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    Abstract

        Sulfonation by cytosolic sulfotransferases plays an important role in the metabolism of both endogenous and exogenous compounds. Sulfotransferase 4A1 (SULT4A1) is a novel sulfotransferase found primarily in neurons in the brain. It is highly conserved between species, but no substantial enzyme activity has been identified for the protein. Consequently, little is known about the role of this enzyme in the brain. We performed a yeast two-hybrid screen of a human brain library to isolate potential SULT4A1-interacting proteins that might identify the role or regulation of the sulfotransferase in humans. The screen isolated the peptidyl-prolyl cis-trans isomerase Pin1. Its interaction with SULT4A1 was confirmed by coimmunoprecipitation studies in HeLa cells and by in vitro pull-down of expressed proteins. Moreover, Pin1 binding was dependent on phosphorylation of the SULT4A1 protein. Pin1 destabilized SULT4A1, decreasing its half-life from more than 8 h to approximately 4.5 h. This effect was dependent on the isomerase activity of Pin1 and was inhibited by okadaic acid, suggesting a role for the phosphatase PP2A. Pin1-mediated SULT4A1 degradation did not involve the proteosomes or macroautophagy, but it was inhibited by the calpain antagonists N-acetyl-Leu-Leu-Nle-CHO and Z-Val-Phe-CHO. Finally, Pin1 binding was mapped to two threonine-proline motifs (Thr8 and Thr11) that are not present in any of the other human cytosolic sulfotransferases. Our findings suggest that SULT4A1 is subject to post-translational modification that alters its stability in the cell. These modifications may also be important for enzyme activity, which explains why specific substrates for SULT4A1 have not yet been identified.

      
Footnotes
	
        This work was supported by the Australian National Health and Medical Research Council [Grant 511175].

      
	
        ABBREVIATIONS: PAPS, 5′-phosphoadenosine-3′-phosphosulfate; SULT, sulfotransferase; 3-MA, 3-methyladenine; PP2A, protein phosphatase 2A; HA, hemagglutinin A; BD, binding domain; GST, glutathione transferase; CIP, calf intestinal alkaline phosphatase; ALLN, N-acetyl-Leu-Leu-Nle-CHO; MDL28170, Z-Val-Phe-CHO; PCR, polymerase chain reaction; PAGE, polyacrylamide gel electrophoresis; MG132, N-benzoyloxycarbonyl (Z)-Leu-Leu-leucinal; NP40, Nonidet P-40.
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