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Study on the Pharmacokinetics of Recombinant Hirudin Enteric-coated Capsule by Single and Multiple Ad-
ministration in Beagle Dogs

YANG Hui', ZHOU Yuanda', HE Haixia', FAN Kai® (1.Dept. of Pharmacy, the First Affiliated Hospital of
Chongqing Medical University, Chongqing 400016, China; 2.Chongqing Fagen Biological Pharmaceutical Co.,
Ltd., Chong- qing 400054, China)

ABSTRACT OBIJECTIVE: To study the pharmacokinetic characteristics of Recombinant hirudin enteric-coated capsule by single
and multiple administration in Beagle dogs. METHODS: 12 Beagle dogs were divided into single ig group and single iv group by
random control method, 6 in each group. Recombinant hirudin 0.2 mg/kg was intragastrically administrated or intravenously inject-
ed, blood sample was collected; after 2 weeks of cleaning, 12 dogs were intragastrically administrated recombinant hirudin 0.2
mg/kg, for 7 d. Sample blood was collected, referred to multiple ig group. Recombinant hirudin concentration in plasma was deter-
mined by enzyme-linked immunosorbent assay, and pharmacokinetic parameters were calculated by DAS 2.0 software. RESULTS:
The results showed that pharmacokinetics by ig and iv recombinant hirudin in Beagle dogs fitted to two-compartment model, abso-
lute bioavailability of ig Recombinant hirudin enteric-coated capsule was (14.908 + 1.868) % ; the pharmacokinetic parameters in sin-
gle ig group and multiple ig group were o of (2.105+0.243), (3.000 £0.000) h, #25 of (8.660 +2.965), (14.870 £2.710) h,
Crex Of (10.700 +0.872), (12.05 = 1.587) ng/mL, AUCo-; uomn of (55.250 +4.386), (58.978 £ 6.002) ng-h/mL, without statistical
significances in two groups (P>0.05). CONCLUSIONS: The ig Recombinant hirudin enteric-coated capsule can be absorbed into
the blood to a certain extent. There is no accumulation for ig Recombinant hirudin enteric-coated capsule for several days, and it
dose not change the pharmacokinetic characteristics.

KEYWORDS Recombinant hirudin; Enteric-coated capsule; Injection; Single administration; Multiple administration; Pharmaco-

kinetics; Beagle dogs
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Fig 1 Concentration-time curve in vivo of recombina-
nt hirudin in dogs of single administration groups
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Tab 1 Pharmacokinetic compartment model fitting

results of dogs in vivo by 3 administration ways

PEVRE S WE T A R AC R AIC R
—EhR | 49463 0693 36280 0344 32083 0804

1/C 21261 0987  21.651 0895  17.612 0.968
/¢ -7268  0.999 6.796 0984  3.868 0.994
TEEA 1 24735 0987 40280 0344 25268 0.949
1/C  -1867 0999 25651 0.895 21.612 0.968
1/CC -28.827  1.000 5796 0987 2915 0.997
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Tab 2 Pharmacokinetic parameters in vivo of recom-

binant hirudin in dogs of single and multiple ig

groups(x + )

25 FR ig4l(n=6) ZWigdl(n=12)
firash 1.399£0.146 1.359+£0.346
tiap s h 8.660 +2.965 14.870 £2.710
Ky, L/h 0.249+0.189 0.121+0.174
Ky,L/h 0.217+0.046 0.288+0.179
Ky, L/h 0.128+0.070 0.053+£0.119
AUC)-»,ng+h/mL 59.489 +5.780 60.269 +5.344
AUC-1 440 min, ng*h/mL 55250 +4.386 58.978 +6.002
Cox, Ng/mL 10.700 £ 0.872 12.050 +1.587
fyeis D 2.105+0.243 3.000 +0.000
CLs,L/(kg+h) 4.042£0.533 3.339+0.290
4 g
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