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Subject_No=1, Treatment=A
q=0.9865 Rsq_adjusted=0.9832 HL_Lambda_z=103.5869
(6 points used in calculation)
Uniform Weighting
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Subject_No=1, Treatment=C
35q=0.9996 Rsg_adjusted=0.9993 HL_Lambda_z=169.1388
(3 points used in calculation)
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Subject_No=2, Treatment=A
sq=0.9817 Rsq_adjusted=0.9726 HL_Lambda_z=136.0799
(4 points used in calculation)
Uniform Weighting
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Subject_No=2, Treatment=B
3q=0.9571 Rsq_adjusted=0.9499 HL_Lambda_z=134.0532
(8 points used in calculation)
Uniform Weighting
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Subject_No=2, Treatment=C
sq=0.9956 Rsq_adjusted=0.9912 HL_Lambda_z=227.8785
(3 points used in calculation)
Uniform Weighting

100 ¥

Nicotine (ng/mL)
@)
O
(@)

O
?) G\.@\e
0 50 100 150 200 250 300 350 400 450 500

Timepoint (Minutes)

X vs Observed Y and Predicted Y
C:\Program\Pharsight\WinNonlin\User Docs\SM WS 06 Uniform Weighing pco (04-Oct-2006)

2(16)

=-5— Observed
- Predicted

-&— Observed
- Predicted

=-5— Observed
- Predicted



SM WS 06 3(16)
Appendix 1 2006-4/14/2014

Subject_No=3, Treatment=A
*sq=0.997 Rsq_adjusted=0.9955 HL_Lambda_z=147.2467
(4 points used in calculation)
Uniform Weighting
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Subject_No=3, Treatment=B
sq=0.9124 Rsq_adjusted=0.8949 HL_Lambda_z=105.3682
(7 points used in calculation)
Uniform Weighting
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Subject_No=3, Treatment=C
3sq=0.9861 Rsg_adjusted=0.9826 HL_Lambda_z=133.1462
(6 points used in calculation)
Uniform Weighting
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Subject_No=4, Treatment=A
q=0.9294 Rsq_adjusted=0.9058 HL_Lambda_z=178.5575
(5 points used in calculation)
Uniform Weighting
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Subject_No=4, Treatment=B
35q=0.9824 Rsq_adjusted=0.9799 HL_Lambda_z=139.8724
(9 points used in calculation)
Uniform Weighting
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Subject_No=4, Treatment=C
sq=0.9705 Rsq_adjusted=0.9558 HL_Lambda_z=191.4155
(4 points used in calculation)
Uniform Weighting
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Subject_No=5, Treatment=A
sq=0.9992 Rsq_adjusted=0.9984 HL_Lambda_z=242.5325
(3 points used in calculation)
Uniform Weighting
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Subject_No=5, Treatment=B
q=0.9991 Rsq_adjusted=0.9981 HL_Lambda_z=205.1414
(3 points used in calculation)
Uniform Weighting
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Subject_No=5, Treatment=C
Rsq=0.999 Rsq_adjusted=0.998 HL_Lambda_z=179.3242
(3 points used in calculation)
Uniform Weighting
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Subject_No=6, Treatment=A
sq=0.9982 Rsq_adjusted=0.9965 HL_Lambda_z=228.0988
(3 points used in calculation)
Uniform Weighting
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Subject_No=6, Treatment=B
35q=0.9994 Rsq_adjusted=0.9989 HL_Lambda_z=194.4962
(3 points used in calculation)
Uniform Weighting
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Subject_No=6, Treatment=C
sq=0.9987 Rsq_adjusted=0.9984 HL_Lambda_z=181.5757
(6 points used in calculation)
Uniform Weighting
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SM WS 06 7(16)
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Subject_No=7, Treatment=A
sq=0.9997 Rsq_adjusted=0.9994 HL_Lambda_z=245.9232
(3 points used in calculation)
Uniform Weighting
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Subject_No=7, Treatment=B
Rsq=0.998 Rsq_adjusted=0.9961 HL_Lambda_z=185.045
(3 points used in calculation)
Uniform Weighting
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Subject_No=7, Treatment=C
sq=0.9879 Rsq_adjusted=0.9855 HL_Lambda_z=153.9009
(7 points used in calculation)
Uniform Weighting
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Subject_No=8, Treatment=A
q=0.9923 Rsq_adjusted=0.9898 HL_Lambda_z=265.1026
(5 points used in calculation)
Uniform Weighting
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Subject_No=8, Treatment=B
3sq=0.989 Rsq_adjusted=0.9835 HL_Lambda_z=265.3677
(4 points used in calculation)
Uniform Weighting
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Subject_No=8, Treatment=C
sq=0.9984 Rsq_adjusted=0.9976 HL_Lambda_z=236.5157
(4 points used in calculation)
Uniform Weighting
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Subject_No=9, Treatment=A
3sq=0.9848 Rsq_adjusted=0.9817 HL_Lambda_z=177.3977
(7 points used in calculation)
Uniform Weighting
10 T
O
g 0]
O
2 1o
2 b ©
g @
S
1 + } t + + + + + + !
0 50 100 150 200 250 300 350 400 450 500
Timepoint (Minutes)
X vs Observed Y and Predicted Y
C:\Program\Pharsight\WinNonlin\User Docs\SM WS 06 Uniform Weighing pco (04-Oct-2006)
Subject_No=9, Treatment=B
q=0.9545 Rsq_adjusted=0.9432 HL_Lambda_z=230.2631
(6 points used in calculation)
Uniform Weighting
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Subject_No=9, Treatment=C
2q=0.9959 Rsq_adjusted=0.995 HL_Lambda_z=150.6766
(7 points used in calculation)
Uniform Weighting
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Subject_No=10, Treatment=A
Rsq=1.0 Rsgq_adjusted=0.9999 HL_Lambda_z=159.7337
(3 points used in calculation)
Uniform Weighting
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Subject_No=10, Treatment=B
3sq=0.995 Rsq_adjusted=0.9924 HL_Lambda_z=140.0095
(4 points used in calculation)
Uniform Weighting
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Subject_No=10, Treatment=C
q=0.9991 Rsq_adjusted=0.9981 HL_Lambda_z=225.3479
(3 points used in calculation)
Uniform Weighting
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Subject_No=11, Treatment=A
:sq=0.9974 Rsq_adjusted=0.9966 HL_Lambda_z=186.0454
(5 points used in calculation)
Uniform Weighting
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Subject_No=11, Treatment=B
3sq=0.9943 Rsq_adjusted=0.9924 HL_Lambda_z=153.3376
(5 points used in calculation)
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Subject_No=11, Treatment=C
3sq=0.9972 Rsq_adjusted=0.9966 HL_Lambda_z=133.6311
(7 points used in calculation)
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Subject_No=12, Treatment=A
sq=0.9927 Rsq_adjusted=0.989 HL_Lambda_z=216.0257
(4 points used in calculation)
Uniform Weighting
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Subject_No=12, Treatment=B
3q=0.9787 Rsq_adjusted=0.9734 HL_Lambda_z=175.0279
(6 points used in calculation)
Uniform Weighting
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Subject_No=12, Treatment=C
q=0.9991 Rsq_adjusted=0.9982 HL_Lambda_z=194.1056
(3 points used in calculation)
Uniform Weighting
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Subject_No=13, Treatment=A
q=0.9984 Rsg_adjusted=0.998 HL_Lambda_z=112.962€
(6 points used in calculation)
Uniform Weighting
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Subject_No=13, Treatment=B
5q=0.9897 Rsq_adjusted=0.9877 HL_Lambda_z=119.2424
(7 points used in calculation)
Uniform Weighting
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Subject_No=13, Treatment=C
25q=0.9978 Rsq_adjusted=0.997 HL_Lambda_z=138.2657
(5 points used in calculation)
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Nicotine (ng/mL)

Subject_No=14, Treatment=A
q=0.9966 Rsq_adjusted=0.9932 HL_Lambda_z=143.5216
(3 points used in calculation)
Uniform Weighting
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Subject_No=14, Treatment=B
35q=0.9645 Rsq_adjusted=0.9574 HL_Lambda_z=108.1563
(7 points used in calculation)
Uniform Weighting
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Subject_No=14, Treatment=C
5q=0.9956 Rsq_adjusted=0.9942 HL_Lambda_z=127.5276
(5 points used in calculation)
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Subject_No=15, Treatment=A
sq=0.9928 Rsgq_adjusted=0.9855 HL_Lambda_z=286.6682
(3 points used in calculation)
Uniform Weighting
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Subject_No=15, Treatment=B
35q=0.9813 Rsq_adjusted=0.9751 HL_Lambda_z=238.7937
(5 points used in calculation)
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Subject_No=15, Treatment=C
sq=0.9728 Rsq_adjusted=0.9638 HL_Lambda_z=189.1383
(5 points used in calculation)
Uniform Weighting
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Note: Subject No 8 was excluded from statistical analysis due to protocol violation (too high
baseline nicotine plasma concentration).
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Individual nicotine plasma concentration values. Treatment B (General PSW, 1 g).

Treatment B Nicotine plasma concentrations
Subject
Timepoint | Subject 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Prior (0) 1.64 1.38 0.52 1.48 3.31 3.37 1.17 4.04 2.17 0.92 0.68 3.05 2.21 0.38 1.69
2 min 3.60 1.94 1.08 1.99 3.32 3.92 1.12 4.51 2.17 1.14 1.84 3.66 1.93 0.45 1.70
4 min 8.22 2.92 9.25 5.55 3.77 7.46 1.63 6.03 2.73 3.23 6.40 5.57 3.04 1.12 1.83
8 min 10.25 5.79 12.83 6.60 6.10 8.04 5.18 12.43 3.76 5.47 7.45 7.61 10.21 4.87 3.25

16 min 14.37 8.54 15.76 8.38 8.19 10.09 6.65 17.81 4.61 8.38 7.88 10.43 | 10.82 | 10.19 8.49

24 min 15.95 11.28 18.01 9.23 11.68 | 11.01 8.33 18.85 5.53 10.40 8.65 12.04 | 13.14 | 1391 | 10.09

30 min 16.41 13.99 19.92 9.09 13.30 | 12.54 9.59 22.35 6.81 13.44 | 11.46 | 13.97 | 10.77 | 16.28 | 12.11

45 min 11.99 13.53 14.60 9.18 14.35 | 15.70 9.66 17.82 6.11 12.13 8.12 16.67 | 13.42 | 17.77 9.89

60 min 8.89 11.37 11.75 8.41 1412 | 14.31 7.61 14.60 5.04 11.45 7.81 17.77 | 12.81 | 15.44 7.76

1h 30 min 8.27 9.48 7.08 5.95 11.33 | 13.59 5.80 12.52 4.11 9.14 5.85 13.37 | 10.28 | 10.48 6.19
2 hours 5.77 6.68 4.50 5.21 9.24 12.04 4.38 10.27 3.35 6.66 4.82 12.06 7.47 8.13 5.26
4 hours 3.03 3.17 1.97 3.24 4.95 8.35 2.58 7.00 2.89 3.49 3.15 8.34 4.09 3.44 3.84
6 hours 2.14 2.01 0.95 1.45 3.23 5.54 1.59 5.65 1.60 1.83 1.59 4.24 1.79 1.54 2.44

8 hours 1.33 1.58 0.89 1.11 2.20 3.55 1.05 3.88 1.39 1.14 1.01 3.31 1.17 1.21 2.03
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Individual nicotine plasma concentration values. Treatment Nicorette 4 mg.
Treatment C Nicotine plasma concentrations
Timepoint | Subject 1 2 3 4 5 6 7 No8 9 10 11 12 13 14 15
0 2.10 2.11 0.96 0.98 3.42 1.93 2.25 5.31 3.42 1.22 1.22 5.40 1.99 0.70 3.11
2 1.92 2.02 0.89 1.31 3.31 1.92 2.05 5.04 3.55 1.62 1.22 5.64 2.40 0.63 2.84
4 2.92 3.78 1.13 1.52 3.47 1.91 2.28 5.84 3.82 2.94 1.73 5.84 2.19 1.32 3.58
8 5.36 8.96 2.47 3.56 4.52 3.03 3.39 8.05 5.56 6.37 5.32 7.88 3.23 3.04 6.09
16 8.59 14.36 8.25 6.66 7.39 5.73 6.17 | 11.99 | 12,01 | 836 9.33 | 11.17 | 6.03 436 | 11.21
24 9.35 16.06 10.96 9.15 9.91 8.04 8.81 | 1548 | 11.19 | 10.02 [ 1141 | 16.29 [ 9.28 6.43 | 13.57
30 9.91 17.54 10.11 10.23 | 1154 | 9.21 8.83 | 1505 | 12.71 | 1036 | 943 | 1723 | 1061 | 842 | 13.73
45 9.20 16.28 11.34 8.16 12.09 | 1357 | 1052 | 13.89 | 14.05 | 9.60 | 1145 | 20.09 | 12.15 | 10.46 | 13.87
60 8.93 14.66 8.74 6.89 1254 | 1347 | 950 | 12.87 | 12.78 | 959 | 10.23 | 18.62 | 12.19 | 10.64 | 11.55
90 6.96 13.88 7.23 5.65 13.04 | 11.77 | 8.00 | 13.40 | 12.07 | 6.70 9.01 | 17.73 | 9.88 | 10.45 | 8.95
120 4.91 9.33 5.70 4.06 11.21 | 10.88 | 7.32 | 11.53 | 9.60 5.73 722 | 15.07 | 8.11 9.58 7.46
240 2.46 4.42 2.91 2.10 5.74 6.54 4.39 8.28 6.01 2.95 442 | 12.04 | 4.45 4.55 4.42
360 1.48 3.20 1.48 1.62 3.52 4.39 2.08 5.59 3.05 2.00 2.08 7.67 2.65 2.27 2.72
480 0.92 2.13 1.04 1.04 2.27 2.67 1.58 4.07 1.97 1.41 1.19 5.11 1.33 1.35 2.22
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Individual Tmax values
B6: study participants' initials
Treatment A Treatment B Treatment C
| 01(w) 30 30 30
02b) 30 30 30
| 03(b) (6) 24 30 45
04-(b) 45 24 30
05-b) 30 45 90
06-b) 60 45 45
074b) 30 45 45
08-Fb) 30 30 24
09-b) 45 30 45
104(b) 30 30 30
11(b) 30 30 45
12-(b) 45 60 45
134b) 45 45 60
14-(b) 45 45 60
15-(b) 30 30 45
Median 30 30 45
Min 24 24 30
Max 60 60 90

Note: Subject No 8 was excluded from statistical analysis due to protocol violation (too high
baseline nicotine plasma concentration).
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B6: study participants'

initials

Head Rush and Craving Intensity — Individual ratings

SM WS 06
2014-04-14

Head Rush — Individual ratings

Treatment A

Subject/Time

o
3
=]

01-(b)

024b)

034b)

04-b)

05B)

06-(B)

07-b)

08(b) (6)

09-(b)

104b)

11b)

12b)

13b)

144b)

15-(b)

Mean
SD

Note:

O OO OO0 OO0 O0O0O0OO0OO0O oo oo o

5 min
23
88
37
41
81

85
87
15

11
52
59

46
38.4
31.7

10 min
14
71
17
24
69

85

21

32
64
79

80
39.7
33.1

20 min
53
63
34
41
63

47
82
13

37
23
85

77
38.3
28.4

*Subject No 8 was excluded from statistical analysis due to protocol violation.

1(6)

30 min
58
25
10
37
88

13
90
19

35
13
66

79
31.6
30.0
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Head Rush — Individual ratings

B6: study participants' initials

Treatment B

Subject/Time 0 min 5 min 10 min 20 min 30 min
01{b) 0 47 45 29 26
02b) 0 60 67 43 19
03(b) 0 47 27 24 5
04-(b) 0 8 20 20 18
05(b) (6) 0 87 78 64 49
06(b) 0 0 0 0 0
07b) 0 4 8 0 0
08-b)(6) 0 4 12 50 46
09-(b) 0 19 16 9 8
10b) 0 0 0 0 0
11{b) 0 0 0 5 6
12p) 0 39 56 38 18
13{b) 0 37 39 31 15
14(b) 0 39 40 67 69
15{(b) 0 45 48 51 40
Mean 0 30.9 31.7 27.2 19.5
SD 0 26.5 25.6 23.2 20.5
Note:

*Subject No. 8 was excluded from statistical analysis due to protocol violation.
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Head Rush — Individual ratings
B6: study
participants' initials

Treatment C

Subject/Time 0 min 5 min 10 min 20 min 30 min
01b) 0 70 34 45 55
02-(b) 0 62 52 29 16
03b) 0 21 45 23 0
04b) 0 22 22 32 28
054b) 0 0 19 30 38
06(b) 0 0 0 0 0
07b) 0 43 29 0 0
08B)(6) 0 43 66 4 47
09-b) 0 0 0 0 0
10b) 0 0 0 0 0
11{b) 0 0 0 5 3
12b) 0 12 6 9 5
13b) 0 37 12 9 0
14b) 0 0 18 18 43
15{(b) 0 52 27 23 45
Mean 0 22.8 18.9 15.9 16.6
SD 0 25.5 17.2 14.7 20.6
Note:

*Subject No. 8 was excluded from statistical analysis due to protocol violation.
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Craving intensity — Individual ratings
B6: study participants'

initials

Treatment A

Subject/Time 0 min 5 min 10 min 20 min 30 min
01{b) 66 48 23 32 23
02b) 52 12 7 15 1
03b) 83 57 18 14 25
04-(b) 65 43 44 37 29
05-(b) 83 69 69 54 35
06(b) 69 32 39 16 15
07b) 82 14 3 7 8
08-(b)(6) o8 2 3 2 4
09-(b) 67 48 48 50 44
10b) 75 64 64 60 53
11{b) 81 71 71 50 30
12p) 60 41 15 15 7
13{b) 63 13 10 3 14
14b) 0 0 0 0 0
15(b) (6) 81 14 10 18 17
Mean 66.2 37.6 30.1 26.5 21.5
SD 21.4 23.6 25.3 20.3 15.7
Note:

*Subject No. 8 was excluded from statistical analysis due to protocol violation.
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Craving intensity — Individual ratings

Treatment B

Subject/Time 0 min
01b) 71
02-(b) 82
03-(b) 87
04B) 78
05-(b) 87
06(b) 73
07b) 78
08-(b)(6) 96
09-b) 78
104b) 80
11(b) (6) 63
12p) 68
13{b) 63
14-(b) (6) 0
15{(b) 92
Mean 76.9
SD 9.1

Note:

5 min
27
32
62
81
78
35
47

3
51
71
53

5
19

1

17
44.5
24.3

10 min
1
17
36
76
49
15
9
4
50
70
45
4
16
33

15
31.0
25.0

20 min
1
12
20
70
21
8
6
2
50
65
25
2
9
49

13
23.2
23.4

*Subject No. 8 was excluded from statistical analysis due to protocol violation.

**Subject No. 14 was excluded from statistical analysis due to paradoxical cue-evoked

craving.

5(6)

30 min

17
81
14

(o]

45
64

10
56

31
22.5
25.6
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Craving intensity — Individual ratings

Treatment C

Subject/Time 0 min
01b) 63
02-(b) 59
03b) 98
04-(b) 91
05-(b) 79
06-(b) 45
07b) 68
08-(b)'(6) 2
09-B) 85
104b) 68
114b) 70
12p) 67
13{b) 55
144b) 0
15b) 83
Mean 66.5
SD 24.0
Note:

5 min

17
74
71
66
36
21

72
57
73
14
29

65
42.5
28.6

10 min

42
37
44
60
15
11

64
48
49

27

70
34.1
23.5

20 min

30
26
44
74
11
10

61
46
39

14

69
30.6
254

*Subject No. 8 was excluded from statistical analysis due to protocol violation.

6(6)

30 min

54
42
45

11

49
32
23

79
26.3
24.2
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Heart Rate — Individual recordings (bpm)

Treatment A

Subject/Time 0 min 10 min 20 min 30 min
1 60 78 70 68
2 74 80 84 82
3 72 84 86 84
4 58 60 56 60
5 90 84 98 96
6 70 70 71 72
7 70 84 80 84
8 66 66 60 60
9 50 56 60 54
10 70 72 78 78
11 59 66 70 66
12 72 90 84 84
13 64 76 66 64
14 72 86 110 100
15 66 80 78 72
Mean 67.5 75.5 76.7 74.9

SD 19.1 19.1 20.0 17.2
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Heart Rate — Individual recordings (bpm)

Treatment B

Subject/Time 0 min 10 min 20 min 30 min
1 62 69 68 68
2 62 66 74 74
3 94 89 92 108
4 56 58 60 66
5 68 80 86 80
6 90 90 100 96
7 60 66 76 76
8 58 60 66 60
9 62 70 80 76
10 62 74 68 72
11 64 63 60 60
12 72 82 82 82
13 56 76 68 70
14 60 68 72 74
15 66 70 74 70
Mean 66.1 72.1 75.1 75.5

SD 19.8 18.1 17.6 16.7
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Heart Rate — Individual recordings (bpm)

Treatment C

Subject No/Time 0 min 10 min 20 min 30 min
1 66 72 72 72
2 72 72 78 72
3 60 80 80 84
4 60 62 62 62
5 64 68 66 80
6 58 64 68 68
7 60 68 74 68
8 59 63 65 65
9 62 70 74 66
10 66 75 75 72
11 54 60 66 60
12 72 82 82 82
13 68 74 76 80
14 63 66 80 86
15 66 78 80 79
Mean 63.3 70.3 73.2 73.1

SD 16.6 16.4 14.7 13.4
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1(6)

Salivation and Burn (irritation of mouth and/or throat) —

B6: study participants'

initials

Individual ratings

Salivation — Individual ratings

Treatment A

Subject/Time

01-(b)

02-(b)

03(b) (6)

04(b) (6)

05(b) (6)

06(b)

07-(b)

08-(b) (6)

09-b)

10()

11b)

12(p) (6)

13(b) (6)

14(b)

15(b) (6)

Mean
SD

Note:

0 min

O O OO O OO0 0O0O 000 o o o

o o

5 min

58

27
59
24
18

22
21

37
48
23

23.6
19.5

10 min

70
32
30
59
29
27
17
21
10

37
62

27.9
21.4

20 min

81
49
40
71
33
46
21
33
25
12
10
22
58

34.3
23.1

*Subject No 8 was excluded from statistical analysis due to protocol violation.

30 min
46
42

53
88
19
59
13
22

\l

13
19

27.3
24.7
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B6: study participants' initials

Salivation — Individual ratings

Treatment B

Subject/Time 0 min 5 min 10 min 20 min 30 min
01{b) 0 0 0 0 36
02(b) (6) 0 62 50 15 14
03(b) (6) 0 0 24 15 34
04-(b) 0 21 16 24 26
05(b) (6) 0 13 28 41 85
06(b) 0 21 21 18 11
07(b) (6) 0 3 21 16 27
08(b) (6) 0 40 44 42 25
09-(b) 0 10 15 5 5
10b) 0 9 4 21 15
11(b) (6) 0 5 17 7 5
12p) 0 5 10 14 4
13{b) 0 41 30 36 12
14b) 0 29 44 62 58
15(b) (6) 0 16 6 5 11
Mean 0 18.3 22 21.4 24.5
SD 0 17.9 15.1 17.0 22.2
Note:

*Subject No 8 was excluded from statistical analysis due to protocol violation.
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Salivation — Individual ratings

Treatment C

o
=]
>

Subject/Time

01(b)
02(b) (6)
03-(b)
04(b) (6)
05-(b)
06-(b)
07b)
08y | *
09-(b)
10b)
11(v) (&)
12p)
13m)
14(v)
15(b) (6)

O O O O OO 00000 oo o o

Mean
SD

o o

Note:

5 min
26
64
26
75
88
18
52
44

24
63
18
22
15
78

41.5
26.4

10 min
35
46
13
48
66
11
36
65

13
47

15
45
93

36.1
26.2

20 min
22
36
17
42
76

27
29

31

10
40
79

28.2
24.2

*Subject No 8 was excluded from statistical analysis due to protocol violation.

3(6)

30 min
22

32
58

15
42

10
25

30
22

18.5
16.8
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B6: study participants' initials

Burn (irritation of mouth and/or throat)

Treatment A

Subject/Time 0 min 5 min 10 min
01b) 0 5 7
02-(b) 0 54 68
03(b) 0 71 18
04(b) (6) 0 18 27
05-(b) 0 87 64
06-(b) 0 0 0
07(b) (6) 0 58 58
08{b) " * 0 5 3
09-b) 0 30 17
10(b) 0 1 2
11b) 0 2 7
12b) 0 24 35
13{b) 0 32 17
14b) 0 52 62
15(b) (6) 0 0 0
Mean 0 29.3 25.7
SD 0 28.8 25.4
Note:

20 min

43
27
31
69
35
25

17

27

41
69

27.3
21.7

*Subject No 8 was excluded from statistical analysis due to protocol violation.

4(6)

30 min
51
24
18
53
84
17
12

18

20

20

22.5
23.1
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B6: study participants' initials

Burn (irritation of mouth and/or throat)

Treatment B

Subject/Time

01B)

02(b) (6)

03(b) (6)

04(b) (6)

05-(b)

06(b)

07(b) (6)

08By ™

09-b)

104b)

11(b) (6)

12-(b)

13-b)

14(b)

15-(b)

Mean
SD

Note:

0 min

O O O O OO 00000 O0oO o o o

o o

SM WS 06
2014-04-14

5 min

54

53

10
72
12
10
27
12
12
18

18.7
22.9

10 min

58

52

22

17
17
13
12
17
a7

17.9
19.3

20 min

15
11

65

22

17

17

10

10
60

16.7
19.6

*Subject No 8 was excluded from statistical analysis due to protocol violation.

5(6)

30 min

21
20
42
77

11
18

15

ol

62

20.5
22.4
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B6: study participants' initials

Burn (irritation of mouth and/or throat)

Treatment C

Subject/Time

01B)

02B)

034b)

04(B) (6)

05-(b)

06-(B)

074b)

08By ™

09-0)

104b)

11b)

12-(b)

13-b)

14b)

15-(b)

Mean
SD

Note:

0 min

O O O O OO 00000 oo o o

o o

SM WS 06
2014-04-14

5 min
64
67
43
78
20
31
49
20
35
50
25
20
21
57
89

44.6
22.7

10 min
50
51

46
32

39

13
30
25
11
15
58
89

31.8
24.0

20 min
30
27

37
32

24

18

N

53
83

22.1
23.0

*Subject No 8 was excluded from statistical analysis due to protocol violation.

6(6)

30 min
20

27
35

16

P NP, WO Ww

42
16

11.7
13.9
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Statistical tables: Pharmacokinetic VVariables

1(3)

Variable Group 1 Group 2 p value Treatment|p value Extracted dose
Cmax Treatment A| Treatment B 0.5657 0.4346
Auclast Treatment A | Treatment B 0.4763 0.5768
Aucinf Treatment A| Treatment B 0.4484 0.5504
Dose Treatment A| Treatment B 0.7304 0.8914
Extracted dose | Treatment A | Treatment B 0.6792 0.8923
Weight Treatment A | Treatment B 1 1
30 minutes Treatment A | Treatment B 0.2802 0.3844
Cmax Treatment A| Treatment C 0.0849 0.1037
Auclast Treatment A | Treatment C 0.7304 0.7095
Aucinf Treatment A | Treatment C 0.8005 0.7735
Dose Treatment A| Treatment C 0.0508 0.1708
Extracted dose | Treatment A| Treatment C 0.0072 0.0866
Weight Treatment A| Treatment C 1 1
30 minutes Treatment A | Treatment C 0.0409 0.0376
Cmax Treatment B | Treatment C 0.3703 0.4597
Auclast Treatment B | Treatment C 0.3012 0.3985
Aucinf Treatment B | Treatment C 0.4213 0.4256
Dose Treatment B | Treatment C 0.1904 0.2224
Extracted dose | Treatment B | Treatment C 0.0408 0.1167
Weight Treatment B | Treatment C 1 1
30 minutes Treatment B | Treatment C 0.1753 0.2425
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Statistical tables: Visual Analogue Scales
Variable Time Group 1 Group 2 p_value p_value
Treatment Extracted
dose
Head Rush {tO Treatment A |Treatment B |1.0000
Head Rush (t10 Treatment A |Treatment B |0.5180 0.4805
Head Rush (t20 Treatment A |Treatment B |0.3557 0.2690
Head Rush (t30 Treatment A |Treatment B |0.3678 0.2225
Head Rush (t5 Treatment A |Treatment B |0.5953 0.4992
Craving t0 Treatment A [Treatment B |0.3224 0.5340
Craving t10 Treatment A |Treatment B |0.8004 0.9094
Craving t20 Treatment A [Treatment B |0.6959 0.8648
Craving t30 Treatment A [Treatment B |0.9085 0.6775
Craving t5 Treatment A |Treatment B |0.6293 0.6907
Salivation t0 Treatment A |Treatment B |1.0000
Salivation t10 Treatment A |Treatment B |0.5063 0.3929
Salivation t20 Treatment A |Treatment B |0.1100 0.0919
Salivation t30 Treatment A |Treatment B |0.8355 0.7525
Salivation t5 Treatment A |Treatment B |0.4674 0.4474
Burn t0 Treatment A |[Treatment B |1.0000
Burn t10 Treatment A [Treatment B [0.3378 0.3515
Burn 120 Treatment A |Treatment B (0.1244 0.1709
Burn t30 Treatment A [Treatment B [0.7553 0.8117
Burn t5 Treatment A |Treatment B [0.2774 0.2745
Head Rush {tO Treatment A |Treatment C |1.0000
Head Rush ([t10 Treatment A |Treatment C |0.1447 0.0460
Head Rush (t20 Treatment A |Treatment C |0.0312 0.0146
Head Rush (t30 Treatment A |Treatment C |0.1829 0.1354
Head Rush |t5 Treatment A |[Treatment C [0.1829 0.1625
Craving t0 Treatment A |Treatment C |0.8902 0.9737
Craving t10 Treatment A |Treatment C |0.6958 0.6631
Craving t20 Treatment A |Treatment C |0.9267 0.6378
Craving t30 Treatment A |Treatment C |0.8182 0.5400
Craving t5 Treatment A |Treatment C |0.4206 0.6233
Salivation t0 Treatment A |[Treatment C |[1.0000
Salivation t10 Treatment A |Treatment C |0.3194 0.3518
Salivation t20 Treatment A |[Treatment C [0.3721 0.4840
Salivation t30 Treatment A |[Treatment C [0.3717 0.2674
Salivation t5 Treatment A |Treatment C |0.0618 0.0440
Burn t0 Treatment A |Treatment C [1.0000
Burn t10 Treatment A |Treatment C [0.4422 0.5016
Burn t20 Treatment A |Treatment C [0.3829 0.5295
Burn t30 Treatment A |Treatment C [0.0964 0.1317
Burn t5 Treatment A |Treatment C [0.1055 0.1166
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Variable Time Group 1 Group 2 p_value p_value

Treatment Extracted
dose

Head Rush {tO Treatment B |Treatment C |1.0000

Head Rush ([t10 Treatment B |Treatment C |0.2028 0.1307
Head Rush (t20 Treatment B |Treatment C |0.2194 0.1362
Head Rush (t30 Treatment B |Treatment C |0.4546 0.7164
Head Rush (t5 Treatment B |Treatment C |0.4002 0.4192
Craving t0 Treatment B |Treatment C |0.3572 0.5783
Craving t10 Treatment B |Treatment C |0.9085 0.7412
Craving t20 Treatment B [Treatment C |0.6624 0.5525
Craving t30 Treatment B |Treatment C |0.9084 0.8877
Craving t5 Treatment B [Treatment C |0.9450 0.9129
Salivation t0 Treatment B |Treatment C |1.0000

Salivation t10 Treatment B |Treatment C |0.1842 0.0806
Salivation t20 Treatment B [Treatment C [0.5065 0.3816
Salivation t30 Treatment B |Treatment C |0.3611 0.4113
Salivation t5 Treatment B [Treatment C [0.0066 0.0089
Burn t0 Treatment B [Treatment C |1.0000

Burn t10 Treatment B |Treatment C [0.0967 0.0904
Burn t20 Treatment B [Treatment C [0.5467 0.4946
Burn t30 Treatment B |Treatment C [0.1577 0.2071
Burn t5 Treatment B |Treatment C [0.0021 0.0042
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Adverse Event Record

B6: study participants' initials

Treatment A Treatment Treatment Comment

B C (e.g. time point, duration)
01-b) 0 0 0
Treat C. Drug adm.start 08.30
02-b) ) When: 08.42 Duration: 8 min.
0 0 | Hickups Severity:1 (1-3)
 03(b)(6) 0 0 0
04-
(b) 0 0 0
05-
(b) 0 0 0
06-(b) 0 0 0
07b) 0 0 0
08b) 0 0 0
Treat C. Drug adm.start 08.10
094b) ) When 08.20 Duration: 7 min.
0 0 | Hickups Severity: 2 (1-3)
10b) 0 0 0
11p) 0 0 0
12b) 0 0 0
134b) 0 0 0

Treat A. Drug adm.start 07.35

144b) When_: 07.40 Duration: 15 min.
Severity: 2 (1-3)

. Treat C. Drug adm. 07.35

Light When: 08.00 Duration: 5 min.

Headache 0 | Coughing Severity:1 (1-3)

15-(b) 0 0 0

0 = No Adverse Event reported





