


The study listed may include approved and non-approved uses, formulations or treatment regimens. The results 
reported in any singfe study may not reflect the overat! results obtained on studies of a product. Before prescribing any 
product mentioned in this Register, healthcare professionals should consult prescribing inf~~~o~ for the product 
approved in their country. 

provide a product which is bioequivalent to 
formulations of the compound. This study 

Phase: I 
Study Period: 26 January 2002 - 15 February 2002 
Study Design: Two-period, randomized, sir&dose, open-tabel, two-way crossover study 
Centres: One centre in Canada 
Indication: None 
Treatment: Screening was conducted on an outpatient basis, subjects who met the in~lus~on/~~usio~ criteria were 
randomized according to a randomization schedule to one of two treatment Sequences (A&or EA), where A and B are 
defined below. Subjects attended the study clinic the evening before dosing and received one of the following 
treatments at 0.0 h on Day I after an overnight fast of at least 10 h. 
Treatment A: one bupropion HCI extended release 306 mg tablet with 240 mL water following an overnight fast of at 
least 10 h. 
Treatment 8: one bupropian HCI extended release 306 mg tablet with 240 ml water within 5 minutes foftowing the 
complete ingestion of a high-fat content breakfast. 
Blood samples were collected from each of the subjects for 120 h following the single dose. 
After a 2-week washout period subjects underwent a second treatment sequence with the afternate treatment regimen, 

Objectives: The objective of this study was to evaluate the effect of food on the rate and extent 
of absorption of a once daily formulation of ~p~pion hydrochtoride (HCI) extended release 
tablets (300 mg) under single-dose conditions. 
Statistical Methods: Informationon adverse events (A&) reported by subjects was listed and summarized. 
For pharmacokinetic data an analysis of variance [ANOVA) was performed on lo~~ansfo~ed AUCtast, AUCinf, and 
Cmax. The ANOVA used a mixed-effects model with Subject (sequence) as a random effect. The fixed effects were 
sequence, period, and treatment. To evaiuate the effect of food on the pha~~~~eti~‘of newly formulated once 
daily bupropion HCt300mg extended release tabI@& the 90% confidence intewal for the ratio af means for the test 
treatment (bupropion HCI 300 mg extended release tablet in the fed state) to the reference treatment (bupropion HCI 
300 mg extended release tablet in the,fasted state) for AUClasl, AUCinf, and Cmax was ~~~l~ted. For lack of food 
effect to be concluded, the 90% ~n~den~~nte~als’(~ls) for the ratio of means for AUClast, AKlnf, and Cmax were 
to fall within 0.80 to 1.25. 
Descriptive statistics were calculated for all ~arma~~~~~~ararneters i~~di~ AUClaa~ AUCinf, Cmax, tmax, t%, 
MRT, and M/P ratios, Clast, and tlast. 
With: 
AUClast: area under the plasma concentration-time curve from time zero to the time of the last~uantifiab~e 
concentration, 
AUCinf: area under the plasma ~ncen~a~~-t~me,c~ffe from time zero extrapolated to the infinite time, 
Cmax: maximum observed plasma concentration, 
tmax: time to reach Cmax, 
t%: apparent terminal half-life, 
MRT: mean residence time, 
M/P ratio: metabolite to parent ratio based on AUCinf 
Clast: last observed plasma concentration 
tlast: time of the last observed plasma concentration. 

Study Population: Normal, heatthy, non-smoking males and females with a rni~jrn~ age of 28 years with a body 
weight not more than &I 5% of the ideal weight for the subject’s height and frame, Subjects were also required not to 
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pharmacokinetic parameters of $e metabofites of bupropiwt and the p~~acoto~~~t active-weighted composite 
, (PAWC) were also similar regardless of food intake. 

1 AUClast 1 I,.04 I 

The AUClast, AUCinf, and Cmax.ratios for bupropion and hydroxybuprop~n~ together wit? AM3ast and Cmax for 
threohydrobupropion and AUCtast for e~hydro~~~~ were bioequ~vatent (0.8 - 1.25) in the presence and 
absence of food. The upper bound of the Ctfor AU&f for ~reohydrob~r~pion (1.26) and for AUCinf and Cmax for 
erythrohydrobwpropion (1.27 and.l.26, ~s~e~ely)‘l~ just outsideup the upper bi~quivalen~ bound of 1.25, but 
this was not considered clinically +ig@ficani as these.were marginat, particularly in the case of e~rohyd~bup~pion, 
which has only a minor contributi~ to the overall pharm~lo~i~l activity due to its low potency. 
In light of the multiplicity of parameters used Zn the assessment of bioequiyalence~~r,extended:release bupropion 
tablets, the PAWC of bupropion and its~m&abolites, Was recommended by the US Food and Drug Administration as 
an additional measure of bioequivalence. %is parar@ter was used Mo&afiy in the evaluatiop of the approval of 
bupropion SR since over 90% of ‘systemic exposure to the drug involves metabolites rather thae parent drug and was 
noted by the FDA as potentially impartant in evaluatinn the bioeauivalence of buora&on. The r#suJts of bioeouivabnce 
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intervals for AUClast, AUCinf and Cmax ware w&ii the ac@pted bioequjvaienca criteria, thereby demonstmting the 
absence of a food effect. 

Safety results: information on AEs was collected from pre-dose on the day of adminis~a~on o#Mestigational 
product; all AEs were followed until resolution, until the conditiqn stab&ad, until the ever$ was otherwise explained or 
the subject was lost to follow-up. 
Adverse Events: l43raupA 1 GroupB . ..-. , n. ,. 

Serious Adverse Events: 

Publications: 
No Publication 

Date Updated: 02Sept-2005 
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