
Proffered Papers 

666 

S123 

667 

INTERACTIONS OF VINCA ALKALOIDS WlTH HEPATO- 
CELLULAR METHOTREXATE TRANSPORT 
R. M. Bremnes, E. Smeland & J. Aarhakke Department of Oncology, 
Institute of Clinical Medicine and Department of Pharmacology, 
Institute of Medical Biology, University of Tromse, Norway. 

Accumulation of methotrexate (MTX) in presence of vin- 
blastine (VBL) and vincristine (VCR) was studied in isolated rat 
hepatocytes. In accordance with OUT recent sNdy on viodesioe (VDS). 
we found VBL and VCR to reduce net MTX accumulation signifi- 
cantly 15 min after MTX additim. Drug concentrations of 100 @4 
VBL and 500 pM VCR led to 67% and 82% reduction of intracellular 
MTX, respectively. Since MTX effhtx was only slightly inhibited by 
100 $4 VBL, the accumulation data demonstrate that the major effect 
of VBL is on MTX influx. Dixon plot analysis is suggestive of 
competitive inhibition of the MTX inflw, with K, values of 55 pM 
(VBL) and 110 $4 (VCR). Since the Ki values correspond grossly to 
plasma levels obtained in humans shortly after infusions of therapeutic 
doses of the vinca alkaloids studied herein, the interactions may have 
implications for combinations of MTX and vinca alkaloids in clinical 
practice. 
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TAXOL: HIGH ACTIVITY IN HUMAN GASTRIC CARCINOMA CELL 
LINES 
U. Vanhoeler. M. Stahl, H. Wilke. N. Schlcucher. A. Harstrick. 
C. Schmiedel. M.E. Scheulen. and S. Scebcr. 
Dept. of Internal Medicine (Cancer Research); 
West German Cancer Center: University of Essen: FRG. 
Taxol is a new agent of a complex chemical 11ruc~ure isolated from the 
Western yew tree Trims brevifolu. High activity uf txwI was shown in 
warizm carcrnmna. breut cancer and rnelanemz In this trial we studied 
the cytotoricity of taxol in two human gaqtnc carcinmmx cell lines tHM2 
and HMSI). 
Methoda: cell lines were maintained in humidified atmosphere of 95% 
air/S% carhnn dioxide and pasroged JI 70-X0% of confluency by 
trypsmiaation. Chemorensiuvily wns measured with the sulforhodamine 
B-assay ISRBI Exponential cell growth was shown for both cell lines 
wIthin 96 h 15x103 cells/microcullure wcII1. Conlinuous drug exposure 
uas performed w!lh concentrations of toxol between 0.001 uM rind 0.5 uM 
for 24 h and 72 h. The intrinsic cytotnx~ritier of the solvent agcnks 
Crem,,ph~,r EL ,CrEL, and methanol ,MOH, were de,ermmed I<,, the flnsl 
concenlratwn used for 0.01 uM nxoI. Cytotoxlcity WBS measured afler 
96 I,. 
u ICso 01 ~-x4 afkr 24 h 172 hl mcubalion time were 37.0 nM 
(2S.O nhll m MOH and 6.8 nM 15.0 nMl in CrEL for HM?. and 18.0 nM 
t IS.0 nktl m MOH and 2.5 nM 12.5 “MI in CrEL for HMSI. respectively. 
MOH and CrEL induced nn inhnbllirm of cell growth of 3% and 15% m 
compartson to unlrented con1roIs. respecl~vely. 
Conclm L~xol IS active m the humnn gaslrx cmcer cell lines HM2 
and HM51. tCs0 of mxol is m the range of pluma ccmcentrations. which 
:trc clinically achievable after adminiwation of 40-265 mglm2 taxol 
111.37-13.0 umolll peak plasma cnncentrstimn). In comparison LO 
mcthnnnl. Cremophur EL mueases the cytoloxicity of tax01 m both cell 
,,neq 
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SENSITIVITY OF CISPLATIN-RESISTANT Ll210 CELLS 
TO DPR, A NEW Pt-COMPLEX CONTAINING PROCAINE 
Wale M.. SanguineU P.. Cafaggi S.*, Esnosito M. 
IST, Lab. Farmacologia Tossicologica: l IsUtuto di Anahsi 
e Tecnol. Farmaceutiche, Univ. Genova; Genova. Italy. 
The cytotoxic activity of DPR, a new Pt-complex 
containing cisplatin (DDP) and procaine (Anticancer 
Res, 12. 2285. 1992). was studied in vitro on sensitive 
and resistant to DDP L1210 and LlZlO/DDP cells. 
Thymidine uptake and AAS were used as methods. The 
cytotoxic activity on L1210 was similar to that of DDP 
after 24 h or slightly lower after 2 h exposure. 
Conversely, on LlPlO/DDP cells DPR was always more 
active than DDP. Pt uptake experiments confirmed that 
LlZlO/DDP accumulated less DDP-derived Pt than 
L1210 cells. Conversely, DPR-derived Pt was similarly 
accumulated in both cell lines. Although L1210 and 
Ll21O/DDP cells showed similar efflux rates for DDP or 
DPR. a more rapid DPR efflux was showed in both cell 
lines. Our results suggest that the mechanisms 
responsible for DDP resistance in LlZlO/DDP are not 
active on DPR. This implies possible different 
mechanism of action or intracellular behaviour for DPR. 

BINDING CEABACTBRISTICS OF CYTUTOXIC ANALOG OF 
LUTEMIZING-HORMONE RBLBASING HORMONE (L&BE) IN 
MEMBRANE FROM HUMAN AND MXT MAMMARY CANCER 

Radulovif S.*. Milovanovid S. Schally A.V. 

*Institute for Oncology and Radiology. Belgrade, Yugoslavia 

Specific binding of qmtosic LH-RH analog [‘l’I]T-98 CD-Ly$-LH-R&l 
coupled to glutaryl-Z-h~dmximethylanVhaquinone) nns demonstrated in 
membrme prqarations from human breast (BC) and MXT mammary 
lum~r alls. Ligand binding of T-98 nas specitic, saturable and dependent 
on lemprature, time. and plasma membrane wncenlration. Analysis oftbe 
bindinp: data showd that in BC. inter&an of l’~‘llT-98 was mnristent 
with the presence of trve classes & and in h4X? t&n with one class of 
LH-RH reoeptors The rates of association and dissociation wre c&a&d 
to be 4.757~108 M-‘min-’ and 0.021 min-t (1,,=38.7 min) in membranes 
from MXT cancer, and in BC association rate constants were 2.3~106 M-l 
mia’ for binding to high affinity and 1.8~104 M” min-I for low afftnity 
binding sites. Dissociation rate mnslants were K.,,=O 0801 mirI (t,,.@3.4 
mini and K.lb =0.0467 min.’ (LInb=23.5 min), respectively. [“‘I]T-Ss was 
not disgilced by either unlabeled somatestatin or EGF, but ws dtsplaczd 
comptekty by unlakled T-98 and ID-T#lLH-RH. High aftinity binding of 
T-98 m in nanomolsr macentralioa nnae. Bindina kin&s and anmInis 
of disptaccment awes suggest tlmt bindi& of cyu&c analog T-98 to-the 
LH-RH necepmn on BC and MXT caacem pmaeds reversibly like that of 
their wrs without qtc4axic radicals. 
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IMPROVED THERAPEUTIC INDEX OF CISPLATIN 
(DDP) BY PROCAINAMIDE (Pd) 
&~Q$&J&, Vannozzi M., Fulco R.A., Merlo F., Gogioso L. 
IST, Lab. Farmacologia Tossicologica; Genova, Italy. 

Both Pd and DDP share the common property of being 
basic drugs, predominantly eliminated by the kidneys. 
Concurrent administration of the antiarrhytmic drug 
Pd (50 mg/kg) protected mice against an otherwise 
lethal dose of DDP (25 mg/kg), and reduced DDP- 
induced weight loss. Pd prevented DDP nephrotoxicity 
measured as BUN elevation as well as tubular 
degenerative changes detected by light microscopy. 
Concurrent ip or iv injection of Pd on day 1 
significantly increased the survival of mice bearing 
P388 leukemia (pc.05) producing 53% and 62% cure 
rate, respectively. compared to 20% maximal cure rate 
achieved with 16 mg/kg DDP alone. Protection from 
DDP toxicity may depend on Pd-induced changes in 
renal reabsorption and tubular secretion of the toxic 
species derived from DDP. 
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LIAROZOLE FUMARATE, AN INHIBITOR OF RETINOIC ACID 
(RA) METABOLISM WITH ANTITUMORAL ACTIVITY 
De Coster R., Van Ginckel R., Smets G., Wouters W., Moeremans M., 
End D.*, Van Wauwe J. and Coene M.C. Janssen Research Foundation, 
Beerse, Belgium and *Spring House, USA 
Liarozole futnarate exerts antitumoral effects in vim in androgen- 
dependent and -independent R 3327 rat prostate cancer and in human 
HL60 promyelocytic leukemia xenografts. These effects of liarozole 
fumarate may be related to the inhibition of I’JSB-dependent RA 
breakdown, demonstrated both in vitro and in aim. In rats, bearing 
androgen-independent Dunning prostate carcinoma, endogenous 
plasma and tumor R.4 levels increased, whilst cellular proliferation 
decreased. Concurrently, changes in the pattern of cytokeratins 
characteristic of differentiation/proliferation were observed.The 
compound has no in z&o cytotoxic properties. In F9 teratocarcinoma 
cells it enhanced cell differentiation induced by RA and it potentiated the 
growth inhibitory effects of RA in MCF-7 human breast cancer cells. 
In mouse skin, liarozole inhibited ornithine decarboxylase activity and 
tumor promotion elicited by phorbol ester. All these findings support 
the hypothesis that liarozole inhibits tumor proliferation through the 
inhibition of RA metabolism. 


