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Glucuronidation of morphine
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Summary

·  Simultaneous expression of guinea pig UDP-
glucuronosyltransferase  2B21 and 2B22  in COS-
7 cells enhances UGT2B21-catalyzed  morphine-
6-glucuronide formation .

·  Results from this study suggests that  UGT
hetero-oligomer  formation leads to  altered regio-
selectivity and substrate specificity .
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P450 modulates morphine glucuronidation
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Summary

• When detergent -untreated  COS cell microsomes were used as the
enzyme source, the activity of morphine-3-glucuronide formation
by UGT2B7 was reduced by addition of purified CYP1A2 and
CYP2C9 in a concentration-dependent manner.

• These results suggest that CYP1A2 and CYP2C9 have ability to
modify UGT2B7 function . However, the mechanism(s)  underlying
the modulation of UGT2B7 function by these P450s seems to
differ from that by CYP3A4 .

• Interaction between hman CYP3A4 and UGT2B7 modulates regio-
selectivity of UGT2B7-catalyzed  morphine glucuronide formation:
increased  formation of morphine potent glucuronide
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A d e n i n e  n u c l e o t i d e  a s
endogenous inhibitor of UGT

Y. Nishimura et al. Biochim Biophys Acta 1770(11): 1557-1566 (2007).



Fatty acyl-CoA as endogenous
activator of UGT

K. Okamura et al. Biochem Biophys Res Commun 345(4): 1649-1656 (2006).
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