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11 .4 Pharmacokinetic results

11 .4 .1 Analysis of pharmacokinetics

11 .4.1 .1 Plasma concentration s

All predose plasma samples received and analyzed were below the limit of quantification
(LOQ) . The number of subjects with zolpidem p lasma concentrations above the LOQ in
the 10 -16 hour postdose interval is presented in Table (15 .2) 1 .

Individual and mean zolpidem plasma concentrations , as well a s the sampling times , ar
e listed in Append ices 16 .2 .5 .2 .2 and 16 .2 .5 .4 . 1 . Individual iolpidem plasma concen trations

versus time profiles are presented in Appendix 16 . 2 . 5 . 2 . 3 and by treatment in
F i gure (15 .2) 1 . Subject No . 44 experienced vomiting 1 .33 hours after study drug intake in
Period 1 Day 1 . This subject was thus excluded from the pharmacokinetic analys is for

~ Pe riod 1 . The zolpidem plasma concentrations obse rved for this subject in Period 1 are
listed in Appendix 16 .2 .5 .2 .2 .

Plo ts of the mean (SD) zolpidem plasma concentrations for each treatment gr oup are
shown in Figure (11 . 4 . 1 . 1) 1 .

-+- Referen ce - zolpidem-MR 12 .5 mg (formula (1A7))
-4- Test -zolpWem-MRbis 12.5 mg (formula (20)) J

'180

160- L irrear coordinates SemNogaritnmx coordina tes

Tiao

120 100

0
E

ie t00
a r
.3
m 60

c 100 60

a 40-

20-

0 . i
; 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 1 6 0 7 2 3 4 5 6 7 8 9 10 7 1 1 2 13 14 15 7 6

Time (h) Time (h)

Figure (11 . 4 . 1 . 1) 1 - Mean (SD) zolpidem plasma c oncentrations vs . time profile after a
12 . 5 mg single dose of zolpidem-MR (reference) or zolpidem-MRbis (test )
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11 .4. 1 .2 Pharma cokinetic parameters

The mean (SD) zolpidem pharmacokinetic parameters are presented in Table (11 .4 .1 .2) 1 .
Individual and mean parameters are listed in Appendices 16 .2-5 .3 and 16.2.5 .4 .1,
respectively and summarized by treatment in Table (1 _5 .2) Z and Table (1 5 .2) 3 . The
descriptive statistics by gender are provided in Appendix 16 .2 .5 .4 .1 and Table (15 .2) 4 .
The descriptive statistics for the secondary parameters, MRT and HVD, are provided in
Appendix 16 .2 .5 .4. L

Results of the statistical analysis are presented in Appendix 16 .2 .5 .4 .2 and summarized in
Table (15 .2) 5 .

Table (1 1 .4 .1 .2 1- Mean (SD) zol idem PK parameters for each treatment ou

Zolpid em 12.5 mg Zolpidem -'VlRbis 12.5 mg Zolpid e m-MR
Parameters (Test) (Reference)

71 72

Mean (SD) 136 (58.6) 136 (63.3)

Cmaz (n g/mL) CV% 43.0 46. 5

Geometric me an 122 121

tm, . ( h) Median [range] 2.00 [0 .50 -5,00] 2 .29 [0 .50 - 8 .00]

t,g (n> Median [range] 0.00 [0 .00-0.75] 0.00 [0 .00-1 .00]

Mean (SD) 721 (403) 749 (445 )
UC,ast CV% 55

.9 59.4
(ng.h/mL

) Geometric mean 599 6 1 5

Mean (SD) 748 {434} 787 (561)
UC (ng.h/mL) CV% 58.0 63.7

Geometric me an 615 636

0 .86)t~ ~ ~~ Mean (SD) 2.67 (0.76) 2.7()/

CV% 28.5 31-9

Ref. : Appendix 1 6 .2,5 .4.1
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