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LAMPIRAN

Lampiran 1. Skema Kerja

Formulasi MP-KLI-SEMAP

- Dibuat 5 formula MP-KLI-SEMAP dengan
variasi konsentrasi PVP dan PVA pada
needle layer

- Dicetak needle layer (MP-KLI, PVP, &
PVA) kemudian dikeringkan di deksikator
selama 24 jam

- Dicetak separable layer (PVP, asam
tartarat, dan  natrium  bikarbonat)
kemudian dikeringkan di deksikator
selama 24 jam

MP-KLI-SEMAP
Uji Penetrasi Uji Kemampuan Uji Waktu Uji
Mekanik Pemisahan Dermatokinetik
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Pengumpulan Data

Pembahasan dan Penarikan Kesimpulan
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Lampiran 2. Hasil uji morfologi, dan kekuatan mekanik MP-KLI-SEMAP

Tabel 4. Hasil uji kekuatan mekanik

Sebelum Uji Setelah Uji
Kekuatan
; Kekuatan %
Mekanik Mekanik Penurunan Rata-rata
Formula (Uji morfologi) tinaai + SD
. Rata- . Rata- . 99 -
Panjang 4+ Panjang ta + jarum
(um) rata + (um) rata +
SD SD
07 40333 240 53733 2362 23,60 +
F1 701 +321 547 +1123 21,97 162
702 - 525 - 25.21 !
705 674 669,33 4,40
F2 704 1023’383 650 + 767 4;35*
701 -7 684 17,47 2,43 !
04 20167 887 665 2,414 522+
F3 699 + 252 660 +19.97 5,58 265
702 - 648 - 7,70 !
707 704,67 620 627,33 12,31 10,97 +
F4 701 +321 630 + 6.42 10,13 116
706 - 632 - 10,48 '
102 goee7 219 511 26,07 27,48 +
F5 706 +231 510 +7 55 27,76 129
706 - 504 - 28,62 ’
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Lampiran 3. Hasil uji kemampuan penetrasi MP-KLI-SEMAP

Tabel 5. Hasil uji kemampuan penetrasi

Lapi- Jumlah lubang yang terbentuk %penetrasi

san F1 F2 F3 F4 F5 F1 F2 F3 F4 F5

1 100 100 100 100 100 100 100 100 100 100
2 65 100 100 80 77 65 100 100 80 77
3 34 97 72 65 28 33,67 96,67 72 6533 28
4 0 82 14 0 0 0 81,67 14,33 0 0
5 0 0 0 0 0 0 0 0 0 0
6 0 0 0 0 0 0 0 0 0 0
7 0 0 0 0 0 0 0 0 0 0
8 0 0 0 0 0 0 0 0 0 0

Perhitungan:

a. Contoh perhitungan presentase penurunan tinggi jarum
Diketahui untuk F1 replikasi pertama, tinggi microneedle sebelum dilakukan
uji kekuatan mekanik adalah 707 um dan setelah dilakukan uji kekuatan

mekanik tingginya menjadi 540 um, maka :

. . . Ti i sebel ji - Ti i setelah uji
Pengurangan ketinggian jarum = 222 9 Ry 100%
Tinggi sebelum uji

707 -540
T 707

=23,62%

b. Contoh perhitungan presentase pentrasi lapisan ke-n

x 100%

Diketahui untuk F1 lapisan ke-3 terbentuk 34 lubang dari 100 needle, maka

_ Jumlah lubang yang diamati
~ Jumlah lubang keseluruhan

Jumlah lubang dalam parafilm x 100%

_ 34
= WX 100%

=34%
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Lampiran 4. Hasil uji waktu pemisahan
Tabel 6. Uji waktu pemisahan MP-KLI-SEMAP

27

Replikasi
Formula 1 (detik) 2 (detik) 3 (detik) atarata:sb
F1 59 53 62 581458
F2 54 63 51 56451
F3 55 58 60 57,67 + 2,52
F4 58 57 59 58 + 0,82
F5 61 59 52 57 +4.73
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Lampiran 5. Hasil Uji dematokinetik secara ex vivo pada kulit normal

Tabel 7. Hasil uji dermatokinetik Krim-KLI

28

Konsentrasi

Waktu Absorbsi mikrogram Volume Faktor Jumlah KI.'I M|krog;aml Rata-rata SD
ImL pengenceran dalam kulit cm
0 0 2 2 0 0
1 0 0 2 2 0 0 0 0
0 0 2 2 0 0
0 0 2 2 0 0
2 0 0 2 2 0 0 0 0
0 0 2 2 0 0
0 0 2 2 0 0
3 0 0 2 2 0 0 0 0
0 0 2 2 0 0
0.0205 0.79 2 2 3.16 1.96
4 0.019 0.73 2 2 2.91 1.80 1.74 0.26
0.0155 0.58 2 2 233 1.45
0.031 1.22 2 2 4.89 3.0
5 0.041 1.64 2 2 6.55 4.06 3.53 0.51
0.0355 1.41 2 2 5.64 3.50
0.021 0.81 2 2 3.04 2.01
6 0.0245 0.95 2 2 3.82 2.37 2.28 0.24
— 0255 1.00 2 2 3.08 2.47
0205 0.79 2 2 3.16 1.96
0195 0.75 2 2 2.99 1.86 1.87 0.08
019 0.73 2 2 2.91 1.80
0155 0.58 2 2 233 1.45
_ 019 0.73 2 2 2.91 1.80 162 018
s .017 0.64 2 2 2.58 1.60
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Tabel 8. Hasil uji dermatokinetik Krim MP-KLI
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Konsentrasi .
Waktu Absorbsi mikrogram Volume Faktor Jumlah KI.'I M|krogzraml Rata-rata SD
ImL pengenceran dalam kulit cm
0 0 2 2 0 0
1 0 0 2 2 0 0 0 0
0 0 2 2 0 0
0 0 2 2 0 0
2 0 0 2 2 0 0 0 0
0 0 2 2 0 0
0 0 2 2 0 0
3 0 0 2 2 0 0 0 0
0 0 2 2 0 0
0.0205 0.016 0.60 2 2 2.41
4 0.019 0.0215 0.83 2 2 3.32 1.96 042
0.0155 0.024 0.93 2 2 3.74
0.031 0.027 1.06 2 2 4.23
5 0.041 0.0295 1.16 2 2 4.64 2.93 0.34
0.0355 0.0335 1.33 2 2 531
0.021 0.0395 157 2 2 6.30
6 0.0245 0.041 1.64 2 2 6.55 4.16 0.32
0.0255 0.0455 1.82 2 2 7.29
0.0205 0.0215 0.83 2 2 3.32 108 011
0195 0.021 0.81 2 2 3.24 : :
019 0.0195 075 2 2 2.99
0155 0.0195 075 2 2 2.99
019 0.0185 0.71 2 2 2.83 1.65 0.27
017 0.0145 0.54 2 2 217
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Tabel 9. Hasil uji dermatokinetik KLI-SEMAP pada kulit normal

30

Konsentrasi Faktor Jumlah Mikrogram/  Rata-
Waktu Absorbsi mikrogram Volume KLI dalam > SD
/mL pengenceran kullt cm rata

0117 4.78 2 2 19.11 11.85

1 0.1595 6.53 2 2 26.13 16.21 1421 220
0.1435 5.87 2 2 23.49 14.57
0.3815 15.71 2 2 62.83 38.98

2 0.4005 16.49 2 2 65.97 40.92 4022  1.08
0.399 16.43 2 2 65.72 40.77
0.2715 1.16 2 2 44.64 27.70

3 0.2015 8.27 2 2 33.07 20.52 2435  3.61
0.2435 10.00 2 2 40.02 24.83
0.1295 5.29 2 2 2117 13.14

4 0.1405 575 2 2 22.99 14.26 1368 056
0.1345 5.50 2 2 22.00 13.65
0.051 2.05 2 2 8.20 5.0

5 0.0715 2.90 2 2 1159 7.19 6.18 1.05
0.0625 252 2 2 10.10 6.27
0.046 1.84 2 2 7.37 457

6 0.0465 1.86 2 2 7.45 462 4.51 0.16
0.0435 1.74 2 2 6.96 432
0.0195 0.75 2 2 2.99 1.86

— 65 1.04 2 2 415 2.57 225 036
- b4 0.93 2 2 3.74 2.32
~r 15 0.83 2 2 3.32 2.06

im 45 0.95 2 2 3.82 2.37 208 0.8
P |9 0.73 2 2 2.91 1.80
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Tabel 10. Hasil uji dermatokinetik MP-KLI-SEMAP pada kulit normal

Konsentrasi Faktor Jumlah Mikrogram/  Rata-
Waktu Absorbsi mikrogram KLI dalam 2 SD
pengenceran kullt cm rata
0 0 2 2 0 0
1 0 0 2 2 0 0 0 0
0 0 2 2 0 0
0 0 2 2 0 0
2 0 0 2 2 0 0 0 0
0 0 2 2 0 0
0 0 2 2 0 0
3 0 0 2 2 0 0 0 0
0 0 2 2 0 0
0 0 2 2 0 0
4 0 0 2 2 0 0 0 0
0 0 2 2 0 0
0.031 1.22 2 2 4.89 3.04
5 0.029 1.14 2 2 4.56 2.83 324 044
0.039 1.55 2 2 6.21 3.86
0.035 1.39 2 2 555 3.45
6 0.038 1.51 2 2 6.05 375 3.51 0.17
0.034 1.35 2 2 5.39 3.34
0.043 1.72 2 2 6.88 4.27
1.55 2 2 6.21 3.86 389 029
143 2 2 572 3.55
143 2 2 572 3.55
1.47 2 2 5.88 3.65 365 008
1.51 2 2 6.05 375
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Lampiran 6. Hasil uji dematokinetik secara ex vivo pada model kulit terinfeksi

Tabel 11. Hasil uji dermatokinetik Krim KLI pada model kulit terinfeksi

Konsentrasi

Jumlah

Waktu Absorbsi mikrogram Volume Faktor KLI dalam Mlkrog;'am/ Rata- SD
pengenceran . cm rata
/mL kulit
0 0 2 2 0 0
1 0 0 2 2 0 0 0 0
0 0 2 2 0 0
0 0 2 2 0 0
2 0 0 2 2 0 0 0 0
0 0 2 2 0 0
0 0 2 2 0 0
3 0 0 2 2 0 0 0 0
0 0 2 2 0 0
0.027 414 2 2 16.55 10.26
4 0.0245 4.36 2 2 17.45 10.83 1037 042
0.016 4.03 2 2 16.13 10.01
0.039 9.32 2 2 37.29 2313
5 0.0405 8.17 2 2 32.66 20.26 2148 149
0.0315 8.48 2 2 33.9 21.03
0.022 15.29 2 2 6117 37.95
6 0.0195 16.51 2 2 66.05 40.98 3964 154
— 65 16.12 2 2 64.48 40
- 95 11.99 2 2 47.95 29.75
Pr b2 10 2 2 40.02 24.83 2124 246
| 15 10.93 2 2 43.74 2713
P s 9.92 2 2 39.69 24.62
b 9.47 2 2 37.87 23.49 2411 057
55 9.76 2 2 39.02 24.21
Optimization Software:
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Tabel 12. Hasil uji dermatokinetik Krim MP-KLI pada model kulit terinfeksi

Konsentrasi Faktor Jumlah Mikrogram/  Rata-
Waktu Absorbsi mikrogram Volume KLI dalam 5 SD
/mL pengenceran kullt cm rata
0 0 2 2 0 0
1 0 0 2 2 0 0 0 0
0 0 2 2 0 0
0 0 2 2 0 0
2 0 0 2 2 0 0 0 0
0 0 2 2 0 0
0 0 2 2 0 0
3 0 0 2 2 0 0 0 0
0 0 2 2 0 0
0.016 414 2 2 16.55 10.26
4 0.0215 4.36 2 2 17.45 10.83 1037 042
0.024 4.03 2 2 16.13 10.01
0.027 9.32 2 2 37.29 23.13
5 0.0295 817 2 2 32.66 20.26 2148 149
0.0335 8.48 2 2 33.9 21.03
0.0395 15.29 2 2 6117 37.95
6 0.041 16.51 2 2 66.05 40.98 3964 154
0.0455 16.12 2 2 64.48 40
0.0215 11.99 2 2 47.95 2975
— 21 10 2 2 40.02 24.83 27.24 246
195 10.93 2 2 43.74 27.13
195 9.92 2 2 39.69 24.62
185 9.47 2 2 37.87 23.49 2411 057
145 9.76 2 2 39.02 24.21
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Tabel 13. Hasil uji dermatokinetik KLI-SEMAP pada model kulit terinfeksi

34

Konsentrasl Faktor Jumlah o oram/ Rata-
Waktu Absorbsi mikrogram Volume KLI dalam 92 SD
pengenceran . cm rata
/mL kulit

0.1255 06 2 2 2.41 15

1 0.149 0.54 2 2 217 1.34 157 026
0.1505 0.75 2 2 2.99 1.86
0.4055 1.29 2 2 5.14 3.19

2 0.3715 1.74 2 2 6.96 432 375  0.56
0.391 1.51 2 2 6.05 375
0.216 2.71 2 2 10.84 6.73

3 0.251 3.29 2 2 13.16 8.16 7.51 0.73
0.2435 3.08 2 2 12.33 7.65
0.1325 414 2 2 16.55 10.26

4 0.1215 4.36 2 2 17.45 10.83 1037 042
0.1155 4.03 2 2 16.13 10.01
0.0565 9.32 2 2 37.29 2313

5 0.067 817 2 2 32.66 2026 2148 149
0.0725 8.48 2 2 33.9 21.03
0.0545 15.29 2 2 6117 37.95

6 0.0465 16.51 2 2 66.05 40.98 3964  1.54
0.0505 16.12 2 2 64.48 40
0.021 11.99 2 2 47.95 2975

— 15 10 2 2 40.02 24.83 2724 246
- 9 10.93 2 2 43.74 2713
~r 05 9.92 2 2 39.69 24.62

N m 45 9.47 2 2 37.87 23.49 24Mm 057
PS> s 9.76 2 2 39.02 24.21

Optimization Software:
www . balesio.com




Tabel 14. Hasil uji dermatokinetik MP-KLI-SEMAP pada model kulit terinfeksi bakteri

35

Konsentrasi Faktor Jumlah o oram/  Rata-
Waktu Absorbsi mikrogram Volume KLI dalam gz SD
pengenceran . cm rata
/mL kulit

0.016 0.60 2 2 2.41 150

1 0.0145 0.54 2 2 217 1.34 157 026
0.0195 0.75 2 2 2.99 1.86
0.0325 1.29 2 2 514 3.19

2 0.0435 1.74 2 2 6.96 432 375  0.56
0.038 1.51 2 2 6.05 375
0.067 2.71 2 2 10.84 6.73

3 0.081 3.29 2 2 13.16 8.16 7.51 0.73
0.076 3.08 2 2 12.33 7.65
0.1015 4.14 2 2 16.55 10.26

4 0.107 436 2 2 17.45 10.83 1037 042
0.099 4.03 2 2 16.13 10.01
0.227 9.32 2 2 37.29 2313

5 0.199 817 2 2 32.66 20.26 2148 149
0.2065 8.48 2 2 33.90 21.03

0.3715 15.29 2 2 61.17 37.95 3964 154
6 0.401 16.51 2 2 66.05 40.98
0.3915 16.12 2 2 64.48 40.00
0.2915 11.99 2 2 47.95 2975

— 35 10.00 2 2 40.02 24.83 27.24 246
- 56 10.93 2 2 43.74 27.13
~r 15 9.92 2 2 39.69 24.62

N m 05 9.47 2 2 37.87 23.49 241 087
P> s 9.76 2 2 39.02 24.21
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Lampiran 7. Data Statistik

Lampiran 7.1. Uji Kekuatan Mekanik

36

Tests of Normality
Formula Kolmogorov-Smirnov? Shapiro-Wilk
Statistic df | Sig. Statistic | df | Sig.
Uji F1 176 3 . 1.000 3 | .976
mekanik F2 .232 3 .980 3 | 727
F3 .219 3 .987 3 | .784
F4 .328 3 .870 3 | .295
F5 .253 3 .964 3 | .637
a. Lilliefors Significance Correction
ANOVA
Uji mekanik
Sum of df Mean F Sig.
Squares Square
Between 1329.672 4 332.418 | 84.003 .000
Groups
Within 39.572 10 3.957
Groups
Total 1369.244 14
Multiple Comparisons
Dependent Variable: uji mekanik
Mean 95% Confidence
)] J) Diff Std. S Interval
formula |formula | =" o eNCe | Error '9- Lower Upper
(I-J) pp
Bound Bound
F2 18.77000" | 1.62423 | .000| 13.4245| 24.1155
F1 F3 18.37333: 1.62423| .000| 13.0279| 23.7188
F4 12.63000 [ 1.62423| .000| 7.2845| 17.9755
F5 -3.88000 [ 1.62423| .195| -9.2255| 1.4655
F1 -18.7700"| 1.62423| .000 | -24.1155] -13.4245
E2 F3 -.39667* 1.62423| .999| -5.7421| 4.9488
F4 -6.14000 | 1.62423 | .023|-11.4855 -.7945
F5 -22.6500" | 1.62423| .000 | -27.9955 | -17.3045
Tukey F1 -18.37337|1.62423| .000 | -23.7188| -13.0279
HSD 3 F2 39667 [1.62423 | .999| -4.9488| 5.7421
g F4 -5.74333"|1.62423| .034|-11.0888 -.3979
F5 -22.2533"|1.62423| .000 | -27.5988 | -16.9079
F1 -12.6300"| 1.62423| .000|-17.9755| -7.2845
F2 6.14000" | 1.62423| .023 .7945| 11.4855
F3 5.74333°|1.62423| .034 .3979| 11.0888
— F5 -16.5100"| 1.62423| .000 | -21.8555| -11.1645
F1 3.88000|1.62423| .195| -1.4655| 9.2255
Optimization Software:| | F2 22.65000" | 1.62423| .000| 17.3045| 27.9955
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F3 22.253337|1.62423| .000| 16.9079| 27.5988
F4 16.51000"[1.62423| .000| 11.1645| 21.8555
F2 18.77000"[1.79580| .005| 9.8720| 27.6680
F1 F3 18.37333: 1.79822| .005| 9.4570| 27.2897
F4 12.63000°|1.15568| .003| 7.2128| 18.0472
F5 -3.88000 [ 1.20095| .138| -9.3564| 1.5964
F1 -18.7700"|1.79580| .005]|-27.6680| -9.8720
F2 F3 -.39667 | 2.16744 | 1.000| -10.0322| 9.2389
F4 -6.14000[1.67326| .141|-15.6240| 3.3440
F5 -22.65007| 1.70484 | .004|-31.9052| -13.3948
F1 -18.37337|1.79822| .005]|-27.2897| -9.4570
Games- F3 F2 .39667 | 2.16744 | 1.000| -9.2389| 10.0322
Howell F4 -5.74333[1.67585| .163|-15.2491| 3.7625
F5 -22.25337|1.70739| .004|-31.5295]| -12.9771
F1 -12.6300"| 1.15568 | .003|-18.0472| -7.2128
Fa F2 6.14000|1.67326| .141| -3.3440| 15.6240
F3 5.74333|1.67585| .163| -3.7625| 15.2491
F5 -16.5100"| 1.00856| .000|-21.0194 | -12.0006
F1 3.88000(1.20095| .138| -1.5964| 9.3564
E5 F2 22.65000: 1.70484| .004| 13.3948| 31.9052
F3 22.25333°|11.70739| .004| 12.9771| 31.5295
F4 16.51000"1.00856| .000| 12.0006| 21.0194
*. The mean difference is significant at the 0.05 level.
Lampiran 7.2. Uji Kemampuan Penetrasi
Tests of Normality
Formula Kolmogorov-Smirnov® Shapiro-Wilk
Statistic| df Sig. | Statistic| df Sig.
F1 . 3 . . 3 .
Kemampuan F2 219 3 .987 3 .780
penetrasi F3 .321 3 .881 3 .328
F4 3 3
F5 . 3 3
a. Lilliefors Significance Correction
ANOVA
Kemampuan penetrasi
= Sum of Mean .
i Squares . Square F Sig.
1F ﬁ*@j 15095.067 4 3773.767 | 463.988 .000
p— 81.333 10 8.133
15176.400 14

Optimization Software:
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Multiple Comparisons

Dependent Variable: Kemampuanpenetrasi

Mean 95% Confidence
) J) Di Std. . Interval
ifference Sig.
Formula | Formula (1)) Error Lower Upper
Bound Bound
F2 -81.66667" | 2.32857 .000| -89.3302| -74.0032
F1 F3 -14.33333" | 2.32857 .001| -21.9968 -6.6698
F4 .00000 | 2.32857 | 1.000 -7.6635 7.6635
F5 .00000 | 2.32857 | 1.000 -7.6635 7.6635
F1 81.66667" | 2.32857 .000| 74.0032| 89.3302
F2 F3 67.33333i 2.32857 .000| 59.6698| 74.9968
F4 81.66667 | 2.32857 .000| 74.0032| 89.3302
F5 81.66667" | 2.32857 .000| 74.0032| 89.3302
F1 14.33333" | 2.32857 .001 6.6698 | 21.9968
Tukey HSD | F3 F2 -67.33333i 2.32857 .000| -74.9968| -59.6698
F4 14.33333 | 2.32857 .001 6.6698 | 21.9968
F5 14.33333" | 2.32857 .001 6.6698 | 21.9968
F1 .00000 | 2.32857 | 1.000 -7.6635 7.6635
F4 F2 -81.66667i 2.32857 .000| -89.3302| -74.0032
F3 -14.33333" | 2.32857 .001| -21.9968 -6.6698
F5 .00000 ] 2.32857 | 1.000 -7.6635 7.6635
F1 .00000 | 2.32857 | 1.000 -7.6635 7.6635
F5 F2 -81.66667: 2.32857 .000| -89.3302| -74.0032
F3 -14.33333" | 2.32857 .001| -21.9968 -6.6698
F4 .00000 ] 2.32857 | 1.000 -7.6635 7.6635
F2 -81.66667" | 1.45297 .001| -92.8460| -70.4874
F1 F3 -14.33333 | 3.38296 .151| -40.3622| 11.6956
F4 .00000| .00000 .0000 .0000
F5 .00000| .00000 . .0000 .0000
F1 81.66667" | 1.45297 .001 70.4874| 92.8460
F2 F3 67.33333: 3.68179 .002| 46.2503| 88.4164
F4 81.66667 | 1.45297 .001 70.4874| 92.8460
F5 81.66667" | 1.45297 .001 70.4874| 92.8460
F1 14.33333 | 3.38296 151 -11.6956| 40.3622
Games- F3 F2 -67.33333"| 3.68179 .002| -88.4164| -46.2503
Howell F4 14.33333 | 3.38296 151 -11.6956| 40.3622
F5 14.33333 | 3.38296 151 -11.6956| 40.3622
F1 .00000| .00000 . .0000 .0000
F4 F2 -81.66667" | 1.45297 .001| -92.8460| -70.4874
F3 -14.33333 | 3.38296 .151| -40.3622| 11.6956
F5 .00000| .00000 .0000 .0000
F1 .00000| .00000 . .0000 .0000
F2 -81.66667" | 1.45297 .001| -92.8460| -70.4874
— F3 -14.33333 | 3.38296 151 | -40.3622| 11.6956
F4 .00000| .00000 .0000 .0000

ce is significant at the 0.05 level.
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Lampiran 7.3. Uji Waktu Pemisahan
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Tests of Normality

Kolmogorov-Smirnov® Shapiro-Wilk
Formula | Statistic| df Sig. | Statistic| df Sig.
Waktupemisahan | F1 .253 3 .964 3| .637
F2 .292 3 .923 3| .463
F3 219 3 .987 3| .780
F4 175 3 1.000 3| 1.000
F5 .304 3 .907 3| .407
a. Lilliefors Significance Correction
ANOVA
\Waktu pemisahan
Sum of Mean .
Squares df Square F Sig.
Between 8.267 4 2.067 115 974
Groups
Within Groups 179.333 10 17.933
Total 187.600 14

Multiple Comparisons

Dependent Variable:

Waktu pemisahan

www.balesio.com

Mean 95% Confidence
N ) Difference Std. Sj Interval

Formula | Formula Error 9- Lower Upper

(I-J) pp
Bound Bound
F2 2.00000(3.45768| .975| -9.3795| 13.3795
F1 F3 .33333|3.45768 | 1.000| -11.046| 11.7128
F4 .00000|3.45768 | 1.000| -11.379| 11.3795
F5 .66667 | 3.45768 | 1.000| -10.712| 12.0462
F1 -2.00000|3.45768| .975| -13.379| 9.3795
2 F3 -1.66667 | 3.45768 | .987| -13.046| 9.7128
F4 -2.00000|3.45768| .975| -13.379| 9.3795
F5 -1.33333[3.45768| .995| -12.712| 10.0462
F1 -.33333|3.45768 | 1.000| -11.712| 11.0462
Tukey F3 F2 1.66667 | 3.45768| .987| -9.7128| 13.0462
HSD F4 -.33333|3.45768| 1.000| -11.712| 11.0462
F5 .33333|3.45768 | 1.000| -11.046| 11.7128
F1 .00000|3.45768 | 1.000| -11.379| 11.3795
- F2 2.00000(3.45768| .975| -9.3795| 13.3795
I"’-'-iﬂ | F3 .33333|3.45768 | 1.000| -11.046| 11.7128
i ' F5 .66667 | 3.45768 | 1.000| -10.712| 12.0462
F1 -.66667 | 3.45768 | 1.000| -12.046| 10.7128
F2 1.33333|3.45768| .995| -10.046| 12.7128
F3 -.33333|3.45768| 1.000| -11.712| 11.0462
Optimization Software:| |F4 -.66667 | 3.45768 | 1.000| -12.046| 10.7128
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F2 2.00000[4.47214| .988| -18.838| 22.8389
F1 F3 .33333/3.01846 | 1.000| -15.291| 15.9580
F4 .00000|2.70801]1.000| -18.871| 18.8710
F5 .66667 | 3.80058 | 1.000| -16.237| 17.5709
F1 -2.00000(4.47214| .988| -22.838| 18.8389
E2 F3 -1.66667 | 3.88730| .989| -24.485| 21.1522
F4 -2.00000|3.65148| .972| -28.569| 24.5695
F5 -1.33333[4.52155| .998| -22.224| 19.5579
F1 -.33333/3.01846 | 1.000| -15.958| 15.2913
Games- F3 F2 1.66667|3.88730| .989| -21.152| 24.4855
Howell F4 -.33333/1.56347 | .999| -9.5601| 8.8934
F5 .33333/3.09121]1.000| -15.872| 16.5389
F1 .00000|2.70801]1.000| -18.871| 18.8710
Fa F2 2.00000|3.65148| .972| -24.569| 28.5695
F3 .3333311.56347| .999| -8.8934| 9.5601
F5 .66667|2.78887| .999| -18.872| 20.2057
F1 -.66667 | 3.80058 | 1.000| -17.570| 16.2375
F5 F2 1.33333[4.52155| .998| -19.557| 22.2245
F3 -.33333/3.09121]1.000| -16.538| 15.8722
F4 -.66667|2.78887 | .999| -20.205| 18.8723
Lampiran 7.4. Uji dermatokinetik secara ex vivo pada kulit normal
Tests of Normality
Waktu Kolmogorov-Smirnov® Shapiro-Wilk
Statistic df Sig. | Statistic df Sig.
Krim KLI 1jam 3 3
2 jam 3 3
3 jam . 3 . 3 .
4 jam .263 3 .956 3 .595
5jam 193 3 997 3 .892
6 jam 307 3 .904 3 .398
7 jam 232 3 .980 3 .726
8 jam .204 3 993 3 .843
Krim MP-KLI |1 jam 3 3
2 jam 3 3
3 jam . 3 . 3 .
4 jam .261 3 957 3 .602
5 jam .230 3 .981 3 734
6 jam 294 3 921 3 455
Ziam 292 3 923 3 463
- am .309 3 .900 3 .386
~ T am 232 3 .980 3 .729
1PDF am | 360 3 808 3] 133
_— am 219 3 .987 3| .780
am .190 3 997 3 .902
am 199 3 .995 3 .864
Optimization Software: @M 328 3 871 3 298
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7 jam 244 3 .972 3 .677
8 jam .190 3 .997 3 .903
MP-KLI- 1jam 3 3
SEMAP 2 jam 3 3
3 jam 3 3
4 jam . 3 . 3 .
5 jam 312 3 .895 3 .371
6 jam .284 3 .933 3 .501
7 jam .203 3 .994 3 .847
8 jam A75 3 1.000 3| 1.000
a. Lilliefors Significance Correction
ANOVA
Sum of Mean .
Squares df Square F Sig.
KrimKLI Between 34.790 8 4.349| 89.788| .000
Groups
Within 872 18 .048
Groups
Total 35.661 26
Krim MP-KLI |Between 49.001 8 6.125|115.656 .000
Groups
Within .953 18 .053
Groups
Total 49.954 26
SEMAP-KLI Between 4048.561 8| 506.070|219.082| .000
Groups
Within 41.579 18 2.310
Groups
Total 4090.141 26
MP-KLI- Between 81.732 8 10.217|167.974| .000
SEMAP Groups
Within 1.095 18 .061
Groups
Total 82.827 26
Lampiran 7.5 . Uji Dermatokinetik secara ex vivo pada model kulit
terinfeksi
| Tests of Normality
- L Ktu Kolmogorov-Smirnov® Shapiro-Wilk
il Statistic df Sig. | Statistic df Sig.
| “Ur am 3 3
. am 3 3
a am . 3 . 3 .
am .267 3 .952 3 577
Optimization Software: am .284 3 933 3 501
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6 jam .258 3 .960 3 .616
7 jam 184 3 .999 3 .928
8 jam .238 3 .976 3 .700
Krim MP-KLI |1 jam 3 3
2 jam 3 3
3 jam . 3 . 3 .
4 jam .267 3 .952 3 577
5 jam .284 3 .933 3 .501
6 jam .258 3 .960 3 .616
7 jam 184 3 .999 3 .928
8 jam .238 3 .976 3 .700
SEMAP-KLI 1jam .265 3 .953 3 .583
2 jam A75 3 1.000 3 .990
3 jam 241 3 973 3 .687
4 jam .267 3 .952 3 577
5 jam .284 3 .933 3 .501
6 jam .258 3 .960 3 .616
7 jam 184 3 .999 3 .928
8 jam .238 3 .976 3 .700
MP-KLI- 1jam .265 3 .953 3 .583
SEMAP 2 jam 175 3 1.000 3 .990
3 jam 241 3 .973 3 .687
4 jam .267 3 .952 3 577
5 jam .284 3 .933 3 .501
6 jam .258 3 .960 3 .616
7 jam 184 3 .999 3 .928
8 jam .238 3 .976 3 .700
a. Lilliefors Significance Correction
ANOVA
Sum of Mean .
Squares . Square F Sig.
Krim KLI | Between 4733.503 8 | 591.688 | 388.978 | .000
Groups
Within 27.380 18 1.521
Groups
Total 4760.883 26
Krim Between 4733.503 8 | 591.688 | 388.978 | .000
MP-KLI Groups
Within 27.380 18 1.521
Crayps
— 4760.883 26
- I , een 3721.791 8 | 465.224 | 286.672 | .000
n 29.211 18 1.623
ps
3751.002 26

Optimization Software:
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MP-KLI- | Between 3721.791 8 | 465.224 | 286.672 | .000
SEMAP Groups

Within 29.211 18 1.623

Groups

Total 3751.002 26

Optimization Software:
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Lampiran 8. Analisis PK Solver

Lampiran 8.1 Uji dermatokinetik secara ex vivo pada kulit normal
1. Krim KLI

Mon-Compartmentas Anaf

fc of Flasma f¥ala after Extrayascofar fapof

Trap

idal

Time Conc In[C) AUC AUMC 5] R_adj FParameter Unit ¥alue
1 0 o Lambda_z ith 00237438
4 1496867 DET2IM4E  2917ER 175142 2 h 291927604
] 203628 1103037 542478 Z3ZRETE  -0EMAZ4E DIT02423 Tmax h [
] 200355 06380601 TIGVI4D  J68T4E 06440053 QI221M42 Cmax watml 3.03528
7 146867 067226 9941665 49753055 05447048 04085334 Tlag h a
2 144526 03687042 TE42TT  E239743 Clast_obsiCman 0.4TEIE144
AUC Ot wafml’h 347TTES
AUC -inf_obs  wafmlh A5.ETITI2
35 AU 0-00ink_obs 036360894
AUMC 0-inf_obs  wgimlth™2 4452 63358
MRT 0Hinf_obs  h 46 6034625
39 W2iF_obs [a)f(aiml] 129472
CHF obs [a)egimilth  0.03074155
—25 1
E
g / \
E 24 j O—q .
| £ - ——1
£151 / o ]
£ /
g
“ 1] /
0.3 -
V.
o /
o 1 2 3 4 5 g T k] L]
Tima {h}

Men-Compartmentaf Anafgsic of Plasma Bata after Ertravascular inpot

Time Conc In[C]) AUC AUMC 5] B_ad] FParameter Unit ¥alue
1 a L1} Lambda_z th 0EFTFOVE
4 180476 0.5304276 LTOTI4 1082356 7 h FEA2T02AT
3 40E071 14013672 BE2D2TE  24.B800BE 07146099 (03472659 Tmax h 3
E 2236876 8E2RE24  DOB4E0E A104TOD 00024244 0EI4TIZE Cma wafml 406071
T 18002 0E124338 10966996 AE4B0236 -0993EEET  (L99ZEEG4 Tlag h a
8 130476 05304276 1279738 EI.16B38 Clast_obsfCmax 033030663
AT O wgiml'h 3748135
AUC -inf_obs  wgimlh 02546026
45 2 034672139
f_obs wgimlth™2 BOT2ERRR
44 2 MRT 0-inf_obs  h 546219131
\ WaiF_obs [a)ffeaiml] 143031595
35 ] CIF cbs [a)l{uaimi}ih  0.02624305
E 3]
= \
=
5 15 1 b
| £ 24 .
3 O
] ,
4 g L T 8 2
Tims {n}
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NMon-Eomp artment sl Anafgsis of Flasma Data after Ertravascular lnpot

r Tra

Time Conc In[C] AUC AUMC R R_adj Parameter Unit ¥alue
1 1] 1] 1] Lambda_z 1th 002557142
4 144526 03687043 216879 BETHIE iz h 267920003
13 349672 12613254 4E4008 2030868 -0BS3071 01386442 Tmay h ]
[ ZATIZA 09047403 TFE24085 3646435 05379108 0.0134587 Crmay ugfml 349672
T 120476 05304278 avezn 6013422 07027363 -0.0123232 Tlag h 1]
3 169967 0.4E497974 1464325 6291022 Clazt_obs/Cmay 044281498
AUC 0t wgfmli'h 36.648805
AUC 0-inf_obz  wgiml'h 964937053
4 AUC 0-40-inf_obz 037978629
AUMC 0-inf_obs wgfmi'h™2 4212.33395
25 ] Q MRT 0-inf_obs  h 43E51TI4T
f Wa2iF_obz [@)faimi) 1L17E0E152
53 CIF_obs [g)fwafmiith  0.03047E1F
£
32.5 B a
5
E* o
= -
215 d ©
8
1
05
o
o 1 2 3 4 5 g T 8 L)

Tima {h}

Time Conc In[C] AUC AUMC R R_adj Farameter Unit ¥alue
1 1} 1] i} Lambida_z 1h Miz=ing
24 241322 0880962 2775203 BEE.048T2 tz h IMizzing
Tmax h 24
5 Cmax wgiml 241322
Tlag h 1]
Clast_obsCmat 1
25 4 ALIS -t ugiml*h 27.752
___O AUC O-inf_obs  wadml*h Iliz=ing
P AUC 0-t10-inf_obs Miz=ing
E_ 2 AUMC 0-inf_obs wgfml®h*2  Missing
2 MAT 0-inf_obs  h IMiszing
= A WziF_obz [a)f[ugiml]  Mis=ing
% 15 ) CIfF_obs [q)t[watml)tk [iszing
H
£ 1] ’
o -
0.5 1 .
o4
] 10 15 an 25 In
Tims {h)
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EK Solver 2.0 Non-Compartmental Analysis of Plasma Data after Extravascular Input

h ! Linear Trapezoidal

Time Conc In{C}) AUC AUMC R R_adj Parameter Unit
1 o 0 o Lambda_z 1/h
24 2.57851 0.9472117 29.652865 711.85876 iz h
Tmax h
3 Crnax pgdml
Tlag h
Clast_obs/Cmax
25 AUC 0t pgimh

AUC O0-inf_obe  pg/mi*h
AUC 0-t/0-inf_obs

f 2 AUMC 0-inf_obs  pg/mPh"2

= WMRT 0-inf_obs  h

= WziF_obs (oW (pg/ml)

2 15 CUF_obs (a}{pg/miyh Missing

£

8

5 1

I 0.5
0 T T T T T
o 5 10 15 20 25 0
Time (hl

PK Solver 2.0 Non-Compartmental Analysis of Plasma Data after Extravascular Input

h Linear Tra idal

Time Cone In{C}) AUC AUMC R R_adj Parameter Unit
1 0 0 o Lambda_z 14h
24 323967 11754715 37.256205 85414852 iz h
Tmax h
25 Cmax pa/ml
Tlag h 0
Clast_obs/Cmax 1
37 AUC 0+ pa/mith 3725621
AUC 0-inf_oke  pg/mith Mis=ing
_25] AUC 0-t/0-inf_obs M
E AUMC 0-inf_obs pg/mPh*2  Missing
B MRT 0-inf_obs  h Missing
T 21 VzIF_obs (g)(pg/ml)  Missing
2 CUF_obs (g)/{po/miyh Missing
£ 15 ]
;
o 1]
0.5 4
o T T T T T
o L] 10 15 20 25 k]
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3. SEMAP-KLI

Time Conc In[C) AUC AUMC R R_adj
1 11264 24726654 5.427 5427
2 A0TT LTOTATEE 3223966 BEEZE -0TTOETE 0424501
3 248257 3215734 B503TIS 13063470 07000633 0.3551174
4 126485 ZEIZE2IE 2427605 1951702 -0.EI7I20E  (.36S2EE4
& B.26438 18248798 94.23M3 23212825 07295433 0.3TE24
E 421707 14626760 99522215 Z2EET4041 -0.FIEME 03205451
7 2747 02404TET 10282943 2700277 0917228 0EE2GRIED
8 130476 05304276 104.3005 30313235
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35
Ex
B
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10
5 0
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o
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EX Solyer 2.0

Tirme Lnit

Unit

Parameter Unit ¥alue
Lambda_z 1th 0.02603061
iz h ZEBEEIZIT
Tmas h 2
Crmay wafml 40771
Tlag h 1]
Clast_obs/Cman 00329476
AUC -t ugimlh 130.08516
AUC 0-inf_obs  waiml™h 131571503
AUC 0-t0-inf_obs 07164404
AUMC 0-inf_obs  wafml®h"2 30865922
MRT 0-inf_obs  h 213937914
Y2iF_obs [alugiml) | DO7IFFOET
CIF_obs alffugimi)th 0.00187264

Time Conc InfC) AUC AUMC R R_adj
1 162121 27257573 210805 210605
2 40925 7T JEET4E G737 -D73E1725 0.4EGE1SE
3 206123 30212464 ET.20EEE 12224045 -0F3IV262 04460233
4 142637 ZEGTTITE 24.70TEE 123462 -0.7ZETO2 0410137
[} TABB27 19724506 OB.613835 23464422 -0T7ERG051 04541335
E 4E2460 163M033 10142032 2EE42302 02182356 0.B0GTIFY
7 267383 059453551 10601968 2843716 09954251 09837338
i} 236576 08623624 10748087 307.8543
45
40
kil
| Eso
®
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c 25 Y
=
Ezu Q
£ J
[+) .,
g1s a,
10
o
3 O
- 0
(]
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FParameter Unit Yalue
Lambda z 1th 0.0204677E
tz h 227601825
Tmas h 2
Cmax wgiml 40,925
Tlag h a
Clast_obs{Cmazx 003653228
AUC 0-t ugimith 132.417305
AUC O-inf_obz  ugimlth 187 55607
AUC 0-t0-inf_obs 0.73800812
AUMC 0-inf_obs wgimith2 3629.0M83
MRT 0-inf_obs  h 12.2690871
WzF_obs [a)ffugfml]  0.05343866
CIWF_obs [alfugfmilth 0.001&1273
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AUC

2ET90607

T.ZRET

AUMC Oeinf_obs  wgiml*h*2

¥alue

002609061
265669233

2

40771

a
00329478
13250356
124 289902
0.720623209
33853147
21.0929025
00707120
0.001534432

1
2 #0771 3F07ITIH 34.95695 65.3425
3 243267 3INETA4 BT.TBA3E 13338215
4 126455 26136296 SE.90245 197.5877
[z} E2ZEA3E 18300392 9694939 24084315
3 431707 14625769 10224062 269.46281
T 231747 08404761 10555733 29052517
i 180476 0BI04276 107619 30688636
a5
| a0
35
Em
&
=
525 | [+
5 /
: [
g1s d
10
5 O
[
] 1 2 3 4 5 3
Tims (n)

4. MP-KLI-SEMAP

AURAC 0-ink_obs  pgfmlh2

[ma)i[ugimi]
(mgifamllth 0016072

¥alue
0.019725E8
I6.1216788
7
426673

0
OEE34EE1
B3.14267
211.547E2E
03221503
1E12E2
54745585
008142654

Time Conc In[C) AUC AUMC
1 0
=] 30828 11E0632 E.106E 30528
B 2445445 1ZTO0E 9.3B4TI2ZE 48406325
7 426679 1460274 13.21034  TI.7EZ3360
g 354798 12663812 P72 0288518
| 1
45
4]
35 o
E 31 o
g
c 25 4
=}
" s
€ 29
H /-
S 15 J
"‘ /
b /
05 o /
0
(] 1 2 3 4 5 [
Tima (n}
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¥Yalue

wgiml
h

ugfml*h
wgiml’h

ughmi*h*2
h
[mal(waimi)

0.00712287
a7.3eIN7
7

380062

0
0.8ET02268
T2 467045
541737401
013373457
TE133.9245
144212433
002310535

[majtuatmilth _0.00082754

A Solver 2.0 Men-Lomp Irme st af AR Ifgsis of Flasma L3a8a after EXfrayasevfar inpot
Time Unit b
Unik
Unit
Parameter
1 0 1) Lambda_z
5 283013 104034328 5.EE03E 283013 Kz
[ 375308 13226763 8.952015  46.636615 Tmax
T 380BEZ 13490318 12TOE3ED  TI290GED 09437703 OTSMEET Cmax
I} J.6A054 12948751 16509445 99487365 Tlag
Clast_ob=s/Cmat
AUC Ot
45 BUC 0-inf_obz
ALC 0-k0-inf_obs
2] ALMC 0-inf_obs
p— PART D-inf_obs
35 4 rd WalF_obs
i CI{F_cbs
E 2 /
2 A
£ 25 4
&
B
£ 3]
H /
£
515
11 /
05 5
0
(] 1 F 3 4 5 5 T 3 3
Time {1}

Mon-Compartmentaf Anafgsis of Flasma fafa after Extravascolar lapol

ar Tr.

AUMC

R R_adj Parameter

¥alue

1 Lambda_z tth 0.01037703
5 38662 L8632 T7M24 385662 -0BIGB654  OUGG4IE tiz h E3.1445675
6 334291 12088417 L0505 59.22399 -0.9000524 04801253 Tmax h 5
7 3547H3  126E3EI2  M.7HG965  GOETOETS -0.962085F 0129765 Crmat wgfml 3.86562
8 376308 13225768 1840543 10210036 Tlag h 1
[ — 1 Clast_obsiCrmas 0.78723526
AUC - waimih 7271337
45 AUCQ-nf_obs  ugimlh 349.223697
AUC 0-40-inf_obs 0.20821431
4] AUMC -inf_obs  ugimih®2 32757.0751
P o MRT finf_obs  h 937986917
35 7 ) T WaiF_obs (mojiuafmi] | 0.08263263
- CIiF_obs [mg)fugfmi)th__0.00097353
E 31 /
)
£
52.5 E
H 15 4 4
(&)
13
05 ]
o
(1] 1 2 3 4 5 [ T 5 3
Time {h}
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Lampiran 8.2 Uji dermatokinetik secara ex vivo pada kulit normal
1. Krim KLI

FA Solver 2.0 Mon-Compartmental Anafgsis of Flasma flata after Extrayascolar npud

h inear Trap

Parameter Unit Yalue
1 Lambda_z 1th 0.043IEETE
4 z.E251 0965119 393765 157508 iz h 4E.20E2517
g 385062 13495313 TATE0N 3063385 0531916 0333124 Trmax h g
E 21239 074782 0162018 4EEIE0T7  -07412288 03241302 Cmay ugiml 386862
v 185603 06154333 1262250 59449345 07475102 00134402 Tlag h o
g 16484 04372201 12.84844 7213908 Clast_obs/Cmay 0.378000E5E
ALC - wfml*h 37.80252
AUC O-inf_obs  wgimlih 1243942654
45 AUC 0-ti0-inf_obs 028128057
AUMC 0-inf_obz  wgfml™h™2 9219.94045
4 4 MRT 0-inf_obs ~ h 68 6036236
VaiF_obs [augiml] | 144155475
353 CIF_obs [alfwafml)fh  0.02157529
E 31 /
= \
= o Y
5251 v
B 4 [
L p .
IS 154 y, s o
13
0.5 1
0
L] 1 2 3 4 5 B T k] Ll
Tima {h}

Conc In[C) AUC AUMC B_adj Parameter Unit Yalue

1 o n o Lambda z 1h 0.02228988
4 236875 08623824 25626 14.2125 w2 h 3036248
) 400344 13386516 E.74222 284736 -0ETIGIE1 02650303 Tmas h g
[ 188603 061343353 9674955 4456523 09394467 08235403 Cmax ugfml 4.00344
T 21233 074782  TIEGIIEE  ETHZEVAE -09827823  0.9317221 Tlag h o
i 19072 0.E4BESEE 12669M T2E49 Clast_obzfCmax 034732663
AUCO-t ugfmih 4008412
AUCO-inf_obs  wafml*h 102650133
5 AUC 0-t0-inf_obs 0.3904925
AUMC 0-inf_obs walmi™h*2 4770.8902
4 MRT 0-inf_obz h 4E4TTIETS
ValF_ohs [)#[géml) 12849211
35 3 CHF obs []f[wgfiml]th  0.022E4095
£ 1
£l
=
E 25 ol
E & T
,
8 15 4 y
,
05 4
,
0
4 § L] T 5 E]
Tima ()
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£ Soluer 2.0

Time Unit  h

Conc

In(C)

AUC

Lirear Trap

AUMC

1 o o
4 143713 04035433 2245635 895278
-] 2.0ZEEE 11270564 4627RI6 19693415 07209387 0369672
[ 257383 09453951 TRETTEG 351328 06935064 02339633
T 20612 07232498 496862  BOOEEES -0.ETZIRES 00367917
g 144536 03657043 143363 6306405
| 35
Q.
31 RN
,

=25 ° ,

E ',

=

£ 7] h

E h

£ 15 = o

g -

= e

L p

0.5 o
. v
[] 1 z 3 4 5 & T 8 ]
Time {h}

2. Krim-MP-KL

Neon-Cempartmrent 3f Anafgsis of Plasma flata after Extravascofar fapod

Parameter Unit

¥alue

Lambda 2 0.032TERIT
313 h 211529326
Trmay h 3
Crmay ugiml 305655
Tlag h o
Clast_obsiCmax 043521407
ALIC -t ugimlih 3376206
AUC0-inf_obs  watmith 747461515
ALIC 0-ti0-inf_obs 045165869
AURAC 0-inf_obs wafml*h™2 264339951
MRT 0-inf_obs h 36431918
WalF_obs [a)ffuatml) 120033817
CIF b= [fugfmilth 0.03333313

Mon-Compartmrentaf Analgsis of Flasma ata after EXtravascofar fnpod

ear Trap

al

Time Conc In[C]) AUC AUMC R R_adj
1 [
4 149713 04035499 2245695 899270
5 26261 095N 430881 1853979
6 390683 13627417 7672805 3652321 -0.7395389  0.3203766
7 20612 07232495 1055681 55.7EFE -0.9830077  0.5326083
8 185603 06194398 12515385 70.29684
45
2]
35 ]
£ s
g /
e 25 ] F
s / \
E L] o
e ? ) -o
5
g154 P
11
05 1
]
] 1 2 3 4 5 [ 7 ] H
Tima (n}
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FParameter Unit ¥alue
Lambda_z th 002299556
iz h 301426504
Tmax h E
Cmai wgfml 390683
Tlag h a
Clast_obs/Cmag 0.34382103
AC 0t ugiml’h 3510105
AUC 0-inf_obs  watmlh 965261599
ALC 0-t40-inf_obs 039481624
AUMC O-inf_obs watml™h”2 438940127
MRT 0-inf_obs  h 454736362
W2iF_obs [alllwaiml] 132451325
CIF _obs Q) fgimilth 003045808
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i oof Ffasma diafa after Extrapascofar inpolt

Conc In[C) Aauc AUMC R_adj Parameter Yalue
o

1 o o Lambda 2 0.0E16744
4 20612 07232435 309168 12.36672 [31F4 h 428995727
-] 288146 10822971 B.BE297 239261 Trnax h E
[ 406071 14013573 9034055 4307839 06460353 01260434 Crmax wafml 406071
7 200925  0ES20601 12069335 E2.294935 089314119 07360861 Tlag h o
g 176349 056103 13351005 TE.34343 Clast_obs{Cmax 0.35606033
ALCO-t ugimlh 39.545205
AUC O-inf_obs  wafml’h 123.0H527
a5 AUC 0-t/0-in_obsz 030648172
AURG 0-inf_obs  wafml*h"2 15213017
4] MMRT 0-inf_obs h E3LITIEZIE
WziF_obs [affeadml] | 140019444
259 CI{F_obs gl fugimilth  00ZZTES1S
g ,
£ 25 ] p
E 2] 1+ [+
£ / °
§131 y
11 e
s
0.5
A
[]
] 1 z 3 4 5 [ 7 & ]
Time {h}

Time Conc In[C]) AUC AUMC R B_adj Farameter Unit Yalue
1 1] 1] 0 Lambda_z Wk 0.03323014
L] 231747 08404761 3ATEZ0E 1380482 (414 ] 208583335
5 329163 11913823 6280755 26.760835 Tmas h [
[ 452215 15089875 10087645 4856436 05017438 -DI223TI7 Cmay wafml 452215
7 186603 DE194398 13276735 EREZEINE 04528077 -0.5899303 Tlag h 0
2 124331 02981367 M9TE405 2049626 Clast_obz/Cmay 020839092
AUC 0t ugimlh 36873605
AUC Q-inf_obs  watmlh TRE4TZH
5 AUC 0-40-inf_obs 04ETTI492
AUMC 0-inf_obz walmlh"2 270439132
45 MRT 0-inf_obz  h 34.2991274
WalF_obs [a)(wadmi) 112209275
4 CIWF_cbs [glegimilth  0.03728729
=35 ]
E '\’.3
g 5] /
E /
=254 4
I -] -4
g 2]
& 7 Q
845 ]
e o
11 /
0.5 A A
0
(] 1 2 3 4 g ] T 8 £l
Tima {h}
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3. SEMAP-KLI

Conc In[C) AUC AUMC R B_adj P. Unit Yalue
i 127266 25438157 E.3623 B.I62E X b 002364247
2 414277 7241911 3344445 41633 07172236 04344824 iz h 2921172821
3 220058 30313061 ERIEEZ 1286097 070543658 03971692 Tmaxs h 2
4 134434 20354833 82,8908 1685052 -06343086 03536224 Crmaz ugiml 414377
[} BEB0Z  1THETEE  92437BEE 22851732 07127306 02439799 Tlag h n
[ 544504 16347061 4798516 2BA.4TVTY -06T0G2ET Q174401 Clazt_obsiCmay 003241758
T 200925 06920601 1017126 283234737 -0.999332 09935522 AUC -t ugimi*h 120111245
I i 195857 0672246 10363681 23521612 AUC 0Hinf_obs  wafml™h 156. 92951
ALC 0-k0-inf_obs 0LEIE04TES
AUMC D-inf_obz  wafml*h™2 444830739
a5 MRT 0-inf_obs  h 23796710
ValF_obs [mgifegiml] 007693221
40 CIfF_obs [mgitfugimlith 000151587
35
E-Sﬂ
®
=
£ 25
=
= o,
%zn b
&
E 15 ’
=] d o,
0 ,
5 o o
To—0
(]
] 1 2 3 4 5 3 T g a
Tima {h}

Conc In[C) R B_adj Parameter Yalue

T 51354 27iv0364 TEETT TEETT Lambda_z Tth 013505
@ aTeslz 3EIAN 3 BI0EEE -DEETEZE 03533434 iz h [
3 26,0048 32423002 B0.204 12943 -DEMZZ2T 02741293 Tmas h 2
4 1223154 25108505 84829 192,453 -0E00Z41I 02003623 Cmak ugfml IFan
i} E.72683 1306104 94360215 233.90033  -065105% 0.071543 Tlag h 1}
[ 462469 15314033 10003535 26453202 -04590694  -0.1838523 Clast_obsiCmai 0.04073376
T 20612 07232455 0337888 20568000 02417535 -0.883102 AUC 0-t ugiml*h 128214775
g 13433 02951367 05081 23526717 AUC 0-inf_obs  walml*h 140.937202
AUC 0-t¢0-inf_obs 0.30934263
AUMC 0-inf_obs wgfml™h™2 1093.83218
. MR 0inf_obs b 7.75762845
o VaiF_obs [maluaiml] | 001990567
25 CIiF _obs ma)iwalmilth 0.0024114
30
E
825 ?
=
5
2
E
E
215 d
8 o
i o
"o
5 o
—]
o
0 1 2 3 4 5 & 7 z s
Tims in)

Optimization Software:
www.balesio.com




Mon-Compartmendaf Analgsic of Plasma f3afa after Extravascolar fnpof

Trapezoidal

Time Conc In[C) AUC AUMC R R_adj Parameter Unit Yalue
1 152892 2T72TMET T.E44E TE44E Lambda_z h 0.0M2e051
2 399608 ZEETE4ET 36.264E6 B6.24 -0E536144 03944563 iz h 549713155
3 248267 321874 ETEGZEE 13242935 -0BETEIE1  0.33G2045 Tmay h 2
4 NTF002 24596059 859158 1930683 0651074 0.27937I6 Crmax ugiml 39,9508
8 729082 1986616 95413 23469575 06154578 OITIFITY Tlag h i}
[ G.03487  1B1638TT  WNGTHE 2630274 08625757 -0.0252623 Clast_obsfCmax 0.03613101
T 180476 05304276 10499337 289448658 -09977HZ 0930335 AUC O-t ugiml’h 132367355
i 175343 05616031 W0E.FFH 3027793 AUC O-inf_obs  walml*h 24703674
AUC 0-t0-inf_obs 053582485
AUMC 0-inf_obs  walml*h*2 126356503
a5 WMRT -inf_abs 507565435
YafF_obs [(mallugiml] | 0.10315271
40 CIF_cbs [majiugimijth0.00137E32
35
E 30
=
=
gza -]
£n
g
515 @
(=%
1w -
oo
5 O
, - .
0 1 2 3 4 5 & 7 5 ]

4. MP-KLI-SEMAP

In[C AUC AUMC I Parameter ¥alue

T 149713 04035498 0748565  0.748565 Lambda_z h 0.07793836
2 243909 11597366 2091675 468622 Wiz h 18.2703536
3 E72663 1906104  G.049635 179656555 Trnai h 6
4 02646 2328701 1G54635 48688 Crman waiml 37,9512
5 231337 30412904 332445  126.34345 Tlag h 0
6 379512 3636301 G3TEEIS 2986363 09375212 O8I Clast_obsiCrmax 0.38395097
7 207478 32927562 973645 GIGE0T2 09793056 09161208 AUC D wgimih 43835665
3 246206 32035535 12432085 7192069 AU 0-inf_cbs  ugimih 522 437605
ALIC 0-t4inf_obs 053299685
AUMC 0-inf_obs | wgimih'2 244343935
2 MFT 0-inf_obs b 23709723
WaIF_obs [mali=afml]  0.01089676
15 CIIF obs malfagfmilih _ 0.0004134
30 [+1
E “
g2 o
5
=120
£
H
215
=]
(=]
10
o
5 - -
L
o
L]
] 1 2 3 4 5 & 7 k] L)

Tim {h)
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Mern-Eomp artment af A0 afgsis of Fiasma falta after Exiravascofar fnpot

Parameter

¥alue

Conc In[C) B_adj]
1 134331 02951367 0EVIBES  DETIESS
2 431707 14625769 1501845 BEB03E
3 506243 20935413 974535 22221035
4 08286 2.3821308 19.2371 BEI12194
] 202625 3008TTI9 J4TH2EE 12843539
E 408762 37129314 BAA0Z01 30202024 08076733 04726057
7 248257 22118734 9230296 B1835TA -0.9977E03 09910525
8 234926 3IGEEBHT  1224E211 BI2.63914
45
40
35
E
) \
= | \
£ L,
£n F
& /
s /
8 15 .,'
10
o~
5 o
o
o
o 1 3 4 g E 7 g a
Tima {h)

Conc In[C)

AUC

AUMC

R_adj

T 156603 06154388 0928015 0925005
2 276308 13225762 273257 G091
3 T.E49T2 2034663 943397 2083677
4 100082 23034045 18.26293 B23277H
5 210ME 30460281 3378283 1249235
[ 40,0021 3688932 6429968 29TE0845 08248338 072975
T 2R3 3300TAT 9VAETIS 5124799 -095TIEE  0.9523423
5 ZeZID4  BISETERI 12353983 T04.286E5
5
a0
35
Es0
g b
| 525 -
£ P
£ /
5
§15
10
- o
s o
o
]
0 1 3 4 5 € 7 H 3
Tims n)
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Lambda_z

Kz

Trmas

Crma

Tlag
Clast_obsiCmar
AUC O

AUC 0-inf_obs
ALC 0-t/0-inf_obz

AUMIC 0-inf_obs  wgfmith”2

MRT 0-inf_ob=
WalF_obs
CItF_obs

wgiml
h

wgimith
wgiml*h

h

[ma)ifugtmi]

002423828
285972084
]

40,4782

1]

0.396E4E74
440.03371
110396314
0.29625E22
33570038
44 HEEAES
00126491

(mglfagtmilth _0.00030653

Parameter

Lambda_z

Lz h
Tmax h
Cmay u
Tlag [
Clast_obs/Cmax
AUC -t ut

AUC0-nf_obs
AUC 0-t0-inf_obs

AUMC Oeinf_obs  wgtmith2

MRT O-inf_obz  h
WelF_obs
CIF_obs

agfmil

gimith
gimith

[ma)fgtmi]

[mgl{{egmilth 0.00046075

Yalue
004112623
16829585
E
40.0021
0

0.32581289
42148763
Tar.azes
DEFIT3E
20034.1052
271429412
0011263
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Lampiran 9. Dokumentasi Kegiatan

Analisis menggunakan Formulasi MP-KLI-SEMAP
Spektrofotometer UV-Vis

Karakterisasi MP-KLI

Uji dermatokinetik secara ex vivo
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