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ABSTRACT

Aim: The present study deals with preparation of zidovudine loaded microparticle by counter ion induced aggregation
method. During this study effect of polyacrylates and hypromellose polymers on release study were investigated.
Materials and Methods: The ion induced aggregated alginate based microparticles were characterized for surface
morphology, particle size analysis, drug entrapment study, in-vitro study, Fourier-transform infrared (FTIR) spectroscopy, :
and differential scanning calorimetry (DSC) study. Results and Discussion: The result showed Eudragit RL-100 (ERL) :
based formulations had smoother surface as well as their mean particle sizes were found greater compared with Eudragit
RS-100 (ERS) microparticles. Furthermore, drug entrapments were found to be more in ERL formulae as compared with ERS.
RL3 released 101.05% drug over a period of 8" h and followed Higuchi profile and Fickian diffusion. Moreover, data obtained
illustrated that, higher amount of quaternary ammonium group, alkali value, and glass transition temperature may be possible
reason for improving permeability of ERL based formulations. It was also noticed, hyroxypropyl methylcellulose (HPMC)
K4M premium grade polymer sustained drug release more than HPMC K15M. In addition, drug-excipient interaction study
was carried out by FTIR and DSC study.
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INTRODUCTION enzyme, so that viral replication process inhibited and
leads to patient clinical and immunological responses.!'
Zidovudine hydrochloride (azidothymidine) is a class of ~ This virustatic drug has lower bioavailability of 75% due
nucleoside reverse transcriptase inhibitor, has been used  to considerable first-pass metabolism and lower half-life
for successive treatment for HIV/AIDS infection. It works ~ of 0.5-3 h, thus necessities administration of frequent
by selectively inhibiting the viral reverse transcriptase, an ~ dosing to maintain a therapeutic level. However, major
side-effects like neutropenia and anemia are commonly :
associated with frequent administration.®* Thus, great
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Sciences, Suryapet, Nalgonda, Andhra Pradesh, India. attention has been paid for designing sustained/controlled
E-mail: hareroy@gmail.com delivery system to overcome the possible disadvantages
or undesirable effects. Controlled release drug delivery
Access this article online employs devices, such as polymer-based disks, rods, pellets, :
Quick Response Code: Website: or particulate - that encapsulates drug and releases at
www.ijabmr.org controlled rates for relatively long periods of time. One '
approach to produce sustained release of drugs is by :
DOI: the use of microparticulate drug delivery systems.’"1 In
10.4103/2229-516X.140728 the last decade, several research works already reported

based on microparticle.
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Several methods of preparing microparticulate drug
delivery systems are available, e.g., spheronization, spray
granulation, coacervation, and fluidized bed granulation,
etc., The main disadvantages associated with those
techniques include high cost of manufacturing, need of
specialized and high skill trained persons and equipment.
Counterion induced aggregation technique involves ionic
cross-linking between polyanionic electrolyte biopolymers
such as alginates, carboxymethylcellulose, chitosan, etc., and
counter ions like polycations (Ba?* or Ca%) to produce
cross-linked aggregate.’®'”! Biodegradable polymers have
attracted considerable attention as potential device for
controlled drug delivery.l''’ Researches have been carried on
the use of sodium alginate as network forming or gelling agent
because of lesser cost, naturally occurring polysaccharide,
biodegradability, non-toxicity, provides protection against
mucous from irritation and high swelling capacity on contact
with gastric fluid. In order to provide stability and protection
against the external environment several researchers
reported concomitant use of hypromellose or hyroxypropyl
methylcellulose (HPMC)!'>'3 and pH independent polymers
like polyacrylates (Eudragit RS and RL [ERS and ERL]).['*'"]
Recently,biocompatible polysaccharides-based microparticles
for intranasal protein delivery were successfully developed.['®]
Lyophilized polysaccharide based lysozyme microparticles
were also prepared and tested for stability.['”]

Hence, in the present study an attempt has been made to
prepare hydrogel based microparticles by HPMC, ERS/ERL
and Sodium alginate as polymeric matrix device. Release study
based on the effect of concentration of variable polymers
were studied, as well as surface morphology, particle size,
drug-excipient interaction study were investigated.

MATERIALS AND METHODS

Materials

Zidovudine hydrochloride and sodium alginate were purchased
from sigma chemical (NJ, USA). Hypromellose K4M premium
and KI15M were obtained from Ashland Aqualon Functional

Ingredients (Wilmington, DE, USA). ERL-100/RL-100 were
obtained from Emzor exports Pvt. Ltd. (Ahmedabad, India).
Barium choride (BaCl2) and calcium chloride (CaCl2) were
obtained from Ranbaxy Fine Chemicals Ltd., India.All chemicals
and solvents were used are of high analytical grade.

Preparation of drug loaded microparticle
Microparticles loaded drug were prepared by counterion
induced gelation/aggregation method [Table |]. Required
quantities of sodium alginates were dissolved in 20 ml of
demineralized water to form homogenous polymer solution.
When sodium alginate was uniformly mixed then specified
quantity of HPMC K4M and HPMC KI5M were added and
homogenized (PandaPLUS 2000, GEA Nitro soave, Italy) for
30 min to prepare polymer dispersion. Meanwhile, in another
beaker 300 mg of zidovudine was dissolved in 12 ml of methanol
and mixed to get clear solution. To the above mentioned,
required quantity of polyacrylates (ERL-100/ERS-100) were
added and uniformly homogenized. The drug mixtures
were added to polymer dispersion and stirring (Ika 2581000,
Germany) was continued for 15 min to form homogenous
dispersion. Finally, the dispersions were poured to 100 ml
of 10% BaCl2/CaCl2 solution through 24G needle to form
hydrogels.l'® The obtained hydrogels were allowed to stirred
for further 15 min, filtered, collected and dried at 40°C
for 2 days. The collected microparticles were stored in a
desiccator for further evaluation.

Surface morphology analysis

Microparticle surface morphology was determined by scanning
electron microscope (SEM, Philips-XL 20). Microparticles
were coated with gold film using lon-Sputtering device
under reduced pressure and mounted directly in the sample
holder.!'! To study the internal morphology microparticles
were subjected to liquid nitrogen and cut with a sharp razor
blade.

Particle size analysis
The microparticles were accurately weighed and sized using
US pharmacopoeia (USP) standard sieve set in the range of

Table I: Formulation composition of drug loaded microparticle

Formulation Zidovudine Sodium HPMC K4M HPMC Eudragit Eudragit BacCl, (%) CacCl, (%)
(mg) alginate (%) premium (mg) KI5M (mg) RS-100 (%) RL-100 (%)
RSI 300 1.50 0 100 3 0 0 10
RS2 300 2.50 25 75 3 0 0 10
RS3 300 3.50 75 25 3 0 0 10
RS4 300 3.50 50 50 3 0 0 10
RLI 300 1.50 100 0 0 3 10 0
RL2 300 2.50 75 25 0 3 10 0
RL3 300 3.50 25 75 0 3 10 0
RL4 300 3.50 50 50 0 3 10 0

HPMC: Hyroxypropyl methylcellulose; BaCl2: Barium choride; CaCl2: Calcium chloride
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200-1400 wm (Rx-86-1, Cole-Parmer Instrument Co., USA).
The fraction of microparticles remaining on each sieve was
collected and the mean particle size of the microparticles was
recorded as the percentage of microparticles retained at each
sieve and multiplied by the average particle size of the sieve
used.® The results were evaluated by a frequency distribution
curve, where the percentage of particles lying within a certain
size range is plotted against the mean particle size.

Drug entrapment determination

Equivalent quantities (300 mg) of microparticles were taken in
a clean mortar and pestle.To that |0 ml of methanol was added
and triturated.The triturated mixture was filtered by VWhatman
filter paper (45 W) and transferred to 100 ml volumetric flask;
volume was adjusted with phosphate buffer pH 7.4. Proper
dilutions were made and analyzed by ultraviolet (UV) Visible
spectrophotometer (1601, Shimadzu Co., Japan) at 266 nm.
Encapsulation efficiency was calculated by the following
method.

Drug entrapment efficiency = Practical drug content/
theoretical drug content X 100.  (I)

In-vitro release study

In-vitro dissolution study of prepared microparticles
equivalent to 300 mg of the drug were carried out in USP
dissolution rotating basket (USP XXIV Type-l, ERWEKA
dissolution tester DT 620) for 8 h. Microparticles were filled
in capsule No-I and transferred to 900 ml of dissolution
fluid using basket rotation speed of 75 rpm and temperature
of 37 + 0.5°C. Dissolution was carried out with 0. N
HCI for initial 2 h followed by 6 h with phosphate buffer
pH 7.4. Samples were withdrawn at a predetermined time
level (0.25,0.5, 1, 1.5,2, 3,4, 6,and 8 h).The aliquots were
filtered by Whatman filter paper (0.45 um) and diluted
appropriately with the release medium and absorbance
was measured by UV Visible spectrophotometer (1601,
Shimadzu Co., Japan) at the predetermined Amax of each
medium against a blank.2'2

Fourier-transform infrared spectroscopy

The drug-excipient interaction were studied using
Fourier-transform infrared (FTIR) (FTIR 8400S, Schimazu).
IR spectra for drug and powdered micropaticles were recorded
in a FTIR spectrophotometer with KBr pellets. The spectra
were scanned over 4000-500/cm range.?’]

Differential scanning calorimetry study

The differential scanning calorimetry (DSC) analysis of pure
drug and drug-loaded microparticles were carried out using
Shimadzu DSC 60. The analysis was performed at a rate
10°C/min ranging from 20°C to 300°C temperature.l*!
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RESULTS AND DISCUSSION

Surface morphology and particle size analysis
Zidovudine loaded microparticles prepared by counter ion
induced aggregation and their surface morphology and cross
section (not displayed in figure) were observed under SEM
study as cited in Figure |.Microparticles were asymmetrical
and their surfaces were irregular and uneven. Furthermore,
it was noticed that ERS-100 microparticles had more roughs
and ridges as compared to ERL-100 based. Cross-sectional
area showed large opening and channels.

The fraction percent of weight distribution of different
formulae of zidovudine loaded microparticles were determined
by sieve analysis. A frequency distribution curve was plotted
between % weight retained and mean particle diameter.Results
showed that maximum of 50% of particles were retained at
mean diameter of 800 um and a least of |1% retained over
mean diameter of 400 um for ERS based formulation, whereas
in ERL based formulation the maximum of 48% microparticles
retained at mean diameter of 1200 um [Figure 2].To confirm
the above stated information further SEM study were done
for RS3 and RL3 as displayed in Figure 3.

Drug entrapment determination

This method based on the actual amount of drug entrapped
during formulation with respect to the initial amount of
drug added. Percentage of drug entrapped was ranged from

V 10.4mm x47 SE 1.00mrf 10.0kV 11.3mm x27 SE

Figure 1: Surface morphology of drug loaded ERS and ERL microparticle. ERS
is Eudragit RS-100 based formulation. ERL is Eudragit RL-100 based formulation

20 40 1600

Putide vor Gl

Figure 2: Particle size distribution curve. ERS and ERL stands for Eudragit RS-
100 and Eudragit RL-100, respectively
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21.93 to 79.21.It was observed that ERL based formulation had
higher drug entrapped when compared to ERS based as cited
in Table 2.This could be the possible reason that ERL based
formulation had a smooth surface when compared to ERS
formulations, thus entrapped more drug as observed in figures.

In-vitro release study

Different two grades of hypromellose such as HPMC K4M
premium, HPMC KI5M and polyacrylates (ERS-100 and
ERL-100) and natural polymer like sodium alginate ranging
from 1.5% to 3.5% were used to formulate zidovudine loaded
microparticles and those formulations were subjected to
in-vitro drug dissolution studies [Table 3]. Formulation
RS1-RS4 contained ERS and 10% CaCl2, whereas RLI-RL4
contained only ERL and 10% BaCl2. Result showed that
during initial 15 min, 19.42-28.24% of the drug was released
for RS1-RS4 and 21.64-40.4% for RLI-RL4. Several articles
reported an increase in the amount of sodium alginate can
progressively retard drug release.® However, during this

10.0kV 10 4mm x27 SE

Figure 3: Particle size analysis of Eudragit RL (ERL) and Eudragit RS
(ERS) microparticles. Accelerating voltage = 10 kV Mag = x27 working
distance = 11.3 mm (ERL). Accelerating voltage = 10 kV Mag = x27 Working
distance = 10.4 mm (ERS)

study it was shown that hypromellose had a major influence
on release.A comparison was done between RS| and RLI as
they contained only HPMC KI15M and HPMC K4MP. It was
observed that for the time period of 0.5 h RLI released only
22.66%, meanwhile 25.46% drug was released by formulation
RSI and such type release pattern was maintained for further
3 h. Similar pattern can be observed in case of between
formulation RS3 and RS54 as they contained equal quantity of
sodium alginate. Result showed RS3 released 22.84% at the
end of 2 h and 63.28% up to 8 h, whereas 34.18% and 68.35%
drug release were observed by RS4 at the end of 2 and 8 h
respectively.As both above mentioned formulation contained
3.5% of sodium alginate but differed in hypromellose grades,
hence it can be proved that HPMC K4M Premium grade have
more retarding efficiency than HPMC K I5M [Figure 4].

Another remarkable difference was observed between ERS
and ERL based microparticles. E RL formulations were able
to release comparatively greater 75.96%, 83.84%, 101.05%,
and 89.03% for RLI, RL2, RL3, and RL4, respectively at

s s ) 3

Figure 4: In-vitro release pattern of RS1-RS4 and RL1-RL4. RS1-RS4 are
Eudragit RS-100 based formulations. RL1-RL4 are Eudragit RL-100 based
formulations

Table 2: Characterization of microparticles

Characterization

Formulation

parameter RSI RS2 RS3 RS4 RLI RL2 RL3 RL4
Drug entrapment efficiency (%) 23.68+2.14 21.93+1.38 35.09+2.36 51.84+0.97  49.47+2.43 72.101.72 79.211.76 78.05+1.74
Mean particle size (um) 798+5.05 801+£7.59 807+9.47 799+10.36 1205+4.98 1336+5.26 1381+3.49 1138+8.57

Data are represented as mean+SD. SD: Standard deviation

Table 3: Percentage cumulative of drug release from microparticles

Time (h) Percentage cumulative of drug release
Pure drug RSI RS2 RS3 RS4 RLI RL2 RL3 RL4

0 0 0 0 0 0 0 0 0 0
0.25 30.37+3.12 24.06+3.23 24.61%3.18 19.42+2.45 28.24+1.34 21.64+4.23 30.11+2.64 40.4+4.24 37.66+2.35
0.5 49.23+4.24 25.46+4.68 25.57+2.11 19.71£3.59 29.68+2.57 22.66+4.12 32.44%3.56 42.15%2.56 41.46+3.18
0.75 64.21£2.45 25.77+£3.84 26.36+4.29 20.81+2.41 29.98+4.28 24.56+2.36 33.95+3.68 47.46+3.73 43.92+4.29
| 80.58+3.62 26.4+2.58 26.12+3.45 21.32+3.26 31.2+3.49 25.05+3.45 35.34+4.27 52.19+4.12 43.99+3.78
1.5 93.39+4.3 27.4+3.56 27.14+4.28 21.81+3.4 32.27+3.84 26.87+2.56 38.37+2.67 56.38+3.72 49.19+4.23
2 100.2+3.22 28.15+4.38 28.1£3.58 22.84+4.19 34.18+£2.97 27.77+4.38 39.07+4.18 63.4+3.71 52.62+3.76
3 38.46+3.28 38.124£4.05 34.69+3.27 40.23+3.58 35.68+4.12 47.62+3.27 72.17+2.35 63.76x3.56
4 40.21+4.23 44.53+3.67 35.48+4.28 49.24+4.19 49.28+3.56 62.28+3.49 85.12+3.68 67.52+2.18
6 58.29+3.68 51.58+3.1 51.97+3.28 52.48+3.27 65.27+3.67 72.98+2.35 98.82+2.37 78.75+3.28
8 65.35+4.36 63.67+3.67 63.28+2.17 68.35+4.65 75.96%2.12 83.84+3.13 101.05+4.01 89.03+4.2

Data are represented as mean+SD. SD: Standard deviation
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the end of 8 h than ERS microparticles. The ERS and ERL
formulations contained copolymer of acrylic and methacrylic
acid esters with quaternary ammonium group. The ratio of
trimethylammonioethyl methacrylate chloride is more in
ERL and ammonium group is responsible for permeability
and forms channel, so that surrounding fluid diffuse out the
drug particle to outside.? Though ERL contains methacrylate
chloride, which is insoluble; the higher alkali value and glass
transition temperature might be other possible reasons for
higher permeability of ERL than ERS. Among all formulation
RL3 released 101.05% of drug in 8" h.The values obtained
from in-vitro dissolution studies were fitted to zero-order,
first-order;and Higuchi release kinetics.The higher correlation
coefficient (r2) was found with Higuchi’s equation for all
formulations and RL3 had greater r2 value of 0.949 compared
to all. To confirm the exact mechanism of drug release, data
were fitted to Korsemeyer-Peppas equation. Regression
analysis was performed and “n” values were 0.38< n < 0.498.
Hence, it can be inferred that the release was based on Fickian
diffusion. On the basis of the above results, RL3 was selected
as a promising formulation for further studies.

Drug-excipient interaction by Fourier-transform
infrared and differential scanning calorimetry

Fourier-transform infrared study showed characteristic broad
peaks of carbonyl (C=0O stretching) at 1666/cm and 2083/cm
for azido group for pure zidovudine. When peaks were
recorded separately with excipients as physical mixture,
there were no such changes in peaks were observed, but a
slight change in peak was observed at 1599/cm especially for
carbonyl group, which could be the reason for the solvents
used during formulation. Moreover, a weak absorption peak

Figure 5: Fourier-transform infrared spectra of pure zidovudine and RL3. RL3
is best Eudragit RL-100 based formulation

was observed at 1413/cm for aromatic C=C stretching.
Free -CH3 group showed peak at 2926/cm and 3333/cm,
3458/cm peaks were observed for -OH stretching and -NH
stretching respectively [Figure 5].

Differential scanning colorimetry studies were performed
to assess the interaction between drug and excipients. Pure
zidovudine showed characteristic endothermic peak at 128.8°C
in thermogram.Whereas RL3, Drug + ERL, drug + HPMC K4M
and Drug + HPMC KI5M (not displayed in figure) showed
endothermal peaks at 124.0°C, 127.01°C, 127.8°C,and 123.0°C,
respectively [Figure 6].The results indicated lower the value of
melting endothermal peak of samples as compared with pure
drug.Hence, it can be concluded slight interaction between drug
and excipients and may be explained as lowering of crystallinity
of drug in formulation.Another endothermic peak was observed
at 166.92°C for RL3, which may be the presence of impurity.

Stability study

Long-term, intermediate, and accelerated stability testing
were carried out for RL3 based on the ICH guidelines
considering 25 £ 2°C/60 + 5% RH, 30 £ 2°C/65 + 5% RH, and
40 £ 2°C/75 + 5% RH, respectively. Microparticles equivalent
to 300 mg of pure drug placed in a humidity chamber. The
samples were evaluated for drug assay at a regular interval
of 3 months during the study of 24 months. There was no
significance change in assay value as shown in Table 4. Thus,
RL3 formulation batch confirmed its stability. Furthermore, the
in-vivo and pharmacokinetic study have to carry out.
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Figure 6: Differential scanning calorimetry thermogram of pure zidovudine
and RL3. Peak: 128.85°C, onset of peak: 124.21°C, heat: -248.54 MJ (pure
zidovudine). For peak-1 the values observed are, peak: 124.42°C, onset of
peak: 107.55°C, heat: -619.80 MJ. For peak-2 as additional peak, the values
observed are, peak: 166.92°C, onset of peak: 160.30°C, heat: =19.71 MJ (RL3)

Table 4: Stability study of best batch (RL3)

Long term stability study (25*2°C and 60+5% RH)

Days (month) 3 6
Drug assay (%) 99.29+1.21 99.19+£0.43
Intermediate stability (30%£2°C and 65+5% RH)

Days (month) 3 6
Drug assay (%) 99.57+2.35 99.01£0.12
Accelerated stability (40£2°C and 755% RH)

Days (month) | 2

Drug assay (%) 99.65+2.47 99.38%1.72

100.16+0.62

99.28+2.06

99.3242.05

12 18 24
99.32+0.07 99.27+1.41 99.09+0.97
12 18 24
98.27%1.72 98.37+0.52 97.29+1.09
6 - -

99.03£1.15 - -

Data are represented as mean+SD. SD: Standard deviation
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CONCLUSION

Hence, from the above mentioned work it can be concluded
that, the suitable combination of hypromellose and
polyacrylate polymers can effectively use to release drug for
a longer period of time. It was also observed that ERL based
formulation had more drug entrapment and prolonged for
more time than ERS.

ACKNOWLEDGMENTS

Authors wish to thanks all research team members ofVikas College
of Pharmaceutical Sciences, FDC Ltd., and VIT University for their
support and help.

REFERENCES

1. Carvalho FC, Sarmento VH, Chiavacci LA, Barbi MS, Gremidao MP.
Development and in vitro evaluation of surfactant systems for controlled
release of zidovudine. | Pharm Sci 2010;99:2367-74.

2. Rao KR, Senapati P, Das MK. Formulation and in vitro evaluation of
ethyl cellulose microspheres containing zidovudine. ] Microencapsul
2005;22:863-76.

3. Callender DP, Jayaprakash N, Bell A, Petraitis V, Petraitiene R,
Candelario M, et al. Pharmacokinetics of oral zidovudine entrapped in
biodegradable nanospheres in rabbits. Antimicrob Agents Chemother
1999;43:972-4.

4.  Balis FM, Pizzo PA, Eddy J, Wilfert C, McKinney R, Scott G, et al.
Pharmacokinetics of zidovudine administered intravenously and orally
in children with human immunodeficiency virus infection. J Pediatr
1989;114:880-4.

5.  Singer JW, Bhatt R, Tulinsky J, Buhler KR, Heasley E, Klein P, et al.
Water-soluble poly-(L-glutamic acid)-Gly-camptothecin conjugates
enhance camptothecin stability and efficacy in vivo. ] Control Release
2001;74:243-7.

6. Berthold A, Cremer K, Kreuter J. Preparation and characterization
of chitosan microspheres as drug carrier for prednisolone sodium
phosphate as model for anti-inflammatory drugs. ] Control Release
1996;39:17-25.

7. Sinha VR, Singla AK, Wadhawan S, Kaushik R, Kumria R, Bansal K, et al.
Chitosan microspheres as a potential carrier for drugs. Int ] Pharm
2004;274:1-33.

8. RowleyJA, Madlambayan G, Mooney DJ. Alginate hydrogels as synthetic
extracellular matrix materials. Biomaterials 1999;20:45-53.

9.  Tanihara M, Suzuki Y, Yamamoto E, Noguchi A, Mizushima Y. Sustained
release of basic fibroblast growth factor and angiogenesis in a novel
covalently crosslinked gel of heparin and alginate. | Biomed Mater
Res 2001;56:216-21.

10. Friese A, Seiller E, Quack G, Lorenz B, Kreuter J. Increase of the duration
of the anticonvulsive activity of a novel NMDA receptor antagonist
using poly (butylcyanoacrylate) nanoparticles as a parenteral controlled
release system. Eur ] Pharm Biopharm 2000;49:103-9.

11.  Yerri Swamy B, Prasad CV, Reddy CL, Mallikarjuna B, Rao KC, Subha MC.
Interpenetrating polymer network microspheres of hydroxy propyl

methyl cellulose/poly (vinyl alcohol) for control release of ciprofloxacin
hydrochloride. Cellulose 2011;18:349-57.

12.  Pandey A, Kumar G, Kothiyal P, Barshiliya Y. Formulation and evaluation
of gastro retentive microspheres of verapamil. Asian ] Pharm Med Sci
2012;2:48-54.

13. Nath B, Nath LK, Kumar P. Preparation and in vitro dissolution profile
of zidovudine loaded microspheres made of Eudragit RS 100, RL 100
and their combinations. Acta Pol Pharm 2011;68:409-15.

14. GibaudS, Jabir AlAwwadi N, Ducki C, Astier A. Poly (epsilon-caprolactone)
and Eudragit microparticles containing fludrocortisone acetate. Int |
Pharm 2004;269:491-508.

15. Hyun-Jong C, Dahlkyun O, Dae-Duk K. Polysaccharides-based
spray-dried microspheres for maintained stability and controlled
release of protein. ] Pharm Investig 2012;42:83-8.

16. Cho HJ, Balakrishnan P, Chung SJ, Shim CK, Kim DD. Evaluation
of protein stability and in vitro permeation of lyophilized
polysaccharides-based microparticles for intranasal protein delivery.
Int ] Pharm 2011;416:77-84.

17. Bhalekar MR, Patil KP, Kshirsagar SJ, Mohapatra S. Formulation
optimization and in vivo evaluation of mucoadhesive xyloglucan
microspheres. Pharm Chem ] 2011;45:503-8.

18. Passerini N, Craig DQ. An investigation into the effects of residual
water on the glass transition temperature of polylactide microspheres
using modulated temperature DSC. J Control Release 2001;73:111-5.

19. Choi BY, Park HJ, Hwang SJ, Park JB. Preparation of alginate beads for
floating drug delivery system: Effects of CO (2) gas-forming agents. Int
J Pharm 2002;239:81-91.

20. Das SK, Das NG. Preparation and in vitro dissolution profile of dual
polymer (Eudragit RS100 and RL100) microparticles of diltiazem
hydrochloride. ] Microencapsul 1998;15:445-52.

21. Tomoda K, Kojima S, Kajimoto M, Watanabe D, Nakajima T, Makino K.
Effects of pulmonary surfactant system on rifampicin release from
rifampicin-loaded PLGA microspheres. Colloids Surf B Biointerfaces
2005;45:1-6.

22. Santinho AJ, Pereira NL, de Freitas O, Collett JH. Influence of formulation
on the physicochemical properties of casein microparticles. Int ] Pharm
1999;186:191-8.

23. El-Kamel AH, Sokar MS, Al Gamal SS, Naggar VE Preparation and
evaluation of ketoprofen floating oral delivery system. Int | Pharm
2001;220:13-21.

24. Poncele D, De Smet B, Beaulieu C, Huguet ML, Fournier A, Neufeld R].
Production of alginate beads by emulsification: Internal gelation.
Physicochem Appl Microbiol Biotechnol 1995;43:644-50.

25. Castelli F Messina C, Sarpietro MG, Pignatello R, Puglisi G. Flurbiprofen
release from Eudragit RS and RL aqueous nanosuspensions: A kinetic
study by DSC and dialysis experiments. AAPS PharmSciTech 2002;3:E9.

26. Gheorghe F, Elisabetta E, Doina M, Adrian C, Jacques D, Marguerite R,
et al. Preparation and characterization of Ca-alginate microspheres by
a new emulsification method. Int ] Pharm 1998;170:11-21.

How to cite this article: Roy H, Rao PV, Panda SK, Biswal AK, Parida KR,
Dash J. Composite alginate hydrogel microparticulate delivery system of
zidovudine hydrochloride based on counter ion induced aggregation. Int J
App Basic Med Res 2014;4:31-6.

Source of Support: Nill. Conflict of Interest: None declared.

International Journal of Applied and Basic Medical Research, 2014, Vol 4, Supplement 1



Copyright of International Journal of Applied & Basic Medical Research isthe property of
Medknow Publications & Media Pvt. Ltd. and its content may not be copied or emailed to
multiple sites or posted to alistserv without the copyright holder's express written permission.
However, users may print, download, or email articles for individual use.



