#xXF-19

MEHREMRERX (FARBRERBAE) HRRRREE

Rk 25 4 5 A 20 HEE

HEAES - 35413

HEREE  EFHEB)

W HAR - ERR 23 F ~FER 24 &

FEES : 23790212

MRFER (FX) NMNEORFITHSEYRBBROETHLHEEENREEZEREL:
BT ER MRS RE

HZRERRES (EX) Dose adjustment based on the developmental changes of drug metabolic enzyme

activity and their pharmacological activity.

xR E HIL RIZE (TAYAMA YOSHITAKA)

[LEEFRKE - ZE2PEL - FBEH

HEEES : 80389121

WRBRFEOBME (Fa30) :

Y 7T (Mo)& Al TdH 5 aldehyde oxidase (AO)3 L OF xanthine oxidase (XO)i, FEH Ik
ST EDIEM-Z R 7 BEENEE) LT, EHIZ,A0 B LN XO {EM & Mo cofactor Synthesis
(MOCS) protein FE Bl & O I RAF 2 FHBIRO BTz,

Allopurinol (X AO, XO IZX > TR#MEND Z ENMEIN TS, - T, BHEIZHES AO
& XO IEMEZEE) A3 allopurinol fRENI KT T B Z Mt L7z, fF T, allopurinol D3EF{EH T
HD X0 BEHDREOZIC OV T HMF LZ, X0 BLEZEIL, ratio of xanthine (RX fi):
xanthine/(xanthine +hypoxanthine)(Z T#¥l L 7=, Allopurinol B&{bfRUHHEMEIX, 3 #fw: 1.69 nM/60
min/mg protein, 6 #H#H: 8.93 nM/60 min/mg protein TH -7z, Fiz, BH IV, XO iEHE
DK T2 H - (RX E 3 il##:0.76, 6 H73:0.56), ZiL 5 DOFERIT, fX# TdH 5 oxypurinol
HWINMZERT 5 HDTH D, IKIZ, febuxostat( XO FrFEAIFLEHA), raloxifene (AO HEFEAIBHEHA)
Z AT, allopurinol B2{LIEMEIZH51F D AO %5 5-FE (% of control) & fR &t L 72, 3 HWERIZEB1T 5 AO
FHEIX 18.0%. 6 #EIT 80.7% CTd - 7=, Allopurinol fSH#HIZHIT D A0 DFEE X, HHEICLE
W, RESERD Z EPRENTZG B ER:18.0%,6 #H #7:80.7%),

FFRRROBME (33X) :

In the present study, we observed the developmental changes of aldehyde oxidase (AO) and xanthine
oxidase (XO) in postnatal rat liver. The expression of AO was closely correlated with the oxidase
activity. As for XO, there was good relation to the expression of XO, as like AO. It is said that AO and
XO contain molybdenum (Mo) in their active center, and then Mo cofactor effect on the activity. We
evaluated the developmental changes of Mo cofactor Synthesis (MOCS) protein. There is the
developmental change on MOCS protein, and we observed the good relation to AO and XO activity.
Thus, the AO and XO activity are regulated by both the expression of the enzyme and MOCS protein.

Allopurinol is metabolized to oxypurinol, a potent XO inhibitor, by AO and XO. We examined the

change of allopurinol metabolism and their efficacy by the developmental changes. Allopurinol efficacy
is evaluated as the XO inhibition. The level of XO activity was predicted from the ratio of xanthine and
hypoxanthine in the cytosols, calculated according to the following equation: Ratio of xanthine
formation (RX) = [(xanthine/ (xanthine + hypoxanthine)]
Three weeks aged rats have lower allopurinol oxidase activity than 6 weeks aged rats (3 weeks: 1.69
nmol /60 min/mg protein, 6 weeks: 8.93 nmol /60 min/mg protein). The level of RX, the index of
XO activity, in 3 weeks rats was higher than that in 6 weeks rats (3 weeks: 0.76, 6 weeks: 0.56). The
allopurinol efficacy, XO inhibition, was increased with age. We evaluated the contribution of allopurinol
metabolism by AO and XO. AO metabolite 18.0% of allopurinol in 3 weeks aged rats. On the other hand,
AO metabolite 80.7% in 6 weeks aged rats. It was observed that the contribution by AO on allopurinol
metabolism changes with age.
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