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Tab 1. Inbtubitory effects{% of inhibition) of several clinically used drugs on

metabolism of praziguantel(PQT)enantiomers in human liver microsomes.

[
Concentration (-7~ PQT (+1-PQT
o aof inhibitors Parent drung Metabolite I
lahibitor tpmol/ L) disappearance formation Disappearance -
Quinidine 50 10.3 10.0 33.3
500 43.0 350 77.7
Metoprolol 50 12 7 12.0 1.7
500 I7 1 15.0 14.0
Tulburamide 50 19.3 - gu
300 48.7 - 3%.0
Phenacetin 0 21.7 - 11 3
00 53.0 - 0.7
Yerapamil 50 24.5 a 18.7
S 41.7 14.5 65.0
Niledipine 0.5 18 5 25.5 0
2.4 47.5 65.5 14.5
MNifedipine 5 22.0 21.7 220

{rat) 20 49.0 53.3 44.Q
Coneentration of PQT enantiomers was 100 pmol’ L.Each tesule was the mean of chree liver samples.

NF X (- ) - #1(+) - PQT Hi 8 1 e
HKEATEME(Fig 1) W(-) -PQT R LY /" - /,,f’
WMEIE S /TR (+) - PQT WME, l/,/ Sl
fH (-) -PQT HAOMHBEAHBET ,_ " . .
WO+)-PQTRMBL M) R+ - L o .

PQT W MK Ki 78K 1 4fe6.  ~ 7 7 %
lpmol L. {—) =/ {+) - k¥ 0. 23, WH "'“'" T
{-)-PQT MI £MRMKi ¥ L.Spmol L, . /
ERBF#RESR, NF 3 PQT Wk g -
e R HFHEH, MR EES -
(Fig 2). M# (-0 -M{+)-PQT féﬁ =
W K 3% 11.6 M 10umol/ L, HikL{E - s
1.6, LERUGERENE, 5 AFBNEN Fig 1 Dixon plots showing the inhibitory property
ERFENF H BT~ of nifedipine on metabolism of praziqueantel enan-
.. ticmers in microsomes from human [iver ME. A
PQT 8 Ki E)\Hﬁﬁﬁim 7~8 &, ﬁﬁ}mm (=) -PQT disappeared, B: Metabolite 1| from{-)} -
(+) - PQT EM K EARNKCREEE PQT.C:(+) -PQT disappeared Concentrations of "'4';:\'
¥ FQT were 10{ - —~ ), 50( - — -} and 1004 x— =)
* pmol L
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Fig 2. Dixon plows showing the inhibitory property of nifedipime on metabolism of praziquantel {PQT) cnan-
tomers in Tat liver microsomes. A:( - ) - PQT disappeared,B:mevabolite [ formed {rom{ -)-PQT.C:(+) -

PQT disappeared Concentration of PQT were 10( + — =) and 100 ( - — - Jpmol L.
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Tab 2. Effects of nifedipine on aciivities of several cytochrome P450 Monooxyge-

-ases in human liver microsomes.r 5. 1 =3.

Nifedipine concentration Inhibition
Monooxygenase
{pemol’ L) (%)

M eraprolol 10 33+131
o - hydroavlase 180 16.4114.9
Ethylmorphine 10 10.3£4.7
N — demet hylase 100 14.2+6.5
7T - Ethoxycoumarin 10 12.5+2.9
O — Deethylase 100 33.0£7.5
( =)= Praziguantel 1 42.0+7.1
hydroxylase 2 57 0+7.1

Concentration of metaprolol.ethylmorphine,7 —ethoxycoumarin and [ —) — praziguantel was 0.15,
5. 0.5 and 0.1 mmol/L,respectively.
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PRAZIQUANTEL METABOLISM POTENTLY INHIB-
ITED BY NIFEDIPINE AND POSSIBLE CY-
TOCHROME P450 ISOENZYME INVOLVED IN

He Kan, et al
Dept.of Pharmacology
Mifedipind(NF) competitively and stereoselectively inhibited the metabolim of prazziguantel
{PQT) enantiomers in humao liver microsomes Ki value of NF for the (-) —-PQT measured
either by paremt drug dicappeatance of by the MI formation was 1. 4 and 1 5 pmol/ L. respec-
tively, both of which was much less than the Ki value of 6.1 pmol/L for (+ ] -~PQT measured
by parent drug disappearance. The inhibitory effect of NF on (-) —PQT metabolism 1n the rat
liver microsomes was much less than in human hver microsomes. The Ki value for (-1 -PQT
and { +)—PQT disappearance were L1.6 and 10.0 pmol/L,and Ki for MI formatien from (-3 -
PQT was L} pmol/L..NF bhad no or a little inhibitory effect on the activities of metoprolol — hy-
droxylase, ethylmorphine N - demethylase and 7~ ethoxycoumanin O - deethylefe. Merwoprolol, a
representatve substrate of P450 I[D6, had hLittle effect on (=) - PQT and (+] - PQT
metabolism ,furthermore, quimdine as a specific inhibitor of P450 1IDé only exhibited a very weak
inhibitory effect on (=) —PQT and (+] - PQT metabolim. There findings indicated that the
possidiity of P450 1I1Dé involved in the metabolism of PQT enantiomers might be very low.
" KEY WORDS Nifedipine;Enzyme lohibitor iHuman Liver Microsomes:MetabolismiPraziguao

tel Enantiomers

S S U S S S S St B e e i L e T it i e e i ahetsti,

(LHRE1TIH)
Polyclonal antibody(PcAb) was ohtained from rabhits immunized with PSA. The PeAb was

ashsothed with normal female serum{MNFS8), precipitated with ammonium sulfate and theo fol-
lowed by DEAE 32 chromatography, The immunoblotting test indicated that 1t is specifie for
PSA 34. The immumpohistochemical examination showed that the PcAb could stain the prostatic
tissues (normal, benign hypertrophic and malignant), but not the other human tissues, Two -
Site sandwish enzyme — lilked immunosorbent assay(ELISA) indicated that the mean content of
serum PSA in carcinpoma of the prostate was sigoitficantly higher than that in the normal males.
KEY WORDS Prostate Speecific Antigen;Polyclonal Antibody;Prostatic Cancer
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