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    Abstract

Sulfation plays a major role in the detoxication of xenobiotics as well as in modulating the biological activity of numerous important endogenous chemicals. In contrast to this “chemical defense” function, sulfation is also a key step in the bioactivation of a host of pro-mutagens and pro-carcinogens. These reactions are catalyzed by an expanding family of sulfotransferase (SULT) enzymes, which transfer a sulfuryl moiety from the universal donor 3′-phosphoadenosine 5′-phosphosulfate. Here, we discuss current knowledge of the human sulfotransferase enzyme family, of which at least 11 members have been identified to date, including regulation of expression by endogenous compounds and xenobiotics as well as the molecular basis of polymorphisms in members of the SULT1A (phenol sulfotransferase) family. We also present new data on the inhibition of SULT1A enzymes by dietary chemicals, showing that compounds to which we are exposed regularly, such as epigallocatechin gallate and epicatechin gallate are extremely potent inhibitors of phenol sulfotransferases (Ki in the nanomolar range for SULT1A1). We found that the mechanism of inhibition by these chemicals varied depending on the individual isoform involved, showing uncompetitive inhibition of SULT1A1 whereas with SULT1A2 and -1A3 they demonstrated mixed type inhibition. Thus, genetic-environmental interactions may play an important role in modulating sulfotransferase activity and in determining individual response to chemicals metabolized by these important enzymes.


Footnotes
	
Send reprint requests to: Dr. Michael Coughtrie, Department of Molecular & Cellular Pathology. University of Dundee, Ninewells Hospital & Medical School. Dundee DD1 9SY, Scotland, UK. E-mail: m.w.h.coughtrie{at}dundee.ac.uk


	
This work was supported in part by the Biotechnology and Biological Sciences Research Council and by the Commission of the European Communities (BMH4-CT97-2621).


	
↵2 Where “x” indicates any amino acid.


	Abbreviations used are::	SULT
	sulfotransferase
	PAPS
	3′-phosphoadenosine 5′-phosphosulfate
	DHEA
	dehydroepiandrosterone
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