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5. MFF A-5 S-REDUCTASE

OB X B R O OE K
(HFEFES F 10154 (198144 §) TRE)

(BR) e bicBF B invive fR#BFZE D 5 Testosterone (T) i1 S5a- 3 X Ut 58-Steroids 1=
BT EN % Diext L Testosterone glucuronide (TGA) 1238z 58-Steroids It BILIh % &
ERHBRT V%, HEELIXLENC S » FFRTEMESE RIS S 4-58-Reductase 78 T o
&7t 53 TGA ¥ X 0' Testosterone sulfate (TS) o 4* —&HE#EES % BT LT 55-Steroids iwZ
BTHrz s, IBLRIALEREEL LBED 4*-58-Reductase EFH pH Iz T L8 TS ©
2 6 THHIORRL, TGA 2HEE L LBARIIWILS L7Ar VHMTHBZ L@
L7 4ME, 4*-58-Reductase DB MEHT2 AW THER pH s LT 04EEy pH 7.4 1wisi?
% Km 5 X O Vinax [E% R THBHRE Lo

(5E8&]) Wistar REtE S » FiFaTEDE &, EE T, TGA #7212 TS & NADPH %D
FEFTTEHPH T vF 2 <=} LKy 88X Vinax R RO, HFEBEOBITEE TR IHRE
L7 Isonicotinic acid hydrazide % JSH L, BERINEIR®, B T+5 T, TGA X0 TS
ZTDOEIHOAERL, TOXBBREENIORDI, —F PH7.4 w13 %5 TGA 0 BLkE
X, RICKTHIuGHhZ BEFEKE L, 185 hcBTH#MMSE 58-Androstane-3a, 178-diol &%
GCHBrIrvEERLL,

(KR EZE) Z@FEpHicksFs T, TGA X0 TS @ Ky (Vi) fEIZERFh 24 pM
(0. 79 n mol/min/mg protein), 22 (0.68), 31 (0.49) <h b, PH 7.4 1wElF 3 Kun Vi) fE
EhEh 22 (0.86), 39 (0.87), 21 (0.53) TH 7, TGA 13 pH 7.4 THHF TR\ EEEE
HRH b, 4*-58-Reductase it LT EE & Bl o RIGHERER L,

CLASSIFICATION OF HIGH AND LOW ANDROSTERONE
UDP-GLUCURONYLTRANSFERASE RATS AND
THEIR GENETIC EXPRESSIONS

WIER, L &

(5 th International Symposium on Microsomes and Drug Oxidations
(July, 1981, Tokyo) -TH%)

Metabolism of androsterone in male and female Wistar rats is characterized by the
discontinuous variations in biliary metabolites and hepatic microsomal UDP-glucuronyl-
transferase activity. More than 9-fold differences in the UDP-glucuronyltransferase
activity were found in the native or detergent-activated microsomes. In contrast, no
marked variation was observed in the rate of glucuronidation with bilirubin, testosterone,
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4-nitrophenol and phenolphthalein between the high and low activity groups.

The specific activities of the hepatic microsomal UDP-glycuronyltransferase obtained
by partial hepatectomy were in good accord with those obtained by decapitation 4 weeks
after hepatectomy. Based on these results, classification of high and low transferase
activity rats was carried out by partial hepatectomy.

All or 879, of the offspring from the cross between high activity rats showed high trans-
ferase activity, whereas all or 509, of the offspring from high activity rats crossed to low
activity rats produced high transferase activity. All of the offspring from the cross
between low activity rats gave low transferase activity. These data are consistent with
the expected high and low activity ratios and provide evidence that the genetic expressions
of the hepatic microsomal UDP-glucuronyltransferase activity toward androsterone are
inherited as a single autosomal dominant trait. Postnatal changes in the transferase
activity are under current investigation.

VARIABILITY OF ANDROSTERONE METABOLISM IN
WISTAR RATS, WITH SPECIAL REFERENCE TO
THE SULFATED AND GLUCURONIDATED
METABOLITES

B oH E K

{Workshop on Sulfate Metabolism and Sulfate Conjugation
(Sept., 1981. Noordwijkerhout, The Netherlands) -C¢#H3%

Some striking features characterize the metabolism of androsterone in male and female
Wistar rats. Androsterone was metabolized by several different pathways of biotrans-
formations such as hydroxylation at C-2, C-7, C-11, C-15 and C-16, reduction of 17-oxo
group, and conjugation with sulfuric acid and glucuronic acid; moreover, there were wide
individual differences in biotransformation and biliary excretion. It was found that
about half of the rats excreted large amounts of steroid monoglucuronides rapidly into
bile, whereas the remaining rats excreted rather steroid mono- and disulfates slowly into
bile in both sexes. Males provided more oxygenated steroid metabolites than females.

The studies on androsterone conjugates showed that metabolic fate of androsterone
sulfate markedly differed from that of androsterone glucuronide. The injected andro-
sterone sulfate was extensively metabolized to oxygenated steroid mono- and disulfates and
excreted slowly into bile. In contrast, the injected androsterone glucuronide was elimi-
nated rapidly into bile and behaved like a metabolic end-product.

In order to study the regulatory mechanism responsible for large variations in andro-
sterone metabolism, we measured microsomal UDP-glucuronyltransferase and cytosolic
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