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mnii 12 Lag time of permeation of FP, ISDN and Antipyrin through
shed snake skin of various

species
Model membrane Lag time
Flurbiprof (min) Antipyrin
en ISDN

Naja kaouthia (yvilne) 84.6 16.55 -1.28
Python molurus bivittatus 32.12 -2.33 10.14
(gnaw)

Elaphe obsoleta 61.07 -2.15 22.95
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mnit 13 Flux (F) and Permeability Coefficient (P) of Flurbiprofen,
ISDN and Antipyrin through Various Species of Shed Snake Skins and

Skin of other Animals
Model Flurbiprofen Isosorbide Antipyrin
dinitrate
membrane F P F P F P
(ng/em®/  (cm/sec) (ug/em®/ (cm/sec) (ug/em’/  (cm/sec)
hr) hr) hr)
Naja 7.310 7.33 50.285 1.04 9.279 3.16
kaouthia x107 x107 x107
(g1 Ine)
Python 12.233 1.23 71.596 1.48 66.725  2.27
molurus x10™ x107 x10™®
bivittatus (g
Waw)
Elaphe 7.151 7.17 37.745 7.82 36.435 1.24
obsoleta x107 x107 x10®
Hairless rat 11.43 1.15 23.86 495 320.6 1.09
20 x10™ x107 x107
Human *° 2933 294 2951 6.12 5423  1.85
x10™ x107° x10™®
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3. Esterase enzyme activity lunsiug
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Species Flux ( pmol/cm*/hr ) NA/Total
EN NA Total
{ Elaphe obsoleta 9.94 +£0.62 0.039 + 9.975 + 0.0039
0.002 0.63
Naja kaouthia (v 9.12 £ 1.61 0.041 £ 9.162 £ 0.0044
o) 0.004 1.61
Python molurus 5.99 +0.32 0.038 £+ 6.037 £ 0.0063
bivittatus 0.002 0.32
(gnaw)
Human * 6.85+1.73 1.62+035 847x1.08 0.191
Rat*® 0.392 + 597+£042 6.36+0.62 0.939
0.077
Hairless rat * 2.84+026 9.03+0.16 11.9+0.30 0.759
Mouse * 526+£0.71 1.60£0.17 6.86£0.80 0.233
Hairless mouse * 104+0.10 1.57+£023 12.0£0.70 0.131
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6. Out put 74
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2. Permeation of drug through shed snake skin: species difference
(Journal of Controlled Release)
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1. Antipyrine (2,3-Dimethyl-1-phenyl-3-pyrazolin-5-one), Lot
64H2502, 36H2520, Sigma Chemical Co.

2. Flurbiprofen  ([£]-2-fluoro-a-methyl-4-biphenylacetic acid), Lot

115H0793, Sigma Chemical Co.

Isosorbide dinitrate Sigma Chemical Co.

Tetra-n-butylammonium Hydrogensulfate, Lot FHFO1-LL, TCI

5. Ketoprofen (2-[3-Benzoylphenyl]propionic acid), Lot 25H0719,
Sigma Chemical Co.

6. p-Hydroxybenzoic Acid Ethyl Ester (Ethyl paraben), Lot 125H0752,
Sigma Chemical Co.

7. p-Hydroxybenzoic Acid Methyl Ester (Methyl paraben), Lot
125H0896, Sigma Chemical Co.

8. p-Nitrophenol, Code 249-21, Nacalai Tesque,Inc.

9. Nicotinic Acid, Code 243- Nm Nacalai Tesque, Inc.

10.Acetonitrile (HPLC grade)

11.Phosphoric acid (HPLC grade)

12.Methanol (HPLC grade)

13.Ethanol (HPLC grade)
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1. Diffusion cell: side by side diffusion cell cosisting of two half-cells
with a water jacket connected to water bath (37°C)
Half-cell volume: 4.0 ml
Effective diffusion area: 0.75-0.78 cm’
2. HPLC Column 4.6 mm x 250 mm stainless steal column packed with
Spheriosorb ODS2-250A reverse phase 5 um (Scitronic)
3. High Performance Liquid Chromatography (HPLC)
- Pump (Costa Metric 3000@ solvent delivery system,
Thermoseparation product, Florida, USA.)
- UV Spectrophotometer detector (Spectro Monitor 3100@ variable
wavelength detector, Florida, USA.)
- BDS, Barspec’s Chromatography Data System Computer
integrator(LDC Analytical CI 4100®)
4. Vertex mixer (Maxi Mix II, Thermolyne Sybron, USA.)
5. Water bath with thermostat (Julabo 12B, USA.)
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1) Elaphe obsoleta (Black rat snake giugaiszma) amdaind
2) Naja kaouthia (yvirlng) eyinag aiug doruadn damnmma lne

3) Python molurus bivittatus (ynaw) oyuiag aug aoiuean aninana lng
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