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Appendix I

Cumulative permeation amount of NFP from NFP transdermal patch

Cumulative permeation amount of NFP from NFP transdermal patch
containing no surfactant (control formulation, F1)

Time Permeation amonnt/surface area (ug/cm?)
(hr) Cell A CellB CellC Average
0 0.00 0.00 0.00 0.00
1 4.55 3.07 1.46 3.03
2 9.56, 5.06 4.45 6.36
4 16.50 574 4 6.51 9.58
7 19.63 5.49- - 6.48 10.53
10 31.86 S T 10.49 15.89
13 66.28 A9 4 23.15 35.12
16 117.14 - 3886, 46.16 67.39
20 134.07 J| . =67.09 78.03 93.06

24 22049 (1079 96.05 142.44

Cumulative permeation améunt of NFP from NEP transdermal patch
containing 0.5% sodium lauryl sulfate (F2)

Time ~  Permeation amount/surfice area (1 Tg/cmz)

(hr) CellA Celi B Cell C Average
0 0.00 0.00 0.00 0.00
1 2.98 1.80 3.13 2.64
9, 4.67 4.08 3:18 3.98
kS 11.62 9.55 728 9.48
7 19.89 23.78 19.06 20.91
10 31.26 41.49 32.48 35.08
13 45.36 66.47 154.36 88.73
16 62.92 94.28 284.98 147.39
20 83.10 132.43 299.00 171.51
24 122.57 170.20 |. 31347 202.08
28 153.91 198.35 347.88 233.38
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Cumulative permeation amount of NFP from NFP transdermal patch

containing 1.0% sodium lauryl sulfate (F3)

Time Permeation amount/surface area (ug/cm?2)

(hr) Cell A CellB CellC Average
0 0.00 0.00 0.00 0.00
1 0.00 0.00, 3.15 1.05
2 0.00 0.00 6.89 230
4 0.11 0.54 13.23 4.63
7 0.46 0.02 18.25 6.24
10 4.22 1185 25.81 10.63
13 12.64 10,34 4434 22.44
16 42 .83 52223 66.05 53.70
20 75.68 108.81 108.28 97.59
24 141.54 . 23234 170.15 181.34

)

o
o

Cumulative permeatiorn amount of—NFJ’P from NFP transdermal patch

containing 2.0% sodinm lauryl sulfate (F4)

Peﬁheaﬂdiamount/iurfac{am (pg/cmf)

Time

(hr) Cell A CellB Cell C Average
0 0.00 0.00 0.00 0.00
1 1.15 0.80 0.99 0.98
2 1.28 0.70 1.40 1.13
4 1.21 0.80 1.82 1.28
Y o 1.41 0.85 2.19 1.48
10 3.47 637 7.52 5.79
13 6.42 80.12 2695 37.83
16 16.50 190.21 85.48 97.40
20 30.49 233.08 181.41 148.33
24 40.48 353.70 341.40 245.19




Cumulative permeation amount of NFP from NFP transdermal patch

containing 1.0% cetyltrimethylammonium bromide (F5)

115

Time Permeation amount/surface area (ug/cm?)
(hr) Cell A CellB CellC Average
0 0.00 0.00 0.00 0.00
1 3.45 0.00 1.84 1.76
2 8.56 3.89 433 5.59°
4 2.63 5.48 5.85 4.65
7 3.47 9.35 9.54 7.45
10 5.21 10.57 11.59 9.12
13 8.10 21.74 16.92 15.59
16 13.25 38.09 38.47 29.94
20 29.07 6731" 79.38 58.61
24 46.40 12931 _ 102.51 92.74

/

‘l‘ F

o

Cumulative permeation amotmit of NFP ﬁmjﬁ NFP transdermal patch
containing 2.0% cetyltrimethylammeonium bromide (F6)

Time Permeation amount/surface area (jig/cm?2)
(hr) CellA Cell B Average
0 0.00 0.00 0.00
1 3.93 5.34 4.64
2 3.49 9.13 6.31
4 6.59 16.13 11.36
7 8.65 -29.29 18.97
10 21.00 65.24 43.12
13 45.59 106.88 76.24
16 94.37 171.15 132.76
20 177.11 264.80 220.96
24 324.88 355.77 340.33
28 394.23 342.26 368.25




116

Cumulative permeation amount of NFP from NFP transdermal patch

containing 1.0% Cetylpyridinium chloride (F7)

Permeation amount/surface area (pglcmi)

Time

(hr) Cel A CellB Cell C Average
0 0.00 0.00 0.00 0.00
1 2.43 3.05 2.17 2.55
2 4.65 308 3.15 3.93
4 7.09 6.09 4.44 5.87
- 11.56 8.94 7.57 9.36
10 1075 21.34 15.62 15.90
13 46.70 38.67 30.78 38.72
16 48.84 72.79 58.11 59.91
20 10227 80.13 55.97 79.46
24 126,40/ /| " 186.64 128.96 147.33
28 237.64 216.07 190.36 214.69

)
o

Cumulative permeation amount of NFP from NFP transdermal patch
coniaining 2.0% Cetylpyridinium chloride (F8)

 Permeation amount/surface am (ug/cm?2)

Time

(hr) CeliA Cell B Cell C Average
0 0.00 0.00 0.00 0.00
1 0.35 1,46 0.39 0.73
2 1.94 2.713 1.00 1.89
4 4438 7.24 5.20 5.64
7 10:30 13.78 12.72 12.27
10 17.84 20.27 23.26 20.46
13 32.07 - 2843 38.17 32.89
16 48.26 54.18 59.58 54.01
20 81.50 88.94 96.66 89.03
24 114.16 113.19 128.98 118.78
28 147.95 166.89 170.49 161.78
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Cumulative permeation amount of NFP from NFP transdermal patch

containing 1.0% Cremophor A25 (F9)

Time Permeation amount/surface area (pgicmz)
(hr) Cell A CellB Cell C Average
0 0.00 0.00 0.00 0.00
1 0.48 0.00 0.82 0.43
2 0.98 138 1.01 1.12
4 1.29 5.16 3.00 315
7 595 11.93 9.81 9.23
10 1744 20.74 17.79 18.66
13 3066 29.76 27.74 29.39
16 34179 44.14 29.25 36.06
20 12754 70.88 100.46 99.63
24 153.63 87.30 130.40 123.78
28 216.35 2 13;59 194.93 208.29

4
I

e i 44

Cumulative permeation amount of I:IFP from NFP transdermal patch
73 R 5 1 0)

Time Permeation amount/surface area g/cmz)
(hr) Cell A Cell B Cell C Average
0 0.00 0.00 0.00 0.00
1 1.37 1.16 0.90 1.14
2 0.49 0.81 0.64 0.65
4 1.58 1.24 0.97 1.26
7 3.76 1.62 238 2.59
10 12.80 3.20 4.07 6.69
13 17.19 15.33 12.52 15.01
16 19.42 33.73 36.99 30.05
20 35.42 163.40 66.59 88.47
24 45.01 163.82 98.05 102.29
28 67.22 193.79 193.63 151.55




Appendix II

NFP concentration in rabbit plasma

From single oral administration Adajat® 10 mg

118

Time NFP concentratioi in rabbit plasma (ng/ml)
(hr) No.1 No.2 | NoJd No4 No.S
0.5 110812+ 3211 9753 1290.5 347.4
1 1065201 3143 | | 80302 | 6794.1 394.4
2 54162 7 /502.7 . | 100388 | 7721.1 667.2
4 20058 | /2676 | 48442 | 9637.0 6272
8 959.0 4207 \|7 5242 9111.7 | 1361.6
12 574 6509t | 1873 842.4 4515.1
24 1235 524 |, 143 91.5 97.7
Time Plasma concentration/Dose (ng/ml)
(hr) ' |No.1 No.2 No.3 No.4 No.S
0 0.00 0.00 0.00 0.00 0.00
1 5.41 0.90 1.75 1.09 1.02
2 3.35 1.87 1.44 1.61 1.80
g 1.65 3.37 1.33 3.81 1.31
8 95.45 47.16 85.46|] 212.60| 218.32
12 79.78 575 1.10f 110.95 30.20
18 55.64 11.20 1.76]1 47.51 13.16
24 9.06 7:88 1.93 13.72 8.75
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