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Figure 39 Calibration curye of diclofenac diethylamine in ethyl alcohol.
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Figure 40 Calibration curve of diclofenac diethylamine in isopropyl alcohol.
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Figure 41 Calibrationiurye of di¢lofenac diethylamiine in propylene glycol.
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Figure 42 Calibration 'curve ‘of”diclofenac ' diethylamine ' in" polyethylene
glycol 400.
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Figure 44 Calibration curve of diclofenac diethylamine in N,N-dimethyl -

acetamide.
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Table 15 Ratio between peak area of internal standard and diclofenac
diethylamine with HPLC method at 282 nm.

Conc. (mcg/ml) Ratio Conc. (mcg/ml) Ratio
0 0 0 0

2 0.987 10 0.851

4 1.953 20 1,722

6 2917 30 2,616

8 3.883 40 - 3.467

10 4.349 : 50 4,299

r 0999 r 0.999

intercept 00021 intercept 0011

slope 2.065 slope 11.527

Table 16 Cumulative release of diclofenac diethylamine per surface area

(mg/cm®) from Voltaren” emulgel patch.

Time | A B C D E F G H 1 J |Mean| SD

0.5 |0.551]0.516 | 0.438 | 0.385 | 0.475 | 0.415 | 0.388 | 0.219 | 0.066 | 0.065 | 0.352 | 0.175
0.637 | 0.710 | 0.557 | 0.584 ; 0.514 | 0,548 | 0.482 | 0.473 |'0.106 | 0.107 | 0.472 | 0.205
0.828 | 0.850 | 0.750 [ 0.992'| 0.858.] 0,736 | 0.659 |-0.820 | 0.251 | 0.409 | 0.695 | 0.205
1.020 | 1.012 | ©.895 | 0:869 | 0.854 [ 0,501 0.823 | 1:211 | 0.4267,0.772 | 0.882 | 0.202
1.121 | 1.195 | 0.941 | 0.980 | 1.049 | 1,013 | 0.974 | 1.378 | 0.670 | 1.085 | 1.040 | 0.183
1:266{ 1378, | 1:052¢} 1,0604-1.128 (11081 11,049+ 1:543 0.974 |-1.331| 1186 | 0.184
1.324 | 1:384/| 11165 1144 (1.270/{14152 [F1.121 § 1.5607) 1.072 13157 1.251 | 0.149

1,323 ] 1.395 | 1.318 | 1.311 | 1.398 | 1.309 | 1.288 | 1.496 | 1.243 | 1.464 | 1354 | 0.081
10 {1.323| 1.571 | 1.471 | 1.478 | 1.526 | 1.494 | 1.403 | 1.525 | 1.194 | 1.620 | 1.460 | 0.125

12 11839(191311.435(1.420{1.606(1.418|1.409(1.667[1.17511.56511.5450.221

oo O A W N =
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Table 17 Cumulative skin permeation of diclofenac diethylamine per surface

area (mg/cm?) from Voltaren® emulgel patch.

Time| A B C D E ¥ G H 1 J K {Mean| SD
0.5 |0.0000.003 |0.0000.004 [ 0.002[0.002 [ 0.004 | 0.002 | 0.009 | 0.008 | 0.015{0.005 0.005
1 10.01410.002!0.000|0.005 | 0.004 | 0.002 {0,002 | 0.003 10.0120.011 { 0.012 {0.006 0.005
2 10.004|0.00710.007|0.008 ] 0.008 | 0.004 | 0.002 0,004 [ 0,015 [ 0.011 | 0.013 | 0.007 | 0.004
3 |0.008|0.013|0.009|0.003 {0,004 [ 0.002 | 0.001.40,009]0.013 | 0.0120.012 | 0.008 | 0.004
4 (0013 0:011 0.005 | 0.0060.009 | 0.00640.003.{ 0.003.4.0.013 | 0,011 } 0.012 | 0.008 | 0.004
s |0.00710.015|0.009 {0:006 | 0.01110.003 [0.002|0.003 | 0.013  0.013 ;0.010| 0.008 0.004
6 |0.010/0.016!0.009 | 0:005 |0:012]0.003 | 0.002 | 0.002 {0.0140.013|0,011|0.009 0.005
8 |0.012]0.026 [0.013 | 0:005 [ 0:019 10,004 10.003 | 0.001 0.011!0.014|0,012]|0.0110.007
10 }0.018]0.03010.013 {0.040 | 0.029 | 0.004 | 6.003 | 0.004 0.01% 0.01610.01210.014(0.009
12 {0.019}0.0470.01440.0110.032|0.005 | 0.003 | 0.006 0,012 |0.016 | 0.012|0.016]0.013

Table 18 Cumulative skin permeation of diclofenac diethylamine per surface

area (mg/cm?) from Voltaren® emulgel.

Time | A B C D E F (|Mean| SD
0.5 |0.00140.000 | 0,000 | 0.009 | 0.000 | 0.010.{0.003 | 0.005
1.0 |0.001 |0.004 | 0.005 | 0.014 | 0.000 | 0.012 | 0.006 | 0.006
2.0 | 0.002 | 0.000 1,0.002 | 0.043 | 0.007 | 0.011 | 0.011 | 0.016
3.0. |0.0040.003 | 9.005 | 6,662’ (10010701014 })0:016 | 0.023
4.0 |0.005|0.007 | 0.015 | 0,074 | 0.010 | 0.019 | 0.022 | 0.026
500 10,001 02008)| 0:009)| 0076 0:072/ 0.024 [0/023 10,026
6.0 |0.0100.014 | 0.008 | 0.085 | 0.015 | 0.028 | 0.026 | 0.029
8.0 |0.020|0.023 | 0.017 | 0.091 | 0.021 | 0.034 | 0:034 | 0.028
10.0 | 0.028 | 0.033 | 0.023 | 0.104 | 0.027 | 0.046 { 0,043 | 0.031
12.0 |0.040 | 0.045 | 0.034 [ 0.115 | 0.036 | 0.061 | 0.055 | 0.031
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Table 19 Cumulative release of diclofenac diethylamine per surface area
(mg/cm®) from diclofenac diethylamine-TDS in propylene glycol

and various gelling agents.

R, Time Cumulative relesass Mean | SD R; Time Cunmiative release Mesn | SD

| an | A B C v | @) I A B C
1 0 0 0 0 0 0 0 0 0 0 0 0
0.5 | 1540 | 1334 | 0.574 | 1150 | 0.509 05 | 0494 | 0533 | 0.554 | 0.527 | 0.030

i L6B2 | 1.614 | 0990 1.429 | 0.382 1 0.778 | 0.831 | 0.867 | 0.826 | 0.045
2 1707 | 1678 | LIR6 | 1.522 | 0.293 2 1.154 | 1.219 | 1.284 | 1.219 | 0.065
3 1763 | 1.681 |"1.429 | 1.625 | 0.174 3 1306 | 1.381 | 1.442 | 1.376 | 0.068
4 1,766 | 1.694 | 1445 | 1635 |0 168 4 1.382 | 1.460 | 1.526 | 1456 | 0.072
5 1774 | 1695 | 1,580 | L6753 | 0113 3 1.413 | 1481 | 1.559 | 1.485 | 0,073
6. 1777 | L7o| L5560 1681 | 0114 6 1439 | 1,508 | 1.57]1 | 1.506 | 0.066
8 8

1,778 | 1.738 | 1578 [/1.698 | 0,106 1.478 | 1,532 | 1.586 | 1.532 | 0.054

10 1798 | 1.765°] 1.592 | 1718 {-0.111 10 I 1515 | 1.570 | 1.611 { 1.365 | 0.048

12 1.838 | 1.770 | 1605 ;1,738 | 0,120 12 1.531 | 1.570 | 1.616 | 1.572 | 0.042
2 0 0 0 0 0 ] 5 0 0 0 0 0 0

0.5 1.137 | 0.681 | 0.200 | 0.672 0.4§B 0.5 | 0.400 | 0.440 | 0.469 | 0.436 | 0.035

1 1.825 | 1.182 | 0.639 | 1.2154 0394 1 0.637 | 0.685 | 0.734 | 0.685 | 0.048
2 2,028 | 1.682 | 1395 | 17702 0:317 2 0.568 | 1.047 | 1,116 | 1.044 | 0.074
k) 2203 | 1,990 | L774 | 1.98% 0214 3 1.181 | 1.267 | 1.338 | 1.262 | 0.079
4 2421 | 2210 | 2016 | 2.216-| 0,203 4 1.324 | 1.405 | 1.480 | 1.403 | 0.078
b 2,560 | 2,350 | 2.154 | 2,355 | 0.203 5 1.46941.1)552 | 1.638 | 1.553 | 0.085
& 2589 | 2.380/1 2.192 | 2.387 | 0.199 6 15827 1.667 | 1,748 | 1.666 | 0.083
i B

2634 | 2.4207] 2,236 | 2.430 | 0.199 1770 [ 1853 | 1943 | 1855 | 0.087

10 { 2649 | 243312259 | 2.447 | 0.196 10 1.951] 2.031 | 2.080 | 2.021 | 0.066

12 2,659 | 2.441 | 2.267 | 2456 | 0.1% 12 1.974 | 2,053 | 2.104 | 2.044 | 0.065 ]
3 0 0 i 0 0 0 6 ¢ 0 0 y 0 0

0.5 | 1.180 | 0.723 | 0.230 | 0.711 | 0475 05 1:152 | 1271 | 1.388 | 1.270 | 0.118

1.825 | 1.184 | 0.599 | 1.203 | 0.613
2368 | 1.976 | 1.619 | 1.988 [ 0374
2.875 12457 [\2.113 | 2.482(| 0.382

1 1.620 | 1781 | 1,936 | L.779 | 0.158
2

3

4 3.105 | 2,841 | 2499 | 2.815 | 0.304

5

6

8

2.109 | 2,281 | 2,489 ; 2.293 | 0.1%0
2,492 || 2716 |2.930 | 2.712 | 0.219
2635 | 2835 | 3.051 | 2841 | 0.208
3245 | 2.936 | 2,657 | 2.946 | 0.294 2770 | 2.975 | 3,190 | 2,979 | 0.210
3.280 { 2.970 | 2,701 | 2.984 | 0.25%0 2.843 .| 3.076 | 3.270 | 3.063 | 0.214
3.416 | 3,106 | 2,883 | 3.135 | 0.268 3.082 | 3.321 | 3.506 | 3303 | 0.212
10 3465 | 3,153 | 2.940 | 3.186 | 0.264 10 3349 | 3571 | 3,727 | 3.54% | 0,190

12 3.488 | 3.176 | 2.967 | 3.210 | 0.262 12 3375 ] 3.581 | 3,732 | 3.563 | 0.179

ao O A B Wk e
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Table 19 Cumulative release of diclofenac diethylamine per surface area
(mg/cm?) from diclofenac diethylamine-TDS in propylene glycol

and various gelling agents. (continue)

R, Time Cuomulative releass Mean | SD R, Time Cumulative release Mean | SD
(mg/em’)
W o) | A B C ¥ | A B C
7 0 0 0 0 0 0 10 0 0 0 0 0 0
’ 0.5 0.616 | 0.652 | 0.725 | 0.664 | 0.055 0.5 0.550 | 0.589 | 0.641 | 0.593 | 0.046
1 0.861 | 0.920 1011 0931 | 0.076 i 0.583 | 1.025 | 1.115 | LO41 | 0.067
2 l‘.273 1355 | 1.466.( 1363 | 0.097 - 1.366 | 1.629 | 1.702 | 1.632 | 0.068
3 1.480 | 1,573 | L697 | 1.583 [ 0.109 3 1,880 | 1.826 | 1964 | 1.890 | 0.069
4 1695 | 1785 | 1.914 | L7984 0,110 4 2,118 | 2.176 | 2.261 | 2.185 | 0.072
5 1.878 | 1.967 | 2147 | 1987 | 0121 5 2.177 | 2231 | 2318 | 2.242 0.071
6 2044 | 21330 2274 2450 | 0116 6 2256 | 2347 | 2.39% | 2334 | 0072
8 2.462 | 2,552 | 2696 | 2.570 1 0.118 3 2385 | 2473 | 2.524 | 2461 | 0.070
10 2.781 | 2,860 | 3.009 | 2.883 b.] 15 10 \ 2481 1 2.439 | 2.563 | 2494 | 0.063
- 12 2799} 2.868 | 3009 4 28921 | 0.107 12 2459 | 2,505 | 2.579 | 2.514 § 0.061
8 0 0 0 v 0 0 13 0 0 0 0 0 0
0.5 0.459 | 0.502 | 0,523 | 0.4%4 | 0.033 0.5 1729 | 1.832 | 1.965 | 1.842 | 0.119
1 0621 | 0.662 | 0.677 | 0.654 1.0,029 1 2322 | 2.422 | 2.565 | 2.436 | 0.]22
2 0.9% | 1.041 | 1.064 | 1.032 6038 2 2879 | 2,946 | 3139 | 2.988 | 0.135
3 1277 { 1323 | 1358 | £.319 | 0.040 3 3.138 | 3.044 | 2308 | 3.163 | 0.1)4
4 1471 | 1511 1.554 | 1512 | 0.042 4 318613269 | 3.454 | 3.303 | 0.137
5 1.660 | 1744] 1.739 | 1703 | 0.040 3 3.270 | 3.320 3l.533 3374 | 0.139
- 1.838 | 1,922 | 1.937 | 1.899 | 0.053 & 3.281 | 3368 | 3.538 | 3395 | 0.131
8 2.002 2,088 | 2.108 | 2.066 | 0.05 8 3326 | 3.368 | 3.535 | 3409 | 0.111
10 2,180 | 2.261 | 2.279..2.240 |-0.053 ) 10 3,356 | 3.390 | 3.553 | 3.433 | 0.105
12 2,241 12.321 | 2359 | 2307 u060 ' 12 3368 ‘] 3400, | 3.560 | 3.442 | 0.103
9 0 0 Q 0 0 0 12 0 0 0 0 0 0
0.5 | 0025 | 0.028 | 0.03] | 0.028 | 0.003 0.5 1.012 | 1.046 | 1.1167] 1058 | 0.053
1 0:121 [/0.124 [\0.141 | 0.129 (] Q.0l1 1 1.719 | 1756 | 1.851 | L775 0%8
2 0.291 | 0.288 | 0.328 | 0.302 | 0.023 2 2321 | 2470 | 2,329 | 2.374 | 0.084
3 0.431 | 0.445 | 0.496 | 0.457 | 0.034 3 2.860 | 2,906 | 3.031 | 2,932 | O.088
4 0.516 | 0,527 | 0.581 [ 0.541 { 0.035 4 3019 | 3115 | 3.193 | 3.109 | 0.087
5 0.647 | 0.656 | 0.716 ; 0.673 | 0.037 5 3127 5 3111 ] 3.250 | 3163 | 0.076
6 0.725 | 0.730 | 0.794 | 0.750 | 0.038 6 3130 { 3.117 | 3.249 | 3.165 | 0.073
8 0.965 | 0.979 | 1.049 | 0.997 | 0.045 8 3.144 | 3,145 | 3.268 | 3.186 | 0.071
10 1.101 | 1.193 | 1.125 | 1.140 | 0.049 10 3,152 | 3.154 | 3.276 | 3.194 | 0.07)
12 1.217 | 1221 | 1301 | lL246 | 0.047 12 3.171 | 3.156 | 3.285 ' 3,204 | 0,071
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Table 19 Cumulative release of diclofenac diethylamine per surface area
(mg/cm?) from diclofenac diethylamine-TDS in propylene glycol

and various gelling agents. (continue)

R, | Time Cumulative release Mean | SD R, | Time Cumulative release Mean | SD
(mg/em’)
¥ (hr) A B C W (hr) A B C
13 0 ] o 0 0 0 16 0 0 0 0 0 0
0.5 0.856 | 0.869 | 0.934 | 0,886 | 0,042 0.5 1403 | 1.634 | 1985 | 1.674 | 0.293
1 1.493 | 1.505 | 1.585 | 1.528 | 0.050 1 2.105 | 2.416 | 2.845 | 2455 | 0372
2 2:1 19 | 2.116 | 2233 | 2156 | 0.067 v’ 2739 | 3.024 | 3.418 | 3.060 | 0.34]
3 2348 | 2.355 | 2471 | 2,351 | 0.069 ] 2925 | 3.246 | 3.629 | 3.267 [ 0.353
4 2,569 | 2.5%0 | 2.695 | 2618/ 0.067 4 2.992 | 3.327 | 3.637 | 3318 | 0323
5 2.647 | 2.669 | 2,762 | 2693 | 0.061 5 3.096 | 3.402 | 3.696 | 3.393 | 0.300
6 2,703 | 2,728 2.3020 2944 | 0052 6 3.160 | 3.412 | 3.699 | 3.424 | 0.270
8 2,748 | 2,765 | 2843 | 2.785 | 0.051 . 8 3,247 | 3.439 | 3.719 | 3468 | 0.238
10 2788 | 2.787 | 2870 | 2.81§ b.047 10 3312 | 3.447 | 3.723 | 3494 | 0209
12 2834 | 2,831 | 2911 4 2.859 | 0.043 l‘12 3318 | 3.451 | 2,723 | 3.498 | 0.206
4 0 0 0 v 0 b 17 0 0 0 0 0 ¢
0.5 0.036 | 0.043 | 0.054 | 0.044 | 0009 0.5 1.289 | 1458 | 1.727 | L.504 | 0.219
1 0.127 | 0.156 | 0.183°] 0.155].0.028 1 1.839 | 1.984 | 2.346 | 2.056 | 0.261
2 0.351 | 0412 [ 0.485 | 0.416 10,067 2 2.526 | 2.626 | 3.049 | 2.734 | 0.278
3 0502 | 0576 | 0656 | 0.578 | 0.077 ] 2804 | 2875 | 3.282 | 2,987 | 0.258
4 0639 | 0.713.] 0.801 | 0.717 | 0.081 4 2,880 1 2656 | 1304 | 3.047 | 0.226
5 0.731 | 0.8137| 0.899 | 0.815 | 0,084 & 2.948 | 2,982 | 3,309 | 3.080 | 0199
6 0.842 0.§23 1.013 | 0.926 | 0.086 6 3,003 | 3,012 | 3314 | 3.109 | 0177
8 0923 | 0987 | Lo66 | 0.992 | 0.071 8 3.014 | 3.016 | 3.317 | A116 | 0.175
10 1.002 | 1,061 | 1.14211.068 ~0:071 10 3.024 | 3028 | 3.326 | 3.126 { O.173
12 | .1.085+ 1.150 | 1.227 | 1.154 | 0.071 12 3,035 | 3.032,| 3.333 | 3133 | 0.173
15 0 0 0 0 0 0 18 0 0 0 0 0 Qs
0.5 0.211 | 0.245 | 0.290 | 0.24% | 0.03% 0.5 1.002 | 1,136 | 1.3037| 1,147 | 0.151
1 . 0.412 ||0473 {%0.535 | 0473 (| 0.062 1 1.607 | 1:755 | 2.005 | 1789 | 0.201
2 0.832 | 0937 | 1.047 | 0939 | 0.108 2 | 2366 | 2.508 | 2.803 | 2.559 | 0.223
k) 1111 | 1.231 | 1.349 | 1.230 | 0.119 k] 2.623 | 2716 | 3.024 | 2.788 | 0.210
4 1.363 | 1.477 | 1.599 | 1479 | O.118 4 2.736 | 2.85 | 3.116 | 2.903 | 0.194
5 1.590 | 1.696 | 1.819 | 1.702 | 0.115 5 2.792 | 2.932 | 3.142 | 2.955 | 0.176
6 1690 | 1.769 | 1.905 | 1.788 | 0.109 6 2.865 | 2,969 | 3.163 | 2.999 | 0.151
8 1.895 | 1.922 | 2.110 | 1.976 | 0.117 8 2.892 | 3,003 | 3.181 | 3.026 | 0.146
10 2,041 | 2,065 | 2.253 | 2.119 | O.116 ) 10 2.965 | 3.036 | 3.208 | 3.070  0.125
1; 2042 | 2079 | 2257 | 2.126 | O.115 12 2.975 | 3,043 | 3.216 | 3.078 | 0.124




108

Table 19 Cumulative release of diclofenac diethylamine per surface area
(mg/cm?) from diclofenac diethylamine-TDS in propylene glycol

and various gelling agents. (continue)

R, Time Cumulative release Mean | SD R, Time Cumulative release Mean [ SD
(mg/em’)

W hr) A B C ] (ar) A B C

19 Q 0 0 0 0 0 22 0 0 0 0 0 0
0.5 0.261 { 0273 | 0.337 { 0.290 | 0.04] 0.5 0911 | 1.021 | 1.120 | 1017 | O.104
1 0.526 | 0.554 | 0.644 | 0.575 | 0.062 i 1.353 | 2.137 | 2.202 2.0'82 0.194
2 ‘ 1:041 1.085 | 1.201 ( 1.109 | 0.082 2 2,615 | 2,922 | 3.016 | 2.851 | 0210
3 1301 | 1.313 | 14557 13561 0.086 3 2,900 | 3,115 | 3.294 | 3.103 | 0.197
4 1.512 | L.554 |} 1651 | L§72 | 0072 4 3057 | 3201 | 3386 | 3.215 | 0,165
5 1.685 | 1.706 | 1.800 | 1731 | 0.081 5 3,129 { 3.251 | 3,436 | 3.272 | 0.154
6 1.692 | 1739 1,812 1,748 | 0.060 (] 3,169 1 3.298 | 3.455 | 3.307 | 0.144
8 1.761 | 1777 | 1844 (1794 | 0.044 8 '3.249 | 3322 | 3.487 | 3352 | Q122
10 1786 | 1786 | 1.B40 | 1.804 b.os 1 10 31297 | 3371 | 3.515 | 3.3%4 | 0111
12 1.793 ) 1797 1.8_40 1810 { 0026 12 3.319 | 3396 | 3521 | 3412 [ 0102

20 0 0 0 0 L0 0 23 0 0 0 ¢ 0 0
0.5 1.142 | 1.241 | 1.480 | 1.288 | 1.174 0.5 0.326 | 0.369 ( 0.409 0.368. 0.042
1 1.702 | 1.825 | 2.093 | 1.873 | 0.200 1 0.688 | 0775 | 0.828 | 0.763 | 0.0T
2 2.106 | 2,252 | 2472 | 2277 10184 2 1.288 | 1.376 | 1.48% | 1384 | 0.101
3 2.2_45 2423 | 2.566 | 2411 { 0161 3 1.809 | 1927 | 2049 | 1.928 | 0.120
4 2257 | 24297 2,573 | 2419 | 0.158 4 2.283 12376 | 2.537 | 2399 | 0.129
5 2.286 | 2.450/] 2,573 | 2.436 | 0.144 5 2.549 | 2.546 | 2.778 | 2.657 | D.115
6 2296 | 2452 | 2.574 | 2441 | 0,139 6 2.742 | 2.B53 | 2.959 | 2.851 | 0.108
8 2,304 | 2.497 | 2.576 | 2.459 | 0140 8 2960 | 3.036 | 1,160 | 3.052 | 0.101
10 2318 | 2.500 | 2,579 2.466 |-0.133 | 10 2977 | 3.049 | 3.175 | 3.067 | 0.100
12 2.343 4 2,501 | 2.577 | 12477 | G124 12 2534 1 3052, | 3.176 3.074 | 0.093

21 0 0 o 0 ¢ 0

0.5 1.305 ] 1.562 | 1.716 | 1.528 | 0.208
1 2451 | 2.764 |\3.055 | 2.757 4 0.302
2 3.286 | 3.634 | 3933 | 3.617 | 0324
3 3.472 | 3.876 | 4.063 | 3.803 | 0302
4 3.546 | 3.905 | 4.116 { 3.855 | 0.288
5 3.597 | 3.947 | 4.140 | 3.895 | 0275
& 3.631 | 3.974 | 4,152 | 3.919 | 0.265
8 3.640 | 3.977 | 4.158 | 3.925 | 0.263
10 3.655 | 3.982 | 4,166 | 3.934 | 0.259
12 3.686 | 4.0]3 | 4.189 | 3.963 | 0.255
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Table 20 Cumulative skin permeation of diclofenac diethylamine per surface

area (mg/cm?) from diclofenac diethylamine-TDS in poloxamer

F-127.
R, Time Cumulative skin permeation Mean | SD
# (hr) A B C D E F
6 0 0 0 0 0 0 0 ¢ 0

0.5 0.005 | 0.006 { 0.005 { 0.009 { 0.009 | 0.0t1 | 0.008 | 0.002
1 0.005 | 0.007 | 0.009 | 0.005 /0009 | 0.011 ; 0.008 | 0.002
2 0,006 | 0.008 | 0.010 | 0.010 | 0:010+| 0.013 | 0.009 | 0.002
3 0.006 | 0.008 [ 0.010 | 0.010 | 0.010 | 0013 | 0.010 0.002
4 0.006 | 0.008.{+0:010 | 0,011 | 0.010.| 0.013 | 0.010 | 0.003
5 0.006 | 0.008.4°0.011 | 0.011 | 0.011 { 0.013 | 0.010 { 0.002
6 0.007 |+0.006 470011 | 0011 { 0.011 | 0,015 | 0.011 | 0.002
8 0.011 | 0012 [40.013 | 0014 | 0.014 | 0017 | 0,013 | 0.002
10 0.013 | 0016 [ 0.016 { 0.017 | 0.017 | 0.021 | 0.017 | 0.003
12 0.014 | 0019 4 0020 |.0.020.| 0.021 0.023 | 0.019 | 0.003

0.5 0.006 | 0006 | 0,008 | 0.008.| 0.009 | 0.012 | 0.008 } 0.002
1 0.006 | 0.006 | 0.008 | 0008 | 0.009 | 0,012 | 0.008 | 0.002
2 0.006 | 0,006 | 0008|0009 | 0010 | 0.012 { 0,008 | 0.002
3 0.007 | 0.007/| 0.005 | 0.009 § 0,010 | 0.012 ; 0.009 | 0.002
4 0.007 | 0.007 | 0:G09 | 0.009 { 0.010 | 0.013 | 0,009 | 0.002
5 0.007 | 0.007 | 0009 0.010 | 0.011 | 0.013 | 0.009 | 0.002
6 0.007}, 0.008 | 0.009 | 0.010 | 0.012 | 0.014 4 0.010 | 0.002
8 0.009 I 0:040—-0.011—-0.011{-0.0131_0.018-1-0.012 | 0.003
10 0.009°{ 0.012 | 0.014 | 0.016 | 0.016 | 0.019°0.014 | 0.003
12 0.011 | 0.014 | 0015 | 0.017 | 0.018 | 0.022 | 0.016 | 0.004

0.5 0.004 | 0.0070[,0.009..{ 0.009 | 0.009_].0.010 | 0,008 | 0.002
1 00047, 0:006 | 0.009 1) ©:009¢] 10010 4-0.012 -|,0:008 | 0.003
2 00040 | 0.006.| 0.008 | 0.005]0.010 |C0.012 | 0.008 | 0.003
3 0.003 { 0.007 | 0.009 | 0.009 | 0.012 |.0.013 | 0.009 | ©.004
4 0,003, 01007} 0:009 0.009 () 0.011) 170.0147|0.009, |~0,004
5 0.006)| 0007 | 0008 |-0.008 | 0.010 | 0.013 ) 0,009 0,003
6 0.005 | 0.008 | 0.009 | 0.010 | 0,011 | 0,012 { 0.609 | 0.003
8 0.006 | 0.008 | 0.011 | 0.012 | 0.012 | 0.014 | 0.010 | 0.003
10 0.005 | 0.011 | 0.013 | 0.014 | 0.014 | 0,016 | 0.012 | 0.004
12 0.011 | 0011 | 0.014 | 0.014 | 0.014 | 0017 | 0.014 | 0.002
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Table 21 Cumulative skin permeation of diclofenac diethylamine per surface

area (mg/cm?) from diclofenac diethylamine-TDS in hydroxypropyl

methylcellulose.
R, Time Cumulative skin permeation Mean | SD
# (hr) A B C D E F
11 0 0 0 0 0 0 0 0 0-

0.5 0.008 | 0.010 | 0.012 | 0.012'{ 0.013 { 0.015 | 0.012 {0.002
1 0.010 | 0.011 | 0,012 | 0.014 4 0.014 | 0.019 | 0.013 }0.003
2 0.011 | 0.011 { 0.013 | 0.014 70045 } 0.020 | 0.014 [0.003
3 0.012 | 0.012 | 0.014 | 0.014 | €015 | 0.020 | 0.014 {0.003
4 0.012 | 0.013+("0.015 | 0014 | 0.016 | 0.020 ( 0.015 [0.003
5 0.012 | 0.013~| 0015 | 0014 | 0.016 | 0.020 | 0.015 [0.003
6 0.014 |70.0137| 0015 | 0.014 | 0.017 | 0.021 | 0.016 {0.003
8 0.015 | 0015 00016 | 0.016 | 0.017 | 0.024 [ 0.017 |0.003
10 0.016 | 0.017 00187 0019 | 0020 | 0026 | 0.019 |0.004
12 0,018 | 0,018 | 0.020 4.0.021 | 0.021 | 0.028 | 0.021 |0.004
12 0 0 0 0 Q 0 0 0 0
0.5 0,007 { 0.007 | 0.011 .£.0.013 | 0.014 | 0.015 | 0.011 }0.004
1 0.007 | 0.008 [ 00119 0.013 | 0.014 | 0.016 | 0.012 |0.004
2 0.007 | 0.009 | 0.01F '} 0:013 4 0014 | 0.016 [ 0.012 |0.003
3 0.007 } 0,009 | 0.0F 0.013 1 0.014 } 0017 | 0.012 ;0.003
4 0.008 { 0.010 | 0:0L1— 0013 L 0.015 | 0.017 | 0.012 [0.003
5

6

8

0.008 | 0.009 | 00117} 0,013 [ 0.015 | 0.017 | 0.012 |0.004
0.008%] 0.009 | 0.013 | 0.013 | 0.015 | 0:018] 0.013 |0.004
0.009 23-0:012—4—-0:013—+—-0:015-0:047-0:019. 0.014 [0.004
10 0.0174 0.012 | 0.013 | 0.015 | 0.017 | 0.021+ 0.015 |0.004
12 0.011 | 0.013 | 0.015 | 0.0l6 } 0.018 | 0.024 | 0.016 | 0.004
13 0 0 ] 0 0 0 0 0 0
0.5 0.006 | 0.009.|' 0.010-] 0.011 | 0.013- 0.015 | 0.011 |0.003
1 0:0077| “0:009 | (0.0107| ©.0110| G.OT4< 0:016™ ) 0:011 |0.003
2 0007 | 0.008.] 0010 0.011.{ 0.014 { 0.016 |l 0011 [0.003
3 0.007 | 0.009 { 0.010 {-0.011 { 0.014 4-0.016 | 0.011 [0.003
4 00077 ,0.0097| 0,010 [0011 ¢} 0.014 40016 [20,01] £0:003
5

6

8

0.007 Y 0.009 §j 0.010 1"000M | 0.014 |C0.016 [-0.011 [0:003
0.007 | 0010 | 0.010 | 0.012 | 0.014 | 0.017 | 0.012 !0.003
0.008 | 0.010 | 0.011 | 0.013 { 0.015 | 0.017 | 0.012 |0,003
10 0.008 [ 0010 | 0.012 | 0.014 | 0.016 | 0.017 | 0.013 [0.003
12 0.009 | 0.010 | 0.012 |} 0.015 | 0.016 | 0.018 | 0.013 |0.003
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Table 22 Paw edema volume (ml) after applied with Voltaren® emulgel and

formulated patch for 3 and 12 hours inducd by carrageenan in Wistar

rat.
TO T3 Edema

No. C C Volume|] Mean SD
Control 1 1.10 1.44 0.34 0.51 0.10

group 2 115w 1.76 | 06l
. T3 1,19 1.62 0.43

4 115 1.74 0.59

5 | 1.09 1.71 0.62

6 1.1l 7y 0.60

| 7 1’15 162 0.47

8 1,26 1.76 0.50

9 1.18 1.57 0.39

10 1.22 1.81 0.59

time of application =3, hrs
To T;, | Edema »

No. C C {Volumel Mean SD %inhibition
Voltaren™ 1 123 “189 | 046 | 034 015 3482 |
emulgel 2 1.32 123 - ~0.09

group 3 1.12 1.12 0.00
‘ 4 0:91 138 0.47
5 1.08 1.27 0.19
6 1.17 1.39 0.22
time of application = 3 hrs
TO T3 Edema -.
No. C C | |Volume]  Mean - SD . %inhibition
Patch 1 .02 101 | -0.01 0.20 0.14 61,09
group 2. . 104 1211017 .

V3 1.01 140 0.39

4 1.15 1.23 0.08

5 1.13 1,43 0.30

6 1.14 1.20 0.06
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Table 22 Paw edema volume (ml) after applied with Voltaren® emulgel and
formulated patch for 3 and 12 hours inducd by carrageenan in Wistar

rat (continue).

time of application = 12 hrs|
To T, (Edema .
No. C C |[Volumel Mean SD %inhibition
Voltaren™| 1 103 108 || 005 | 044, 029 1472
emuigel 2 140 124 |)0.14 |
group 3 1.23 1.68 0.45
4 1n1e 175 0.56
S 1.15 1.82 0.67
6 1.13 1.89 0.76
time of application = 12 hr
Ty T4~ | Edema
No. C € {|Volumej] Mean SD
Patch | 1 | 121 134 | 013 | 013 007 7432
group 2 1.20 1.28 0.08 -
3 ph1os 133 | 024 |,
4 101 1.09 0.08
S 1.18 1.08 -0.10
6 .11 124 | 013
Remark : C =(Carrageenan injected, |/ | | 11 ., To=before

injection, T3 = 3 hours after injection ,~
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