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We focused on the arginosuccinate synthetase 1 (ASS1), which is essential for
generation of arginine with non-essential amino acids in metabolic error of cancer cell metabolism. The
expression of ASS1 was reduced in Dox-resistant sarcoma cells. Interestingly, there was an inverse
relationship between the expression of ASS1 and the expression of P-gp. Furthermore, the inhibition of
cellular proliferation, with Gl-arrest, was shown to lead to autophagy with arginine deprivation. The
combination of chloroquine plus arginine deprivation was more effective than arginine deprivation alone.
In ASS1 reduced cells, the expression of P-gp was upregulated in comparison to negative controls. These
results indicate that the reduced expression of ASS1 expression in Dox-resistant sarcomas may contribute
to drug resistance. ASS1 deficiency is a potential target for novel drug therapies.
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