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FIG. 1A

Initial Assay of Methadone/Solvent' Samplés for Stability Evaluation

~Target conc.  -Found conc.  Average conc. Total

| 2 o
Solvent . Sample No. 'E:/\:) (mg/mL) (mg/mL) (mg/ml)
N-methyl-2-pyrrolidone ~ S1 1.0% 9.98 10.1 10.0

‘ s1 1.0% 101
2. 1% 100 10.0
2 . 10% 999
Diisoproﬁyl adipate | S1 1.0% 9.59 959 | 9.57
R S1 O 10% 9.59
S2 ‘ 1.0% 9.51 - 9.55
S2 C1.0% 959
DEET(97%) S1 1.0% 8.84 8.84 8.84
S1 1.0% 8.84
S2 _ 1.0% 8.91 8.85
) 1.0% 8.79
Di (propylene glycol)  S1 0% 104 103 10.1
S1 1.0% 10.1
s2 1.0% 10.0 10.0
A S2 - 1.0% 10.0 .
Dehydrated alcohol 81 1.0% - 7.68- 7.70 7.67
st 10% 17 | |
S2 | 1.0% 7.65 7.65
S2 1.0% 7.65 '
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FIG. 1B

O'ne-Month_ Assay of Methadone/Solvent Samples for Stability Evaluation

Initial conc.

PCT/US2005/014240

Found conc. Avérage conc. % of
. initial _
Solvent Sample No. __ (mg/mL) __(mg/mL) (mg/mL)
N-methyl-2-pyrrolidoneS1 10.0 5.88 5.87 587
S2 5.86
Diisopropyl adipate ~ S1 9.57 9.56 9.66 101
_ ; S2 9.76
DEET(97%) S1 8.84 8.92 9.04 - 102°
82 ) 9.15
Di (propylene glycol) Sl 10.1 9.57 9.60 95.0
. S2 9.62 :
Dehydrated alcohol ~ S1 - 167 7.84 - 7.78 101
' S2 772
FIG. 1C

Two-Month Assay of Methadone/Solvent Samples for Stability Evaluation

Found conc.

Initial c;,onc. Average conc. % of
initial - '
Solvent Sample No. (mg/ml)  (mg/ml) {mg/mL)

Diisopropyl adipate - S1 9.57 9.42 9.35 97.7
S2 ' 9.28

DEET(97%) S1 8.84 8.42 8.45 95.6
S2 8.48

Di (propylene glycol) Sl 10.1 9.63 9.79 - 96.9
' 82 9.95

 Dehydrated alcohol ~ S1 7.67 747 754 982
S2
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FIG. 1D
Three-Month Assay of Methadone/Solvent Samples for Stability Evaluation

Initial conc.  Found conc.  Average conc. % of

initial .
Solvent Sample No. (mg/mL) (mg/ml) - (mg/mL)
Diisopropyl adipate ~ S1 ' 9.57 9.40 9.41 98.3
o820 9.41
DEET(97%) S1 " 8.84 9.08 9.02 102
’ S2 ‘ 8.95
Di (propylene glycol) S1 - 10.1 9.65 9,60 95.0
S2 _ 954 | o
Dehydrated alcohol Sl _ 7.67 7.53 17.52 98.0
2 ’ 7.50 |
FIG. 1E

Six-Month Assay of Methadone/Solveht Samplés for Stability Evaluation

Initial conc.  Found conc. . Averageconc. % of |

_ ) initial
Solvent Sample No.  (mg/mL) (mg/mL) _ (mg/mL)
- Diisopropyl adipate 51 9.57 9.46 - 94 98.6
| 82 | 9.42 |
DEET(97%) S1 8.84 8.46 8.49 96.0
) , 8.52 |

- Di (propylene glycol) S1 10.1 9.68 9.66 95.6

$2 : 9.64 |
Dehydrated alcohol ~ S1 767 7.46 749 97.7

* 52 752
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FIG. 2A

Rat PK Study on Methadone

Concentratior
LR LERE AN e

Tirme (i)
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——DIA3 —— DEET] —— DEET2 —— DEET3 '

** V1 corresponds to At; IV2 cdrresponds to A2; IV3 corresponds to A3; DIA1 corresponds
to B1; DIA2 corresponds to B2; DIA3 corresponds to B3; DEET1 corresponds to C‘I DEET2
corresponds to C2; DEET3 corresponds to C3.

FIG. 2B

- Rat PK Study times periods of 0-120 minutes
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——IVl —=-IV2 &IV} -—+-DIAl —=»-DIA2
——DIA3 —— DEET] —— DEET2 —— DEET3

**IV1 corresponds to A1; IV2 corresponds to A2; IV3 corresponds to A3; DIA1 corresponas to
B1; DIA2 corresponds to B2; DIA3 corresponds to B3; DEET1 corresponds to C1; DEET2
corresponds to C2; DEET3 corresponds to C3,
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FIG. 2C

Rat PK. Study time periods of 0-3000 minutes
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** [V1 corresponds to A1; IV2 coresponds to A2; 1V3 corresponds to A3; DIA1 corresponds to
B1; DIAZ comresponds to B2; DIA3 corresponds to B3; DEET1 comresponds to C1; DEET2
corresponds to C2; DEET3 corresponds to C3. )






