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Pharmacokinetics of Haemocoagulase Acutus in rats
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Abstract: Haemocoagulase Acutus (Halase), a new hemostatic in halase development, is a high-per-
formance thrombin-like enzyme (TLE) derived from snake venom of Agkisirodon acutus. To study the
pharmacokinetics of Halase, ' [ -labeled radioisotope method and radioassay combined with TCA precip-
itate were applied in rats. Results showed that AUC values were positively correlated with doses under
both used methods, and the correlation coefficients were 0. 999 8 and 0. 999 0 respectively; drug concen-
tration in liver, spleen and heart reached its peak after 5 minutes of administration while most of other or-
gans reached it in 30 minutes, and then gradually decreased; in each time point, drug concentration in
the liver was significantly higher than that in other tissues; Halase was completely excreted and mainly in
urine.
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Table 1 Percent recovery of > | -Halase in serum (Mean +SD, n=5)
w/ (ng+mL™") il 22/ cpm I {8/ cpm IR /%
0.12 652.7 £37.6 601.2 +£39.4 92.1
0. 60 3410.3+175.0 3391.0£192.9 99. 4
6. 00 33 848.3 £376.5 32 718.4 £469.0 96.7
2 M I -Halase B ERBE (Mean £SD, n=5)
Table 2 Precision of ' T -Halase in serum ( Mean +SD, n=5)

w/ (ng+mL™") H Pyl e (6 FHXFARHEZE RSD/ % H ] 5 {8 FHXFARHEZE RSD/ %
0.12 0.11 £0.01 6.25 0.11 £0.01 5.93
0. 60 0.61 £0.01 5.78 0.60 +0. 05 8. 11
6.00 5.96 +0. 09 1.44 5.84 +0.07 1. 14

[ il A e 0. My . B LR
" | -Halase £ 1E <k, DIRBR . &, M IORE
Mgk, Z5 R 0% M. L. Y = 12.5 +5 526.
X (n=8,r=0.9999); fif: Y = 98.3 +5 225.
X (n=8,r=0.999 5); 5. Y =61.4 +5 350.
X (n=8,r=0.999 7); fxi: ¥ = 13.3 +5 542.
X (n=8,r=0.997); WLA: Y = 68.5 +5 338.
X (n=8,r=0.999 9); JK: ¥ =219.8 +4915.
X (n=8,r=0.999 5); . Y =138.0 +4 882.
X (n=8,r=0.9999); fH}}: Y = 17.6 +5 653.
X (n=8,r=0.9999),
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Lr: A =43.5+3892.3C (n=8, r=0.999 8);
JF: A =97.2+3758.2C (n=8, r=0.999 3);
B. A =70.8+3811.1 C (n=8,r=0.999 5);
fii: A = 45.4+3994.0C (n=8, r=0.999 3);
LA : A = 86.1+3969.4 C (n=8, r=0.9994),
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Fig. 3 Comparison of plasma concentration-time curves

of three doses using RA method (Mean +SD, n=6)
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Table 3 Pharmacokinetic parameters of Halase

calculated by total radioactivity

N . iv/(pg - kg™')

BH i 0.6 1.2 2.4
A ng - mL~' 6.06  9.41  19.89
o h' 11.44  3.24  4.27
B ng + mL™' 2.49 4.4 8.59
B8 h™' 0.082 0.071  0.064
Ve L-kg 0.070  0.087  0.084

T e h 0.06 0.21 0.16

(P h 8.50  9.74  10.87
K, h! 3.3910 1.0864 1.3310
K h! 0.2752 0.2122 0.204 3
K., h! 7.8601 2.0124 2.794 6

AUC ng-h™'-mL™" 31.06 65.28 139.39
CL L-kg™' «h™' 0.019 0.018 0.017
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Fig. 4 Comparison of plasma concentration-time curves

of three doses using TCA-RA method (Mean +SD, n=6)
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Table 4  Pharmacokinetic parameters of Halase

calculated by serum sediments

- iv/(pg - kg™)

SH R 0.6 1.2 2.4
A ng - mL~' 6. 02 9.91 25.90
@ h™! 14.57 6.15 14.33
B ng - mL™' 2.37 4.36 10. 88
B8 h™' 0. 137 0.112 0.110
Ve L-kg™' 0.071 0. 084 0. 065

T h 0. 048 0.113 0. 048

T g h 5.07 6.19 6.28
K, h™' 4.2125 1.9541 4.3190
K h™! 0.4732  0.3523  0.366 4
K, h™' 10.0232 3.9514 9.7590

AUC ng-h™'-mL™'" 17.74 40. 50 100. 38
CL L-kg'-h"' 0.034 0. 030 0. 024

2.4 ARHSHIRE

2.4.1 RAEM 8 EAHA>HA KEEIKE
SRV IR M 1.2 pe/kg (45 100 g (R 45
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