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ABSTRACT

Dissolution study was carried for oxolamine citrasblets containing 100 mg of active pharmaceutingtedient.
After the determination of solubility, the condittoselected were paddle at 75 and 100 rpm, witfd 18D0.01N
HCI and phosphate buffer at 37°C £ 0.5°C. Understheonditions, the in vitro release profiles of laxaine
uncoated 100 mg tablets shown good results. The driease was evaluated by UV spectrometric megt@87
nm in zero order spectrum. The linearity was fobetiveen 50- 150% with coefficient of co-relaticesvd.9996.
The standard devotions and relative standard dewmabf precision were 0.015 and 0.015% respectivélye
dissolution test developed and validated for oxatenablets was considered satisfactory.

Keywords. Oxolamine citrate, zero order spectroscopy, disgwistudy, 0.01N HCI, 0.01M phosphate buffer.

INTRODUCTION

In this communication the present work proposesdg¥ctrophotometric method and dissolution studyagsay of
oxolamine citrate from bulk drug and pharmaceuticahulation. It's chemical name is 5- (2 -[dietlaynino] ethyl

) 3-phenyl-1,2,4 oxadiazole citrate. Oxolamine isamti-inflammatory drug. This drug is in Chemidsbstracts
Service Registry Number [1]. Drug is not officiah iany pharmacopeia. Literature survey reveals diqui
chromatography methods [2-5] and spectrophotomf8ri] and non aqueous titration [9] for assay wblamine
citrate. These methods can be used for the rodtgsmlution analysis in quality control laboratohy.the proposed
work optimization and validation of these methods eeported. The structure of oxolamine citratestiswn in
Fig.1.

Fig. 1: Chemical structure of oxolaminecitrate
OH
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EXPERIMENTAL SECTION

Instrument and reagents

1) Shimadzu UV-spectrophotometer, model 1800 (Shimadapan) with spectral band width of 0.5 nm with
automatic wavelength corrections by using a pait®@fmm quartz cells. All spectral measurements wlere by
using UV-Probe 2.42 software.

2) Dissolution test was conducted using an Lab-Indiss® 2000 dissolution tester using USP Apparatus a
temperature of 37°C + 0.5°C.

3) Shimadzu analytical balance (0.01 mg) was used

Reagents and materials

1) Reference standard of oxolamine citrate was obddirten reputed firm with certificate analysis.

2) Millipore water was used for preparing dissolutimedia. All other reagents and Chemicals were afygical
or HPLC grade. Oxolamine citrate tablets contair@@lamine citrate (100 mg) where procured fronuted firm.

Preparation of standard drug solution
Individual six tablets where weighed containing 10§ oxolamine citrate and transferred into sepadigolution
apparatus bowls containing 1000ml of 0.01N hydrogblacid and 0.01 N phosphate buffer.

Dissolution study

The solubility study and percentage drug release wetermined in 1000 ml of 0.01N hydrochloric aaidl 0.01N
Phosphate Buffer. Drug release tests were cartigdvith paddle method (USP apparatus Il) at 75 3@ rpm.
The temperature of the cell was maintained at 3705°C by using a thermostatic bath. Samplinguatg of 5.0
ml were withdrawn at 15, 30, 45, 60, 75, 90 and 1@ and replaced with an equal volume of the fregdium to
maintain a constant total volume. After the en@axch test time, sample aliquots were filtered arahtjfied.

The percentage content was calculated by validdi¢dSpectrophotometric method and these contestdteewere
used to calculate the percentage release on eaehdi dissolution profile. The cumulative perceetayf drug
released was plotted against time in order to olitee release profile.

VALIDATION

Dissolution study

Linearity

To assess the linearity, 50 % - 150 % level of enitrated solutions were prepared. The calibrationvec for
oxolamine citrate was plotted. The results of thalgsis are shown in table (1).

Table 1: Resultsof Linearity of oxolaminecitrate for dissolution study

Parameters Values
Correlation Coefficient (r)] 0.9996
% Intercept (y) 0.003
Slope (m) 0.006

The accuracy was evaluated for the proposed mdiiatiding known amount of Oxolamine citrate staddiug

(80%, 100%, 120% level) to the tablet powder, whigre subjected to dissolution test conditions diesd above.
Each solution was analyzed in triplicate. Tdeeuracy was calculated as the percentage of tigerdcovered from
the formulation matrix. The results of the analysis shown in table (3).

Table 2: Results of recovery of oxolamine citrate for dissolution study

Amount of Per centage of relative
sample added in Amount of_ standard Total amount Per centage Star_)dgrd standard deviation (%)
added in(mg) recovered in (mg) recovery (%) deviation
(mg) C.oVv)
100 60 60.81 9983 0.C6 0.1¢
100 100 100.2¢ 99.9¢ 0.1z 012
100 140 140.16 99.93 0.00 0.00
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Precision

The methods precision was established by carryitdh® analysis of tablets. The dissolution studg warried out
in six replicates. The values of relative standdeliation lie well within the limits indicated thsample
repeatability of the methods. The results obtasredtabulated in table 3.

Table 3: Precision- method precision

Experiment no. | Amount of oxolaminecitratetaken in pg/ml. | % Assay
1 100 99.985
2 100 99.980
3 100 99.967
4 100 100.005
5 100 100.005
6 100 99.997
Standard deviation 0.015
%R.SD. 0.015

Dissolution study

The solution stability was analyzed over a spedifieriod of time, verifying the response of the phsolution
stored at bench top condition (25°C). The specaphetric data obtained by the UV-spectrophotoroetrethod
from freshly prepared solution were compared witlutson stability sample, table 8.

Table8: Summary of validation parameter for solution stability

Tr']rge Mean % Assay
0.0 100.0419
12 99.56129
24 99.07234

RESULTSAND DISCUSSION

When dissolution test is not defined in the monphraf the dosage form, comparison of drug dissofugirofiles is
recommended on three different dissolution medidghé pH range of 1-7.5. The selection of a diggmiumedium
may be based on the solubility data and dosageerahthe drug product. Hydrochloric acid, phosphatéfer and
purified water are typical mediums used for disgolutest and these mediums were evaluated. Oxokawitrate
was insoluble in alkaline medium and freely solubileacidic and phosphate buffer medium. At 75 rphe
cumulative percentage drug release was consideledgythan that at 100 rpm in above said dissoiutiedium. It
was observed that less than 50 %of drug was disdav 30 min in phosphate buffer at a speed of Bbttpm and
100 rpm in 0.01N HCI medium showed 100 % cumulativeg release at 75rpm as well as 100 rpm levehckle
0.01N HCI was used as dissolution medium for furitedy, table 9.

Table9: Summery of different revolution and disso medium

Time 75RPM 100RPM
0.01N HCI | 0.01N Phosphate Buffer 0.01N HCI 0.0Ih$phate Buffer|

0.C 0.00C 0.00( 0.00( 0.00C

15 50.742 21.491 55.850 36.117

30 66.958 42.732 70.615 48.760

45 83.454 59.059 86.970 64.111

60 92.943 76.560 98.163 81.109

75 94.395 77.509 98.637 83.677

90 96.51¢ 78.51: 98.94« 86.55-

10 96.90° 79.26" 98.97: 87.30¢

Oxolamine citrate drug was completely released fitsrformulation at the end of the 90 min at a spe100 rpm.
The cumulative percentages of drug in all the alsaid solutions were tabulated in Tables 9.
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Dissolution profiles of oxolamine citrate in diféert dissolution medium at 75 rpm and 100 rpm.

Linearity of the method was evaluated at five comiion levels by injecting the standard solutionthe range of
50-150 pg/ml. The calibration curve for oxolamirigate was prepared by plotting the graph with aressus
concentration. Calibration data for oxolamine ¢é&revas shown in Table 1. The representative lirgaation was y
= 0.006x - 0.003 and correlation coefficient 0.9%8® oxolamine citrate. Linearity observed in thepested
concentration range demonstrated the suitabilitthefmethod for analysis. This indicated that threthad is linear
in the specified range for the analysis of oxolantitrate in solid dosage form.

The recovery experiments were carried out by thadsrd addition method. The method was found tadoerate
with % recovery of 99.83%—-99.92% and has found \aitbeptable % RSD of not more than 2% at each.|éha
recoveries obtained by the dissolution method fmiamine citrate were shown in Table 2.

The precision results of the dissolution methodemevaluated by analyzing repeatability study (Ta&)leThe %
RSD for repeatability study was observed at 0.00fte % RSD values not more than 2 % indicated thadgo
precision of the method.

CONCLUSION

The dissolution test developed and validated falamxine tablets was considered satisfactory. Thalitions that
allowed the dissolution determination were 10000frD.1 % hydrochloride at 37°C + 0.5°C, paddle appss, 100
rpm stirring speed. In these conditions, the oxahencitrate was more stable. It can be concludedttie proposed
method was fully validated and it was found to bepde, sensitive, accurate, precise, reproducible relatively
inexpensive and they gave an acceptable recoveryhef analyte. Hence, the developed method can be
recommended for routine quality control analysigxdlamine citrate in tablet formulation.
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