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- granulation and screening was

-Bupropion HBr

-PVA

-Purified Water

-Compritol 888 (once

completed)

-NIRO Fluid Bed
-Time: 2.0-2.25 hours
-PVA Solution

-Mesh No. 14 (1.4mm)
-Comil - 2mm screen (if necessary)

-Compritol 888
-V-Blender
-5 minutes Blending Time
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-Betapress
-9mm punches for 300mg tablets
-7mm punches for 150mg tablets
Parameters:

-Pre-compression Thickness:

2mm
Compression m -Control Thickness: 1.5-2.0mm
-Fill Thickness: 7-8mm
-QOverload Pressure:; 1.5-2.0 tons

-Tablets per minute: 450-500
-Feeder Speed: 1-2
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% Dissolved

Comparative dissolution profiles of Bupropion HBr XL 522mg tablets in 0.1NHCI

versus 5, 20 & 40% of EtOH in 0.1NHCI
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% Dissolved

Comparative dissolution profiles of Bupropion HBr XL 174mg tablets in 0.1 NHCI
versus 5, 20 & 40% of EtOH in 0.1NHCI
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% Dissolved

Comparative dissolution profiles of Bupropion HBr XL 348mg tablets in 0.1NHCI

versus 93, 20 & 40% of EtOH in 0.1NHCI
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%Dissolvoed

Comparative dissolution profiles of Bupropion HBr XL 174mg tablets in ¢.1HHCI versus 5, 20
8 40% of EtOH in 0.4NHCI
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%Dissolved

Comparative dissolution profiles of Bupropion HBr XL 348mg tablets in 0.1NHCI versus 5,20 &
40% of EtOH in 0.1HHC)
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Study B06-756 PK-10121 (3230)
Mean Steady State Plasma Bupropion Concentrations (n=38)

. 200 +

T —&— Bupropion XL 348 mg Tablets, Lot 06C159P
—O—~— Wellbutrin XL 300 mg Tablets, Lot 06C090P

150 -

Bupropion Concentration (ng/mL)

Time (Hour)

Figure 33: Mean Plasma Bupropion Concentration-Time Plot for Study B06-756PK-10121
(3230)
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Study B06-756PK-10121 (3230)
Mean Steady State Plasma
Hydroxybupropion Concentrations (n=38)

—@— Bupropion HBr XL 348 mg Tablets, Lot 06C159P
—O— Wellbutrin XL 300 mg Tablets, Lot 06C090P
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Time (Hour)

Figure 34: Mean Plasma Hydroxybupropion Concentration-Time Plot for Study B06-756PK-
10121 (3230)
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Study B06-756PK-10121 (3230)
Mean Steady State Plasma Bupropion
Threoamino Alcohol Concentrations (n=38)
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Figure 35: Mean Plasma Bupropion Threoamino Alcohol Concentration-Time Plot for Study
B06-756PK-10121 (3230)
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Study B06-756PK-10121 (3230)
Mean Steady State Plasma Bupropion
Erythroamino Alcohol Concentrations (n=38)
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Figure 36: Mean Plasma Bupropion Erythroamino Alcohol Concentration-Time Plot for Study
B06-756PK-10121 (3230)
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Study B06-756PK-10121 (3230)
Mean Steady State Plasma Pharmacological
Activity Weighted Composite (n=38)
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Figure 37: Mean Plasma Pharmacological Activity Weighted Composite (PAWC)-Time Plot for
Study B06-756PK-10121 (3230)
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Study B06-755PK-10121 (3228)
Mean Single Dose Plasma Bupropion Concentrations (n=46)

200 -
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Figure 38. Mean Plasma Bupropion Concentration-Time Plot for Study B06-755PK-10121
(3228)
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Study B06-755PK-10121 (3228)
Mean Single Dose Plasma Bupropion Concentrations (n=46)

200 -
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Figure 39: Mean Plasma Bupropion Concentration-Time Plot for Study B06-755PK-10121
(3228) — Magnified Showing Only Datapoints From 0 — 36 Hours
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Study B06-755PK-10121 (3228)
Mean Single Dose Plasma
Hydroxybupropion Concentrations (n=46)
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Figure 40: Mean Plasma Hydroxybupropion Concentration-Time Plot for Study B06-755PK-
10121 (3228)
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Study B06-755PK-10121 (3228)
Mean Single Dose Plasma Bupropion
Threoamino Alcohol Concentrations (n=46)
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Figure 41: Mean Plasma Bupropion Threoamino Alcohol Concentration-Time Plot for Study
B06-755PK-10121 (3228)
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Study B06-755PK-10121 (3228)
Mean Single Dose Plasma Bupropion
Erythroamino Alcohol Concentrations (n=46)
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Figure 42: Mean Plasma Bupropion Erythroamino Alcohol Concentration-Time Plot for Study
B06-755PK-10121 (3228)
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Study B06-755PK-10121 (3228)
Mean Single Dose Plasma Pharmacological
Activity Weighted Composite (n=46)
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Figure 43: Mean Plasma Pharmacological Activity Weighted Composite (PAWC)-Time Plot for
Study B06-755PK-10121 (3228)
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Study B06-754PK-10121 (3229)
‘Mean Single Dose Plasma Bupropion Concentrations (n=48)
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.Figure 44: Mean Plasma Bupropion Concentration-Time Plot for Study B06-754PK-10121
(3229) :
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Study B06-754PK-10121 (3229)
Mean Single Dose Plasma Bupropion Concentrations (n=48)
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Figure 45; Mean Plasma Bupropion Concentration-Time Plot for Study B06-754PK-10121
(3229) — Magnified Showing Only Datapoints From 0 — 36 Hours
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Study B06-754PK-10121 (3229) ,
Mean Single Dose Plasma Hydroxybupropion Concentrations (n=48)
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Figure 46: Mean Plasma Hydroxybupropion Concentration-Time Plot for Study B06-754PK-
10121 (3229)
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Study B06-754PK-10121 (3229)
Mean Single Dose Plasma Bupropion
Threoamino Alcohol Concentrations (n=48)
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Figure 47: Mean Plasma Bupropion Threoamino Alcohol Concentration-Time Plot for Study
B06-754PK-10121 (3229)
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Study B06-754PK-10121 (3229)
Mean Single Dose Plasma Bupropion
Erythroamino Alcohol Concentrations (n=48)
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Figure 48: Mean Plasma Bupropion Erythroamino Alcohol Concentration-Time Plot.for Study
B06-754PK-10121 (3229)
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Study B06-754PK-10121 (3229)
Mean Single Dose Plasma Pharmacological
Activity Weighted Composite (n=48)

T+ —e— Bupropion HBr XL 348 mg Tablets, Lot 06C159P, Fed
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15 {8

Pharmacological
Activity Weighted Composite (uM)

) L “ T 4
0 24 48 72 96 120 144 168 192 216

Time (Hour)

Figure 49: Mean Plasma Pharmacological Activity Weighted Composite (PAWC)-Time Plot for
Study B06-754PK-10121 (3229)
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Two-Way Multiple Dose Fasting Study
Mean Plasma Bupropion Concentrations (n=29)
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Figure 50: Mean Plasma Bupropion Concentration-Time Plot For Study B06-802PK-10121
(AA40055)
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Two-Way Multiple-Dose Fasting Study
Mean Plasma Hydroxybupropion Concentrations (n=29)
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Figure 51: Mean Plasma Hydroxybupropion Concentration-Time Plot For Study B06-802PK-
10121 (AA40055)
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Two-Way Multiple-Dose Fasting Study
Mean Plasma Bupropion Threoamino Alcohol Concentrations (n=29)
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Figure 52: Mean Plasma Bupropion Threoamino Alcohol Concentration-Time Plot For Study
' B06-802PK-10121 (AA40055)
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Two-Way Multiple-Dose Fasting Study
Mean Plasma Bupropion Erythroamino Alcohol Concentrations (n=29)
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Figure 53: Mean Plasma Bupropion Erythroamino Alcohol Concentration-Time Plot
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Two-Way Multiple-Dose Fasting Study
Mean Plasma Pharmacological Activity Weighted Composit (n=29)
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Figure 54: Mean Plasma Pharmacological Activity Weighted Composite (PAWC)-Time Plot
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