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Effect of Naoxintong Capsules on pharmacokinetics of valsartan in rats
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Abstract: Objective To study the effect of Naoxintong Capsules on pharmacokinetics of valsartan in rats. Methods 24 SD rats
were randomly divided into three groups : valsartan group (group A), valsartan group (group B) and Naoxintong Capsules group
(group B),each group had 8 rats. On the 8th day, valsartan and Naoxintong Capsules were given by gavage (group C). Plasma
samples were collected at different times after the drug administrationfrom the orbital veins of the rats. The concentrations of
valsartan in plasma were determined by LC-MS/MS, and the pharmacokinetic parameters of valsartan were obtained in rats by the
statistical analysis of DAS 2.0 Software. Results Combined with the valsartan single administration group (group C), ¢, f,,, and
AUC were significantly increased (P<0.05 or P<0.01), and Ke was significant decreased (P < 0.05) in the Naoxintong and valsartan
combined administration group. Conclusion The rats significantly delayed the peak time of valsartan, and the bioavailability of
valsartan in rats after continuous administration of Naoxintong was increased. It is instructive to study the combined use of valsartan
and Naoxintong capsule.
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Fig.1 Chromatogram of blank plasma sample (A), blank
plasma spiked with valsartan substance to 100 ng/mL (B),
and sample collected at 4 h after ig administration (C)
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Table 1 Intraday precision and accuracy results of valsartan in rat plasma (n=6)

W/ H Pk % B H [A]kS %5 B2
(ng'-mL™") M5/ (ng-mL ") RE/% RSD/% W {E/(ng-mL ") RE/% RSD/%
40 36.6+1.8 —8.5 5.0 39.6+3.5 —1.0 8.8
2000 1922.2497.9 —3.9 5.1 1989.7+146.2 —0.5 73
8 000 7 505.0+804.1 —6.2 10.7 7 641.2+670.1 —4.5 8.8
Fz2 KRMEHHFDIBIREEIKRLER (n=6) F3 KRMEPEDIERAFRHERIMLLER (n=6)

Table 2 Extraction and recovery results of valsartan in

rat plasma (n=6)

Table 3 Matrix effect of valsartan and internal standard

in rat plasma (n=6)

JREIRE/(ngmL™") SR RS2 /% RSD/% W E/(ng-mL ") P35 [l U 22 /% RSD/%
40 81.7+1.3 1.6 40 94.448.2 8.7
2000 81.8+0.9 1.1 2000 96.3+7.1 7.4
8 000 85.1+1.8 2.1 8000 83.6+4.5 5.4
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F4 KRMEPHDIBHIBEMELE R (n=6)

Table 4 Stability results of valsartan in rat plasma(n=6)

VOBLIpINGS Bk g/ (ng'mL ") JE{H/(ng-mL ") HE /% RSD/%
FEIRME4h 40 39.9+1.1 99.8 2.8
2000 1916.4+68.3 95.8 3.6
8 000 7327.3432.7 91.6 0.5
R 3 Ik 40 37.6+1.4 94.1 3.7
2000 1878.6+31.6 93.9 1.7
8 000 7361.9+116.6 92.0 1.6
3R & 12 h 40 40.743.9 101.7 9.6
2 000 1 983.1+52.0 99.2 2.6
8 000 7 603.6+114.0 95.0 1.5
B15d 40 37.442.9 93.5 7.6
2000 1982.1+147.3 99.1 7.4
8 000 7954.2459.4 99.4 0.7
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C-naoxintong capsules were given for 7 days, and valsartan and Naox-
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Fig. 2 Plasma concentration-time curve of valsartan in
rat plasma under three administration modes (7=6)
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Table 5 Pharmacokinetic parameters of valsartan in rat plasma under three administration modes (1n=6)

S <R 12 A4 B4l cHl
foe h 0.28+0.29 0.47+0.25 1.53+1.02°
Coe ng'mL™" 4 813+1 439 3316+1229 4051+1 941
K. h 0.56+0.23 0.30+0.117 0.2440.13°
tin h 1.45+0.65 2.53+0.84 3.39+1.30"
AUC,., h-ng-mL™" 9 7894 601 10 622+3 430 21 989+9 921"

AUC,., h'-ng'mL™" 12 17246 465

11 89243 622 28 019+14 094"

H5AHAHE:"P<0.05 "P<0.01; 5B41tH:"P<0.05
"P<0.05 "P<0.01 vs A group; P < 0.05 vs B group
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