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RESULTS

1. Screening for theophylline clearance

Thirteen healthy male volunteers were in this study. The serum theophylline
concentrations at various time points after administration of 400 mg Franol® are
shown in Table 3. The serum theophylline concentrations-time curves of each subject
and the mean concentration-time curves are depicted in Figure 3 and 4, respectively.
A summary of calculated pharmacokinetic parameters derived from Topfit 2.0 are
shown in Table 4. Figure 5 and 6 illustrate the mean amount (%) of bioavailable drug
absorbed with time (Wagner-Nelson method) and mean amount (%) of drug
remaining to be absorbed with time, respectively.

Following an oral dose of 400 mg Franol®, the absorption was rapid with the

average time to reach the peak concentration (T, hr) of 2.54 £ 1.23 (range 0.5-4.0).

The average peak concentration (C_,,, ug/ml) was 14.24 & 2.69 (range 9.74-18.69).
The average elimination half-life (T,,, hr), volume of distribution (V,, Vkg) and
clearance (CL, ml/min/kg) were 10.33 & 2.97 (range 5.72-14.1), 0.40 * 0.04 (range
0.34-0.47) and 0.49 £ 0.16 (range 0.30-0.80), respectively.

The 1% and the 5" subject were excluded from the multiple dose study,
although their pharmacokinetic parameters were normal, because of adverse
experiences (nausea, tremor, palpitation, headache, and insomnia). The g™ subject

was withdrawn because of poor compliance. Therefore ten subjects were enrolled

and completed the study.



Table 3. Serum théophylline concentrations (pg/ml) after a single oral dose of 400 mg
Franol

Subj. Hours after dose

No. 0.00 | 050 | 1.00 | 1.50 | 2.00 | 3.00 | 400 | 600 | 8.00 | 12.00 { 24.00
1 0.00 | 17.77 { 17.29 | 15.72 | 1557 | 13.90 | 12.84 | 11.65 | 10.27 | 8.23 | 4.70
2 0.00 | 476 | 10.01 | 11.83 | 1247 | 13.19 | 13.00 | 11.97 | 10.50 | 8.04 | 3.26
3 0.00 | 16.88 | 16.62 | 1641 | 16.25 | 13.11 | 12.55 | 10.55 | 8.83 | 6.79 | 2.37
4 000 | 03% | 404 | 696 | 766 | 9.64 | 974 | 955 | 870 | 6.85 | 2.06
5 0.00 | 276 | 676 | 9.73 | 1058 | 14.73 | 14.12 | 13.94 | 12.90 | 10.87 | 5.64
6 0.00 | 025 | 2.09 | 684 | 935 | 13.02 | 13.69 | 1084 | 8.67 | 627 | 2.40
7 000 | 069 | 328 | 516 | 660 | 10.51 | 991 | 889 | 7.11 | 423 | 1.01
8 0.00 | 10.72 | 11.88 | 12.90 | 13.54 | 13.14 | 12.13 | 9.60 | 7.99 | 5.27 -
9 0.00 | 7.27 | 10.04 | 10.72 | 11.69 | 11.88 [ 12.06 | 10.80 | 9.27 | 7.31 | 2.91
10 000 | 1.19 | 325 | 648 | 1241 | 12.86 | 12.43 | 11.74 | 10.89 | 10.11 | 4.93
11 0.00 | 11.35 | 15.05 { 1543 | 1497 | 13.42 | 12.99 | 10.73 | 10.24 | 8.82 | 4.43
12 0.00 | 11.51 | 11.67 | 15.13 | 17.50 | 18.69 | 18.12 | 15,57 } 13.34 | 11.74 | 5.92
13 0.00 | 10.02 | 12.40 | 16.09 | 1577 | 14.05 | 13.97 | 11.81 | 999 | 8.11 | 3.21

Mean | 0.00 | 7.35 | 9.57 | 1149 | 12.64 | 13.24 12.89 11.36 | 990 | 7.90 | 3.57
SD 0.00 | 619 | 526 | 413 | 340 | 2.15 | 206 | 181 | 1.79 | 2.14 | 1.54




Figure 3, Serum ation-time curves after a single oral dose of 400 mgﬂimaj@ in 13
O 0o

healty Tha male sbjects. QY

Y 7S

Figure 4. Mean serum concentration-time curve after a smgiemldﬂmﬁ#ﬂﬁmﬂ‘mmi@ in
13 healthy Thai male subjects.
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Table 4. Pharmacokinetic parameters of theophylline after a single oral dose of 400 mg

Franol
Subj. Clrax T .. T, AUC .4 AUCq .9 CL V,
No. | (ug/ml) | (hr) (br) | (pghr/mi) | (ughr/ml) | (miminkg) | (Vkg)
1 17.77 0.50 13.90 218.38 312.88 0.33 0.40
2 13.19 3.00 9.54 194.62 239.48 0.51 0.42
3 16.88 0.50 8.37 185.21 213.82 0.48 0.35
4 9.74 4.00 7.93 148.05 171.61 0.65 0.45
5 14.73 3.00 13.60 240.85 351.57 0.35 0.41
6 13.69 4.00 8.42 157.41 186.55 0.55 0.40
7 10.51 3.00 5.72 113.90 122.23 0.80 0.40
8 13.54 2.00 6.72 112.95 164.05 0.70 0.41
9 12.06 4.00 9.52 178.10 218.07 0.51 0.42
10 12.86 3.00 14.10 212.88 313.39 0.39 0.47
11 15.43 1.50 13.70 214.37 301.93 0.33 0.39
12 18.69 3.00 13.10 278.75 391.00 0.30 0.34
13 16.09 1.50 9.63 203.82 248.40 0.45 0.37
Mean 14.24 2.54 10.33 189.18 248.84 0.49 0.40
SD 2.69 1.23 2.97 47.70 80.19 0.16 0.04
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Figure 5. Mean amount (%) of bioavailable drug absorbed with time (Wagner-Nelson method)

®
after 400 mg oral dose of Frano!l .
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Figure 6. Mean amount (%) of drug remaining to be absorbed with time after 400 mg oral dose

®
of Franol .



33

2. Steady-state bioavailability study of Uni—Dur®, Theo-Dur® and }‘(anthium®

Ten subjects participated and completed the study without any serious adverse
effects. The individual steady-state serum the-ophylline concentrations at various time
points after once daily dosing of 400 mg SR.T preparations (Uni-Dur®, Theo-Dur®
and Xanthium®) of Day 4, 5, 6 and 7 are shown in Table 5-7, respectively. The
comparative serum concentration-time curves of individual subject on Day 6 and Day
7 as well as their average serum concentration-time curves are depicted in Figure 7
and 8, respectively. The individual of bioavailable drug absorbed (%) with time
derived from Wagner-Nelson method and mean amount (%) of bioavailable drug
absorbed with time after 400 mg oral dose(s) of Uni-Dur®, Theo-Dur®, Xanthium®
and Fran01® are shown in Figure 9, 10, 12, and 14, respectively. Similarly, mean
amount (%) of drug remaining to be absorbed with time after oral doses of Uni-Dur®,
Theo-Dur®and Xanthium®are shown in Figure 11, 13, and 15, respectively. The
summary of mean amount (%) of bicavailable drug absorbed with time are shown in
Figure 16. Figure 17 illustrates the comparison of mean amount (%) of drug
remaining to be absorbed with time.

Steady-state pharmacokinetic parameters of Uni-Dur®, Theo-Dur® and
Xanthium® are shown in Table 8-10, respectively. Comparison of steady-state
pharmacokinetic parameters of Uni-Dur®, Theo-Dur® and‘Xanthium® are shown in

Table 11. The mean * SD of Css . {(ug/ml) of Uni-Dur®, Theo-Dur®, and

Xanthium® were 5.07 £ 2.67 (range 0.40-10.16), 4.29 * 2.34 (range 0.49-9.25), and
4.18 £ 2.23 (range 1.08-7.58), respectively. Bioequivalence analysis revealed the
parametric 90%CI of the Css_, ratios of l.LUni-Dur®/ uXanthium®, }J.Unj-Dur®/ L
Theo-Dur®, and lJ,Xanthium®/ ]J,Theo-Dur® were 1.07-1.39, 1,06-1.33 and 0.92-

1.13, respectively. These values were well within the bioequivalence range of 0.7-
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Test |
1.43 for the mean ratios (—————), therefore the three SRT products achieved
Reference

equivalent minimum theophylline concentrations at their steady states.

Parametric 90%CI of the Css_, ratios of uUni-Dur®/ uXanthium®, L Uni-
Dur®/},LTheo-Dur®, MXanthium®/H'Ihe-Dur® were 0,99-1.22, 0.67-0.84 and 0.64-
0.73, respectively. The results demonstrated that the Css___ (pg/ml) of Uni-Dur®
[8.51 £ 2.88 (range 2.88-13.23)] and Xanthium®' [7.65 £ 2.71 (range 3.56-12.38)]
were equivalent and were significantly less than that of Theo-Dur® [11.02 + 3.33
(range 4.45-19.44)].

The average peak trough fluctuation (%46) of Uni-Dur® [137 & 174 (range 30-
620)] and Xanthium® [113 £ 67 (range 47-244)] were not significantly different
(p=0.30, Wilcoxon Singed Rank test) and were statistically less than that of Theo-
Dur® [232 £ 187 (range 71-808)} (p<0.01). The Tss___(hr) of Theo-Dur® [7.8 +
1.54 (range 6-11)] and Xanthium® [7.7 £ 1.69 (range 6-11)] were bicequivalent,
however, they were significantly faster than that of Uni-Dur® [10.05 £ 4.63 (range 4-
15)].

Parametric 90%CI of the AUCss,,, ratios of [.,I,Uni—Dur®/l,LXanthium®, 8
Uni-Dur®/[,LTheo-Dur®, MXanthium®/uThe-Dur® were 0.81-1.25, 0.60-1.01 and
0.69-0.86, respectively. The extent of absorption assessed by AUCss,,, (ug.hr/ml) of
Theo-Du.r® [188.97 £ 67.24 (range 57.84-338.26)] was significantly greater than
those of Uni-Dur® [165.73 £ 68.83 (range 29.95-288.83)] and Xanthium® [150.5 +
62.34 (range 61.23-260.25)].

The parametric 90% confidencial intervals (90%CI) of the mean steady-state
pharmacokinetic parameters of Uni-Dur®, Thco-Dur®and Xanthium® were
compared and summarized in Table 12.

The Wagner Nelson absorption method showed that during the first 6 hours

where 76% of drug was absorbed, the absorption process of Theo—Dur® was closed to
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zero-order (8.6% per hr), thereafter, followed by first-order absorption rate. The
absorption profile of Xa;nthium® complied with the first-order process (Tabs,, of 5
hours). The absorption profile of Uni—Du.r® was characterized by a zero-order process
for 0-4 hr, 4-15 hr and 15-24 hr with the rate of approximately 7.5 % per hr, 2.5 %
per hr and 1% per hr, where 60%, 90% and >90% of drug was absorbed, respectively.
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Table 8. Steady-state pharmacokinetic parameters of theophylline after once-daily doses of

®
400 mg Uni-Dur .

Day Coin Coax T o MRT,,,, *Fl AUC,,, **F -
Subj.no. | (ug/mb) | (pg/ml} (ar) (hr) % (ug.hr/ml) %
(Day 6) 2 6.59 11.17 13.00 12.1 69.50 209.96 107.88

3 4.73 8.71 4.00 10.8 84.14 149.43 80.68
4 0.45 3.16 7.00 9.56 602.22 45.41 30.67
6 527 6.99 15.00 11.8 32,64 147.25 93.55
7 1.46 5.36 12.00 11.5 267.12 88.41 77.62
9 4.67 8.27 6.00 11.2 77.09 156.47 87.86
10 8.60 11.54 15.00 11.6 34.19 250.76 117.79
11 6.77 9.93 12.00 119 46.68 207.73 96.90
12 10.16 13.23 15.00 11.8 30.22 28838 103.45
13 4.45 6.96 6.00 113 56.40 147.64 72.44
Mean D6 532 8.53 10.50 1136 130,02 169.14 86.88

SD 2.94 3.05 430 0.74 179.92 72.54 24.29

{Day 7) 2 6.14 10.32 13.00 12 68.08 193.96 99.66
3 4.73 8.88 4.00 10.8 87.74 154.63 83.49

4 0.40 2.88 4,00 8.99 620.00 29.95 20.23
6 4,90 8.28 15.00 11.7 68.98 160.84 102.18

7 1.26 4.49 4.00 10.1 256.35 66.21 58.13

9 4.67 7.48 15.00 12 60.17 153.68 86.29
10 8.60 11.44 15.00 11.9 33.02 245.60 115.37

i1 7.37 10.45 9.00 122 41,79 227.89 106.31

12 5.76 11.54 4.00 10.5 100.35 218.96 78.55

13 4.45 9.06 13.00 11.9 103.60 171.52 84.15
Mean D7 4.83 8.48 9.60 11.21 144.01 162.32 83.44
SD 2.49 2.87 5.13 1.07 178.60 68.66 27.54
Mean D6+D7|  5.07 8.51 10,05 11.28 137.01 165.73 85.16
" SD 2.67 2.88 463 0.90 174.63 68.83 25.33

* FI = Fluctuation index = [(Cmax-Cmin)/Cmin] x 100

o ®
*¥ F == Relative- bioavailability compared to Franol
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Table 9. Steady-state pharmacokinetic parameters of theophylline after once daily doses of

®
2 x 200 mg Theo-Dur .

Day o C,.. T, MRT,, | *Fr | avc,,, | **F
Subj. no. (pg/ml) (ng/mi) (hr) (hr) % (pg.hr/mt) %
(Day 6) 2 477 11.64 10.00 11.60 144.03 - 208.83 107.30

3 4,87 11.73 ~10.00 11.60 140.86 208.36 112.50

4 1.87 7.42 6.00 10.50 296.79 117.38 79.28

6 2.62 8.97 6.00 10.60 24237 141.41 89.84

7 0.49 4.45 9.00 9.90 808.16 57.84 50.78

9 391 10.90 6.00 11.00 178.77 183.00 102.75

10 6.48 13.31 8.00 11.00 105.40 241.13 113.27

11 5.65 12.51 6.00 11.10 121,42 215.55 100.55

12 9.25 15.83 11.00 11.50 71.14 307.12 110.18
13 3.06 11.42 8.00 11.00 273.20 175.79 86.25
Mean D6 4.30 10.82 8.00 10.98 238.21 185.64 95.27
SD 251 3.19 1.94 0.54 213.59 68.99 19.49
(Day 7y 2 5.46 13.56 8.00 11.00 148.35 22539 115.81
3 126 8.93 7.00 10.60 173.93 157.95 85.28
4 1.98 8.93 9.00 10.80 351.01 119.84 20.95
6 272 9.83 6.00 10.70 26140 153.77 97.69
7 0.79 594 8.00 11.40 651.90 104.36 91.62

9 421 10.37 7.00 11.00 146.32 178.39 100.16

10 6.48 12.67 8.00 11.40 95.52 247.26 116.15

11 5.68 12.46 9.00 11.20 119.37 226,23 105.53

12 847 19.44 6.00 10.90 129.52 33826 121.35
13 3.69 10.17 8.00 10.90 175.61 171.62 84,20
Mean D7 427 11.23 7.60 10.99 225,29 192.31 99.87
SD 2,29 3.63 1.07 0.27 167.86 68.99 14.54
Mean D6+D7 429 11.02 7.80 10.99 231.75 188.97 97.57
SD 2.34 3.33 1.54 041 187.09 67.24 16.90

*F] = Fluctuation index = [(Cmax-Cmin)/Cmin} x 100

®
**F = Relative bicavailability compared to Franol
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Table 10. Steady-state pharmacokinetic parameters of theophylline after once daily doses of

400 mg Xanthium®
Day C.. C_. T, .. MRT,,, * FI AUC,, % F
Subj. no. (ug/mi) (pg/ml) (hr) (hr) % (pg.hr/mi) %
(Day 6) 2 2.94 6.52 7.00 117 121.77 124.37 63.90
3 3.42 6.80 7.00 11 98.83 132,60 71.59
4 1.38 4,03 8.00 11 192.03 71.20 48.09
6 2.17 5.68 6.00 10.6 161,75 97.46 61.91
7 1.08 3.56 7.00 10.5 229.63 58.54 51.40
9 4.65 9.21 6.00 11.1 98.06 164.21 92.20
10 7.35 10,97 8.00 12 49.25 235.03 110.40
11 7.04 10.32 11.00 119 46.59 214,76 100.18
12 5.34 9.70 9.00 11.5 81.65 202.22 72.55
13 4.94 8.84 7.00 115 78.95 173.96 85.35
Mean D6 4.03 7.56 7.60 11.28 115.85 147.43 75.76
SD 2.20 2.62 1.51 0.52 60.79 60.70 20.76
(Day 7) 2 3.80 7.49 8.00 11.6 97.11 142,25 73.09
3 3.42 6.08 8.00 11.6 77.78 123,25 66.55
4 1.48 4.88 6.00 104 229.73 80.54 54.40
6 2.17 5.85 6.00 11.8 169.59 114.18 72.54
7 1.08 3.71 6.00 109 243.52 61.23 53.76
9 4.62 6.84 7.00 117 48.05 138.62 77.83
10 6.97 11.20 6.00 11.2 60.69 221.64 104.11
11 7.58 11.31 11.00 12.2 49.21 241.69 112.74
12 7.19 12.38 10.00 122 72.18 26035 | 93.40
13 4.92 7.63 10.00 12 55.08 151,97 74.56
Mean D7 4.32 7.74 7.80 11.56 110.29 153.57 78.30
SD 2.37 2.94 1.93 0.58 75.52 67.07 19.63
Mean D6+D7|  4.18 7.65 7.70 11.42 113.07 150.50 77.03
SD 2.23 2.71 1.69 0.55 66.78 62.34 19.70

*FI = Fluctuation index = [(Cmax-Cmin)/Cmin] x 100

) ®
** F = Relative bioavailability compared to Franol



Table 11. "Comparison of steady-state pharmacokinetic (PK) parameters of Uni-Dur®

Theo-Dur® and Xanthium®
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PK Uni-Dur® Theo-Dur® | Xanthiem® 90% CI 90% CI 90% CI
Parameters ) (T) X) (U:X) (U:T) (X:T)
Cuin {D6) 5321294 430+2.51 4.03+2.2 1.09-1.66 1.06-1.43 0.86-1.22
(ug/ml) (U>X) (U=T) (X=T)
Chin (D7) 4.83+249 4.27+£229 4.32+237 0.94-1.38 0.9-1.41 0.87-1.14
(ug/mi) (U=X) (U>T) (X=T)
Average Cy, 5.07 + 2.67 429+ 2.34 418+ 2.23 1.07-1.39 1.06-1,33 0.92-1.13
(ng/ml) (U=X) (U=T) (X=T)
Cnax (D6) 8.53+3.05 10.82 £ 3,19 7.56 +£2.62 0.96-1.31 0.66-0.91 0.62-0.77
(ug/ml) (U=X) (U<T) (X<T)
Crux (D7) 8.48 +2.87 11.23 £3.63 7.74£294 0.92-128 0.6-0.89 0.6-0.75
{ug/mb (U=X) (U<T) (X<T)
Average C,,,| 8.51+ 2.88 11.02 + 3.33 7.65+ 2,71 0.99-1.22 84.67-0.84 0.64-0.73
(ug/m)) (U=X) (U<T) (X<T)
Tnax (D6) (hr) 10.50 £ 4.3 8.00+1.94 760+ 151 " 1.02-4.78 0.09-4.9 (-1.88)-1.08
(U>X) (U>T) (X<T)
T (D7) (hr) 9.60+5.13 7.60 £ 1.07 7.80+1.93 (-1.06)-4.66 | (-0.48)-4.48 | (-1.53)-1.13
(U>X) (U>T) (X=7
Average T, | 10.05+ 4.63 7.8+ 1.54 7.70 + 1.69 0.82-3.87 0.70-3.80 (-1.0)-0.8
(hr) (U=X) (U=T) (X=T)
AUCpz (D6)| 169.14+72.54 | 18564 £68.99 | 147.43 +60.7 0.95-1.33 0.72-1.09 0.68-0.90
{pg.hr/ml) U=X) (U<T) (X<T)
AUC24 (D7) | 162.32£68.66 | 192.31 £68.99 | 153.57 £67.07 0.8-1.25 0.60-1.01 0.69-0.86
(ug.hr/ml) (U=X) (U<T) (X<T)
Average 165.73 £ 68.83 | 188.97 £ 67.24 | 150.50 £ 62.34 | 0.94-1.21 0.71-0.96 0.72-0.84
AUCq 4 (U=X) (U<T) (X<T)
(ug.hr/ml)
% F (D6) 86.88 +24.29 95274 19.49 | 5.76+20.76 1.0-1.33 0.79-1.04 0.68-0.91
%F (D7) 83.44 +27.54 99.87 +14.54 | 7830+ 19.63 0.92-1.22 0.70-0.97 0.69-0.87
Average % F| 85,16 1+ 25.33 97.57+ 1690 | 77.03 = 19.70 1.01-1.21 0.79-0.96 0.73-0.85
Wilcoxon Signed Rank test
% FI (D6) { 130.02£179.92 (238.21 £213.59} 115.85+£60.79 | P=0.1509 P=0.0156 P=0.0494
(NS) P<0.05 P<0.05
% FL (D7) 14401 £178.6 (225292 167.86} 110.29 + 75,52 | P=09397 P=0.0156 P=10.0233
(NS) (p<0.05) {p<0.05)
Average 137.01 + 174.63 | 231.75 £187.09 | 113.07 £ 66.78 | P=0.3040 P=0.005 P=0.0024
% FI (NS) (P<0.01) {p<0.01)
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Table 12. Summary of parametric 90%CI of the mean steady-state pharmacokinetic

. ® ® . ®
parameters of Uni-Dur , Theo-Dur ~and Xanthium

PK Parameters 920% CI (U:X) 90% CI(U:T) 90% CI (X:T)
C.. 1.07-1.39 1.06-1.33 0.92-1.13
(U=X) (U=T) (X=T)
C. .. 0.99-1.22 0.67-0.84 0.64-0.73
(U=X) (U<T) (X<T)
T, 0.82-3.87 0.70-3.80 (-1.0)-0.8
(U>X) (U>T) (X=T)
AUC ,, 0.94-1.21 0.71-0.96 0.72-0.84
(U=X) (U<T) (X<T)
Wilcoxon Signed Rank test
U&X U&T X&T
Average % FI
NS P<0.01 P<0.01
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Figure 7. Individual profiles of steady-state (Day6-Day7) serum concentration-time

curves after once daily doses of 400 mg Uni—[)ur'@{lj}, Thm'DUI@({}:I and
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Figure 7 (cont.) Individual profiles of steady-state (Day6-Day7) serum concentration-

time curves after once daily doses of 400 mg Uni—Dm@I(fJ], Theo- Dur®({}]

and thﬁm®{'}
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Figure 9. Amount (%) of hioavailable drug absorbed with time (Wagner-Nelson method) after

400 mg oral dose(s) of Uni-Dw®,ﬁmDm®, Xanthim'n@ and anol@I.
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Figure 9. (cont.) Amount (%) of bioavailable drug absorbed with time {W&m'—ﬂetﬁm method)

after 400 mg oral dose(s) of Uni- Dm‘® Th.w“Dur@ Xanﬂ:lm@ andFrawl‘@
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Figure 9. (cont.) Amount (%) of bicavailable drug absorbed with time (Wagner-Nelson method)

@
after 400 mg oral dose(s) of LFnj~Dur®, "Ihen-]}ur®, Xam.hium@and Franol .
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Figure 9. (cont.) Amount (%) of bioavailable drug absorbed with time (Wagner-Nelson method)

after 400 mg oral dose(s) ufUni~Dur®, Thw[)ur®, X.anthium® and FI‘E.I'IE}I@.
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Figure 9. (cont.) Amount (%) of bicavailable drug absorbed with time (Wagner-Nelson method)

after 400 mg oral dose(s) of Uni-Dur®, Thm-Dm-[E, Xanmium@ and Frmﬂ@,
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Figure 10. Mean amount (%) of biocavailable drug absorbed with time (Wagner-Nelson method)

after 400 mg oral doses of Uni-Dur®
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Figure 1I. Mean amount (%) of drug remaining to be absorbed with time after 400 mg

oral doses of Uni-Dur®



100 7 .
b}
]
o
=
2 80 7
=
«
=]}
=
[=
=
]
s 60
w
-
[
2
oL
G
- 40
=
o
o
=
o
-9
20 T T | B T - T T T T T 1

Time (hr)

Figure 12. Mean amount (%) of bioavailable drug absorbed with time (Wagner-Nelson method)

®
after 400 mg oral doses of Theo-Dur
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Figure 13. Mean amount (%) of drug remaining to be absorbed with time after 2 x 200 mg oral

®
doses of Theo-Dur
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Figure 14. Mean amount (%) of bioavailable drug absorbed with time (Wagner-Nelson method)

after 400 mg oral doses of Xanthium
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Figure 15. Mean amount (%) of drug remaining to be absorbed with time after 400 mg oral

doses of Xanthium
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