Antitumor activiry study of Vinorelbine against a human PC-3 prostate tumor senografied in Nude rats,
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Vinorelbine (VRL) is a semi-syntheric Nor-5" anhydrovinblastine which inhibits mitoric micrombule
polymerizacion, The aun of this study was o investigare the ancitumaor activity of VRL intravenously (1V) weekly
inpected (Q7DwA) i Nude rars bearing subcutancous (SC), metastatic and orthotopie PC-3 or PC-3 M human

>
Oncodesign’

prostate tumeors,

The maximal talerated dose (MTDY of VRL IV Q7 Dad injected in mumor-bearing Nuade rats was between 2.0 Vinorelbine (VRL. Navclbine‘) is a scmisynlheiic
andd 2.5 mg base/kgfinjection (inj), depending on the location of the mmor growth, NDI"S"&IH}])"(]I’DVi"b}?ISIinC, modilied on the catharantine I'il'lg.
I the SC PC-3 rumor maded (107 PC-3 cells SC injecred ar D0 ineo whale body irmadiared rats), a significan loss

of body weight was observed for raes treared with both VRL (ar 2.0 and 2.5 my base/kg/ing} and Taxorere (X7 The main cxpcrimt:m:d mxiciry of VRL is a reversible

at the MTD: QF Dxd 1V ar 5.0 mg baselkg/ing) compared o the vehicle group, The T/C% parameters provided |cucopcrti;1‘ Navelbine® is CI-II'I‘{.']‘I[}}" used. iri ‘clinic for the

evidence of significans anomumor acoviry for VRL and TXT compared 1o the vehicle group (/€% of 3.09% ar
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1354 for both groups). 100% of PC-3 mumors were cured by VRL treatmenr, while only 20% of them were cured treatment of Non Small Cell Lung Cancer and merastatic
by TXT srearment at D119, Breast Cancer.
In the disseminared PC-3 ic model, irmdiared Nude raes wore intracardially injecred with 5 106 PC-3 cells

mietastasis in femora, tibia, ribs
and lymph nodes in 91,9% of the s, A significant loss of body weight was observed for rars rreared wich VRI
(124 ws +3.399) compared 1o the vehicle group, The mean survival time of rars from the vehicle and VRL-treared

ar DO, The autopsies of rats from the vehicle group revealed the presence of by

groups were 287 ¢ 16 and 518 ¢ 26.7 davs, rapectively. The T/C% paramerers abo provided evidence of an
Inerease in survival of VRL-treared s compared 1o the vehicle rreated rars (17C% of 150,0%), i Ta Sllldy the antitumor aﬂi‘f}:}r of VRL n.g:linst subeurancous (SC}
In the arthatopic model, imadiared s were grafted in the prosate with 4 mmor fragment obminad from human PC-3 andmgenlindepcndcm prostatic  carcinoma

SC rumors induced by inoculation of PC-3M cells. a merastaric varfane of PC-3 cells (generous gift of L Fidler)
10 Nuede rar

xc:\ograflcd in NVuede rats,

The autcpsics of ran from the vehide group revealed the presence of PC3M tumor cells disseminated via the ¥ To swudy the antdtumor activity of VRL against human

lymph nodes in the peritoneal caviry, epiploon, spleen and diaphragm (PCR derecnion). No significant loss of PC-3 'II1df{!l,'t:l!—i!\dt'}'!t’lldt.‘r‘lf prostate carcinoma disseminated in
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