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Abstract: Objective The rate and degree of absorption of Valsartan Tablets and DIOVAN were evaluated on fasting and
postprandial conditions in healthy male and female subjects to evaluate the bioequivalence between the two preparations. Methods
An open, single-dose, randomized, three-cycle, partially replicated crossover design was used to study bioequivalence. Oral
administration of test preparation or reference preparation 40 mg percycle. Oral administration of test preparation or reference
preparation 40 mg per cycle. Plasma concentration of valsartan was determined by liquid chromatographer-tandem mass
spectrometry (LC-MS/MS). Pharmacokinetic parameters were calculated by WinNonlin® 6.4 software to evaluate the bioequivalence
of the two preparations. Results The main pharmacokinetic parameters of fasting group were as follows: The geometric mean ratios
of AUC,, and AUC,, between test preparation or reference preparation were 100.39% and 100.35%, respectively. The 90%
confidence intervals were 91.91%—109.67% and 92.11—109.32%, respectively. It's totally in the 80.00%—125.00% range. The
point estimate of the geometric mean ratio of C,  is 97.61%, which falls in the range of 80.00%—125.00%. The main
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pharmacokinetic parameters of the postprandial group are as follows: The geometric mean ratios of C,, , AUC,, and AUC,_ between

test preparation or reference preparation were 107.85%, 105.03% and 105.06%, respectively. The 90% confidence intervals are
97.81%—118.92%, 99.27%—111.12% and 99.42%—111.02%, respectively, which completely fall into the range of 80.00%—

125.00%. Conclusion The test preparation of Valsartan Tablets were bioequivalent to reference preparation in fasting and

postprandial states.
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Fig. 1 Average blood concentration-time curve of valsartan in fasting state( A-linear scale; B-semi-logarithmic scale)
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Fig.2 Average blood concentration-time curve of valsartan in postprandial state( A-linear scale; B-semi-logarithmic scale)
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Table 1 Pharmacokinetic parameters of single oral administration of valsartan in subjects under fasting state

Z I CGE 2 I, n=44)

SH A S (n=45) Z LRl G5 10, n=45)
s h 3.000(1.00,6.00) 3.000(1.50,6.00) 3.000(1.50,5.00)
Cunw  ng'mL™ 1283.156 9£505.473 9(39.39299) 1331.445 4+568.691 1(42.71231) 1337.476 3+480.101 9(35.896 11)

AUC,-, h'ng'mL™" 8249.815 042 762.660 8(33.487 5) 8 151.435 042 797.364 0(34.317 4) 8 395.018 0+2 820.9765 (33.603 0)
AUC,.. hng'mL™" 8445.586 0+2 797.580 4(33.124 8) 8 355.398 0+2 825.868 4(33.820 9) 8 598.423 0+2 853.040 8(33.181 0)

0.104 64+0.016 98(16.231 83)
6.823 0+1.282 9(18.802 3)

Iz h'
t h

0.103 17£0.020 36(19.733 98)
7.032 0£1.714 4(24.380 0)

0.101 10£0.018 24(18.045 03)
7.097 0£1.435 7(20.229 4)

L FY AL B (IR MEL TR ED R, HA S & £ s(CV/%) 7R, % 2 [F

t

max

is expressed by the median (minimum, maximum) , other parameters are represented by +s(CV/%) ,same as table 2
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x2 BERSTZREFLROBGPEANFSH
Table 2 Pharmacokinetic parameters of single oral administration of valsartan in subjects in postprandial state
M AL S (n=43) Z IR R 1K n=44) Z Rl (55 2 U, n=42)
Frma h 4.500(1.50,12.00) 4.500(2.00,10.00) 4.500(1.50,9.00)
1 495.370 0£502.906 4(33.630 9) 1 431.863 0+£449.490 3(31.3920) 1361.969 0+471.109 3(34.590 3)
AUC,., h'ng'mL ' 9368.333 0+2 707.658 8(28.902 2) 9 162.192 0+2 915.735 0(31.823 6) 8 744.350 0£2 575.952 7(29.458 5)
AUC,-.,. h'ng'mL ™" 9 625.948 0+2 820.405 1(29.300 0) 9 420.812 0+2 975.637 1(31.585 8) 8 926.219 0£2 598.650 4(29.112 6)
Az h™' 0.100 13£0.021 28(21.250 12) 0.097 20+0.021 24(21.852 30) 0.103 79£0.016 37(15.774 18)
tin h 7.334 0£2.211 0(30.148 3) 7.714 0£3.334 7(43.228 7) 6.835 0£1.035 6(15.150 5)

Cp  ngmL’

®3 ZFERETEHMEAHZSHEMELEST (n=44)

Table 3 Bioequivalence analysis of pharmacokinetic parameters of valsartan in fasting conditions (n=44)
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Coras ng'mL™ 1186450 1214.798 97.67 (86.20,110.66) 0.1410 0.3755 97.61 -0.0755 389153

AUC,, hngmL" 7999416 7971.789 100.35 (92.11,109.32) 0.078 4 0.280 0 100.40  -0.044 5 28.5559

TE2 % H AR B e b B8 R 4 1)
T-test preparation; R-reference preparation; AUC,_,, C,and AUC,__ values are processed by inverse natural logarithm conversion,same as
table 4

T-Z Ak 77 s R-Z Ll 7] s AUC, . C, FTAUC

max 0~o0

R4 BRRETEHVEHLHZSHEMEL LS (n=42)

Table 4 Bioequivalence analysis of pharmacokinetic parameters of valsartan in postprandial state (n=42)
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R e R T/R/% 90%ClI Sux Sur TR T CVy/%
[80%,125%]  (<<0)

AUC, , h-ng'mL™ 8882.900 8457.733 105.03 (99.27%,111.12%) 0.0323 0.179 7 105.03 -0.0121 18.1152

Cowx  ng'mL”"  1410.167 1307.503 107.85 (97.81%,118.92%) 0.063 6 0.2522 107.79 -0.0171 25.6239

AUC,_, h-ng'mL™ 9120.146 8680.599 105.06 (99.42%,111.02%) 0.0311 0.1763 105.07 -0.0114 17.768 7
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