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    Abstract

        Bile was collected from pentobarbitalized rats, both intact and nephrectomized, at various time intervals after the intravenous injection of C14-atropine, and at body temperatures of 37, 25 and 17°C. Urine was collected and analyzed at the termination of the 4-hour experiment.

        The quantitative importance of the biliary route of excretion for atropine is evident from the fact that as much as 70% of the injected dose may be committed to this route within 4 hours in the 37°C, nephrectomized preparation. In the intact animal, 50% appears in the bile in this time interval. All of the C14 found in the bile exists as atropine metabolites. No unchanged drug appears in the bile, nor is any tropic acid evident. This process is an extremely rapid one with metabolites appearing in the bile as early as 10 minutes after injection at 37 and 25°C, and reaching peak activities in 20 to 40 minutes.

        The liver is able to metabolize increased amounts of the drug in the absence of kidney function and this is probably related to the increased plasma concentrations found in the nephrectomized preparation. The C14 concentration of the bile in the nephrectomized rat is higher than that of the intact rat, and maximum C14 concentration occurs very rapidly in both preparations.

        Deep hypothermia appears to more markedly impair renal excretion of atropine and/or metabolites than it does hepatic excretion. Even at the lowest temperature studied, 17°C, the liver is still capable of completely altering the material excreted into the bile. The kidney is unable to excrete C14 into the urine at 17°C.

        Some metabolites of atropine found in the bile seem to be more markedly affected by hypothermia than others. The formation of component of Rf 0.16 is slowed to a greater extent than formation of component of Rf 0.08.

      
Footnotes
		Accepted October         26, 1964.
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