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Protein precipitation method
500 pul plasma or spiked standard + 100 pl internal standard (quinidine sulfate)
v
Added of 200 pl of 2 M NaOH
V.
Added of 5 ml dichloromethane

\{

Mixed by mechanical shaker for 15 minute
v
Centrifuged at 3,500 rpm for 20 minutes

Organic solvent was transferred to another tube (3 ml)

v
Evaporated at 55 + 0.1 °C for 3 hours

v
Residue dissolved in 100 pl of methanol

v
20 pl injected to HPLC system
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Test for distribution of data

One-Sample Kolmogorov-Smirnov Test
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Crrex tnax AUCq 45 AUGC,.., Ky Ke ty0 Vy/F Cl/F Urine pH

N 36 36 36 36 36 36 36 36 36 36
Normal Parametefs®  Mean 2243.303 2.4572 | 22707.6172 |23418.5703 1.05108 .15667 5.1497 | 114.6281 16.5101 5.8671
Std. Deviation 414.6722 .6916 7714.8359 | 7948.4600 .62823 | 6.57E-02 1.9975 29.9813 4.1510 .2897

Most Extreme Absolute .095 .102 .158 .156 .205 .160 .083 11 .129 .077
Differences Positive .095 .102 .158 .136 .205 .160 .083 11 .129 .077
Negative -.081 -.077 -.157 -.156 -.118 -.087 -.068 -.081 -.113 -.062

Kolmogorov-Smirnov Z .570 .610 .948 .937 1.232 .958 .495 .669 775 .465
Asymp. Sig. (2-tailed) .901 .851 .330 .343 .096 317 .967 .762 .585 .982

a. Test distribution is Normal.
b. Calculated from data.




Test of between-treatment effects

Dependent variable: C_
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Type III Sum Mean
Source Df F Sig.
of Squares Square
Corrected Model 1392509.058" 6 278501.812 1.806 0.142
Treatment 235306.411 2 117653.206 0.763 0.475
Subjects 3441.55103 2 3441.551 0.022 0.882
Sequence 932911.674 1 932911.674 6.050 0.020
Period 136969.129 1 136969.129 0.888 0.353
Intercept 9436323.790 1 9436323.790 61.197
Error 4625847.993 29 154194.933
Total 187185066.618 36
Corrected Total 6018357.051 35
a. R Squared = 0.231 (Adjusted R Squared = 0.103)
Dependent variable: AUC,
Type 111 Sum of
Source Df Mean Square F Sig.
Squares
Corrected Model 773912947.267" 6 154782589.453 3.547 0.012
Treatment 221955360.411 2 110977680.206 2.543 0.095
Subjects 227509997.986 2 227509997.986 5.213 0.030
Sequence 150528600.243 1 150528600.243 3.449 0.073
Period 58786971.532 1 58786971.532 1.347 0.255
Intercept 3128764243.044 1 3128764243.044 | 71.693 0.000
Error 1309241279.257 29 43641375.975
Total 20646045449.170 36
Corrected Total 2083154226.524 35

a. R Squared = 0.372 (Adjusted R Squared = 0.267)
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Dependent variable: AUC()_q
Type III Sum of
Source Df Mean Square F Sig.
Squares
Corrected Model 811540828.609" 6 162308165.722 3.479 0.013
Treatment 230940126.579 2 115470063.290 2.475 0.101
Subjects 229080131.000 2 229080131.000 4.910 0.034
Sequence 170806113.882 1 170806113.882 3.661 0.065
Period 57899009.170 1 57899009.170 1.241 0.274
Intercept 3312896697.762 1 3312896697.762 71.006
Error 1399689662.535 29 46656322.085
Total 21954691046.680 36
Corrected Total 2211230491.144 35
a. R Squared = 0.367 (Adjusted R Squared = 0.262)
Dependent variable: t_
Type III Sum of
Source Df Mean Square F Sig.
Squares
Corrected Model 0.946' 6 0.189 0.359 0.872
Treatment 0.181 2 0.090 0.172 0.843
Subjects 0.631 2 0.631 1.199 0.282
Sequence 0.290 1 0.290 0.552 0.463
Period 0.004 1 0.004 0.007 0.936
Intercept 14.615 1 14.615 27.757 0.000
Error 15.796 29 0.527
Total 234.108 36
Corrected Total 16.7425 35

a. R Squared = 0.057 (Adjusted R Squared =-0.101)




Dependent variable: k,
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Type III Sum of Mean
Source Df F Sig.
Squares Square
Corrected Model 2.540" 6 0.508 1.352 0.270
Treatment 0.054 2 0.027 0.071 0.931
Subjects 1.607 2 1.607 4.277 0.047
Sequence 0.364 1 0.364 0.969 0.333
Period 0.015 1 0.015 0.040 0.843
Intercept 7.570 1 7.570 20.143 0.000
Error 11.274 29 0.376
Total 53.586 36
Corrected Total 13.814 35
a. R Squared = 0.184 (Adjusted R Squared = 0.043)
Dependent variable: Kk,
Type III Sum of
Source Df Mean Square F Sig.
Squares
Corrected Model 0.051° 6 0.010 3.072 0.023
Treatment 0.003 2 0.001 0.412 0.666
Subjects 0.006 2 0.006 0.910 0.177
Sequence 0.032 1 0.032 9.739 0.004
Period 0.000 1 0.000 0.036 0.850
Intercept 0.009 1 0.009 2.608 0.117
Error 0.100 29 0.003
Total 1.035 36
Corrected Total 0.151 35

a. R Squared = 0.339 (Adjusted R Squared = 0.228)




Dependent variable:

t

12
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Type III Sum of Mean
Source Df F Sig.
Squares Square
Corrected Model 64.711° 6 12.942 5.181 0.002
Treatment 4.540 2 2.270 0.903 0.414
Subjects 14.603 2 14.603 5.846 0.022
Sequence 31.621 1 31.621 12.659 0.001
Period 0.440 1 0.440 0.176 0.678
Intercept 174.748 1 174.748 69.955 0.000
Error 74.940 29 2.498
Total 1094.358 36
Corrected Total 139.650 35
a. R Squared = 0.463 (Adjusted R Squared = 0.374)
Dependent variable: V /F
Type III Sum of
Source Df Mean Square F Sig.
Squares

Corrected Model 8829.118" 6 1765.824 2.341 0.066

Treatment 423.476 2 211.738 0.281 0.757

Subjects 1949.720 2 1949.720 2.585 0.118

Sequence 4225.990 1 4225.990 5.602 0.025

Period 425.631 1 425.631 0.564 0.458
Intercept 53122.836 1 53122.836 70.419 0.000

Error 22631.536 29 754.384
Total 504485.934 36
Corrected Total 31460.654 35

a. R Squared = 0.281 (Adjusted R Squared = 0.161)
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Dependent variable: CI/F
Type III Sum of Mean
Source Df F Sig.
Squares Square
Corrected Model 143.254" 6 28.651 1.869 0.130
Treatment 33.216 2 16.608 1.084 0.351
Subjects 7.8186 2 7.819 0.510 0.481
Sequence 73.125 1 73.125 4.771 0.037
Period 12.317 1 12.317 0.804 0.377
Intercept 272.338 1 272.338 17.768 0.000
Error 459.835 29 15.328
Total 10416.076 36
Corrected Total 603.089 35
a. R Squared = 0.233 (Adjusted R Squared = 0.074)
Dependent variable: Urine pH
Type III Sum of
Source Df Mean Square F Sig.
Squares
Corrected Model 0.388" 6 0.078 0.913 0.486
Treatment 0.174 2 0.087 1.021 0.372
Subjects 0.021 2 0.021 0.252 0.619
Sequence 0.153 1 0.153 1.804 0.189
Period 0.001 1 0.001 0.010 0.923
Intercept 78.119 1 78.119 919.285 0.000
Error 2.549 29 0.085
Total 1242.179 36
Corrected Total 2.937 35

a. R Squared = 0.132 (Adjusted R Squared =-0.013)
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