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1.Pharmacokinetic and pharmacodynamic analysis of anticoagulants in patients
with total knee arthroplasty
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This study investigated to clarify the factors affecting the efficacy,
adverse events, and pharmacokinetics of anti-coagulants, enoxaparin, fondaparinux and edoxaban in
Japanese patients undergoing artificial total knee replacement surgery. We have revealed that the
maximum plasma concentration of anti-coagulant may be a risk factor for subcutaneous hemorrhage and
withdrawal of anti-coagulant. Population pharmacokinetic analysis showed that total clearance and
volume of distribution of fondaparinux are affected by creatinine clearance and body weight,
respectively.



2012

Xa

1)

LC/MS/MS
)
24
3)
(4)Wajima PD

Clin. Pharmacol. Ther., 86, 290-298,
2009

(5) prothrombinase-
induced clotting time PiCT

R1 ( X
RVV-V )
R2 (Ca)
(2-step )
CA-101(sysmex )
R1 R2
(I-step ) FXa
Xa
(1) FXa
i
10%
5ng/mL
(Table 1)

Table 1 Accuracy and precision of edoxaban
determination in human plasma

Edoxaban concentration (ng/mL)

5 25 50 100 200 500

Mean measured conc. (ng/mL) 4.7 257 509 103 199 507

Precision (n=5)

Within coefficient of variation (%) 593 1.15 6.66 7.54 4.99 3.20

Between coefficient of variation (%) | 5.22 5.86 8.57 8.08 3.92 8.34

Recovery (%) 48.6 54.1 474 48.7 46.4 474
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Table 2 Comparison of the incidence of deep
venous thrombosis in patients with or without
complete administration of fondaparinux and
enoxaparin

Complete administration group Withdrawal group
fondaparinux enoxaparin fondaparinux enoxaparin
DVT(+) 3/12 1/10 6/15 3/15
hemorrhage, 12/15 14/15
Rash 2/15
Infection 115
‘Changed to warfarin due to AF 115
Three patients and 1 patinet did not undergo CT scan in the complete admi ion group and group,
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Fig.1 Time courses of plasma fondaparinux
and enoxaparin concentration in patients after
total knee arthroplasty and oral edoxaban
administration
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