHHBIX BO3MOXK-
HOCTEH ILJIACTUYECKOIrO O6€CHC‘I€HI/IH, IIPOABJIA-
I0TCA B UBMCHCHUAX HOBCpXHOCTHO-O6’b€MHOFO n
AOCPHO-IUTOIIa3MAaTNYECKOTO OTHOIICHUA FI_[

JlurepaTypa

1. Jlywnuxoea E.JI., Kaunnuxoea M.T., Moaodwix O.11.,
Henomuawux JI. M. Mopdonornyeckye MmposiBICHUST peMO-
JeTUPOBaHMS Cepalla MpU AWJIATAIlMOHHONW KapAuOMMUO-
MaTUM aHTpalMKIMHOBOTO TreHe3a // Bilomr. akcrep.
ouom. 2004. 12. 684 — 689.

Lushnikova E.L., Klinnikova M.G., Molodykh
O.P., Nepomnyaschikh L.M. Morphological evidences
of manifestations of heart remodeling at dilated
cardiomyopathy of anthracyclines genesis // Byul. eksper.
biol. 2004. 12. 684-689.

2. Monooeix O.11., Jlywnukosea E.JI., Kaunnuxosa M.T.,
Henomuawux JI.M. CTpyKTypHasi peopraHu3aius neyeHu
KPBIC MPU LIUTOTOKCUUYECKOM JACWCTBUM JTOKCOPYOULIMHA //
Bromi. skcnep. 6uoi. 2006. 5. 579-585.

Molodykh O.P., Lushnikova E.L., Klinnikova M.G.,
Nepomnyaschikh L.M. Structural rat's liver reorganization
under doxorubicine cytotoxic effect // Byul. eksper. biol.
2006. 5. 579-585.

3. Mosaoowix O.I1., Jlywnuxosa E.JI., Kinunnuxosa M.T.,
Henomuawux JI.M. BHyTpuKIeTOYHasl peopraHu3alus
renaTolUTOB IIPU BO3AeHCTBUM TOoKcopyouluHa // Bros.
akcrep. 6uoi. 2007. 10. 464-472.

Molodykh O.P., Lushnikova E.L., Klinnikova M.G.,
Nepomnyaschikh L.M. Intracellular reorganization of

hepatocytes under doxorubicine effect // Byul. eksper.
biol. 2007. 10. 464-472.

4. Jaeschke H., Gores G.J., Cederbaum A.l. et al
Mechanisms of hepatotoxicity // Toxicol. Sci. 2002. 65.
166-176.

5. Hilmer N.H., Cogger V.C., Muller M., Couteur
D.G.C. The hepatic pharmacokinetics of doxorubicin and
liposomal doxorubicin // Drug Metab. Dispos. 2004. 32.
794-799.

6. Kaplowitz N. Biochemical and cellular mechanisms
of toxic liver injury // Semin. Liver Dis. 2002. 22. 137-144.

7. Park B.K., Kitteringham N.R., Maggs J.L. et al. The
role of metabolic activation in drug-induced hepatotoxi-
city // Ann. Rev. Pharmacol. Toxicol. 2005. 45. 177-202.

8. Petrovic V., Teng S., Piquette-Miller M. Regulation
of drug transporters: during infection and inflammation //
Mol. Interven. 2007. 7. 99-111.

9. Lee W.M. Drag-induced hepatotoxicity // N. Engl.
J. Med. 2003. 349. 474-485.

10. Lee W.M., Senior J.R. Recognizing drug-induced
liver injury: current problems, possible solutions // Toxicol.
Pathol. 2005. 33. 155-164.

11. Navarro V.J., Senior R. Drug-related hepatotoxi-
city // N. Engl. J. Med. 2006. 354. 731-739.

12. Sierra F.A., Torres D.P. A concise and structured
review of drug-induced toxic hepatic disease // Ann.
Hepatol. 2004. 3. 18-25.

13. Limmer F., Knolle P.A. Liver sinusoidal endothelial
cells: a new type of organ-resident antigen-presenting
cell // Arch. Immunol. Ther. Exp. 2001. 49. S7-S11.

14. Knolle P.A., Gerken G. Local control of immune
response in the liver // Immunol Rev. 2000. 174. 21-34.

RAT LIVER REMODELING UNDER HEPATOTOXIC DOXORUBICIN TREATMENT

Olga Pavlevna MOLODYKH, Elena Leonidovna LUSHNIKOVA, Anastasiya Alexandrovna BAKULINA

SI RI for regional pathology and pathomorphology of SB RAMS

2, Ac. Timakov str., Novosibirsk, 630117

Peculiarities of remodeling of Wistar rat liver after singlefold administration of doxorubicin sublethal dose in dynamic
have been investigated. It has been shown that main role in liver three-dimensional reorganization plays vascular-
parenchymatous relations which specify dynamics of stromal-parenchymatous relations. Noticeable reduction of the
ratio of stroma to parenchyma predominantly due to reduction of spatial density of sinusoidal capillaries occurs in
pericentral zone of liver acinus in early and late terms after administration of the preparation. In periportal zone increase
in spatial and surface density of sinusoidal capillaries causing increase in the spatial ratio of stroma to parenchyma
occurs in a week after administration of the preparation. Increasing with time Disse's space infiltration by plasmocytes
and lymphoid cells is consider to be a peculiarity of parenchymatous-stromal mutual relations in liver acinus.

Key words: doxorubicin hepatotoxic effect, tissue reorganization of liver, cells of Disse's space, ultrastructure,
stereology.
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