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    Abstract

      A warfarin-binding site which had previously been demonstrated in liver microsomal membranes was studied. Although the binding site displayed apparently typical saturation binding curves when incubated with radioactive warfarin, the bound warfarin was not readily displaced by incubation with unlabeled warfarin. Warfarin-binding capacity was increased in membranes isolated from vitamin K-deficient rats, but was returned to normal when deficient rats were treated with 1 mg of phylloquinone on its chloro analogue. Prior treatment of animals with nonradioactive warfarin greatly decreased the subsequent binding capacity of the microsomal membranes in vitro. The warfarin-binding capacity was also very low in microsomes isolated from a strain of warfarin-resistant rats. The majority of the warfarin associated with the microsomal membranes isolated from warfarin-resistant rats was either bound very loosely or entrapped in vesicles, or it could be removed by phospholipase treatment. However, the warfarin associated with microsomal membranes from normal rats was bound to other membrane components, presumably protein.
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