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Fig 1
profiles after ig ( + )-Met and ( — )-Met 5
mg*kg ! in dogs (n =35, £ +5). (0) (+)-
Met, (@) ( —)-Met.

The plasma drug concentration-time
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Tab 1 Pharmacokinetics parameters describing
the time course after ig ( + )-Met and ( — )-Met
5 mg*kg™ ! in dogs.
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Fig 2 Relationships between inhibitory effects on V.., dp/dt,..o HR and plasma drug

concentration after ig ( + )-Met and ( = )-Met 5 mg*kg ' in dogs (n =5, T +s). (0) (+)-

Met, (@) ( —)-Met.
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Fig 3 Relationships between inhibitory effects on V..» dp/di¢...» HR and concentration of
effect compartment after ig ( + )-Met and ( —)-Met 5 mg*kg ! in dogs. (0) (+ )-Met, (@)
( = )-Met.
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Tab 2 Pharmacodynamic parameters describing the effects in decrease in V..o dp/dfy..

LVSP; SBP and HR after ig ( + )-Met and ( — )-Met 5 mg*kg™ ' in dogs

E#.. CesoCpg L™ r ko (min™ ')
(+ )-Met (= )-Met (+)-Met (=)-Met (+)-Met (—)-Met (+ )-Met (—)-Met
Vo 0.33+0.09 0.37+0.10 250+80 70+30°" 1.3£0.6 1.9+0.7 0.013+0.005 0.053+0.020
dp/de 370+ 80 340+ 100 450 =210 70+40%**  1.1+0.3 1.6+0.6 0.020+0.003 0.013+0.006
LVSP — 9.7+2.0 — 150 =40 — 0.5+0.3 — 0.021 +0.003
SBP — 9.5+2.7 — 120 + 40 — 1.0+0.4 — 0.021+£0.010
HR 98 + 20 110+ 30 520+210 82 £27** 1.5£0.5 1.4+0.7 0.019+0.004 0.021+0.012

n=5 Tts. “FP<0.0l, vs (+)-Met. “The unit of E: Vi dp/dlpm LVSPs SBP and HR is s~ !,

kPa*s™ !, kPa, kPa and min~ ! respectively. E,..: maximum effect; Ces,: concentration of effect compartment

required to achieve 50% of E . ; 1r: power function affecting the sigmoidicity of the relationship; %..: elimination

constant from effect compartment.
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PHARMACOKINETIC-PHARMACODYNAMIC MODELING
OF METOPROLOL ENANTIOMERS IN THE DOG

XX Yin and YD Zhang ™
( Xuzhou Medical Colleges Xuzhou 221002; * Nanjing Medical Universitys Nanjing 210029

ABSTRACT The PK-PD model of ( +)-Met and ( = )-Met was studied in anesthetized dogs.
The plasma drug concentration-time profiles were most adequately described by two compartment
model. Significant differences of Vy4/Fs CLs/F and AUC between ( +)-Met and ( — )-Met were
observed. The peak times of plasma ( + )-Met and ( = )-Met concentration in dogs were 24 + 5 and 30
+ 35 min, respectively. But the peak times of drug inhibitory effects on V.0 dp/dt e LVSPs SBP
and HR were about 90 ~120 min, showing the hysteresis loops. When using the effect compartment
model, the counterclock-wise hysteresis collapsed and the relationships between the effects and
concentration in effect compartment were fit by using Sigmoid-E ., model. The Cesq values of
inhibitory effects on V.0 dp/dt .. and HR of (4 )-Met were 250 + 80, 450 + 210, 520 £ 210
pg* L™ and those of ( = )-Met were 70 30, 70+40 and 82+27 pg*L ™', respectively. Significant
differences of Cesy of ( +)-Met and ( — )-Met were found. The values of Cesy./Cesy were 3.7,
6.8 and 6.3, indicating that the inhibitory effects on V0 dp/dt e and HR of ( = )-Met were
stronger than those of ( +)-Met in dogs.
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