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PAPMAKOJIOTUA CUCTEMbI KPOBU

MUEJIOTOKCUYHOCTb MNMAKJITUTAKCEJIA (MUTOTAKC)

. B. Kapnoea, T. U. ®omuHa, O. J1. BopoHoBa, E. B. AGpamoBa,
E. A. TumuHa, T. 0. lam3uHa, J1. A. EpmonaeBa, A. B. MNeposa'

[MaknuTakcen (MUTOTaKC) IPU BHYTPUBECHHOM BBEJICHUH OJJHOKPATHO B MAKCUMAJILHO I1e-
peHocumoii 103e (4,6 Mr/Kr) GenbiM OECIIOPOAHBIM KPBICAM BBI3BIBAET B KOCTHOM MO3IE B
IIEPBbIE YaChl UCCIIEA0BAHNS YBEIMUCHUE COIEPKAHNS MUTO30B KJIETOK I'PaHyJIOLUTapHOTO
U 3PUTPOUAHOTO POCTKOB MPH Iepexofe u3 Meradasbl K aHadase, pasBUTHE TUIIOIIIA3UH:
CHIDKCHHUE COJIEPXKAHUS HE3PEJIBIX M 3PEJIbIX TPAHYIIOIUTOB, S3PUTPOHOPMOOIIACTOB, JTUM(O-
uuToB. B nepudepruyeckoii kpoBu HaOMOIACTCS pa3BUTHE YMEPEHHON MaHIIUTONICHUH: TH-
MOTUIACTHYECKON aHEeMUH, KPaTKOBPEMEHHOHN ITyOOKOH HEHTPONCHUH, YMEPEHHON JTHM(O-
LIUTONIEHUH U TpomOounToneHnu. Ha npenaparax KocTHOro Mo3ra y Mblieit yepes 24 4 Bbl-
SIBJICHO 3HAYUTENIbHOE YBEIMYEHUE IPOLEHTA MOIUIUIONIHBIX (4n) KIETOK U yMEPEHHOE —
CTPYKTYPHBIX H3MEHEHUH XPOMOCOM B MeTa(a3HbIX INIACTHHKAX 33 CIET XPOMATUAHBIX pa3-
pBIBOB. BBeseHue mpenapara NpuBOAMIO K PaHHEMY YBEJIHMUYCHHIO YHCIIa MHUTO30B KJIETOK
TUMYCa, COJEPKaHUsI THMOLIUTOB C IPU3HAKAMH aIlONTO3a, YMEPEHHOMY CHIKEHHIO MacChl
TUMYycCa U cele3eHKH. 3MeHeHus HocsT oOpaThuMblid Xxapakrep. B mo3mHue cpoku uccneno-
BaHMA (90 cyT) oTMeudaeTcs yCKOpeHHasi BO3pACTHAs MHBOJIIOLUS THMYCA, CHU)KEHHE COfIep-
XKaHUS TUM(OLIUTOB B eprudepuvecKoil KpOBH U KOCTHOM MO3Te.

KuroueBsble ci10Ba: makmurakcen (MUTOTaKc), nepudepruyeckas KpOBb, KOCTHBIA MO3T, JINM-

(ouHbIC OpTraHbI

BBEOEHUE

BHuMaHIE OHKOJIOTOB PUBIICKAIOT ITPENapaThl TPYIIIbI
TaKCaHOB (MAKJIMTAKCEI, JOLETAKCENT) — MPOTUBOOITYXO-
JICBBIC arcHTHI TPHPOIHOTO MPOUCXOKICHUS, JCHCTBYIO-
IIFe HA UTOIDIA3MaTHICCKUE MUIICHU (MHKPOTPYOOUKH).
TakcaHbl HapymIalOT AUHAMHYCCKOS PaBHOBECHE MEXKIY
OCHOBHBIMH HHTPEANEHTaMH MHKPOTYOYIISIPHOTO arapa-
Ta — o ¥ [ TyOyJIMHAMH ¥ TIPEMSTCTBYIOT JIEICHUIO KIle-
TOK. TakcaHbl sBISIFOTCS (hazocrnenupuueckuMu (MUTO-
TeHHBIMH) ITUTOCTATHKAMH, NCHCTBYIOIIMMH Ha KIICTKH
onyxom B G,/M ase knerounoro muia. Kpome toro,
OHH 00JIaJJAf0T CIIOCOOHOCTHIO YCHIIMBATH IIPOTUBOOITYXO0-
JIEBBIH A(P(EKT 3a CYCT aHTUAHTHOTCHHOTO BO3/ICHCTBUS U
YBEJIMUCHUS arolTo3a KJIETOK omyxonu [2, 5, 8, 10, 11].

B KIIMHMYECKO# MPAaKTUKE TAKCAHBI MPUMEHSIOT B pe-
JKMME MOHOTEPAIUH WIA B KOMOHHAIMH C IMCIUIATHHOM
(pake SIMYHUKOB, HEMEIKOKICTOYHBIA PaK JICTKUX) HIH C
JIOKCOPYOUIIMHOM (pak MOJIOYHOW kene3bl). HawmbGornee
BOXHBIMH TOOOYHBIMU MPOSBICHUSIMA XHUMHUOTCPAITHH
TaKCaHAMH SIBJISTIOTCSI MUCIIOTOKCHYHOCTD (HEHTPOIICHUS,
TPOMOOIIUTOIICHHST U aHEMUsI), HEHPOTOKCHYHOCTbD, Kap-
JUOTOKCUYHOCTD, TUICPUYBCTBUTEIBHOCTh K Iperapary
[1,5,8,9,12].

B Hacrosieit pabote mpencTaBiICHBI PE3YIBTaThl IKC-
MEPUMEHTAIILHOTO M3yUCHHSI PAHHUX M OTJATICHHBIX peaK-
U KPOBETBOPHBIX M JIMM(OUIHBIX OPTraHOB KPBIC Ha

' Ty HMU tdapmakonorun THI[ CO PAMH, Tomck, 634034,
mpoc. Jlennna, 3.
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BBeJICHUE NakymTakcena (paclitaxel), BEITyCKaeMOT0O KOM-
nanueir “Dr. Reddy’s Laboratories Ltd”. (Muaus) mon
Ha3BaHHWEM MHTOTaKc [1].

METOAbl UCCIIEOOBAHUA

DKCIepUMEHTHI TIPOBEJICHBI Ha 59 OesbIX KOHBEHIIHO-
HaJbHBIX HEJIMHEHHBIX KpbICaX-CaMKaxX UCXOAHON Maccou
200 —250r u 20 mpmmax muann CBA maccoii 18 —20 T,
MOJYYCHHBIX W3 KOJUICKIIMOHHOTO (OHIA JIabopaTopHu
JKCIepUMeHTaIbHOTO OnomonenupoBanus I'Y HUN dap-
makojoruu Tomckoro Hayunoro nentpa CO PAMH (cep-
Tudukar umeercs). JKUBOTHBIX COAEpKaIUd B COOTBETCT-
BUU C IIpaBUJIaMu, IPUHATHIMU EBporneiickoil koHBeHIMEeN
IO 3aIIUTE MO3BOHOYHBIX KUBOTHBIX, UCIIOIB3YyEMBIX IS
SKCIICPUMEHTAJIbHBIX W WHBIX Hay4HbIX mened (Crpac-
Oypr, 1986). [lo 1 B rieproj SKCIIepUMEHTa JKUBOTHBIE Ha-
XOIWINCH B BUBApUU IIpHU Temieparype Bosayxa 20 — 23°
C, BnaxhHoctd He Oonee 50 %, o0beM BO31MyX00OMEHA
(BeITsDKKA : mpuTok) — 8:10; B CBETOBOM pexHMeE
JeHb-HoYb (1:1), B CTaHTAPTHBIX IIACTHKOBBIX KJIETKaX
¢upmbl VELAZ pazmepom 35 x 57,5 x 18,5 cM ais kpbic
n 42 x25x 14cm uia MBI € MEITKOW JpPEeBECHOU
cTpyxkol o 5 u 10 ocoGeil COOTBETCTBEHHO B KaXKJIOM, B
OTKPBITOW CHCTEME, Ha CTAHJIapPTHOM pPalldOHE.

MutoTake (HmakJMTakcesl) BBOAWIM KpbICaM BHYTpPHU-
BEHHO OJIHOKPAaTHO B MaKCHUMallbHO MEPEHOCHMOH 03¢
(MIIJT) 4,6 Mr/KT, yCTAHOBIEHHON METOIOM TpaduuecKo-
ro MpoOUT-aHaIN3a NpH HaOmoneHnN B TeueHue 30 THeH.
KoHTponbHyt0 Trpymnily COCTaBUIM KMBOTHBIE, KOTOPBHIM
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BHYTPUBEHHO BBOJMIIN B SKBUOOBEME pacTBOpUTEND ((Pu-
3MOJIOTHYECKUN pacTBOp). Y BceX KpbIC (4 — 5 KUBOTHBIX
B IpyIIie) B paHHHEe cpoku (uepe3 1,2, 4,6 u 84, Ha 2, 5,
10, 15, 30-e cyTkun) u no3auue cpoku (uepes 90 cyT) B ne-
pudepudeckoit KpoBH, B3ATON M3 XBOCTA MOCIEC aMITyTa-
MU ero KOHYKKa (25 MKIT), Onpeaessuii mokazarenu Gpop-
MEHHBIX JJIEMCHTOB Ha aBTOMAaTHYECKOM TeMaToJOTrHhde-
ckoMm ananu3arope Abacus (“Diatron”, ABcTpus) B BeTe-
puHapHoM pexume [4]. OueHuBanu ciieayrolue Iokasa-
TEJM TEMOTpaMMbl: KOHIIeHTpanuto remonioonHa (HGB,
r/n), konmudectBo spurpouutos (RBC, 10'% /i), remarok-
pur (HCT, %), conepxanune tpomGormros (PLT, 10° /),
obmee uuncno neiikomuros (WBC, 10° /1), neiikorpammy.
PeTnkymonnTsI MOACYUTHIBAIN B Ma3Ke KPOBH TP CyTIpa-
BUTAJILHOM OKpacke OpHIUIMAHTOBBIM KPE3UJIOBBIM CUHUM
[4]. [Tocne ymepuiBieHHs! >KUBOTHBIX (JUCIOKAIUS TICH-
HBIX TIO3BOHKOB MO/ d()MPHBIM HAPKO30M) HCCIIEIOBAH
MOKAa3aTeNId KOCTHOTO Mo3ra (00IIee KOJUYECTBO KIIETOK
— OKK, nokasaresnu muenorpammsl, 10°/6expo), mopdo-
JIOTHIO TUMYyCa Ha THCTOJIOTHYECKHX IpernapaTax (pukca-
uus B kuakoctd KapHya, okpacka IeMaTOKCHJIMHOM H
J03MHOM THCTOJIOTHUECKUX TMpermapartoB [6]), a Takxke
Maccy THMYCa U CENIe3eHKH (B MT') M X IHUTOTpamMmy (B
%). st MOp(OITOTUIECKOTO UCCICIOBAHUS KICTOK TIEPH-
(hepuyeckoil KpOBU, KOCTHOTO MO3ra, TUMYCa U CEeJIe3EHKU
(JeiikorpamMma, MueJIOrpaMMa, THMOIpaMma, CIIJIEHOTpaM-
Ma) TIPOBOIMIM MHKPOCKOITIYECKOE UCCIECIOBAHUE ITUTO-
JIOTHYECKUX NpenaparoB, OKpaIEeHHbIX KOMOWMHUPOBAHHO
¢uxcaropom-kpacuteneM  Maii-I pronBanpaa U asyp
[I-s03unOoM 0 Hoxty [4]. Kpome TOTO, Ha muromornye-
CKHUX Ipernaparax TUMyca MOJACYUTHIBAIIU MPOLEHT KIETOK
C amomnTO3HBIMH HW3MEHEHHSAMH (ITMKHO3, (ParMeHTo3,
MapruHanus sSApa, BBHITOYKOBBIBAHWE ATIONTO3HBIX TEN U
np.) [3]. Y mbrmreii muanu CBA 17151 OTIEHKH [TUTOT€HETH-
YEeCKUX HapylIeHUH yepes 24 4 rnocie BBeIeHHS MUTOTAK-
ca B J03¢ 4,6 MI'/KI' MCCIIENOBAIN COCTOSIHUE XPOMOCOM
MeTa(a3HbIX IUIACTUHOK KOCTHOTO Mo3ra (couepkaHue
MOBPEX/ICHHBIX MeTada3, Yuciao adeppaiuii XpoMocoMm,
XpOMaTHIHBIX (hparmMeHToB 1 00MeHOB Ha 100 KieTok, a
TaK)Ke PEruCcTPUPOBAJIM KIETKU € MpoOesaMu) Mo MOJIH-
¢dbunmpoanHomy mMetory Popna [7].

Pesynbrarel 00pabaThIiBaJIM C MCIOJIB30BAHUEM KpHTE-
pust Crpionenta n Bunkokcona-ManHa-YutHu. JlanHble
npuBonATcs B Buae X £ m, rue X — cpennee apudmeru-
geckKoe, /1 — e€ CTaHAapTHasI OIINOKa.

PE3YJIbTATbI U X OBCYXOEHUE

PesynbraThl HccneoBaHUs MOKazareneil nepugepuue-
CKOIl KPOBH M KOCTHOTO MO3Ta Y KPBIC TIOCJIC BHYTPUBCH-
HOTO BBEJCHHMSI MUTOTakca B 7103¢ 4,6 MI/Kr mpeicrasie-
Hbl Ha puc. 1 n 2.

Co cropoHsI niepruhepuIecKoit KpoBH y KpbIc (puc. 1) B
TIEPBBIC YACHI ITOCIIE BO3ACHCTBUS CPETHHUE BEIMUMHEI 110~
Kazaresjel KpacHOW KPOBM CYLIECTBEHHO HE OTIIMYAJINChH
OT UX 3HAUEHUH Yy KUBOTHBIX KOHTPOJIHHOW rpynmbl. Ye-
pe3 6 u 8 9 ombITa HAOMIOMAIICS JICHKOIIMTO3 32 CUET yBE-
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muueHust (oxkoio 500 % OT KOHTPOJS) COXEpKaAHHS
HEUTPOPUIBHBIX TPAHYJIOLMUTOB, YTO XapaKTEPHO IS
paHHEero TmepHoAa HecTeu(UIEecKoil CTpecc-peaKIum.
Yucmo nuMQONUTOB CHIKAIOCH, COCTABILIL depe3 8 1
okoi1o 50 % ot koHTposs. 3ateM (¢ 24 u 10 15 cyT onbITa)
HaOII0ANIOCh Pa3BUTHE YMEPEHHON THIIOpEreHepaTopHOi
AQHEMUH (CHIDKAIOCH COZICPKAHUE HPUTPOIIUTOB, TEMOTIIO-
OWHa, PETHKYJOIUTOB ¥ reMaToKpuTHOE 4rcio). Co cro-
POHBI OeNoll KpOBH B 3TOT IEPUOA UCCICIOBAHUS 00IIee
YHUCIIO JIEUKOLUTOB CYIIECTBEHHO HE U3MEHSIOCh, HO OT-
MEUaJoCh Pa3BUTHE KPATKOBPEMEHHOW (Ha 5-€ CyTKH
OTIBITa) ITyOOKOH HEHTPOICHUH, CpeTHEe 3HAYCHHUE YUCIIa
3peNBIX HEUTpOopHIoB cocTaBmiio 26 + 9 % OT KOHTPOJISL.
OTMedanoch pa3BUTHE yMEPEHHOW 00paTtumoii TpomOo-
LUTOICHUU.

HccnenoBanne KOCTHOTO MO3ra BBISIBHJIO B TEpPBBIC
Yachl HCCIENOBaHMS (MaKCUMaIIbHO yepe3 4 — 6 1) yBenu-
YEeHUE COACPIKAHUSI MATO30B KJIETOK IPAHYJIOIUTAPHOTO U
SPUTPOUIHOTO POCTKOB MpU Tepexoae u3 MeTadasbl K
aHadasze (puc. 2, 2, ) ¥ pa3BUTHE TUIIOIIIA3UU (MaKCUMa-
JFHO Ha 5-€ CYTKH OIbITa): CHIKCHHE OOIIeH KJIETOYHO-
ctu (puc. 2, a), coaepXaHusl HE3peJbIX U 3PEIbIX TPaHy-
JouuToB (puc. 2, 6, B), 3pUTPOHOPMOOIAcTOB (puc. 2, 0),
TUMQOIUTOB (pHC. 2, JC).

Ha muToreHeTHUECKUX IpemnapaTax KOCTHOTO MO3ra y
MbIIeld yepe3 24 4 mociie BBEJCHUS MUTOTaKca B J03€
4,6 MI/KT 3HAUUTENBHO BO3PACTAJ MPOLEHT MOJUILIONI-
HeIX (4n) wierok (17,2£0,9 %, B koHtpoie — O,
»<0,001). HaGironanoch ymMepeHHOE YBEIUUCHHUE CTPYK-
TYPHBIX U3MEHEHHI XPOMOCOM B MeTa(a3HbIX IUIaCTUHKAX
(5£1,6 %, B xourpone 1 %, p <0,05) 3a cuer xpomarus-
HBIX Pa3pbIBOB (4,5 + 1,5 %, B xorTpone 1 %, p < 0,05).

[Tpn nccnenoBanny TUM(OUIHBIX OPTaHOB y KHUBOT-
HBIX OIBITHBIX IPYIIT HAOIIOAAIOCh CHIDKCHHE MaCcChl TH-
Myca U CeJIe3eHKH (Talbnuiia), MAaKCUMaJlbHO Ha 5-€ CYTKH,
B TUMOTpaMMC KPbIC BBISABJICHO CHMIKCHHC IMPOLCHTA HE-
3peNbIX TUMOIMTOB (OONBIIMX U cpenHux ux (opm). B
pannue cpoku (1 — 6 9) mocne BBeIEHUSI MUTOTAKCa BO3-
pacTayio 4mciIO MHTO30B IpH mepexone u3 Meradassl K
anadasze (puc. 2, 3, 1). B stoT nmepuon uccnenoBaHus Ha
HOUTOJIOTUMYCCKUX TIIpfraparax TUMYCa YBCINMYUBAJIOCH
YHCIIO TUMOLIUTOB C MPU3HAKAMH aronTo3a (KISTKH C Ka-
PHOIMKHO30M, KapHOPEKCHUCOM, MaprUHALUCH XpOMAaTH-
HA, BBIMOYKOBBHIBAHUEM AIlONTO3HBIX TEI — MEMOpaHO-
3aMKHYTBIX ()parMeHTOB | Ap.), (puc.2, 3, 2).

Ha rucronoruueckux npenaparax TUMyca B IEpBbIE
CYTKH OTMEYaJOCh THE3IHOE MCUYC3HOBEHHE JTUM(OIUTOB
13 KOPKOBOTo BemlecTsa. Yepes 24 4 B MO3rOBOM BEILECT-
BE TOSABJISUTUCH KpyMHbIe (0Opa3oBanHble 10 u Gonee smu-
TeNUATBHBIMA KJI€TKaMN1) Tenblia ['accans ¢ oporopenueM
u Tenbla ['accansd B Bue anuTenuaIbHbIX KUCT, COAepxKa-
IIMX KJIETOYHBIN neTput. Ha 5-e cyTkn yMeHsbIanace Kie-
TOYHOCTh KOPKOBOW M MO3TOBOH 30H, OOHa)aJcs dIHTeE-
JIUH CTPOMBI. Y HEKOTOPBIX KPBIC, IOTYYaBIINX MUTOTAKC,
CTHpaJIach pa3HULIA MEKAY KOPKOBOM M MO3TOBOM 30HaAMH.
Ha 10-i1 neHp skcnepuMeHTa KJIETOYHOCTh 30H THMYyca
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Puc. 1. Cogpepxxanue remornoouna (HGB), spurpouutos (RBC), peruxynonuros (Ret), remaroxkpur (HCT); obiee uuciio jgelkouuTon
(WBC), neiitpodmnsabix rpanymnonutoB (GRA), mmmdonutos (LYM) u tpombonuros (PLT) B nepnudepudeckoil KpoBH KPBIC ITOCTE BBEIE-
nus mutorakca B MITJL (4,6 Mr/kr).

371ech U Ha pHC. 2: 10 OCSIM OPJMHAT — COIEPIKAHUE KIICTOK B IPOLeHTax K KOHTporo (100 %), o ocsm abeiuce — CPOKH OIBITA.
* — paznnuust 1ocToBepHsI (p < 0,05) MEKTy ONBITOM M KOHTPOJIEM.
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Puc. 2. O6uiee KOJIMIECTBO MUEIIOKAPHOLUTOB (a ), He3pebIX (6 ) U 3pesibiX (6 ) HEUTPO(DHIBHBIX IPAHYIIOLMTOB, MUTO30B TPaHyJIOLUTAP-
HOTO psifa (2 ), SPUTPOUHBIX SEPHBIX KIETOK (O ), MUTO30B 9PUTPOHOPMOOIIACTOB (€ ), TMM(OIUTOB (/¢ ) B KOCTHOM MO3Te KPBIC; MUTO3BI
KJIETOK (3, 1) M 4KCIIO anoNTO3HBIX KIETOK (3, 2) THMYyCa mocie BBeaeHus Mmutorakca B MITJT (4,6 mr/kr).

O0o03HaueHus Te *Ke, 4To Ha puc. 1.
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MPAKTUYECKH BOCCTaHABIMBAIACh, N3MEHEeHHMs Terelr ['ac-
caJjisl COXPaHSUTACH IO KOHIIA OTBITA.

Uepes MecsIl IOCIe BBEACHUS IUTOCTATHKA OOJBIIHH-
CTBO M3YYCHHBIX TOKa3aTesiel nepudepruueckoil KpoBw,
KOCTHOTO MO3ra M JTUM(OHUIHBIX OPTaHOB MPHUXOAUIO K
HCXOAHOMY YPOBHIO.

B nmozmaue cpoku uccnenoBanus (90 cyt) ciemxyer or-
METHTh CHHKCHHE COJCPIKAHUS JTUMQOIMTOB B TepHUde-
pUYECKON KpOBH U KOCTHOM Mo3re (puc. 1 u 2), cpennee
3HAUYEHHE MACChl TUMYCa OBLIO HHUXKE TAKOBOTO Y YKHBOT-
HBIX KOHTPOJIbHOW TPYIIIIbI aHATOTMYHOTO Bo3pacTa (Tab-
nuia). Ha rucromoruyeckux mpenaparax THMyca uepes
3 Mec mociie BBEICHUS [IMTOCTATHKA Y KPBIC TOJIbKH OBLITH
YMEHBIIICHBI B pa3Mepax Mo CPAaBHEHUIO C KOHTPOJIEM, OT-
MEYaJIOCh Pa3BUTHE CKIIEPO3a.

BbIBO[bl

1. MuToTakc ipu OJHOKPaTHOM BHYTPUBEHHOM BBEJlE-
HuM (4,6 Mr/kr), oOnagas 3HAYUTEIBHBIM MHTOTCHHBIM,
YMEPEHHBIM MYTareHHbBIM M aAMONTO3MHAYIHPYIONIM
JICHCTBHUEM, BBI3BIBACT Pa3BUTHEC 0OPAaTMMON THUIOILIA3HH
KOCTHOTO MO3ra, TMM(OUIHBIX OPraHOB, YMEPEHHOW T'H-
MOTJIACTUYECKOM aHEMHUH, TPOMOOIMTOIICHUH, TITyOOKOM
KpPaTKOBPEMEHHOM HEUTPOIIEHUH.

2. B ornaneHHble CPOKY NOCIIE BBEACHUS LUTOCTATUKA
(uepe3 90 mHelf) HaOMIOMAETCSI YCKOPEHHAs BO3PACTHAsS
WHBOJIFOIMSL TUMYCA, CHIDKGHHE COACPKaHUS JTUMQOIH-
TOB B TTepHU(EpUIECKOil KPOBH U KOCTHOM MO3TE KPBIC.
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Macca (B r) 1uMGpoUIHBIX OPraHoOB NMOCJE€ BBEIE€HHS MHUTOTAKCA B
MIIA, X+ m

Cpox ombiTa Tumyc Ceine3eHka
Konrpons 0,4 £ 0,02 0,62 £ 0,03
lu 0,57+0,11 0,77 £ 0,03*
24 0,39 + 0,04 0,72 + 0,05
49 0,42 + 0,04 0,54 £ 0,03
6u 0,36 + 0,03 0,66 + 0,03
8u 0,34 £ 0,07 0,66 + 0,07
24 g 0,32 £ 0,02* 0,54 + 0,04
Scyr 0,27 £ 0,04* 0,49 £ 0,06*
10 cyr 0,38 + 0,03 0,78 + 0,05*
15 cyr 0,35+ 0,02 0,52 +0,03*
30 cyt 0,36 + 0,03 0,52 £ 0,03*
Konrpomns, 90 cyr 0,35+0,03 0,53 £ 0,05
90 cyr 0,26 + 0,02* 0,56 + 0,07

IIpumeuanne. * — pasiaus JoctoBepHs! (p < 0,05) IO OTHONIEHHIO K CO-
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Paclitaxel (single intravenous injection in a maximum tolerated dose of 4.6 mg/kg) to white outbred rats causes bone marrow hypoplasia, increased granu-
locyte and erythroid cell mitosis (metaphase-anaphase transition), and moderate pancytopenia developments in peripheral blood (hypoplastic anemia, deep,
short-term neutropenia, lymphopenia and thrombocytopenia) in the first hours after injection. A considerable increase of polyploidy (4n) cells and a moderate
increase in the structural changes (chromatid deletions) of chromosomes was observed on bone marrow metaphase plates in 24 h. The drug introduction causes
earlier increase in the rate of thymus cells mitosis, a growth in the number of thymocytes with apoptosis signs, and a moderate decrease in the thymus and sple-
en weight. All changes are reversible. Long-term (90 days after injection) observation revealed decreased lymphocyte count in the peripheral blood and bone
marrow and earlier thymus involution.





