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FIG. 2. Intluencc of castration on allopurinol owldi/ing enzqmc activity in liver supernatant fraction of 
mice. The assay procedure is described in the text. Each point represents the mean of two animals. Closed 

circlcsP~males: open circlcs~~females. 

kLcti\itj dccrcared progrcsslvely and reached the female Icvcl ilt :ipproximatcl! X days after castration. 
Thcsc results indlclltc that the allopurinol oxidirmg cnqmc activity may he controlled bq androgens. 

,Administrntlon of sex hormones following castration supports this suggestion. The results arc shown in 
Fig. 3. The oxidation rate of allopurinol in both sexes of mice increased to the level of that in normal 
adult malts when treated subcutaneously with tcstosteronc propionate for IO days, while estradlol 17-p 

treatment showed no influence on the actlvit) m castrated mice of either sex. Moreover. the irt rit~o addi- 
tion ol” tchtostcronc propionate to the enqme prcpnrntion from castrated niice caused no changes in the 

en7vme activity. Thcsc results suggest that the most probable mechanism of action of testosterone on allo- 
purjnol oxidirlng cn/yme ma! involve enzvmc induction. 

It 16 midcl) Licccpted that the hydroxqla;on of 4lopurmol is catalq/ed by xnnthinc oxidase lxanthine 

o\>gen o\ldorcduct;lsc. F(‘ 1.2.3 2). Allopurinol 15 mpidlq oxldi7cd iu riro tu oxipurmol nnd excreted in 

the urlnc.’ while the h~drox~lation ofallopurinol h> xanthinc oxldasc iti rifo~ is cutremclq slow. The rea- 
sons for this dispnritq have not been fully elucidated. 

C‘halmcr 1’1 (I/.~ obserbcd that a xanthinuric patient who presumahlg lacked xanthinc oxidase excreted 
appreciable amounts of oxipurinol in his urine when allopurinol WLS giLen by mouth. Other evidence sug- 
gcqtr th;lt ;~llopurinol is ouidi/ed by enr\me(c) other than xctnthine oxid:hsc iit the substrate conccntmtion 
u\cd in thl\ cxpct~imcnt lunpuhlishcd data). In addition. John\ cf II/ . and Krcnitskq L’I c/l.” rccentlq 
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FIG. 3. Eficct of testosterone propionate and estradiol 17-p on allopurinol oxidizing enzyme activity in 
liver supcrnatant fraction after castration in mice. Daily injections of 0.15 mg testosterone propionatc and 
041.5 mg of eatradiol 17-b in 0.1 ml olive oil were admimstercd S.C. for 10 days. which began 12 days after 
castration. The assa procedure is described in the text. The values 3rc the means k standard errors of 

four animals. 
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