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· Pharmacokinetics and pharmacodynamics of the factor Xa inhibitor apixaban after oral and intravenous administration to cats[image: ]
· Single dose apixaban (factor Xa inhibitor) effective in inhibiting Xa in cats
· Half-life is short
· 360 min
· BID dosing would NOT provide constant inhibition
· Possibly good, possible bad
· Effects wear off with serum clearance
· No adverse effects with single dose
· Bioavailability is 85%
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oBjECTIVE
To determine pharmacokinetic ind pharmacodynamic properties of the novel
factor Xa inhibitor apixaban in lnically normal cats.

ANIMALS
5 purpose.bred domestic shorthar cats.

PROCEDURES
A single dose of spixaban (0.2 mefkg, PO) was admiristered to each ca (time
0)and blood samples were obiained at 0,15, 30,45,60, 120,240, 360,480, and
1:440 minutes. After 2 1-week washout period, another dose of pixaban (02
mg/kg,IV) was administered to each cat,and blood samples were obained at
0.5.10,15,30,45,60, 120,240, 360,480, and 1440 minutes. Apixaban concen-
trations in plasma were measured vi liquid chromatography-tndem mass
spectrometry. Pharmacodynamic eflects of apixaban were determined with 3
commercial 3ssay for facor X activiy, which measures endogenous factor Xa.
activiey chromogenicall.

RESULTS

Factor Xa was ihibited as 3 function of time after 3 single dose of apixaban
administered orally or IV, and a direct inverse correlation with the plasma
spixaban concentration was detected. Pharmacokinetic anaysis revealed
moderate clearance, short half-ife, and high bioavaiabilty for aphaban. A
2-compartment model was it the IV pharmacokinetic data:compartmentl
modeling could not be used to adequately describe the oral data because of
substantial nterindividual variabiley.

CONCLUSIONS AND CLINICAL RELEVANCE
Resuks intcated that apixaban was an effectve inhibior of fictor Xa in cats.
Further studies will be needed to determine pharmacokinetics and pharma.
‘codynamics after multidose adminiscration, effects of cardiae disease on phar-
macokinetics and pharmacodynamics, dosing recommendations, and efficacy
of pixaban for use n the treatment and prevention of thromboembolic dis-
‘ease in cats. (Am Vet Res 201576.732-738)
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Figure 2—Correlation between spixaban concentration and
factor Xa activiy in plasma samples obtained after oral () and
IV (B) adminisration o  singl dose of apixaban (0.2 mg/ke) to
5 cars. The correlation coefficent was —0.548 sfter
oral administration and —0.944 after IV administration,
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Figure 3—Apixaban concentration i plasma samples obtained
from each of 5 cats afer oral (&) and IV (B) adminiseration of
a sngle dose (02 mglk). Exch symbol represents results for |
cat.Norice that the scale on the x-axis difers between panels.




