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Pedepar. ExcriepiMenT npoBeneHuii Ha OLIMX HENIHIMHUX ITypax IPH BHYTPIMIHbOOYEpE-
BUHHOMY BBeZIeHHI (hryopoypammty Ta ¢iyaunaty B JI/lsp. Marepian gocmimKyBany dyepes
1, 3, 7, 14 ni6 micnsi 0XHOPA30BOTO BBEACHHS mpenapatiB. [IpogeMOHCTPOBAHO OHOCHPSI-
MOBAHHUI XapakTep Ta CTYIiHb BHPAXEHOCTI CTPYKTYPHUX 3MIiH OpPTaHiB iMyHHOI CHCTEMH
IpH BBEACHHI crionyk. Hai0inpIn BupakeHi 3MiHU crioctepiranu Ha Tpetio 100y. [locTymo-
BE BIZIHOBJICHHSI CTPYKTYPH OpraHiB Bifi0yBanuch Ha 7-y Ta 14-y n1o0y.
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Grygorieva E.V. Dynamic of morphologic and morphometric changes in organs of immune system at fludinat and 5-
fluorouracil administration.

ABSTRACT. Background. Fluorouracil is widely used in clinical practice. This effective preparation has high toxicity. It is
well known, that fluorouracil injection leads to pronounced alterative changes in organs and systems, first of all, in bone mar-
row, and other organs. Objective. It was of high interest to investigate the effect of fludinat and fluorouracil on most sensi-
tive organs and systems — bone marrow, spleen, thymus. Morphological study of organs of immune system after a new anti-
tumor substance fludinat administration has been performed. Methods. White rats were used in the study after intraperitoneal
injection of fludinat and 5 — fluorouracil in LDs,. The animals were euthanasied on the 1, 3, 7, 14 day after injection. Mea-
surement of spleen structures was applied. Results. There were shown the unidirectional changes due to fludinat and 5 —
fluorouracil administration, qualitative changes of bone marrow, spleen and thymus as well. Morphological signs of altera-
tion were shown on the first day after injection of both remedies. Pronounced signs of spleen and thymus alteration were
shown on the first day after 5 — fluorouracil administration, in contrast to its transport form. The most prominent destructive
changes were seen on the third day. The gradual renewal of bone marrow structure after injection of both remedies was
shown on the sevenths day in two weeks after beginning of the experimental study. Conclusion. It was considered that fludi-
nat is less toxic than 5-fluorouracil.
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Beryn

B kiiHIYHIN NMpakTUNi A0 TENepilHbOro 4acy
IIUPOKO BUKOPHUCTOBYETHCS (IIyopoOypalmi, sSKui,
HOpSJ 31 3HAYHOIO MPOTUITYXJIMHHOIO €0, Ma€ BU-
COKy TokcuuHicTh [1-3]. Bimomo, 1m0 BBeICHHS
(hyopoypamity IpHU3BOANTE 0 3HAYHUX 3MiH Op-
TaHiB Ta CHCTEM OpraHi3My, MepIl 3a Bce, KICTKOBO-
ro MO3KY, Ta iHIIIMX OpraHiB KPOBOTBOpeHHs [4-5].

B AV "TacTHTyT (hapMaKoiorii Ta TOKCHUKOIOT]
HAMH Vxkpaian” cuHTe30BaHA OpUTiHAIBHA MOJIe-
Kylna, B Kl Gpiryopoypauni € 3B'si3aHUM 3 TUQCHI-
npochOpHOI0 KHCIOTO B SKOCTI TPaHCIOPTHOL
dbopmu Quyopoypanminy 3 HOro BHBUIBHCHHSIM B

opranismi (paymuHar) [6]. Diyopoypaiui B ocTaH-
HbOMY BHUCTYIIA€ K JlifoYa pe4yoBHHA, IO Tepesda-
4Yae OJHOTUITHICTh BJIACTUBOCTEH 000X CIIOJYK MpH
il Ha OpraHi3M.

Mera

IopiBHsIBHE JOCHTIIKCHHS BIUTUBY (Iyopoy-
pammny Ta QIyIuHATY Ha HaWOUTBII YYTIHBI A0 iX
moOIYHOT Nii OpTaHu i CHCTEMH — KiCTKOBHI MO30K,
CeJIe3iHKY, TUMYC.

Marepiaaun Ta meToau

JocmimKkeHHs MPOBEACHO Ha OLTHX HENMiHIHHUX
IIypax TpH BHYTPIIITHHOOYCPEBUHHOMY BBEICHHI
¢bnyopoypariny ta dayauaaty B JI[s. B moci-
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JUKCHHSIX BUKOPHUCTAHO 45 OiMX HENiHIMHHUX IIypiB
3 Macoro Tia 80—120 r (B KOXHIN JoCHiTHINA TpyTi
BKITIOYAIOYN KOHTPOJH Oyio mo 5 TBapuH). Basrrs
MaTtepiamy mpoBomwui 4depes 1, 3, 7, 14 ni6 micns
OITHOPa30BOTO BBeIeHHs (iayopoypammry Ta Qury-
nuHaTy. Opranu i TkaHuHH QikcyBanu B 10% HeWT-
panbHOMY Qopmaiini. Buroropmsn mapadiHosi
3pi3u, 3a0apBIIOBAIM TeMAaTOKCHIIIH-€03UHOM. Bu-
3HAYaIu PO3MIpU CTPYKTYp cene3iHku (niamerp ¢o-
JIKYJiB, IepiapTepianbHOl 30HU Ta TepPMiHATUBHOTO
HEHTPY).

PesyabTaTn Ta ix 00roBopeHHs

BusBneni sixkicHi MOp(OIIOTIUHI XapaKTepHCTH-
KN KICTKOBOT'O MO3KY, CEJE31HKH Ta THMYCY BKazy-
I0Th Ha HAABHICTH 3MiH iX CTPYKTYpH IiJ BILTHBOM
OnynuHaty 1 S-¢Topypannity, mo BigOyBaeThCs Y
BCIX MmiamocHigHux TBapuH. O3HAKH IECTPYKTHBHO-
ro BIUIMBY MOCH/KYBaHOI pEYOBMHM Ta 5-
(dTOopypaunty MOYMHAIOTH BUHUKATH Ha MEpUIy J0-
Oy Ta MpOSIBIISIFOTHCS. BUCHAXKEHHSIM B HHOMY TPOLIe-
CIB reMoIioe3y y BCiX TBapHH, L0 MOXe OyTH O3Ha-
KOI0 iX MPUTHIYYIOYOro BIIMBY Ha KiCTKOBHH MO-
30k. Ilin BruiMBoM S-(ropypanmity, Ha BiAMIHY Bif
Horo TpaHCTIOPTHOI (OPMH IO LUX 3MiH BXKE Ha Iie-
piry 100y NpHeIHYBAINCH BUPAXEH] MPOSBHU MOPY-
IIEHHS CTPYKTYPH CEJNe3IHKH Ta TUMYca, Maibke y
BCiX TBapwH. lle CBiYUTH PO OLIBII BHUPAKCHHUN
TOKCHYHHMH BIUMB S-(ropaunmny. Haiibinbimoi Bu-
PaXEHOCTI aJIbTEPAaTHBHI 3MIiHH B JOCIHIIPKYBaHHX
OopraHax y BCIX MiJIOCHITHHX ITypiB HaOyBaau Ha
TpeTio 100y crioctepexkenb. [locTynoBa pereneparis

KICTKOBOTO MO3KY IIpH 3aCTOCYBaHHI CHOJIYKH (ury-
IUHAT Ta S-(Topypaumity BinOyBasock Ha 7 100y
EKCIIEPUMEHTY 1 CYIpPOBOJDKYBaJIOCh aHAJIOTIYHUMHU
nporecaMu B cenesiHni ta Tumyci. JlaHi crocrepe-
JKeHHSI MaJIM MicCIle Y BCiX TBapuH. Y BCIX TBapuH
000X TpymH, sIKi HEPEeKWIH KPUTHYHUH TEpMiH, Ma€e
Miclle aKTuBallis remomnoe3y Ha 7 —14 noOy. Ilocty-
IIOBa pereHepallis TKaHWH KiCTKOBOTO MO3KY, TUMY-
Cy Ta CeNe3iHKH crocTepiraizach Ha 14 moly mocmi-
JOKEHHS y BCIX BUBUCHUX BHITA/IKaX.

[IpencraBnsno iHTEpec TakoX MOPHOMETPUIHE
OCTIDKCHHST CTPYKTYp cene3inku. Ilicis BBeneHs
¢uynuHaTy Olna mynena ckjiajaja B CepelHbOMY
(14,5£2,9)% napenximMu oprany, MOpiBHSIHO 3 KOHT-
poibHOIO rpynoro - (17,542,7)%. Cepenniii niamerp
nmimparuyroro domikyna craHoBuB (23,7+0,7) MKM.
SIK 1 B KOHTpPOJIBHIH Ipymi TBapuH, cnocrepirainu 1-3
¢omikynu B moJii 30py. B meskux 3 HUX pO3pI3HUIN
CBITJINH PEaKTUBHUI IEHTP, 3 CEPEeIHIM IiaMeTpOM
(11,9+1,2) mxm npotu (9,8+0,7) MKM B KOHTPOJIBHIN
rpymi. CepenHiii po3Mip TepiapTepiadbHOI 30HH
Maibke He BiApizHsBcsA Bix KoHTpomo (14,3%0,6)
MKM Ta (14,0+0,7) mxm. Jlimpormru 6ymu 6e3 o3HaK
po3many. B mopiBHAHHI 3 KOHTPOJBHOIO TI'PYIOIO
TBapuH po3mipu JimMdoinHoro Qoiikyny Ta peakru-
BHOTO HEHTpY Oynau Jemo 30UIbHICHHMMH, OKpiM
LBOTO CroCTepiragn GpopMyBaHHS HOBHX BY3JIHKIB 3
HasIBHICTIO B HUX CBITJIOTO PEAKTHUBHOTO IICHTPY Ta
MiABHUIIEHY KUTBKICTh KJIITHH B YEPBOHIHM MyJbmi 3 ii
mOBHOKpiB'siM (Tabim.1). Li maHi MOXYThb CBITYUTH
PO HASBHICTH IMYHHOT CTUMYJISIIIT.

Tabimus 1

Cepeni po3Mipu CTpYKTYp 015101 My by ceie3iHKy micis BBeAeHHs (uaynunaty B 103i JI1so, (MkM) (Mopdome-
TPUYHI TOCITIJPKEHHS)

Hiametp domikyna

JiameTp mepiaprepiasibHOT 30HH

JliaMmeTp repMiHaATUBHOTO IICHTPY

KonrponbHa rpyna

19,975+0,934 14,073%0,709 9,821+0,779
OnynuHar
23,764+0,787* 14,378+0,639 11,994+1,219
15,700+0,791* 7,358+0,355* 0
17,383+1,579 7,406+0,503* 0
14 noba
16,841+0,994 8,539+0,507* 0

ITpumitka: * - p < 0,05 - BiporigHO 1O BiTHOIIEHHIO JO KOHTPOJIIO.

B cemesinmi mrypis, mo oTpuManu (iayauHaT,
Ha 3 100y BimMideHO BipoTiHE 3MEHIICHHS Cepei-
HiX po3MmipiB TiMpaTHaHUX QOTIKYIIB Ta mepiapTe-
plaJibHUX 30H B MOPIBHAHHI 3 IHTAKTHUMH TBapHHa-
mu, ix pniamerp craHoBuB (15,7+0,7) mMkMm Ta
(7,3£0,3) mxm (tabum. 1). Jlimdaruuni By3iauku Oynu
HempaBuwIbHOT (opmu, modaiMopdHi 3a po3Mipamu,
3JIUBAIUCH MK c00010. B IedKuX 3 HUX BiAMIYaauCh
O3HAKM BUCHAXXCHHS - 3HIDKCHHSI IIJIBHOCTI pO3Ta-
IIyBaHHS JIIMGOUHUTIB Ta iX MiIBHIIEHOTO PO3MAaLy,

14

CIOCTepiraigy BiACYTHICTH (POPMYyBaHHS PEaKTHBHUX
HeHTpiB B JiMparnaHux ¢orikynax. B depBomiit
ITyJIBITI CeNIe3IHKU CIIOCTEPIrauch O3HAKH aKTHBAIIii
eKCTpaMeNyJSIPHOTO  KPOBOTBOPEHHs  (HasBHICTh
BEJIMKO KiJIbKOCTI KJIITHH — MOTIEPEAHUKIB IreMOIIoe-
3y, B TOMY 4YHCIi MerakapionuriB). Biamivanochk
MIOBHOKPIB'Sl Y4€PBOHOT ITyJIBIIH.

Ha 7 noOy po3mipu QomikyniB Ta nepiaprepia-
JIBHUX 30H HE BIJPI3HTUCH BiJI TAKUX Y MOTEPEIHIN
TepMiH JOCTiKEHHs, iX CepelHii miaMeTp CTaHo-
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BuB (17,3£1,5) mxm Tta (7,4+£0,5) MKM BiAIoOBigHO,
ane OyB 3HM)KCHHMM B TIOPIBHSHHI 3 TBapUHAMH KOH-
TponbHOI Tpymu. B dormikynax He cmocrepiramochk
peakTuBHUX 1eHTPiB (Tabm. 1).Ha 14 moOy umcemns-
HICTh JTiM(AaTHIHNX BY3JIHKIB CeIE31HKH Oyia 3HAU-
HO MEHIIOI0, HXK B KOHTPOJBHINA TPYIi TBapHH Ta B
nonepeHii TepMiH gociipkeHHs. bina mynena cra-

HoBmia (6,5+0,9)% mapeHxiMHu opraHy, LeH MOKa3-
HUK OyB 3HAYHO 3HMXCHUM B TIOPIBHSHHI 3 KOHTPO-
nmem. [Ipm 3actocyBanHiI Quyopoypamminy Ha 1-7
o0y Oyny HasBHUMHU BHPaKEHI O3HAKHU TIMOILIA3ii
Oimoi mymemM B cene3iHmi (3MEHIIEHHS PO3MipiB
BIATIOBITHUX CTPYKTYp Ta IIOBHE 3HHKHCHHS peak-
TUBHUX IEHTPIB) (Ta0I.2).

Tabmuis 2

CepenHi po3MipH CTPYKTYp 01101 IyJIbIIM CEJIe31HKH IicIIs BBeIeHHs (uryopoypanmiy B 1031 JI s, (MKkM)

Hiamerp dorikyna

Hiamerp nepiaprepiaibHoi 30HH

JliamMeTp repMiHaTHBHOTO LIEHTPY

KonTponsHa rpyna
19,975+0,934 14,073+0,709 9,821+0,779
dnyopoypauun
1 noba
19,769+1,228 8,994+0,6* 0
3 noba
20,308+0,973 7,227+0,435* 0
7 noba
17,782+1,221 7,131+0,535* 0
14 noba
16,6+1,892 10,611+1,196 0

[pumitka: * - p < 0,05 - BiporiAHO 1O BIHOIIEHHIO 10 KOHTPOJIIO.

Takum urHOM, BCi BHSBJICHI O3HAKU 3MiH CTpPY-
KTypHu NiM(OITHUX OpraHiB BKa3yIOTh Ha HasBHICTbH
HETaTUBHOTO BIUIMBY Ha HUX ¢uyanHATy i ¢iyopo-
ypamny. L{i o3HaKH MOYMHAIOTH BUHUKATH BXKE Ha
repry 100y Ta BUPa)XaroTbCs y MPUTHIYCHHI TeMO-
moe3y B KicTkoBomy Mo3Ky. I1if BIurBoM (iryopoy-
paiy, 10 UUX 3MiH BXKE Ha Mepiry 100y MpHeIHy-
BAJIMCh 03HAKH MOPYILIEHHSI CTPYKTYPH CEJIE3IHKH Ta
TUMYCY, SKi HaOyBajM HaAMOLIBIIOr0 CTYNEHIO BU-
pakenocti Ha 3 100y. BusiBiieHi 3MiHU HOCHJIH 3BO-
porHiii xapakrtep. [TocTynoBe BiZHOBIECHHS CTPYK-
TypH KICTKOBOTO MO3KY IIPH 3aCTOCYBaHHI (irymau-
HaTy Ta (myopoypammry BinOyBajock Ha 7 moOy
SKCIIEPUMEHTY 1 CYHNPOBOKYBAJIOCH aHAJIOTIYHHMH
MPOIECaMH B CEJIE31HIIl Ta TUMYCI.

Hincymox

B mizomy, MopdosoriuHi AOCTiIKSHHS CBif-
YyaTh MpO T€, IO 3MIHM B CEJE3iHI[ MPH BBEICHHI

¢ynuHaty, Ha BigMiHY Bin (ayopoyparmry, Oyimu
BIITEPMIHOBaHI 10 CTPOKYy Tpbox mi0. BusmieHi
SKICHI Ta KUIBKICHI XapaKTEPUCTHKH KiCTKOBOTO
MO3Ky, CEJe3iHKH Ta THMYCYy CBil4aTh IIPO HasB-
HICTh IECTPYKTHBHHUX 3MiH B HHUX IIPH OJJHOPA30BO-
My 3acToCyBaHHI (IynuHaTy Ta (IIyopoyparumiy.
BcranoBneni 3MiHM B 000X BHIIagKax Majld 3BOPOT-
HUW xapaktep. Y BUNAAKY 3aCTOCYBaHHS (HIyopoy-
pammty crioctepiranu Okl paHHIM MOYATOK iMy-
HOTOKCHYHHX IIPOSBIB B TUMYCi Ta CEJe3iHIl eKcIe-
PUMEHTAJIFHUX TBAapWH Ta OUBII BHpaXKeHI 3MiHH,
110 CBIAYMTH Ha KOPHUCTH (IIyAMHATY.

IlepcnekTHBY NOAAIBLIINX AOCTIIKEHD

[opiBHsIBHE JOCHIIKCHHS BIUTUBY (Iyopoy-
pamwty Ta (uIyIMHATY Ha HaWOIIbII YyTJIMBI 1O iX
moOIYHOT NTii OpTaHu i CUCTEMH — KiCTKOBUI MO30K,
CeNe3iHKy, THMYC — 3a JOIOMOTOI0 IITMPOKOTO CIHEK-
TpY MOP(OIOTIYHUX METOIIB.
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I'puropseBa K.B. [Iunamuka mopgosiornyeckux 1 MmopgomMeTpruiecKuX U3MeHeHHil OPraHoB HMMY-
HHOIi cucTeMbl O] BJAUsIHUEM (MIYAMHATA B CPABHEHUHM C S-QTOpYypaumiIoM.

Pedepar. DkcriepuMeHT NPOBEJCH HAa OEbIX HEITUHEWHBIX KPBICAX MPH BHYTPHOPIONIMHHOM BBCICHHUHU
¢dnyopoypanmna u guynunara B JI/Iso. Matepuan uccnenosanu uepes 1, 3, 7, 14 cyTok mocie OZHOKPAaTHOTO
BBeJleHHUs coennHeHui. [lokazaH oJgHOHANpPaBIEHHBIA XapaKTep U CTENEHb BBIPAXKEHHOCTU CTPYKTYPHBIX U3-
MEHCHUH OpPraHOB MMYHHOW CHUCTEMBI IPH BBEICHHH coequHeHuil. Hanboublnee BbIpakeHHbIC U3MCHCHUS Ha-
OJI01aNTU HA TPETHH CYTKU. BOCCTaHOBIICHUE CTPYKTYPHI OPraHOB IMPOUCXOAMIIO Ha 7 U 14 CyTKH.

KiroueBble cioBa: QiuynuHat, S-pTOpypariiui, IpoTHBOOIYX0JIEeBOe NeiicTBrEe, MOp(oIoTHIecKoe uccie-
JIOBaHHe, UMYHHAsI CUCTEMA.
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