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1.1 Spectrophotometric analysis of AZT

Table 1A Absorbtivity of five concentrations of AZT in 0.01M phosphate buffer pH

7.4 at the Apmax 267 nm.
Abs of AZT at 267 nm in
Cane. {mple/l) Phosphate buffer
1.51 E-5 0.1579

3.03E-05 0.3205

6.05 0.6298

9.08 0.9420

1.2445

—Absorbance

‘H
29

)
|"

0.00005 0. OOO ; 0.00015

ﬂﬂﬂ?ﬂﬂ%ﬁ%ﬁﬂﬂi

absorbance, slope of this line is molar absorptivity (¢) was determined

from the slope to be: 10285 cmz/mole, Y =10285x + 0.0043,

r2=0.9999,
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1.2 High-performance liquid chromatographic technique for drug analysis

AZT was analyzed by reversed phase HPLC and the design chromatographic
condition were previously mentioned. Chromatograms of HPLC are shown in Figure

2A.

Analysis method vali

¢ ZT were summarized in Table
J

2A. The result of anal alidation pars ers for AZT accepted. Limit

of quantitation of AZT ~ determined with acceptable

9\ itation was necessary for

accuracy, precision

determination AZT i

ﬂuﬁl’J‘VlEWﬁWEl’lﬂ‘i
’QW]Nﬂ?ﬁUN%TAﬂEﬂﬁH
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s31,Inj1, UV1000 267nm ——

14 -

4.917 MP

mV or mAU

5 :
ﬂu -‘ ' ’ v ...'

Minutes

IMANNIANRTINGNAY

4.0

Figure 2A HPLC chromatogram of AZT and methyl paraben (internal standard)
have a good resolution, which have retention time 3.29 and 4.92 min,
respectively.
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Figure 2A HPLC chromatogram of AZT and methyl paraben (internal standard)
have a good resolution, which have retention time 3.29 and 4.92 min,
respectively.

Table 2A Analytical method validation parameter of HPLC for AZT

Limited of
acceptability
Parameter
1. System suitability
- Tailing factor <2
- Resolution facto > 2
(from internal stang
- Repeatability of peak
area
- RSD (%) >
o No other peak
2 DpReineiy interfere majcr:r peak *
3. Accuracy e S ———
- recovery % (D ) 80-110% °
4. Precision -
-RSD (% ‘a 1.89 z£2h
19101 N @ lan QAL @ | A =
5. linearity Ha dICRAESRAN d ﬂd
- the correlation
coefbcient (). ¢ 0.984 Y >0.999 °
6. LOQ, : he minimut level of
known concentration
(% recovery =91.74, | can be determined
%RSD =144 with acceptable
linearity =0.9995) | accuracy, precision
and linearity *

T USP XXIV

® Jenke, 1996



Table 3A System suitability of the analytical method of AZT

141

parameter AZT

Methyl paraben

Tailing factor + % CV 1.42 +0.38

1.35+0.94

Resolution factor + % CV

9.02 £ 0.41

az210845-6.RES - s3 Mt
|wu UV1000 267 nm

|

“

us e
RIAY

24

NATY

i
'

NN
IH17Y
‘ \\\K

(¢

L
475 480 485 490 495 500 505 510 515 520
Minutes

Calculating tailing factor and resolution factor of AZT and MP (methyl paraben)

peak
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Table 4A The repeatability of peak areas of AZT

Set No. Peak area ratio

0.4506
0.4486
0.4479
0.4521
0.4507

AW -

0.4499
0.0017
0.45

Average

AULINENINGINT
RN TUAMINAY
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Table SA The analytical recovery of AZT

Known concentration Calculated concentration % Recovery

(mcg/ml) from calibration curve

0.1586 98.53
99.50
97.77
97.99
97.35
97.13
97.40
102.20
98.81
98.91
97.59
i 97.21
72973 . ‘; 98.76

7.5227 103.09

AUL AN NeINg ==

97.15

A IS INGRY,

4.1245

Average 98.42
SD 1.89
% CV 1.92
95% confidence interval 97.48-99.36
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Table 6A The intraday precision

AZT Calculated concentration from calibration curve (mcg/ml)
concentration | No.l No.2 No.3 No.4 No.5 No.6 | average %
(mcg/ml) Y

0.1586 0.1563 | 0.1578 | 0.1551 0.1554 0.1544 | 0.1541 | 0.1555 | 0.88
4.1245 4.0173 | 4.2152 4.0796 4.0251 | 4.0092 | 4.0703 | 1.89
72973 7.2069 522700 70215 : 7.3085 | 6.9879 | 7.1896 | 2.81

Day . | h ffom calibration curve

i INo.5 No.6 | average | %
n CV

|
4
4.0753 4.0796 4.0251 4.0092 | 4.0703 | 1.89

4.2152

.

1

o
¢ o o/

%’w&m F40078 | 4.1863 | 4.0652 | 1.64
40678 ' ¥

e

Average H

betweenl da | | | .
RN AT RTIT RN
betweeam day
95 % 4.0278-4.1078
Confidence

interval




Table 8A Linearity of AZT
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AZT concentration

Peak area ratio

(mcg/ml)
Set No.1 | Se ‘ Set No.3 average %CV
0 0 ' 0 0 0
0.0793 0. 057 2 0.0582 2.31
0.3966 5 2360 02282 | 2.13
1.5864 0 1.0025 1.04
3.9659 252 2.2604 0.59
7.9318 4 6 4.6746 0.31
g
T
5
2
2 |
E34 fa o
I VIR W B3 3358 ooss
&“1 ¢ . R = 0.9994
ChA N UARIINYINE
9q 0 . . . ,
0 2 4 6 8 10

Concentration (mcg/ml)

Figure 3A The calibration curve of AZT
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Table 9A LOQ (Limit of quantitation) of AZT

Known Peak area ratio Calculated % Recovery
co(nr::lirgltr;tli)on concentration from
calibration curve
0.0396 94.90
90.16
89.73
81.88
91.45
- 92.31
Average '1 91.74
SD E 1.84
% CV ,7 E 2.01

o, Y =0.5855x ¢ 0.0081

_...ﬁak area ratio
=
22
=
-
o
=
o
2
o

Concentration Mcg/ml)

Figure 4A The linearity of AZT, concentration range of AZT were 0.0396 -
7.9318 mcg/ml
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Selection of appropriate comk s (o) ‘l"h es for AZT preformulation
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Figure 2B Female newborn pig (local pig, 1.1-1.4 kg.) were obtained from

Nakornpathom province of Thailand.
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Figure 3B Subcutaneous fat and other extraneous tissues adhering to the dermis
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Permeation of AZT in 70% saturated solution of ethanol/water (50/50) binary

vehicles across newborn pig skin (AZT concentration in donor = 111.04 mg/ml)

Calibration curve data
Concentration(mecg/ml) | 0 | 0.0793 | 0.3966 | 1.5864 | 3.9659 | 7.9318
Peak area ratio 0 | 0.058 94 | 0.9854 | 2.3073 | 4.5472

e
2 \\\\

Time ! 10 7" ‘an Average
(hours) 'if{l% p\\\\\ 4 (mcg/em?) | SE
1.5 3.79 , '1 ;‘\ \ 1.86 0.73
3 3.22 0.86
45 9.21 3.49
6 27.51 1.75
75 50.82 0.41
9 63.12 2.44
10.5 72.87 2.07
12 10129 | 8455 | 9273 86.14 91.18 3.30
e AYEATE i
(meg/em?)y/h | 4110.90 8.46 11.09 9.35 9.96 0.63
©12) ARG NNA
ARSIV A E
Lag time (h) | 2.95 2.10 3.50 2.67 2.86 0.29
Permeability | 0.09 0.08 0.10 0.08 0.09 0.01
x 10*(cm/h)
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Permeation of AZT in 70% saturated solution of IPA/water (50/50) binary vehicles
across newborn pig skin (AZT concentration in donor = 145.81 mg/ml)

Calibration curve data

Concentration(mcg/ml) 0.0793 1.5864 3.9659 7.9318
Peak area ratio 0.0490 | 0.8958 | 22586 | 4.3537
k&o 0100
Time ¢ -_ Average
(hours) | (mcg/ecm?) SE
1.5 152 0.12
3 3.61 0.66
4.5 6.14 1.03
6 19.18 2.96
7.5 38.71 2.72
9 54.98 4.47
10.5 72.36 5.00
12 80.09 6.53
Flux
(meg/em?®)/h . 10.35 0.67
(6-12 h) ﬂ u E]l ‘j
(RY) %.9694 | 0.9907 | 0.9927 L0.9371 v
Lag ti . ﬂ 3 % 40 M 0.09
Permeability |  0.06 0.08 0.07 0.07 0.07 0.08
x 10° (cm/h)
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Permeation of AZT in 70% saturated solution of PEG/water (50/50) binary vehicles
across newborn pig skin (AZT concentration in donor = 36.80 mg/ml)

Calibration curve data

Concentration(mcg/ml) | 0 | 0.0793 | 0.3966 | 1.5864 | 3.9659 [ 7.9318
Peak area ratio 0 0.9784 | 2.3545 | 4.5568
0321
e ——
Time ~ Average
(hours) 1 (mcg/cm") SE
025 1 |08 05 | 0.03
05 14 ae 5 145 | 0.08
0.75 2.59 6 i s 2.51 0.16
1 5.69 6 "-"EJ% 6 5.43 0.41
2.5 12.98 1’%— 5.93 15.05 0.75
4 20.04 2;:,5:;:5%7 7 19.85 22.93 2.03
55 33. 35.71 3.35
7 50 52.72 2.41
9.5 102.65] : 91@ 101.70 4.39
12 137.35 | &12546 | 14787 | 120.38 132.77 6.16
e FEANEI NN
(meg/em®)/h | 116.57 1486 o 1648 | 14.16 15,52 0.60
AN IUAINNANA
(RH)1 0.9909 | 0.9827 | 09872 | 0.9837
Lag time (h) | 3.60 3.27 2.96 3.36 3.29 0.13
Permeability |  0.45 0.40 0.45 0.38 0.42 0.02
x 10° (cm/h)
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Permeation of AZT in 70% saturated solution of ethanol/IPM(50/50) binary vehicles
across newborn pig skin (AZT concentration in donor = 28.05 mg/ml)

Calibration curve data

Concentration(mcg/ml) 3.9659 | 7.9318
Peak area ratio 2.4059 | 4.7576
N
Time l Iﬂmg‘\*‘:‘:& Average
(hours) 1 " / / Eg’ﬂ,\@k\‘\\ (meg/em?) | SE
1.5 2.3 "Ii U\\ \.\- 2.77 0.14
3 6.48 "" s W‘\ : 6.79 0.60
4.5 11.36 6344718 ) 9.01 10.36 0.86
6 14.83 20374t - 13.37 16.95 1.55
7.5 3174 | 35040k - 4G 30.91 34.53 1.86
9 7382 | 149.07 | 13210 1 94%% ]| 10730 | 1694
10.5 19 - r; 262.78 | 21.38
12 668.48 | 632.02 | 746.17 | 605:30 662.99 26.50
FluXin, s ‘ LY )
(meg/em®)/h ﬂl QMJ‘ 'J.ﬁﬂﬂ Vl(ﬁéﬂEj;slsﬂ fé 18523 | 10.05
(9-12h) | N ¢ K
o] 11 PEe TToaded [Fo3ReT [ ovim) TV B
Lag timo'(h) | 8.1 835 8.62 8.61 8.64 0.14
Permeability |  7.08 5.73 7.30 6.30 6.60 0.33
x 10% (cm/h)
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Permeation of AZT saturated in ethanol/IPM (20/80) binary vehicles across newborn pig skin (AZT
concentration in donor = 9.55 mg/ml)

Calibration curve data

Concentration(mecg/ml) 0 0.0793 | 0.3966 | 1.5864 | 3.9659 | 7.9318

Peak area ratio 0 0.0141 | 0.2311 | 0.9127 | 2.2589 | 4.3549

Y =0.5520x + 0.011

R*=0.9995
Time Cumulative amount (mcg/cm?) Average
(hours) 1 2 l 4 5 (mcg/cm?) SE
0 0.00 0.00 | 0.00 0.00 0.00
0.25 0.24 | 0.0 0.00 0.06 0.04
0.5 1.03 0.2 ﬁ 0.00 0.36 0.18
0.75 1.95 L 000 0.70 0.34
1 3.04 69 |70 0.00 1.14 0.53
25 10.41 ZECEY M) 77 515 1,60
4 38.26 9 C 843 75 14.01 6.23
55 225.64 : 1 19.14 68.25 40.43
7 47607 | 78938 | 6151 ' 5.87 169.67 | 7833
95 926.13 o | 4 : 358. 285.00 45839 | 117.87
12 120007 | 79283 /769308 9 514.79 771.48 | 116.04
16 1546.57 | 1180.92 1=¥8278 75 | 83164 | 110934 | 122.97
20 2352 % ‘ 1188.45 | 1590.68 | 199.36
24 3265. ’ S 27437 294.98
Fluxg
(meg/em®/h | 159.11 ) 136.64 | 11324 | 84.09 Iﬂosﬁ 120.69 12.71
(9.5-24 h) ¢ a
Lagtime (h) | @62 | 692 6.43 6.01 6.50 6.10 0.40
Permeabilityn, v 6. 3 ﬂf 715 $6m 1364 | 133
X 10° (c )wﬁia"aﬂ}jh ﬁ‘mﬁ VE] ag
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Permeation of AZT saturated in ethanol/IPM (30/70) binary vehicles across newborn pig skin (AZT
concentration in donor = 19.64 mg/ml)

Calibration curve data

Concentration(mcg/ml) 0 0.0793 | 03966 | 1.5864 [ 3.9659 | 7.9318
Peak area ratio 0 0.0434 | 02413 | 09033 | 2.2588 | 4.4848
Y =0.5653 x + 0.0067
Ri=1
Time Cumulative amount (mcg/cm®) Average
(hours) 1 2 4 5 (mcg/cm?) SE
0.25 0.19 0.21 6 |5.26 1.29 1.00
0.5 0.74 0. ’ 8.47 2.54 1.57
0.75 1.02 0. 14.55 4.36 2.71
1 1.80 1.0 1.47 6.93 4.01
2.5 9.86 .86 13.77 4.34
4 28.05 9 8.5 0.45 22.38 4.13
55 51.76 9 ErY: 34.65 37.10 6.77
7 147.49 -, ST ' 41 79.29 20.20
9.5 496.82 169935 6 3.36 360.69 99.76
12 1032.42 | 574.98 . 7 815.43 911.32 | 172.64
16 2059.40 3089 | : 51% 1958.75 | 193037 | 187.91
20 292228 | 203034 5 11 | 293504 | 288586 | 28281
24 3853.94 | 3082.23.| 362 9 | 4234.10 | 392132 | 290.00
Flux, | i
(meg/em®)h | 232.6 3 P8 246.16 14.64
(9.5-24 h) ‘ g
(RY) 0.9993 | 0.9917 0.9977 9941
Lag time (h) I gﬁt e 32 0.44
Permeability 3% dl 1253 0.74
x 10° (cm/h)
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Permeation of AZT saturated in ethanol/IPM(40/60) binary vehicles across newborn pig skin (AZT
concentration in donor = 27.44 mg/ml)

Calibration curve data

Concentration(mcg/ml) 0.0793 0.3966 1.5864 3.9659 7.9318
Peak area ratio 0 0.0614 | 02317 | 0.9541 22544 | 44165
Y =0.5561x + 0.0259
R*=0.9997
Time Cumulative amount (mcg/cm”) Average
(hours) 1 2 4 5 (mcg/cm?) SE
0.25 0.96 1.68 0140 | 0.75 0.89 0.22
0.5 433 5% / 2.42 2.77 0.87
0.75 6.91 L 3.32 4.54 1.35
1 9.92 3.0 4.69 6.23 1.65
2.5 29.59 1 33 18.28 5.42
4 47.97 1 6.24 31.11 6.78
5.5 59.04 ‘. ’ 30.40 37.31 8.34
7 69.39 " 2392 .99 42.90 10.56
9.5 135.70 06477 2.95 83.36 17.25
12 23473 : 94.17 163.96 | 38.72
16 990.21 7 | 06. 413.01 1000.22 | 251.81
20 277785 | 2500.9611 5498 4 93 | 1810.45 | 2468.92 | 306.19
24 3724.66 | 37614704 71.76. 9 | 311044 | 378439 | 320.83
Flux B ;
(mcg/cm?)/h 3418! 78 348.02 9.05
(16-24 h) J@
(R?) 0.9694 ‘9.9968 1 0.9917 19996
Lag time (h) ﬁ%ﬁ% %E—ﬁ ‘?wlp L 0.64
Permeability 12466 [LJ 12071 9P R he2od| 1268 0.33
x 10’ (cm/h) a ¢

IWTANE

L

T Y
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Permeation of AZT saturated in ethanol/FIN(20/80) binary vehicles across newborn pig skin (AZT
concentration in donor = 17.08 mg/ml)

Calibration curve data

Concentration(mcg/ml) 0 | 0.0793 | 0.3966 | 1.5864 | 3.9659 | 7.9318
Peak area ratio 0.0476 | 0.2313 | 0.8927 | 2.4501 | 4.9909
Y =0.6301x — 0.0307
R*=0.9996
Time Cumulati cm?) Average
(hours) 1 2 5 (meg/em?) SE
0 0.00 | 0.00 0.00 0.00 0.00
0.25 0.57 0.5 0.43 0.56 0.10
0.5 0.66 A . 0.68 0.73 0.13
0.75 0.81 "/ | KP 0.88 1.07 0.22
1 0.95 2 .05 1.44 037
2.5 3.38 0 79 2.55 0.41
3 9.53 1 5 7.03 641 1.40
55 34.78 19858 | .20. 0.59 2224 631
7 84.09 F/ ! X, 50.16 57.85 17.92
95 191.65 9 ae:-‘ 91_, 8 160.98 171.74 33.29
12 269.32 168.48_F=233.92 34 | 300.75 292.76 42.42
16 597.9 57655 597.20 83.82
20 911. L 74 854.58 79.00
24 1423.39 23 | 113584 | 115.74
Flux, .
(meg/em’yh | 4622 | #6918 73.82 3.45 84.85 67.50 6.38
osn | @URIANHNTNHNNT
(R 09952 | 0.9729 | 0.9996 | 09783 | 0.9725 - -
Lag time.(h),, 0 q 0% & faz P 89, 830~ a hzf 0.59
Permeab N 14050 | bde.22) 3j2d 497 1[b7 195 037

x 10° (cmM)
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Permeation of AZT saturated in ethanol/MCT (20/80) binary vehicles across newborn pig skin (AZT
concentration in donor = 19.55 mg/ml)

Calibration curve data

Concentration(mcg/ml) 0 0.0793 | 0.3966 | 1.5864 | 3.9659 | 7.9318
Peak area ratio 0 0.0564 | 0.2251 | 0.8919 | 2.2423 | 4.4523
Y =0.5612x + 0.0056
R*=1
Time Cumulative cg/cm’) Average
(hours) 1 2 5 (mecg/cm?) SE
0 0.00 0. .00 0.00 0.00 0.00
0.25 0.2 5 0.97 0.82 0.31
0.5 / 5 2.06 2.28 1.21
0.75 75 .79 4.5 1.94
1 il 93 73 6.50 2.69
2.5 ; \ 5.69 25.46 15.18
4 {&5. 5 17 30.56 15.52
5.5 894 5.62 40.80 20.97
7 : 22.71 55.95 28.40
95 = : 40.49 95.92 43.48
12 39 7322 192.19 58.15
16 0739 32965 | 499.64 | 67.50
20 oy 3 854.23 95.82
24 6 1311.54 99.87
Flux, ﬂ
(mcg/cm?)/h 96.46 90.61 74.25 92.82 5.06
(9.5-24 h) g | /] ﬂ li'
(R%) }
Lag time (h) 2.10.36 0.57
Permeabili a—ﬁi 0.26
x 10° (cm/)
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Permeation of AZT saturated in ethanol/IPP (20/80) binary vehicles across newborn pig skin (AZT
concentration in donor = 11.63 mg/ml)

Calibration curve data

Concentration(mcg/ml) 0 0.0793 | 0.3966 | 1.5864 | 3.9659 | 7.9318
Peak area ratio 0.0437 | 0.2060 | 0.9056 | 2.1856 | 4.1451
Y =0.5252x + 0.0258
R2 0.9991
Time Cumula -\‘\" , nce/e m) Average
hours 1 5 meg/cm? SE
(hours) b (A (meg/em®)
0 0.00 QO —t— () Q’ 0.00 0.00 0.00 0.00
0.25 0.00 0.19 1.09 0.65
J AAL L\ \
0.5 0.03 ™ 0 69 . 0.47 1.72 1.36
0.75 0.19 M/[ﬁ.;\\:\\.\ | .0.88 2.83 2.11
I 0.53 m'l ’ i 1 5 478 3.66
2.5 5.78 | ‘i 18 19.03 13.11
4 17.75 ;] 9.44 33.44 2224
I lm
5.5 34.93 B.490 f (1449 64 | 1176 47.55 24.66
7 [14.45 345 12034933 5 23.88 85.76 33.38
9.5 255.26 19 .SWIJ;IJ__OA;é.es- 64.42 203.08 41.88
12 43331 243,10 | 121.07 324.18 62.12
16 807.1. 3§7.47 633.13 92.57
2 £
20 1217. 641)61 979.71 112.24
24 1475.67 1452.¢ j 930 | 1267.53 | 102.06
Flux,
(mcg/cm?)/h 90.60 75.62 6.28
(9.5-24 h) | | f] ‘j
R’ : - -
(R%) 382 Y
Lag ti gZS 0.89
Permeabili 6.50 0.54
x 10% (cm/h)
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Permeation of AZT saturated in ethanol/ADI (20/80) binary vehicles across newborn pig skin (AZT
concentration in donor = 23.50 mg/ml)

Calibration curve data
Concentration(mcg/ml) 0 0.0793 | 0.3966 | 1.5864 | 3.9659 | 7.9318

Peak area ratio 0 0.1268 | 0.2337 | 0.9353 | 2.1203 | 4.0814

Y =0.514x + 0.0404

.“ 9991
Time Cumﬁh_ “ : ) Average
(hours) 1 3 5 (meg/cm?) SE
0 0.00 0.0 00 [ 0.00 0.00 0.00
0.25 0.00 ( 0.00 0.00 0.00
0.5 0.42 4 | 038 - 0.43 0.15
0.75 1.42 A6ty 41 04 1.61 0.66
I 0.95 4 58 2.11 0.83
25 835 2% Jl74f 1% 4 9.86 1471 6.98
4 17.68 3 bl 4 TJ ' 8.55 19.34 4.80
55 21.38 f 2 27.141440 5.73 23.20 24.94 6.66
7 46.13 6887 ;74188 2 28.94 39.51 932
95 11404 | 139.04 F=0%92 93 58.95 92.17 15.84
12 21934, iz X 118.18 192.50 27.25
16 631.84 = 28184 474.43 67.33
20 1051.79°, 1179.5 57.51 917.04 91.80
24 1650.28 -/ 1684.85 | 1447.1 1321.93 | 447020 | 145489 | 97.43
Fluxg ¢ = s
(mcg/em®)/h ﬂﬂﬂ Blﬁgsﬂf gx‘m "i wg ’]lﬂﬁ 105.74 6.01
(9.5-24 h) q ‘ |
® 99 8L 1 0954 o |y 99550 jﬂjﬁq i . -
Lag time (h) 10. 10.2 W14 W1 1169 0 %7 0.27
Permeabiﬁy 5.01 5.13 420 3.76 4.40 450 0.26
x 10* (cm/h)
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Permeation of AZT saturated in ethanol/IPM(20/80) binary vehicles with 1% v/v NMP across
newborn pig skin (AZT concentration in donor = 14.05 mg/ml)

Calibration curve data
Concentration(mcg/ml) 0 0.0793 | 0.3966 | 1.5864 | 3.9659 | 7.9318

Peak area ratio 0 0.0841 | 0.2242 | 0.9389 | 2.2291 | 4.3358

Y =0.5454x + 0.033

R*=0.9997
Time Cumulative amo ncg/cm?) Average
(hours) 1 2 ,Q\\’%W/"/ 4 5 (mcg/cm?) SE
0 0.00 0 "‘%me 0.00 0.00 0.00 0.00
0.25 0.00 i E 00" 0.00 0.00 0.00
0.5 0.00 wﬁ%gk;‘s 0.00 0.24 0.14
0.75 0.00 -‘ijl E‘\N@k 0.00 0.42 0.31
1 0.00 0 ] 0 0.00- . [70.00 0.71 0.61
2.5 0.08 li;i'%riﬁﬁ%&b 1.44 1.89 0.88
4 k i I 16 "' \‘\\ \‘\ 8. 6.02 1.44
5.5 60 21.12 434
7 ¥ 61.37 11.33
95 . 365051249311 | 354 24429 | 47.82
2 ' | $38.12 | 59.65
16 804.64 67.91
20 1152.02 | 82.54
24 1345.87 | 121.83
Fluxg,
(mcg/em®)/h | 64.68 ¢8L45 93.80 95.99 84.76 5.62
(9.5-24 h) : "E . -‘ = o ﬂg
(R?) 321 1| 07998 0.997 - -
Lag time (h) %6.59 5.5 6.08 | 97659 0.35
ol I 0]
2 E’3 | B 6.04 0.40
x 10% (cmbh)
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Permeation of AZT saturated in ethanol/IPM(20/80) binary vehicles with 5% v/v NMP across
newborn pig skin (AZT concentration in donor = 27.56 mg/ml)

Calibration curve data

Concentration(mcg/ml) 0 0.0793 | 0.3966 | 1.5864 | 3.9659 | 7.9318

Peak area ratio 0 0.0508 | 0.2450 | 0.9761 | 0.4085 | 4.7039

Y =0.5938x + 0.0157

R*=0.9998
Time Cumulative cg/cm?) Average
(hours) 1 2 ‘ 5 (mcg/cm?) SE
0 0.00 ‘ .00 : 0.00 0.00 0.00
0.25 0.03 . 0.1 . 0.15 0.28 0.14
0.5 0.08 0,13 s 0.19 0.42 0.21
0.75 0.10 300 [ 32 0.66 0.29
1 0.23 1 ‘:.0.3,‘ \ 50 0.93 0.35
2.5 1.61 . : 6 1.99 3.72 0.95
4 6.64 . . 8ig4 R 98 10.03 2.09
5.5 24.67 45838 | 2w 4.49 28.94 5.05
7 7953 ® T 04 | 3766 | 8014 | 1573
95 34254 | 41984 = 1.5 212.28 274.75 60.65
12 62694 | 815.54% 62420 27 | 63497 626.58 60.80
16 113812 | 1 =i, 968.82 1147.38 | 118.65
20 1670. , 56 | 1653.06 | 88.11
24 2036.884] 86 | 222797 | 12335
Fluxg, ﬂ
(meg/em’)h | 11863 | A 2348 | 11964 29.00 | 150.95 128.34 5.94
eszb | 619]1€]1 9 % $INNS
(R%) 0,99 0.998 . 9883 109924 5 -
Lag time (h) 6.47 6.71 .91 S L 635 u%9l7 0.30
P s W VTR TR o
x 10° (cm/h)
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Permeation of AZT saturated in ethanol/IPM(20/80) binary vehicles with 10% v/v NMP across new
born pig skin (AZT concentration in donor = 42.27 mg/ml)

Calibration curve data
Concentration(mcg/ml) 0 0.0793 | 0.3966 | 1.5864 | 3.9659 | 7.9318

Peak area ratio 0 0.0516 | 0.2365 | 0.9324 | 0.3215 | 4.8515

Y =0.6088x +0.0176

R?=0.9995

Time Average
(hours) 1 5 (mcg/cmz) + SE
0.25 0.3 0.64 0.40 0.08
0.5 1.68 4_..- 4 1.89 1.37 0.24
0.75 2.84 /’/ ' ‘\ \ i 2.42 0.39
1 3.76 ﬂ‘ // E '\\‘\\ﬁh 5.71 2.57
2.5 12.58 9% A \‘\ 34.27 16.26 4.79

e
4 52.63 6 ll m“ ‘\‘\ 45.85 9.60

5.5 158.66 ﬂi ‘m n\\\‘ 278.63 169.56 45.83

DI 47
7 359.85 E ; I \Tﬂ' 603.61 443.08 | 105.12

95 857.96 907.23 980.54 180.80

12 1498.79 | 25 1508.33 1655.74 220.01

16 2418.36 2564.86 2686.56 277.43

20 3758.44 30 | 4 13987.19 | 399867 | 35699

I-"F“ “,u
24 420587 759188 | 475278 | 483.06

Flux 1 ﬂ
(mcg/cm?)/h 272.09 332.20 222.86 305.53 1.91 284.92 18.34

: &
05200 | <o 1blAQ
(R%) c‘.z". | 0.9984] Hgfld . -

Lag time (h) 4.51 ‘6 64 6. 92 6.89 q.“6.25 0.45

o AT m—n—"m FING |
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Permeation of AZT saturated in ethanol/IPM(20/80) binary vehicles with 1% v/v oleic acid across
newborn pig skin (AZT concentration in donor = 10.31 mg/ml)

Calibration curve data

Concentration(mcg/ml) 0 0.0793 | 0.3966 | 1.5864 | 3.9659 | 7.9318
Peak area ratio 0 | 0.0377 | 02142 | 0.8926 | 2.1773 | 4.2969
Y =0.5425x + 0.0077
9999
Time Cu u e Average
(hours) 1 3 5 (mcg/em?) SE
0 0.00 0. 0.00 0.00 0.00
0.25 3.01 | Nk, 0.32 1.17 0.51
0.5 3.94 4 1.07 1.98 0.73
0.75 6.51 A0 “ 14 3.02 L1
1 9.77 \ 90 462 1.61
2.5 85.89 I 7 15.93 32.44 13.97
4 147.22 iV Ar 49.65 74.29 21.62
5.5 201.74 5 12 155 101.75 12127 | 25.6
7 31395 | 148837 j_* 3 18695 | 22225 | 3113
9.5 486.05 | 26052 {=3413 952 | 340.98 36767 | 37.85
12 610. 51.00 | 50128 | 3092
16 750, 6 | 71447 | 467
20 1078. 99235 | 103835 | 5939
24 163559 1311.11 . 143853 | 4297.44 | 146420 | 74.10
Fluxg, ¢ F-
(meg/em?)/h ﬂou | @19{] E}% WOEI'] ﬂfj 69.12 3.41
(9.5-24h) | g |
0. - TR -
e
Lag ti 2 4 0.43
Permeabillty | 6.82 7.87 6.70 6.02 6.12 6.71 0.33
x 10% (cm/h)
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Permeation of AZT saturated in ethanol/IPM (20/80) binary vehicles with 5% v/v oleic acid across
newborn pig skin (AZT concentration in donor = 15.36 mg/ml)

Calibration curve data

Concentration(mcg/ml) 0 0.0793 | 0.3966 | 1.5864 | 3.9659 | 7.9318
Peak area ratio 0 | 0.0508 | 0.2452 | 1.0499 | 2.3430 | 4.5725
54x +0.038
R 1
Time Cu ouht Average
(hours) 1 3 5 | (mcg/em?) SE

0 0.00 0.00 0.00 0.00

0.25 0.03 0 49 0.22 0.12

0.5 0.78 0 1051 94 0.57 0.16

0.75 143 28 1.58 1.09 0.28

1 2.10 0 “ 2006 “ 34 1.64 0.42

25 8.69 1 Joooid 3. 9.08 7.49 .55

3 21.23 9 3 z T8 T 2126 18.59 3.45

5.5 4531 1680 [= > 3 51.82 40.93 6.63

7 128.44 76.38 = 39 130.73 106.88 13.10

9.5 20117 | 353461 456.55 393.65 27.36

12 7733 33 788.22 23.90

16 1374. 363 | 134349 | 3036

20 1852.10 ||} 1876. 07 .gos.lo 1764.52 | 70.65

24 2023.70 221&68 1834.11 | 1871.05 | 2031.51 | 1999.61 | 71.48

NENDI NN
(mcg/cm®)/h %u 1983 952 ¥ 1384 139.12 130.60 6.04
(9.5-24 h) ¢ o @/

(R 0. %3k '0(@ 4 'i]ogm M .
Lag time (h) | 6.71 492 641 | 6.06 6.47 6.11 032
Permeability 9.32 7.35 7.78 9.01 9.06 8.50 0.39
x 10% (cm/h)
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Permeation of AZT saturated in ethanol/IPM (20/80) binary vehicles with 10% v/v oleic acid across
newborn pig skin (AZT concentration in donor = 9.67 mg/ml)

Calibration curve data

(=]

Concentration(mcg/ml) 0.0793 | 0.3966 | 1.5864 | 3.9659 | 7.9318

Peak area ratio 0.0797 1.0049 | 2.3279 | 4.7150

| 0.2432
\l /7.

Or

.J.
g/cm’)

Time Average

(hours) 1 m 1 \m\-\h"‘ 5 (mcg/cm?) SE

0 0.00 ""[/ // ‘Nﬂ.‘* 0.00 0.00 0.00

0.25 0.39 I/Imf\\\’\‘ "91 1.41 0.65

0.5 0.13 Il Fﬂ.’m\\k 56 1.87 0.75

0.75 0.16 i l 1 "‘\m\ 3.65 3.00 1.15
|
1 0.39 l A% i '\\ 5.33 4.28 1.50
25 2.29 50.07 20.74 9.01
4 6.07 202.02 88.48 4456
55 12.20 73 506.45 245.08 112.14
7 99.87 8|~ 973,27 | 89642 | 46168 | 19424

9.5 167. t .:;;='1.’L=T==::.*z’;::‘;::”;:::‘f

{,«“ 759.02 237.82

12 322.03+¢ 1516.91 990.17 251.47
riL.. I

16 581.72 24 751.38 010.94 477.15 1863.86 1337.01 288.51

20 878.20 | 4040.72 2209 41 22347 | 2111.82 1692.73 301.06

24 ﬁ)‘ :3'659‘7/ ﬂft i 14 m 1938.77 | 28630

Flux ) ' ) -

"

ARSI Ry

(R) L 0.9984 0.9976 0.9674 0.9708 0.9695 - -

Lag time (h) 7.17 5.64 6.47 3.34 4.23 5:37 0.71

Permeability 6.99 752 8.81 13.25 9.23 9.16 1.10
x 10* (cm/h)
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Permeation of AZT saturated in ethanol/IPM (20/80) binary vehicles with 1% v/v lauric acid across
newborn pig skin (AZT concentration in donor = 10.29 mg/ml)

Calibration curve data

Concentration(mcg/ml) 0 | 00793 | 03966 | 1.5864 | 3.9659 | 7.9318
Peak area ratio 0 | 0.0562 | 0.2142 | 0.9326 | 2.1773 | 4.4821
‘\l ! 23#490.0022
Time i _,...-"" g/cm”) Average
(hours) / m‘\ \\‘ﬁ 5 (meg/em?) SE
0 b ""fl //ﬂ ‘M\ 0.00 0.00 0.00
0.25 ] ]I,m \\‘&\ .24 0.28 0.13
0.5 Ill ﬂim\m 0.54 0.85 0.33
0.75 l l @ \\\ ) 1.96 1.03
1 3.44 1.65
2.5 18.73 7.83
4 64.61 17.31
5.5 128.57 29.12
7 201.97 34.59
9.5 50550 1 21164 | 34790 1 30 321.80 47.33
12 486.20 63.41
16 695.57 688.92 56.53
20 ‘ 802.23 |, ,886.75 949.97 98.42
24 ﬁs ST e ‘ 1%? TGIBY | 111395 | 12030
Floe — 1 1110
(meg/em 55.58 4. 1. 4223 | %5478 5.42
N I AS USRI NE R Y
®R) T 0.9869 | 0.9913 | 09925 | 09976 | 0.9823 .
Lag time (h) | 4.17 2.45 4.64 2.93 2.40 3.32 0.46
Permeability 5.40 7.25 4.82 5.04 4.10 5.32 0.53
x 107 (cm/h)
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ermeation of AZT saturated in ethanol/IPM (20/80) binary vehicles with 5% v/v lauric acid across

newborn pig skin (AZT concentration in donor = 13.26 mg/ml)
Calibration curve data
Concentration(mcg/ml) 0.0793 | 0.3966 | 1.5864 | 3.9659 | 7.9318
Peak area ratio 0.0763 | 0.2704 | 1.0320 | 2.5747 | 5.0925
0.0163
Time C 0 Average
(hours) 1 /) ‘3 4 5 (mcg/cm?) SE
0 0.00 .0 0.00 0.00 0.00
0.25 0.15 .0 : 0.13 0.14 0.04
0.5 0.48 .0 ,:1:-0 - 25 0.77 0.23
0.75 0.82 ' 933 . 19 1.48 0.53
1 1.08 0. i ! \Ir 4.24 2.64 0.97
25 312 7 .ﬂw%@* 21 16.47 9.82 .03
4 8.29 2% L1263 49.7 62.26 29.88 11.53
5.5 15.47 8,;1:‘: 69,10+ 5 123.44 59.83 21.33
7 38.27 31.9‘9;:3’_% % .85 186.62 96.15 30.16
9.5 141. 26 25550 57.53
12 469.87 52.62
16 837.75 118.59
20 740.65 1257.12 97.10 1225.72 156.22
24 2477.02 2241. l&' 1833.73 260.76
AR
(mcg/cm?)/h &,43 30 99. 88 129.05 qM}O6.28 13.60
JET0 tat Tl X1
| ¥e. 0.98 10:9940" = -
Lag time %h) 6.00 9.03 8.67 6.62 6.69 7.40 0.61
Permeability 4.10 7.90 10.81 1:53 9.73 8.01 1.15

x 10% (cm/h)
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Permeation of AZT saturated in ethanol/IPM (20/80) binary vehicles with 10% v/v lauric acid across
newborn pig skin (AZT concentration in donor = 9.31 mg/ml)

Calibration curve data

Concentration(mcg/ml) 0 0.0793 | 0.3966 | 1.5864 | 3.9659 | 7.9318
Peak area ratio 0 | 0.0747 16 | 0.9434 | 2.2861 | 4.4929
‘ #.0225
—
Time ‘amount (meg/ Average
(hours) 1 5 (mcg/cm?) SE
0 0.00 0 00 0.00 0.00
0.25 0.87 00 .00 0.40 022
0.5 1.06 0 00 1.06 0.48
0.75 141 of JI+ 030 0.02 184 0.70
1 3.52 | 24 287 0.97
25 3.89 3. 19.52 10.63 483
4 10.01 3080 a0 224.94 5187 | 33.89
55 3479 | 3929 - is2. 86 | 55682 | 20633 | 12561
7 39.85 e 1005.24 | 34172 | 18898
9.5 1082 (8 | 56292 | 24479
12 3246 32 | 8a0.11 | 27735
16 59781 | 804.29 86026 | 2063.14 | 119700 | 29741
20 81005 | d2I835 | 1787.63 [, 2089.08 | 251 1.41 147628 | 286.19
2 _'3. SESES) 1‘v ‘ ”_ . 1717.74 | 37230
Flux,
(meg/c 6.4 1& Ml b3 11 8.70
AW
(RY) T | 09904 | 09980 | 09606 | 0.9980 | 0.9995 - -
Lag time (h) | 7.44 7.07 5.3 452 325 5.48 0.78
Permeability | 7.13 10.00 9.16 10.94 12.76 9.99 0.93
x 10’ (cm/h)




Permeation of AZT saturated in ethanol/IPM (30/70) binary vehicles with 1% v/v NMP across

newborn pig skin (AZT concentration in donor = 23.44 mg/ml)

Calibration curve data
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Concentration(mcg/ml) 0 0.0793 | 0.3966 | 1.5864 | 3.9659 | 7.9318
Peak area ratio 0 0.0614 0.9542 | 2.2267 | 4.4668
\"
| .0239
— =
é
Time e amount ( Average
(hours) 1 73 ) & 5 (mcg/cm?) SE
0 10.00 0 0.00 0.00 0.00
0.25 0.82 08 117 1.28 0.38
0.5 231 f 02 57 3.52 0.99
0.75 3.68 0 .15 51 517 1.60
1 5.69 6 ; .99 7.59 2.31
2.5 26.64 5 1 8 26. 23 26.61 6.12
4 51.59 9. ‘ 3 82.60 58.59 7.91
5.5 80.00 9724 F 8.07 17.88 90.70 11.89
7 129.29 . 0. 223.42 184.57 50.25
9.5 271.74 0 97. 522.20 462.63 126.34
12 888.44 | 1142.08. 3 1079.83 1055.78 | 176.45
16 2286.77 | 2165.1444 79 | 1856.59 | 2119.95 | 241.84
20 3275.17 | 2891.50 | & 25 | 3048.78 | 3156.04 | 240.35
24 444939 = 4234.92 | 4263.65 | 231.01
Flux .
(meg/em®)/h | 290.4 5499 262.60 9.99
(9.5-24 h)
(R?) 0.9974 0.99 9964 ‘.E916
Lag time (h) 8.61 7.66 9.35 6.08 87 7.91 0.55
Permeability 1239 | €10:78 10.02 11.94 10.88 11.20 0.43
HNTHYINS
| LRI
/s

IR TUAMINY

d




Permeation of AZT saturated in ethanol/IPM (30/70) binary vehicles with 5% v/v NMP across

newborn pig skin (AZT concentration in donor = 33.35 mg/ml)

Calibration curve data
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Concentration(mcg/ml) 0.0793 0.39 1.5864 3.9659 7.9318
Peak area ratio 0.0514 ‘ 760 2.2469 4.4673
;—‘ 052
RO e ——
Time n Average
(hours) 1 ' 5 (meg/em?) SE
0 0.00 0 .00 0.00 0.00
0.25 1.35 52 2.48 0.80
0.5 1.65 : “ 92 3.95 1.09
0.75 2.48 4 .60 5.50 1.41
1 2.59 Y I PN .00 7.26 1.81
235 6.48 ; 6.51 18.56 431
4 9.62 22009 F 5.78 27.46 6.71
5.5 10.95 6 : 51.01 36.78 9.04
7 14.73 34 A8 81.4 59.73 49.90 11.01
9.5 554.67 58505 o F s 7 588.56 554.44 15.88
12 1599.56 | 1685.58 ‘ 66 | 1222.48 1393.22 | 102.84
16 3338.04 | 3271.19 } 3 | 2745.14 | 3032.13 | 115.68
20 4359.5 4509.75 | 4298.79 | 145.77
24 5829. 6 | 556299 | 151.05
Flux
(mcg/em®)/h | 35823 L 47 348.84 9.03
(9.5-24 h) TI
(RY) 0.9926 | 0.9957 0.9939 0.9948 19941
Lag time (h) 7.56 S sl 8.19 7.80 0.13
Permeability 4 1% 1 10.46 0.27
x 10° (cm/h) ’ -

ARIAIANTUAMINYAE
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Permeation of AZT saturated in ethanol/IPM (30/70) binary vehicles with 10% v/v NMP across
newborn pig skin (AZT concentration in donor = 56.39 mg/ml)

Calibration curve data

Concentration(mcg/ml) 3.9659 7.9318
Peak area ratio 4.5990
Time Average
(hours) 1 f[ﬂ \\h“‘\ (mcg/cm?) SE
0 0.00 ,.gm'[ '/ 0.00° IL\ .00 | oo 0.00 0.00
0.25 0.44 4 XETY AN \\ 0.89 0.16
0.5 0.71 A’ l i Mqﬁ'fbtj\‘\l 85 1.66 0.43
0.75 1.28 40, |, 5.4 3.44 0.89
1 1.69 ‘ﬁ: '&\\L\ 8.30 5.96 127
2.5 4.38 JI’ 07§ I6 N 89.32 20.08 571
4 14.33 1790 - X \\ 55.02 39.15 7.32
35 39.15 54.3 89.15 70.31 10.86
7 190.84 9948 200.98 168.71 2.81
9.5 1381.07 | 1082.92. 4 1167.22 1140.68 | 65.00
12 2873.71 | 2151.23-1 195" 2542.45 | 2390.24 | 158.88
16 5430.8' 571 4023.72 | 429031 | 308.81
20 7321.75 | 5752.57 | 630373 | 6272.14 | 276.75
24 8833.0 - 7604.89 | 6841.76 | 746¢ 7773.24 | 333.96
Flux
(meg/ecm?®)/h 460.34 18.72
(9.5-24 h)
(R%)
Lag time (h) (=~ 7.49 0.59
Permeability 0 d 816 0.33
x 10° (em/h) | 4y

ARIAATUUMINYAE
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The release of AZT from ethanol/IPM(20/80) across polyethylene microporous membrane (AZT
concentration in donor = 42.85 mg/ml)

Calibration curve data

178

Concentration(mcg/ml) 0 0.0793 | 0.3966 1.5864 [ 3.9659 7.9318
Peak area ratio 0 0.0469 | 02275 | 09224 | 23129 | 4.4521
Y =0.5634x + 0.0161
=0.9996
Time Cumulative amount (mcg/cm®) Average
(hours) 1 ‘ A\ “ ”, , 2 (mcg/cm?) SE
0 0 ol / 0 0 0
0.25 1177.02 3. 9 1008.00 86.88
0.5 2423.50 2115,04 222.85
0.75 3156.81 2923.68 131.74
1 3371.8 /;,r 3243.57 68.12
2.5 5299.1 JV/ ;m \ ‘& 4862.75 366.69
4 5863.46 "i 6 hd qx‘ 5414.06 326.95
5.5 5923.0 ] ; N " 5500.68 385.63
7 5533.91 290.82
9.5 6714.0 6222.32 300.42
12 6992.58 6486.16 267.36
16 7256.36 6675.07 310.93
20 7676.45 611.17 352.85
24 7844.85 _ 724854 298.30
Flux, " L5
icaRenyh 428 B0 3T5IA :\J 3951.27 168.67
(0-0.75 h) y |
R’ 0.988 0.9720 '
Permeability o/
ven | SR VANTWUINT |
Fluxss S S
—— 79 156 46.959 79.321 68.47 10.76
AR IYPIMIINYAE
0.963
Permeablhty
x 10° (cmvh) 1.85 1.00 1.85 1.57 0.28




The release of AZT from ethanol/IPM(20/80) across 9% EVA nonoporous membrane (AZT

concentration in donor = 42.85 mg/ml)

Calibration curve data
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Concentration(mcg/ml) 0 0.0793 0.3966 1.5864 3.9659 7.9318
Peak area ratio 0 0.0579 0.2552 0.9950 2.2236 4.6196
Y =0.5769x + 0.0162
R*=0.9993
Time Cumulati Average
(hours) (mcg/cm?) SE
0 0 7 0 0
0.25 0.05 0.44 0.27
0.5 0.6 0.93 0.20
0.75 1.16 X 1.62 0.39
1 1.26 ; 172 0.27
25 44 19355 4.90 0.51
4 6.22 30 7.48 0.58
5.5 9.82 . £ 10.05 0.44
7 10.87 11 i 13. 11.82 0.60
9.5 14.30 T T 15.54 051
12 18.27 e 97 18.58 0.52
T IR
16 23:28 b T . 24.65 0.94
20 2 29.91 0.41
24 33 31.73 0.59
Flux
(mcg/cmz)/h 1.41 1.5126 1.5363 1.4891 0.0400
(0-24 ) ¢ g
R | (6l #1119
Permeability | "' et LI
x 10° (cm/h) q'%.0300 0.04(‘0 O.OAQ‘ 0.040&, 0.0030
TINEIR
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Permeation of AZT from ethanol/IPM (20/80) across polyethylene microporous membrane adhered
on newborn pig skin (AZT concentration in donor = 42.74 mg/ml)

Calibration curve data

Concentration(mcg/ml) 0 0.0793 0.3966 1.5864 3.9659 7.9318
Peak area ratio 0 0.0546 0.2496 0.9420 2.3108 4.5034
Y =0.5647 x + 0.0225
) W9 8
Time moﬁnt Average
(hours) 1 33 S (mcg/cm?) SE
0 0 0 0 0
0.25 0.12 0.0 07 0.06 0.02
0.5 0.46 0.22 .48 0.45 0.13
0.75 1.52 2. 0 1.18 1.28 0.33
1 2.99 I fa i 3 .06 2.40 0.67
25 24.32 3dlof | 692 0. 15.63 1631 5.99
2 81.97 152565 0 1568 ) 4636 | 3809 | 1986
5.5 21091 | 30883, F=H T 147.65 166.39 4335
7 38493 | 515297 .“_"' 48 | 34293 352.48 56.29
9.5 71885 = 7 452.85 652.85 79.08
12 1019 6 1005.71 69.15
16 1434. A 80 | 1521.58 | 72.05
20 1906.08 ,L [ 2275.0 5.16 05.63 | 2022.48 83.93
24 224347 | 258947 | 247145 | 2279.68 | 232149 | 237931 65.92
o | O Y TELIT S WIS
(mcg/cm?)/h QQ 125.0 683 1 126.1 122.89 121.99 3.28
(248 : | Adnol~ el
Lag time (h) 2.9 2.50 3.61 5.40 3.89 3.89 0.56
Permeability 2.55 2.92 2.97 2.95 2.88 2.86 0.08
x 10° (cm/h)
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Permeation of AZT from ethanol/IPM (20/80) across polyethylene microporous membrane adhered
on newborn pig skin (AZT concentration in donor = 42.59 mg/ml)

Calibration curve data
Concentration(mcg/ml) 0 0.0793 0.3966 1.5864 3.9659 7.9318
Peak area ratio 0 0.0484 | 02616 | 09987 | 24471 | 48113
66x + 0.0165
Time C oun Average
(hours) 1 - 5 (mcg/cm?) SE
0 0 0 0 0
0.25 6.08 1 98 29 2.33 1.25
0.5 4.65 ' 1.0 56 2.55 0.76
0.75 4.42 ' \%6 4.02 2.85 0.67
1 6.00 4 167 84 4.09 0.95
Bs 11.24 1 1 5.26 11.81 1.80
4 28.84 6 : 12 27.43 29.39 1.97
5.5 168.57 | "10580 81 0.0 169.48 114.04 27.53
7 340.92 | 228.24 53] 32063 264.92 40.49
9.5 499.86 | 35149 58 485.96 44438 59.02
2 64718 Sidogs | 78570 | 9961
16 1082. 22 | 115491 | 136.14
20 1374.09 | 1226. .50 @47.96 1524.50 | 138.56
24 2008.76 }4223 2554.06 | 2022.47 | 211423 | 2016.13 | 219.42
LAV B WL
(mcg/em?)/h %u 731 7! 112% 55 103.25 8.63
(7-24 h) ¢ = LV
(R 0. \ 987 2 0
Lag time (h) 4.39 4.11 4.39 5.71 - 4.55 4.63 0.28
Permeability 2.25 1.77 2.99 2.63 2.48 2.42 0.20
x 10° (cm/h)
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Permeation of AZT from ethanol/IPM (30/70) across polyethylene microporous membrane adhered
on newborn pig skin (AZT concentration in donor = 56.25 mg/ml)

Calibration curve data

Concentration(mcg/ml) 0 0.0793 0.3966 1.5864 3.9659 7.9318
Peak area ratio 0 0.0596 0.2592 0.9868 2.3473 4.5811
766x + 0.0308
Time amdu Average
(hours) 1 S (mcg/cm?) SE
0 0 S 0 0 0
0.25 0.55 04 2.04 0.82 0.32
0.5 1.1 N 4.14 1.87 0.60
0.75 1.17 6.74 3.62 0.99
1 1.8 5 + 4 10.45 6.21 1.54
25 8.99 o 32.42 18.74 3.83
4 8.88 16826 = ,_ 32.42 18.74 3.83
5.5 175.23 36154 3 178.08 134.29 19.65
7 565.94 | 233. _—-‘ 20 19.09 | 334.69 319.09 70.65
95 941.93 5 5036 85321 77337 | 60.66
12 139 j488 | 136627 | 53.39
16 2506- 5, 7.65 | 2247.75 | 125.48
20 3405.551| 3276. 83.87 | 3079.73 | 3123.88 | 106.84
24 4097 18 | 405192 | 362695, |, 3874.04 | 3778.13 | 3885.65 | 86.89
o (ot AN OYIIWE TS
(meg/em?)/h 27 211 J 215.31 5.20
- H A A on ,ﬂlﬁf&,ﬂl
G (] P[00 [ 1| by | b 6 £
Lag tim: (h) 5.32 5.97 6.70 5.48 5.10 5.71 0.29
Permeability 3.99 4.08 3.68 3.75 3.60 3.22 0.56
x 10% (cm/h)
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