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ABSTRACT

In present study, an attempt was made to desigmised-release tablets containing Didanosine. Fdatian of
Didanosine matrix tablet was prepared by the polymmbination in order to get required theoreticgalease
profile. Influence of natural polymer on Didanosiweas studied. The prepared tablets were selecte®&LC and
FTIR studies. The tablets were selected for DSCRIN® studies did not show any chemical interactie@tween
drug and polymer. The values of pre-compressiommpaters of prepared granules were evaluated theltsesere
within prescribed limits and indicated good freaviing property. The hardness of the tablets rariges 5.9 to 6.1
kg/cnf. Friability is less than 1%, indicated that taldebad a good mechanical resistance. Weight varmatést
revealed that the tablets were within the rang@lodirmacopoeial limit. Thickness of the tablets wames from
4.71 to 5.08 mm.. All the evaluation parametersemsithin acceptable range for all the formulatioi$he drug
content of the tablets was ranges from 96 % to 9Blickness, hardness and drug content were wittérrange of
pharmacopoeial limitThe evaluation parameters were within acceptablegeafor all the formulations. In-vitro
release profile was check for 12 hrs to evaluate #R matrix tablet of Didanosine. The optimizedetabwere
carried out according to ICH guidelines at 40 £@? 75 £ 5% RH for three months. All the prepareti¢as were
stable at room temperature. Among all the 12 foatiohs the formulation WGXG-3, WGGK-6 and WGXK-10
shows maximum release within 12 hrs are considaseHest formulations. So, it may be concluded ghatained
release matrix tablets would improve the patieninpbance and bioavailability may be improved by ypobr
combination.

Keywords: Didanosine,Xanthan gum, Guar gum, Karaya gum, Zero order kisetSustained release matrix
Tablets.

INTRODUCTION

In recent years the basic aim has been designimigugf products to reduce the frequency of dosingnodifying
rate of the drug release from the formulation Rggular research has been carried in this fieldtHer use of
naturally occurring biocompatible polymeric materia designing the dosage form for oral controlledease
administration [2, 3]. Hydrophilic swellable polynseare widely used to control the release of thegsirfrom
polymer matrix formulations [4, 5]. Gums of natusaurces are biodegradable and nontoxic, whichatgdand
swell on contact with aqueous media; and these baga used for the preparation of single use ddsages [6].

Drug release from hydrophilic matrix tablets arstained by formation of hydrated viscous layer ambthe tablet
which acts as a barrier to drug release by oppgsamgtration of water in to the tablet and alsortttwement of
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dissolved solute out of matrix tablet [7]. Hydrolghpolymers have attracted considerable attentiorecent years
as sustained controlled release devices for thesedgl of water soluble and water insoluble agerfheir
characteristics and their ability to hydrate andrfa gel layer are well known and essential toaosind control
drug release from matrices [8]. The hydrated gg@dhickness determines the diffusion path ofdhey molecules
through the polymer mass in to dissolution medi@ A number of natural and number of polysacctesjduch
as Xanthan gum, Guar gum and Karaya gum, have $leewed to be useful for controlled release dueh&irt
hydrophilic properties [10].

AIDS is considered to be an epidemic according siineates from the UNAIDS/WHO AIDS Epidemic update,
December 2005, 38.0 million adults and 2.3 millisere living with human immunodeficiency virus (HI\} the
end of 2005. The annual number AIDS patients capXpected to increase for many years to come, simese
effective and patient compliant antiretroviral nedions are available at affordable prices [11]e Tiajor
drawbacks of antiretroviral drugs for the treatmehAIDS are their adverse side effects during lbexgn therapy,
poor patient compliance and huge cost of the thefbp, 13]. Didanosine (NRTI) is a potent antiviedent used in
the treatment of AIDS. Conventional formulationsNRRTI are administered multiple times a day depegdin the
dose (100 mg to 400 mg) due to its short half{ifg: 1.5+0.4 hrs) [14-16]. Treatment of AIDS using gentional
formulations of NRTI is found to have many drawbseskich as adverse side effects due to accumulattidrug in
multi-dose therapy [17, 18]. Poor patient compl&fit9] and high cost.

In present study, an attempt was made to desigaisad-release tablets containing Didanosine usimgbinations
of Xanthan gum, Guar gum and Karaya gum by wetgetion method. Formulation of Didanosine matriRl&t
was prepared by the polymer combination in ordergé&d required theoretical release profile. Influenof
combination natural polymer on Didanosine was gdidi

EXPERIMENTAL SECTION

Didanosine was obtained as a gift sample from Awmdd Pharma. Hyderabad. Guar Gum obtained from BB F
Chemicals. Mumbai. Xanthan gum, karaya gum purch&sen ANL laboratories Warangal. All other chenlica
used were of analytical grade.

Preparation of sustained release matrix tablets dbidanosine:

Wet granulation method: Matrix tablet containing 100mg of Didanosine wenegared by wet granulation
technique. The composition of each tablet is shawable 1 All the components were screened and then
thoroughly mixed in a bottle using tumbling metHod a period of 15 mins. The powder mix wasmylated
with isopropyl alcohol. The wet mass was passealtin # 16 and the granules were dried at 50°C fos2n a hot

air oven. The dried granules were passed throug® #nd lubricated with magnesium stearate by fuihending

for 3 min and finally talc was added to the ble@dmpression was done on 12 station Rimek tabletpcession
machine (M/s Karnawati Engg. Ltd. Ahmadabad) usingm punchesThe weight of the tablets was kept constant
for all the formulations.

Table 1: Composition of Didanosine sustained releasnatrix tablets by wet granulation method (weighin mg)

WGX WG WG WG

Ingredients WGXG 1 WGXG2 WGXG3 WGXG4 WGGK5 WGGK6 WGGK7 WGGK 8 K9 XK10 XK 11 XK12

Didanosine 100 100 100 100 100 100 100 100 100 100 100 100
XG 20 40 60 80 b — = - 20 40 60 80
GG 80 60 40 20 20 40 60 80 - - -

KG - - - - 80 60 40 20 80 60 40 20
MCC 20 20 20 20 20 20 20 20 20 20 20 20
IPA g.s g.s q.s q.s q.s g-s g.s g.s q.s g.s g.s g-s
Talc 2 2 2 2 2 2 2 2 2 2 2
Mg stea 3 3 3 3 3 3 3 3 3 3 3 3
PVP K30 5 5 5 5 5 5 5 5 5 5 5 5
Acacia 20 20 20 20 20 20 20 20 20 20 20 20
Lactose 100 100 100 100 100 100 100 100 100 100 100 100
Total wt 350 350 350 350 350 350 350 350 350 350 350 350

Note: *XG=Xanthan gum, GG=Guar gum, KG=Karaya gum, IPAsempyl alcohol, MCC=Microcrystalline cellulose, Métea=Magnesium
stearate
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Compatibility studies of Didanosine and polymers:

FTIR Studies: IR spectra for pure drug Didanosine and formutetiike WGXG-3, WGGK-6 and WGXK-10 were
recorded in a Fourier transform infrared (FTIR) c&pegphotometer (FTIR 1615, Perkin Elmer, USA) wKiBr
pellets.

DSC Studies: DSC scan of about 5mg, accurately weighed drugambdine and optimized formulations were
performed by using an automatic thermal analyzetesy. (DSC60 Shimadzu Corporation, Japan) Sealdd an
perforated aluminum pans were used in the expetsnéor all the samples. Temperature calibrationgewe

performed using Indium as standard. An empty paaledein the same way as for the sample was usea as
reference. The entire samples were run at a sagmaie of 100C/min from 50-360.

Evaluation of granules: The flow properties of the different granules ofnfizlae to be compressed were studied
using angle of repose (fixed height cone method),[Roose Bulk Density [21], Tapped bulk densityars
compressibility index [22], and the Hausner ratiethods [23].

Evaluation of tablets:
The prepared tablets were evaluated for weightatiar, tablet hardness, friability, and thicknessntent
uniformity, and in-vitro drug release.

Weight variation [24, 25]: The weight of the tablet being made was routimgiermined to ensure that a tablet
contains the proper amount of drug. The USP weighiation test is done by weighing 20 tablets ivitdially,
calculating the average weight and comparihg tndividual weights to the average. The d&blmet the
USP specification that not more than 2 tabdetsoutside the percentage limits and no tabfégrdiby more than

2 times the percentage limit.

Tablet hardness [24, 25]:The resistance of tablets to shipping or kage under conditions of storage,
transportation and handling before usage depemulsits hardness. The hardness of each batchbidttwas
checked by using Pfizer hardness tester. The hssdwas measured in terms of kgfciBix tablets were chosen
randomly and tested for hardness. The average éssdi six determinations was recorded.

Friability [24, 25]: Friability determines the resistance of tabletsshipping or breakage under conditions of
storage, transportation and handling before uskgability generally refers to loss in weight ofbtets in the
containers due to removal of fines from the talsietface. Friability generally reflects poor cohesiof tablet
ingredients. If there is any chipping, cappingaking or breaking of tablet; then the batch shdddejected.

F=W;/W,x100
Where: F = Friability, W= weight of the tablet before test,¥weight of the tablet after test.

Dimensions: The dimensions of the tablets are thickness anahetier. The tablets should have uniform thickness
and diameter. The manufacturer normally stateseth€bickness and diameter of a tablet were measused)
vernier callipers. These values were checked aed tesadjust the initial stages of compression.

Drug content studies: The study to find out the actual dregntent in different formulation against the staxda
drug was performed by taking the ratioatfsorbance for the sample and the pure drug.tBhlets were taken and
amount of drug present imach tablet was determined and the tablets weighed in a Pestle mortar into powder
which wastransferred as amount equivalent to 40mg to 10&amdard flask. The power was dissolve in 7.4 pH
buffer and made up to volume with 7.4 pH bufferuioh and the sample was mixed thoroughly and filtered
through Whatman filter paper.

The filtered solution was diluted suitably and smed for drug content by UV-VIS Spectrophotometér a
wavelength 200 nnand 400 nm. Percentage of drug content was detedriiy comparing of standard with the
prepared formulations.

Determination of swelling and erosion index [26]The swelling index of all the tablet formulationgasvstudied.
The extent of swelling was measured in terms ofgrrweight gain by the tablet. One tablet fromhefacmulation
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was kept in a petri dish containing 15 ml of phagphbuffer pH 7.4. At the end of 1h, the tablet wathdrawn,
wiped with tissue paper, and weighed. Then for evdr, weights of the tablet were noted, and thegss was
continued till the end of 6 hrs. The percent weiggin of the tablets was calculated

To determine matrix erosion, swollen tablets wdeegd in a vacuum oven at@and after 48 hrs, tablets were
removed and weighed. Swelling (%) and erosion (%)walculated according to the following foteyuwhere

S is the weight of the matrix tablets afteebing; R is the weight of the eroded tablet anis The initial weight
of the matrix tablets.

Swelling index= (S-T)/Tx100

% Erosion = (T-R)/Tx100

In-vitro Dissolution studies: In-vitro dissolution study of Didanosine was cadrieising LABINDIA USP
dissolution test apparatus. The details are gigemetow.

Medium : pH 7.4 buffer solution
RPM : 50

Time 212 hrs

Temp :Fc+5C

Volume - 900ml

Wave length : 249nm

Procedure: Tablet was introduced into dissolution tepparatus and the apparatus was set at 50 Bpml

of sample was withdrawn at every 1lhr interemd replaced by the respective buffer sohst Samples
withdrawn were analyzed by UV spectrophotomete24& nm in 7.4 pH for estimation of amount of dreteased
using buffer solution as blank.

Release kinetics [27]:Data obtained fronin-vitro release studied was evaluated to check the gosdifefi to
various kinetics equations for quantifying the pbraena controlling the release from microsphere® Kihetic
models used were zero order, first order, and Higand Korsmeyer-peppas model. The goodness ofdi
evaluated using the correlation coefficient val(RS.

Interpretation of diffusion release mechanisms fronpolymeric films

N Mechanisir
0.t Fickiandiffusion
0.5<n<1 Non- fickian diffusion
1 Class Il transport

>1.C Class Il transpo

Stability studies: Optimized tablets were selected for stability stsd28, 29]. The stability studies was carried out
according to ICH guidelines at 40 275 + 5% RH for three months by storing the saspiglLab care, Mumbai)
stability chamber.

Purpose of Stability Testing

1. To ensure the efficacy, safety and quality éfvadngredient(s) and formulation.
2. To establish shelf life or expiry date and tppsart label claim.

3. It provides for a rapid means of quality control.

RESULTS AND DISCUSION
Granulation is the key process in the productiommainy dosage forms. To ensure good content unifgrard

avoid flow related inter tablet weight variationoplems. Wet granulation is preferred in routine owercial
production. Wet granulation was thus used in tlesgnt study.
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Compatibility studies:

FTIR: The FTIR spectra of pure drug Didanosine and féatians WGXG-3, WGGK-6 and WGXK-10 were
carried out. Pure Didanosine displayed characieribsorption peaks at (cm®): 1820-1660 (-C=O strong
absorption) 3400 (-CONH medium absorption) 1300618D- absorption) 3400(-OH — absorption). The FT-IR
spectra of pure drug and drug + excipients are shiowig 1. The FTIR spectrum of Didanosine pure drug exadbit
characteristic absorption at 3400 ¢mepresenting the presence of —-CONH. Whereas acfesistic absorption band
at 1820-1660 cnl is due to the presence of -C=0, and absorptiod bari300-1000. Similarly the IR spectrum of
Didanosine formulations WGXG-3, WGGK-6 and WGXK-Bhowed characteristic absorption bands for the
functional groups -CONH, -N, COC and -OH at or neat of Didanosine absorption bands values inttigathat
there was no chemical and physical change in thetiftnal groups present in Didanosine drug. Thanmeét can be
justified there is no interaction between drug ardpients.
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Fig 1: IR Spectra of pure drug Didanosine and Formiations WGXG 3, WGGK 6 and WGXK 10

DSC: The DSC of pure drug Didanosine and formulationrSX&-3, WGGK-6 and WGXK-10 were shown Fig
2. The DSC of pure drug which has shown a sharpimgefioint at 178C. The DSC of formulation containing
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Didanosine and Xanthan gum shows a little rangemefting process. Melting point at 1840 The DSC of
formulation containing Didanosine and guar gum poedl a warm melting point at 18%4% The DSC of the
formulation containing Didanosine and Karaya gurndpced a warm melting point at 18%6 The DSC date
observed in all the case one can conclude thangldhie formulation with various excipients no chesthireaction
takes place between drug and excipients duringegscThe melting point of product will be same eamgth

negligible variation. That means it can be judtifieere is no interaction between drug and excipien
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Fig 2: DSC Thermograms of pure drug Didanosine anéFormulations WGXG 3, WGGK 6 and WGXK 10

The values of pre-compression parameters of prdpgnanules were evaluated the results were withisgibed
limits and indicated good free flowing property.eTtesults of pre-compression parameters were givéable 2.

The prepared tablets were subjected to all theitguaintrol tests which showed (Table 3) that thvre within the

official pharmacopoeial limits. The hardness of thlelets ranges from 5.9 to 6.1 kgfcrRriability is less than 1%,
indicated that tablets had a good mechanical ersist Weight variation test revealed that the tabdeere within

the range of pharmacopoeial limit. Thickness of tdifdets was ranges from 4.71 to 5.08 mm.. All ¢keluation

parameters were within acceptable range for alfdghmulations. The drug content of the tablets veasyes from 96
% to 99%. The results of hardness, friability, virtigariation, thickness and drug content were ginefable 3.
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Table 2: Pre-compressional parameters of Didanosinmatrix tablets

EC Loose bulk densit d-l(:]ps‘i)ted(gb;élrl} Hausner's ratio Compresssibity Angle of repose
(g/ml) (#SD), n=3 (+SDy) n=3 (xSD), n=3 Index (%) (xSD), n=3  (°) (#¢SD), n=3
WGXG1 0.47 £0.021 0.55+ 0.084 1.11+0.021 14.5+0.021 0.08+ 0.086
WGXG2 0.52+0.014 0.59 +0.054 1.08 +0.023 11.8+0.035 26.10 +0.123
WGXG3 0.51 +0.041 0.58 + 0.026 1.0+0.018 12.0+ 0.031 28.01 +0.016
WGXG4 0.48 + 0.01 0.55 +0.02 1.10 +0.01 12.7 +0.02: 27.41 +0.02
WGGK5 0.50 +0.021 0.56 + 0.058 1.10+0.010 10.7 £20.0 28.60 +0.105
WGGK6 0.55 £0.024 0.58 +0.012 1.09+ 0.045 5.1 +0.001 26.80 + 0.006
WGGK7 0.45 +0.05 0.49+ 0.03: 1.08 +0.05 8.2+0.02 28.41 + 0.01
WGGKS8 0.48 +0.150 0.51 +0.052 1.11 +0.015 5.8 +0.010 27.55 + 0.026
WGXK9 0.54 £0.036 0.58 + 0.050 1.05 + 0.054 6.8 10.0 25 .01+ 0.060
WGXK10 0.51 +0.03 0.55+ 0.0L. 1.07 +£0.05 7.2+0.01 24.21 + 0.02
WGXK11 0.50+0.143 0.54 +0.026 1.11 +0.015 7.4 +£0.020 26.25 + 0.016
WGXK12 0.51 + 0.020 0.54 +0.048 1.06 + 0.020 5.5 +0.031 23.50 +0.026

FC=Formulation code

Table 3: Post compressional parameters Didanosineatrix tablets

Thickness

Weight

o Friability% Hardness  Drug content
FC ( is(g‘)rf‘zzs ‘grs'as;o'r‘](:/% (+SD)n=3  (+SD),n=3  (SD), n=3
WGXG1  4.50+0.204  350.25+0.0400.30 £ 0.22 6.0 £ 0.08 98.42 +0.81
WGXG2  4.81+0.151 350.82+0.1610.56 +0.01 6.1+0.06 98.64 +0.54
WGXG3 5.05+0.024 351.24 +0.5030.28 +0.03 6.2+0.24 99.98 +0.32
WGXG4 4.70 £0.150 350.46 £ 0.4520.57 £0.11 58+0.14 97.34 +0.32
WGGK5 4.81+0.235 352.26+0.2110.56 +0.32 5.9+0.08 99.66 + 0.42
WGGK6 4.75+0.258 349.51+0.3200.30+0.12 6.08+0.31 98.12+0.32
WGGK7 4.85+0.031 350.90+0.2510.52 +0.14 6.1+0.24 96.24 +0.52
WGGKS8 5.01+0.051 351.15+0.5300.49 +0.16 6.0 £0.26 97.36 + 0.46
WGXK9  5.02 + 0.086 350.01+0.0410.51 +0.08 5.9+0.22 97.24 +£1.29
WGXK10 5.05+ 0.04 352.05+0.02 0.53+0.1 6.1+0.1 99.91+1.3
WGXK11  5.08 +0.021 351.10 +0.030 0.48 +0.14 5.9+0.12 99.06 +1.32
WGXK12  4.95+0.021  352.13+0.021 0.51+0.06 6.0+0.16 98.1636

FC=Formulation code

The swelling study of prepared Didanosine tabless werformed in phosphate buffer pH 7.4 and thelteeare
presented as percentage weight change with respérhe. The swelling behavior is an important pyp for
uniform and sustained release of drugs. The svgelighavior depends upon the nature of polymer, exanation of

polymer and pH of the medium.

The highest swelling observed in the formulatiothwiuar gum and Karaya gum 80:20, as shownainle 4. The
least swelling is observed in formulation with Xaauh gum and Guar gum 80:20. Because weight gaiatidgt was
increased proportionally with rate of hydrationidraon, it decreases gradually due to dissolutioouter most gel
layer of the tablet in dissolution medium from tbwelling data it is concluded that swelling is ttheminant
mechanism of drug release in Guar gum and Karaya, gehile in case of Xanthan gum and Guar gum ilhjtia
swelling and then erosion is the mechanism of delepse.

Table 4: Swelling Index of Didanosine matrix tables

Time WGXG WGXG WGXG WGXG WGGK WGGK WGGK WGGK WGXK  WGXK  WGXK  WGXK
(hrs) 1 2 3 4 5 6 7 8 9 10 11 12
ohr 0 0 0 0 0 0 0 0 0 0 0 0
1hr 50.1 53.2 58.1 64.2 58.7 60.2 71.6 743 65.2 702 217 75
2hr 56.7 62.€ 66.2 75.2 65.2 69.F 82.1 89.F 71 795 80.2 81.c
3hr 62.6 71.2 75.4 83.6 72 75.1 97.4 98.3 82.6 837  690. 963
ahr 70.4 785 82.3 92.4 78.2 82.3 108.8 110.5 91.4 93.6 99.4 104.1
5hr 81.€ 85.7 89.1 101.: 89 92.¢ 115 1187 101 109.¢ 1102 1146
6hr 91.5 98.4 101 1102 983 114.7 122 126.4 1191  6120. 121.8 1239
7hr 102.1 1083 1151 118 115.8 122.1 132.4 135.1 125.3129.1 1317 1364
shr 1080 113 118f 1227 1290  132.¢  142<  148: 132 135.¢ 1414 1435
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In-vitro dissolution studies of all the formulations of suised release tablets of Didanosine were carri¢dnopH
7.4 phosphate buffers for 12 hrs respectively. taely was performed for 12 hrs, and percentage diiegse was
calculated at 1 hrs time intervals.

DRUGRELEASE PROFILE
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=

=,
=]
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[
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CUMMULATIVE %DRUG RELEASK

] 10 12
TIME(HRS)
——WGXG-1 - WGXG-2 -~ WGXG-3 - WGEXGH4

Fig 3: In- vitrorelease profile of formulation WGXG-1 to WGXG-4
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Fig 4: In- vitro release profile of formulation WGGK-5 to WGGK-8
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DRUGRELEASE PROFILE
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Fig 6: In- vitro release profile of formulation WGXK-9 to WGXK-12

The dissolution profile of Didanosine tablets (3%)ncontaining combination of Xanthan Gum and Guangn
varying concentrations (WGXG-1, WGXG-2, WGXG-3daWGXG-4). Among all the four formulations WGXG-
3 showed drug release up to 99.72% in 12 hrs,dyaidlation WGXG-4 100% drug released within 10 dssshows
in Fig 3. The Didanosine tablets (350mg) containing comimnaof Guar gum and Karaya gum in varying
concentrations (WGGK-5, WGGK-6, WGGK-7, WGGK-8). Ang all the four formulations WGGK-6 showed
drug release up to 99.81% in 12 hrs, where as W@G#tmulation shows 100 % release within 10 hrstaswved
in Fig 4.The Didanosine tablets (350mg) containing combimatf Xanthan gum and Karaya gum in varying
concentrations (WGXK-9, WGXK-10, WGXK-11, WGXK-12Among all the 4 formulations the WGXK-10
showed drug release up to 98.55 % in 12 hrs asrshiowig 5. Among all the 12 formulations the formulation
WGXG-3, WGGK-6 and WGXK-10 shows maximum releasthimi 12 hrs are considered as best formulations.

Table 5: Kinetic parameters of Didanosine matrix tdlets

Formulation  First order Zero orde Higuchi model Kors.-Peppas Kors.-Peppas

code (&) (&) (&) (r) (n)

WGXG1 0.898 0.982 0.915 0.945 0.75
WGXG2 0.906 0.995 0.954 0.993 0.794
WGXG3 0.780 0.993 0.936 0.985 0.801
WGXG4 0.931 0.983 0.945 0.957 0.669
WGGK5 0.91f 0.98¢ 0.93¢ 0.95¢ 0.11¢

WGGK6 0.790 0.983 0.911 0.937 0.159
WGGK7 0.951 0.989 0.945 0.968 0.210
WGGKS8 0.96: 0.98¢ 0.94¢ 0.96¢ 0.281

WGXK9 0.924 0.984 0.984 0.962 0.667
WGXK10 0.789 0.981 0.981 0.937 0.778
WGXK11 0.921 0.98:2 0.98: 0.94¢ 0.667

WGXK12 0.927 0.985 0.985 0.945 0.727

The values of release parameters, n and k, aresiglgeelated. A higher value of k may suggest bdugg release
from the matrix. According to the criteria for rate kinetics from swellable systems, a value afas# exponent,
n= 0.45, 0.45<n<0.89 and 0.89<n<1.0 indicates RitKcase |) diffusion, non-Fickian (anamalous)wdiftn and
zero order (case Il) transport, respectively. Auleseveals that all formulations follow zero ordenetics as
correlation coefficient @) values are higher than that of first order redekimetics. The correlation coefficienf)(r
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values >0.94, suggest that drug release mechamism Didanosine tablets followed non-Fickian (anamg)
transport mechanism. Kinetic results were givVeble 5.

The stability studies of the optimized tablets WGEGBNGGK-6 and WGXK-10 were carried out accordiad@H
guidelines at 40+2°C/ 7515 % RH for three month&erthree month the tablets were again analyzedHe
hardness, friability and drug content uniformity.o Nhange was observed in the hardness, friabilitg a
disintegration time of tablets prepared by co-pssed technique. No significant change was obsdnvéie of all
formulation. The results were shownTable 6.

Table 6: Data after stability study

. . Drug Hardness  Friability
Forrgglc?élon S;:g'géy content (kg/cm?) (%),
(xSD), n=3  (¢SD), n=3 (+#SD), n=3
30days 99.98+0.21 6.24+0.10 0.27+0.10
WGXG3 60 days 98.65+0.19 6.06+0.18 0.34+0.03
90 days 98.96+0.17 6.09+0.41 0.31+0.07
30days 98.12+0.32 6.08+0.31 0.30+0.12
WGGK6 60 days 97.86+0.14 6.06+0.22 0.29+0.08
90days 97.72+0.18 6.04+0.14 0.28+0.16
30days 99.91+0.01 6.19+0.08 0.53+0.10
WGXK10 60days 99.01+0.01 5.76+0.27 0.31+0.18
90days 98.64+0.04 6.44+0.12 0.39+0.11

CONCLUSION

The sustained release matrix tablets of Didanost#d be prepared using Xanthan gum, Guar gum aaraya
gum in different combination of polymers by wetmuéation method. The prepared sustained releaséxntalblets
subjected to FTIR and DSC Study suggested tha¢ tives no drug-polymer and polymer-polymer intecactiThe
matrix tablets showed good Swelling up to 6hr iegthate buffer pH 7.4 maintaining the integrityfaimulation.
Thein-vitro release of Didanosine was conducted for 12 hre. dgtimized formulations WGXG-3, WGGK-6 and
WGXK-10 sustained the release up to 12 hrs. Heridaridsine along with Xanthan gum and Guar gum cbeld
used to prepared sustained released matrix taflle¢sin-vitro release obeyed zero order kinetics with mechanism
of release was erosion followed by non-fickianwuhfbn. The prepared matrix tablets of Didanosineevegable. So,

it may be concluded that sustained release mathbets would improve the patient compliance ancmdability
may be improved by polymer combination.
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