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Keywords: ABSTRACT: The present study was aimed to improve the water
solubility and bioavailability of telmisartan by solid dispersion

technique. Telmisartan is 4'-[(1,4'-dimethyl-2"-propyl[2,6'-bi-1H-
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benzimidazol]-1 - yl) methyl]- [1, 1-biphenyl]- 2- carboxylic acid.
Telmisartan is practically insoluble in water. Telmisartan is an
angiotensin Il receptor antagonist (ARB), used in the management of
hypertension. Solid dispersions of telmisartan were prepared by using
polyethylene glycol 4000 and mannitol as hydrophilic carriers in
different weight ratios by a solvent evaporation method. The drug and
the solid dispersions were characterized by saturation solubility
studies, in-vitro dissolution study, Fourier-transform infrared
spectroscopy, differential scanning calorimetry, drug content
estimation, and stability study. Based on physical characters and drug
release pattern, formulation F2 (1 g drug, 4 g PEG 4000 and 1 g
mannitol) exhibited the best results. The carriers, polyethylene glycol
4000 and mannitol, were found to be effective in increasing the
aqueous solubility and dissolution rate of telmisartan in solid
dispersions when compared to the pure drug.

INTRODUCTION: Telmisartan is an anti-
hypertensive drug. It is an angiotensin Il receptor

E-mail: ashutoshdubey@hotmail.co.in

Being a BCS class Il drug, it is very poorly soluble
in water, which results in the slow dissolution and

antagonist. It acts by binding to the angiotensin Il
type one receptors, resulting in the inhibition of
angiotensin 1l on vascular smooth muscles. As
angiotensin Il is a vasoconstrictor, inhibition of its
effect on vascular smooth muscles results in
decreases in systemic vascular resistance .
Telmisartan comes under the class Il of the
biopharmaceutical classification system (BCS) 2.
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hence low bioavailability when administered orally
(~42%). The absolute bioavailability of telmisartan
is dose-dependent. The bioavailability of
telmisartan increased from 42% to 58%, when the
dose was increased from 40 mg to 160 mg
respectively *. The solid dispersion approach can be
successfully used in the improvement of solubility
of poorly water-soluble drugs. Several drugs have
been shown to exhibit better aqueous solubility and
dissolution characteristics in the form of solid
dispersion *”.

To overcome the low bioavailability, solid
dispersion technique can be used to increase the
bioavailability of telmisartan by using hydrophilic
carriers.
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In the present study, the solvent evaporation
method had been used to prepare the solid
dispersions. Methanol was used as the solvent.
PEG 4000 and mannitol were used as the
hydrophilic carriers. The samples were prepared at
a different drug: carrier weight ratios. PEG 4000
and mannitol have been successfully used to
improve the water solubility and dissolution (hence
bioavailability) of several drugs ***.

MATERIALS AND METHODS: Telmisartan
was obtained as a gift from Skymap
Pharmaceuticals, Roorkee, India. PEG 4000 was
purchased from Central Drug House Pvt. Ltd., New
Delhi, India while mannitol was purchased from
Oxford Laboratory, Mumbai, India. All other
chemicals were of analytical grade and were used
as procured.

TABLE 1: SOLID DISPERSION FORMULATIONS
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Preparation of Solid Dispersions: Solid
dispersions were prepared by solvent evaporation
method according to the formula given in Table 1.
The quantity of carriers for optimization was
selected based on preliminary trial formulations.
Telmisartan solid dispersions were prepared by a
solvent evaporation method using carriers PEG
4000 & mannitol.

PEG 4000 and mannitol were dissolved in
sufficient quantity of methanol in Petri dish, and
then the drug (1 g) was added slowly with
continuous stirring. These mixtures were heated on
a water bath until the solvent evaporated. The
resultant solid dispersions were scraped out with a
spatula, passed through sieve no. 60 and stored in
desiccators separately until further evaluation *2.

Ingredients (g) F1 F2 F3 F4 F5 F6 F7 F8 F9
Telmisartan 1 1 1 1 1 1 1 1 1
PEG 4000 4 4 4 3 3 3 2 2 2

Mannitol 1.5 1 0.5 1.5 1 0.5 1.5 1 0.5

Saturation Solubility Study: Saturation solubility
of pure drug and different batches of solid
dispersions was determined by shake flask method
in triplicate. In this method excess amount of drug
and solid dispersions of telmisartan were taken in
10 mL distilled water in 25 mL volumetric flasks.
These flasks were then placed in an orbital shaker
for 48 h at 37 °C. After 48 h, the flasks were
allowed to withstand overnight at 37 °C. then flasks
were removed, samples were filtered, and after
appropriate dilutions analyzed by UV-visible
spectrophotometer at 296.5 nm 2.

Drug Content Estimation: The samples of
powdered solid dispersions (equivalent to 25 mg
telmisartan) were accurately weighed and
transferred to 25 mL volumetric flasks. About 15
mL of methanol was added to each flask, and then
the flasks were shaken to dissolve the formulation
completely. Then, volume was made up to the mark
with methanol. This resulting solution was filtered,
diluted if necessary, and the absorbance of the
resulting solution was measured at the wavelength
of 296.5 nm against the blank. Quantitative
analysis was carried out by using the regressed line
equation for the calibration curve. In each case, the
analysis was carried out in triplicate **.
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In-vitro Dissolution Study: In-vitro dissolution
studies of solid dispersions were carried out in a
USP standard dissolution test apparatus-11 (VDA
8D, Veego, Mumbai, India), employing a paddle
stirrer at 75 rpm using 900 mL of HCI buffer (pH
1.2) at 37 = 0.5°C as dissolution medium. At
predetermined time intervals, 5mL of the samples
were withdrawn using a syringe fitted with a pre-
filter.

The volume withdrawn at each interval was
replaced with the same quantity of fresh dissolution
medium maintained at 37 £ 0.5 °C. The samples
were analyzed for drug release by measuring the
absorbance at 296 nm using UV-visible
spectrophotometer after suitable dilutions. All the
studies were conducted in triplicate .

FT-IR Study: Drug sample was vacuum dried for
12 h before IR studies. IR spectra of pure
telmisartan, PEG 4000, mannitol and formulation
F2 were obtained by an FT-IR spectrophotometer
(IR Prestige-21, Shimadzu, Japan) using KBr
pellets. The scanning range used was 4000 to
400cm™. The observed peaks were reported for
functional groups **.
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Differential Scanning Calorimetry: DSC analysis
was performed by using a differential scanning
calorimeter (Jade, PerkinElmer, USA). Samples
weighed 4.3 mg were heated in hermetically sealed
aluminum pans over a temperature range of 30-300
°C at a constant rate of 10 °C/min °.

Stability Study: Stability study of formulation F2
was carried out by storing a sample of 1 g in a
tightly sealed vial at ambient room conditions for 3
months. The formulation was visually examined for
any physical change, and drug content was
estimated at the end of 3 months period *".
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RESULT AND DISCUSSION: The saturation
solubility of the pure drug was found to be 0.0021
mg/mL in distilled water. Results obtained from the
saturation solubility study of formulations are
presented in Table 2.

Formulation F2 was found to have the highest
saturation solubility of 14.023 mg/mL. Results of
drug content estimation are presented in Table 2.
All the results for drug content estimation were
within the limit of 90% to 110% *°,

TABLE 2: SATURATION SOLUBILITY STUDY AND % DRUG CONTENT OF FORMULATIONS

Formulations Pure drug F1 F2 F3 F4 F5 F6 F7 F8 F9
Saturation solubility (mg/mL) 0.002 5.89 14.023 6.38 184 58 29 075 0.72 1.77
Drug content (%) — 98 99 96 99 95 97 98 95 96

In-vitro dissolution studies were performed for all
the solid dispersion formulations in HCI buffer (pH
1.2) for 90 min. The release pattern of solid
dispersions of F1 to F9 and pure drug were studied
in HCI buffer (pH 1.2) medium and are represented
in Fig. 1. All the solid dispersion formulations

exhibited an increase in the release rate of the drug
in HCI buffer (pH 1.2) medium compared to that of
pure drug. Formulation F2 (contained 1 g drug, 4 g
PEG 4000 and 1 g mannitol) showed the highest
rate of release of the drug than other formulations
and pure drug.

Cumulative % drug release
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FIG. 1: RELEASE PATTERN OF DRUG AND FORMULATIONS IN HCI BUFFER (pH 1.2)

FT-IR spectra of pure telmisartan and its solid
dispersion (formulation F2) which are shown in
Fig. 2 and 3 respectively, indicating no significant
evidence of interaction between drug and carriers
which confirms the stability of the drug in its solid
dispersion. The FT-IR spectra of PEG 4000 and
mannitol are shown in Fig. 4 and 5, respectively.

The DSC thermogram of pure telmisartan showed a
sharp peak at 263 °C Fig. 6, which corresponds to
the melting temperature of telmisartan, the
sharpness of the peak indicating crystalline nature
of the drug. The thermogram of PEG 4000 Fig. 7

International Journal of Pharmaceutical Sciences and Research

showed a peak at 60 °C, which corresponds to its
melting temperature. The thermogram of mannitol
Fig. 8 showed a peak at 168 °C, which corresponds
to its melting temperature.

In the formulation (F2) drug: PEG 4000: mannitol
(1:4:1), two peaks (fig. 3) were observed first at 60
°C and second at 168 °C, which corresponds for
PEG 4000 and mannitol respectively. The peak of
the drug was disappeared Fig. 9 indicating that the
crystallinity of the drug was reduced and it might
be converted to amorphous form *.
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Formulation F2 was subjected to stability study at
ambient room conditions for 3 months. After 3
months, it did not show any significant change in
physical appearance or drug content.

It shows that the drug was stable in solid dispersion
even after three months of short term storage. The
result for the stability study is given in Table 3.

TABLE 3: STABILITY STUDY

Formulation Drug content (%)  Physical appearance

F2 99 No change

The method of preparation of solid dispersions was
found to be simple and reproducible. The carriers
used were non-toxic, relatively less expensive are
easily available. The developed solid dispersion
formulations were found to be effective in
increasing the aqueous solubility and the drug
release of the drug.

ACKNOWLEDGEMENT: The authors thank the
management of the Oriental College of Pharmacy
for providing the necessary facilities to carry out
the research work.

CONFLICT OF INTEREST: Nil
REFERENCES:

1. Bhise S, Mathure D, Patil MVK and Patankar RD:
Solubility enhancement of antihypertensive agent by solid
dispersion technique. International Journal of Pharmacy &
Life Sciences 2011; 2(8): 970-95.

2. Kausalya J, Suresh K and Padmapriya S: Solubility and
dissolution enhancement profile of telmisartan using
various techniques. International Journal of PharmTech
Research 2011; 3(3): 1737-49.

3. Tyagi R and Dhillon V: Solid dispersion: a fruitful
approach for improving the solubility and dissolution rate
of poorly soluble drugs. Journal of Drug Delivery &
Therapeutics 2012; 2(4): 5-14.

4. Deshmukh KR and Jain SK: Development of aceclofenac
mouth dissolving tablets using solid dispersion technique:
an in-vitro evaluation. Indian Journal of Pharmaceutical
Education and Research 2012; 46(2): 97-104.

10.

11.

12.

13.

14,

15.

16.

17.

18.

E-ISSN: 0975-8232; P-ISSN: 2320-5148

Ali A and Sharma SN: Preparation and evaluation of solid
dispersions of ibuprofen. Indian Journal of Pharmaceutical
Sciences 1991; 53(6): 233-36.

Rao KRSS, Nagabhushanam MV and Chowdary KPR: In-
vitro dissolution studies on solid dispersion of mefenamic
acid. Indian Journal of Pharmaceutical Sciences 2011;
73(1): 243-47.

Chaulang G, Patel P, Hardikar S, Kelkar M, Bhosale A and
Bhise S: Formulation and evaluation of solid dispersions
of furosemide in sodium starch glycolate. Tropical Journal
of Pharmaceutical Research 2009; 8(1): 43-51.

Akiladevi D, Shanmugapandiyan P, Jebasingh D and
Basak A: Preparation and evaluation of paracetamol by
solid  dispersion  technique. Indian Journal of
Pharmaceutical Sciences 2011; 3(1): 188-91.

Prajapati ST, Gohel MC and Patel LD: Studies to enhance
dissolution properties of carbamazepine. Indian Journal of
Pharmaceutical Sciences 2007; 69(3): 427-30.

Divya B, Sabitha P, Reddy R, Reddy MKK and Rao BN:
An approach to enhance the solubility of gatifloxacin by
solid dispersion technique. Asian Journal of Research in
Pharmaceutical Sciences 2012; 2(2): 58-61.

AppaRao B, Shivalingam MR, Reddy YVK, Rao S, Rajesh
K and Sunitha N: Formulation and evaluation of
aceclofenac solid dispersions for dissolution rate
enhancement. International Journal of Pharmaceutical
Sciences and Drug Research 2010; 2(2): 146-50.
Manjunatha KM, Ramana MV and Satyanarayana D:
Design and evaluation of diclofenac sodium controlled
drug delivery systems. Indian Journal of Pharmaceutical
Sciences 2007; 69(3): 384-89.

Patel B, Parikh RH and Swarnkar D: Enhancement of
dissolution of telmisartan through use of solid dispersion
technique-surface solid dispersion. Journal of Pharmacy
and Bioallied Sciences 2012; 4: 64-68.

Kothawade SN, Kadam NR, Aragade PD and Baheti DG:
Formulation and characterization of telmisatan solid
dispersions. International Journal of PharmTech Research
2010; 2(1): 341-47.

Patel PKA and Patravale VB: Commercial telmisartan
tablets: a comparative evaluation with innovator brand
micardis. International Journal of Pharma Sciences and
Research 2010; 1(8): 282-92.

Mesnukul A, Yodkhum K and Phaechamud T: Soild
dispersion matrix tablet comprising indomethacin-PEG-
HPMC fabricated with fusion and mold technique. Indian
Journal of Pharmaceutical Sciences 2009; 71(4): 413-20.
Jani R, Jani K, Setty CM and Patel D: Preparation and
evaluation of solid dispersions of aceclofenac.
International Journal of Pharmaceutical Sciences and Drug
Research 2009; 1(1): 32-35.

Indian  Pharmacopoeia, The Indian
Commission, Ghaziabad, 2010; 3: 2187.

Pharmacopoeia

How to cite this article:

Dubey A, Kharia AA and Chatterjee DP: Enhancement of aqueous solubility and dissolution of telmisartan using solid dispersion
techniaue. Int J Pharm Sci & Res 2014: 5(10): 4478-85. doi: 10.13040/1JPSR.0975-8232.5(10).4478-85.

All © 2013 are reserved by International Journal of Pharmaceutical Sciences and Research. This Journal licensed under a Creative Commons Attribution-NonCommercial-ShareAlike 3.0 Unported License.

This article can be downloaded to ANDROID OS based mobile. Scan QR Code using Code/Bar Scanner from your mobile. (Scanners are available on Google

Playstore)

International Journal of Pharmaceutical Sciences and Research

4485



