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PEOEPAT

Llenb: M3yyeHue MpOTUBOOMYXOJIEBOIO AEUCTBUS JIMODUIU3UPO-
BaHHBIX TepmosuriocoM (TJI) ¢ mokcopyouimHom () in vitro u in vivo.

Marepuanst u Metonst: TJI mosyvyanu MeTonoM obpaiieHus a3
¢ mocJeaytolleit 3arpy3Kkoii I mpoTuB rpagueHTa cyibdaTa aMMOHUSI.
Hnst ounctku TJI ucnonb30Banu MeTo reJib-GuabTpaluu. DKCrepu-
MEHTBI ITPOBOIIIIM in Vitro Ha KJIeTKax MejJaHOMBI B-16, a in vivo —
Ha TMIEPEBUTHIX MBILIIAM B MBILILLY TOJieH! MeiaHoMe B-16 u kapuuHo-
Me Bpnuxa iuHuu ELD.

Pesynbrarel: Bkitouenue 1 B cBexxenpuroroBieHHbie TJI noctu-
raet ~80 %. [1porpeBaHue cycreH3uu KIeToK ¢ 1, MHKAICyIMpoBaH-
HbIM B TJI, crTOCOGCTBOBAJIO YBEIMUEHUIO TTPOHULIAEMOCTU OMCIIOi-
HOIi MeMOpaHbI M BBICBOOOXIEHUIO Mpenapara B cpeny. [Toce ceaHca
TUNEPTEPMUU CHUXKEHKME BIKMBAEMOCTH KJIETOK in Vitro ObLIO Ofu-
HAaKOBBIM TP BBEICHUY B Cpeay YUCTOTro JI MM aHAIOTUYHOTO KOJU -
yectBa /I, BkioueHHoro B TJI. B ombITax in vivo 3aMenneHue pocra
OMyXoJIeil U yBeJIUYeHUE MPOJOJKUTEIbHOCTH XU3HU XKUBOTHBIX
MocJjie ceaHca runepTepMun Ha oHe BBeleHUsT HarpyxkeHHbIx TJI
ObLI0 1axe OoJblle, YeM pu BBeaeHUU yncToro J. YuuTeiBas, uto J]
BbIcBoOOXnaeTcs u3 TJI IMEHHO B MPOrpeBaeMbIX OIYXOJSIX M MEHb-
1ie AeMCTBYeT Ha HOPMaJIbHbIE TKAaHU, YeM PaBHOMEPHO pacrpere-
JIIoIMiicss CBOOOIHBIN Mpemnapart, ucnonab3oBanue [l B coctase TJI
MOXXET MOBBICUTH 0€30MaCHOCTD €T0 KIMHUYECKOTO IPUMEHEHUSI TPU
OIMHAKOBOI MPOTUBOOITYX0JIeBOM 3(D(HEKTUBHOCTH.

BuiBonbl: [TonyueHbl TEPMOYYBCTBUTEIBHBIE JIUTTOCOMBI C BBICO-
KOUi CTEIMeHbI0 BKJIIoueHus1 [, arperalluoHHO YCTONYMBbIE B TEUSHME
HEeCKOJIbKUX cyTOK. TJI B coueTaHuu C JIOKaJIbHBIM MTPOrpeBaHUEM B
teyeHue 30 MuH npu 43°C BBI3BIBAIOT CYILIECTBEHHO OOJBILYIO pe-
IPECCUIO MEPEBUBHBIX OIMYXOJieil MO CPaBHEHUIO C NEHCTBUEM CBO-
6omHoro /I mpy Tex e YCIOBUSX runepTepMun. ONTUMATbHBIA WH-
TepBaI MexXy BBeneHrueM TJI ¢ MOKCOPYOUIIMHOM M HavyaJoM ceaHca
TUINEPTEPMUU B IAHHBIX SKCIIEPUMEHTax cocTaBUi 15—20 MuH.

Kiouesnle ciioBa: dokcopybuuyun, mepmovyecmeumenstoie AUNo-
combl, eunepmepmus, meaanoma B- 16, kapyunoma Ipauxa

ABSTRACT

Purpose: To investigate the therapeutic efficacy of lyophilized
thermosensitive liposomes with doxorubicin (Dx) on melanoma B-16
cells in vitro and on melanoma B-16 and solid Ehrlich transplanted tu-
mors in vivo.

Materials and methods: Thermosensitive liposomes were prepared
by reverse evaporation method, Dx was loaded by ammonium ion gra-
dient. Liposomes were separated from unentrapped Dx by gel filtration.
Experiments were performed on melanoma B-16 cells in vitro and on
B-16 and Ehrlich solid tumors in vivo. Tumors were transplanted into
the shin muscle.

Results: The non-lyophilized thermosensitive liposomes encapsu-
lated ~80 % of doxorubicin.

Heating of cell suspension with Dx-loaded thermoliposomes re-
sults in release of Dx into the media. Cell survival after treatment was
similar irrespectively whether Dx was free or entrapped. In in vitro ex-
periments, the tumor regression and animals’ survival were even larger
after heating (30 min at 43°C) performed after administration of ther-
moliposomes than after administration of free Dx. Provided that en-
trapped Dx is leased in locally heated tumors and therefore may be less
toxic to distant normal tissues, the clinical use of Dx-loaded thermoli-
posomes may be safer than administration of free drug with equal effect
on the tumor growth.

Conclusion: The thermosensitive liposomes with high degree of
Dx encapsulation and stability during several days have been prepared.
Inclusion of Dx into liposomes has resulted in the decrease of its toxic-
ity as judged by animal survival. Administration of Dx-loaded ther-
moliposomes before local heating of tumors results to more pro-
nounced suppression of tumor growth and higher animal survival if
compared to administration of free Dx. Optimal interval between lipo-
some administration and the start of heating was 20 min.
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