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2.27 .Efficacy and safety of l-methionine administration in combination with m-hydroxybenzylhydrazine/thiosulfate (m-HOB/TS) for regression of rat Paneth cell
hyperplasia. This study investigated the therapeutic effects of l-methionine (Met) in combination with m-hydroxybenzylhydrazine/thiosulfate (m-HOB/TS) on Paneth
cell hyperplasia induced by 2'-d-ribofuranosyl-4N1-1'-ethoxycarbonyl-3N6-3'-triazene (d-R-Enz) in rats. The Paneth cell hyperplasia was markedly reduced by the
administration of 2',3'-dideoxycytidine (ddC), a reverse transcriptase inhibitor. However, the development of a carcinoma caused by d-R-Enz was not inhibited by
the administration of ddC. Addition of 10 or 50 micrograms Met to the ddC plus d-R-Enz regimen did not affect the protective effect of ddC. The addition of 20
micrograms m-HOB to m-HOB plus ddC with or without 10 micrograms Met treatment further inhibited the d-R-Enz-induced Paneth cell hyperplasia, but no
difference in the therapeutic effect was detected among the three groups. The combination treatment with m-HOB and Met caused a mild decrease in body weight.
On the other hand, ddC plus Met plus m-HOB/TS caused significant body weight loss and severe mucosa necrosis with ulcers of the tongue and buccal area. The
rats treated with ddC plus m-HOB/TS developed solid tumors which were composed of adenocarcinoma in 21 of 22 rats. These results indicated that Met or m-
HOB/TS alone was not a suitable regimen for the prevention of d-R-Enz-induced cancer, whereas ddC combined with m-HOB/TS was effective for the prevention of
Paneth cell hyperplasia. In conclusion, the combination therapy consisting
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