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ABSTRACT

In the treatment of hypertension fast onset of action is the major concern. The problem of slow onset of action of
drugs can be overcome by development of appropriate dosage forms. Fast disintegrating tablets in mouth are best
suited and have gained popularity in the oral antihypertensive drug therapy. These are advantageous over other
conventional systems in terms of patient compliance, rapid onset of action, accurate dosing, good chemical stability,
convenience of self-administration and compactness. Losartan potassium is widely used as an antihypertensive drug,
which is a potent drug candidate for developing in to Fast Dissolving Tablets (FDT’s). It has low bioavailability due
to first pass metabolism. Hence the main objective of the study was to formulate fast dissolving tablets of Losartan
potassium to achieve a better dissolution rate and further improving the bioavailability of the drug. Fast dissolving
tablet of Losartan potassium were formulated by using microcrystalline cellulose with different concentration of super
disintegrants like sodium starch glycolate and Isabgol Mucilage. All the batches were prepared by direct compression.
API characterization studies were conducted to check the purity of API .The tablets were evaluated for Pre
compression parameters and post compression parameters. Before the formulation of the tablets IR spectroscopic
studies were also performed to check the compatibility with the excipients.

A 2° full factorial design was applied to investigate the combine effect of 3 formulation variables. Here the
concentration of Isabgol mucilage, concentration of Sodium Starch Glycolate and concentration of Microcrystalline
Cellulose were taken as independent variable X;, X, & X; respectively and their effect of disintegration time is
studied as dependent parameter. To represent the data Design Expert software is used.

Keywords: 2° full factorial design; DOE; Fast Dissolving Tablets (FDT’s); Variables.

INTRODUCTION superdisintegrants employed and technologies
developed for MDTs, along with various

The convenience of administration and excipients, evaluation tests, marketed

improved patient compliance are important in
the design of oral drug delivery system which
remains the preferred route of drug delivery
inspite of various disadvantages. One such
problem can be solved in the novel drug
delivery system by formulating  Fast
Disintegrating Tablets (FDTs) or “Mouth
Disintegrating ~ Tablets” (MDTs)  which
disintegrates or dissolves rapidly without water
within few seconds in the mouth due to the
action of superdisintegrant or maximizing pore
structure in the formulation. Fast disintegrating
tablets are advantageous particularly for
pediatric, geriatric and mentally ill patients
who have  difficulty in  swallowing
conventional tablets and capsules. The review
describes the various formulation aspects,

formulation and drugs used in this research
area.

Losartan potassium approved by the FDA in
April 1995, Losartan was launched on that
month as the first non-peptide anti-
hypertensive drug in the new class of Ang II
receptor antagonists. Merck began selling
Losartan under the trade names Cozaar™ and
Hyzaar™. The two companies DuPont &
Merck shared the revenue. Losartan’s new
mode of action proved very effective and its
selectivity very likely resulted in its fewer side
effects. It lacked the dry cough and skin rash
that some patients suffered from taking ACE
inhibitors. Losartan’s metabolite in humans
increased its potency and duration, so the drug
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had to be taken only once every 24 hours and it
could be taken orally. With a change in its
corporate  strategy, DuPont exited the
pharmaceutical business in 2001.

Formal Experimental Design or DOE is defined
as “a structured analysis wherein inputs are
changed and differences or variations in
outputs are measured to determine the
magnitude of the effect of each of the inputs or
combination of inputs.”

Factorial designs allow for the simultaneous
study of the effects that several factors like
concentration of  superdisintegrants  and
diluents concentration may have on the
physical characteristics of the tablets.

There are several advantages to statistically
designed experiments, and when compared
with other test methods, the results are striking.
One chief reason is that it is strongly favored
by regulatory agencies because it justifies the
choice of ranges and finds a robust (optimum)
region. In addition, it gives the researcher the
ability to study interactions between factors. In
contrast, merely studying one factor at a time
does not allow the researcher to study
interactions and is not scalable to production.
It provides a more economical use of resources,
especially when many factors exist and
provides a greater chance of finding optimum
conditions. Finally, predictions can be made
about future experiments. (1-4)

MATERIALS AND METHOD
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Losartan Potassium was gifted by Dr. Reddy’s
Lab., Hyderabad and other excipients like
Microcrystalline Cellulose (MCC PH102),
Talc, Sodium starch glycolate, Mannitol,
Magnesium Stearate, Isabgol Seeds are
purchased from Research-Lab Fine chem.
Industries, Mumbai.

METHOD

Isolation of Isabgol Mucilage from Isabgol
seeds (5,6):

Mucilage was isolated by soaking seeds of
plantago ovata in water (20-30 times) for at
least 48 hrs, boiled for 2 hrs subsequently
mucilage was released into the water
completely. With the help of the muslin cloth
the mucilage was squeezed out and separated
from seeds. The mucilage collected and
precipitated using 3 times of 95% ethanol.
Collected mucilage was dried in the oven at 50-
55°C. Dried mucilage was scraped and
powdered using pestle and mortar. Powder was
sieved using mesh no.60.

Fourier Transform Infrared Spectro-
photometric (FT-IR) study:-

The IR spectra of previously dried samples
were recorded by potassium  bromide
dispersion technique. 2-3 mg of sample of drug
and excipients were mixed (1:1) with

previously dried potassium bromide and kept in
sample cell, the cell was then fitted on sample
holder and spectrums were recorded.

T %, -
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Losartan

Figure 1: FT-IR spectrum of Losartan potassium
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Figure 2: FT-IR spectrum of Losartan potassium & all excipients

Pre-compression Parameters Study (7, 8)
1. Angle of repose:-

Angle of repose is defined as the maximum
angle possible between the surface of pile of
powder and horizontal plane. The angle of
repose was calculated by substituting the
values of the base radius ‘R’ and pile height
‘H’ in the following equation.

( =tan 'H/R)
2. Bulk density:-

The sample equivalent to 25g was accurately
weighed and filled in a 100 ml graduated
cylinder and the powder was leveled and the
unsettled volume, V, was noted. The bulk

3. Tapped density:-

The tapped density was determined by
mechanically tapping the measuring cylinder
and the volume was noted.

Tapped density (p) =M/ V;
4. Compressibility index:-

The bulk volume and tapped volume was
measured and compressibility index was
calculated using the formula.

Compressibility index =100 (V,-V¢)/V,
5. Hausner’s ratio:-

Tapped volume and bulk volume were

densit loulated by the f ] measured and the hausner’s ratio was
ehsity was calculated by the formuia- calculated using the formula
Bulk density (po) = M/V, Hausner’s ratio = V/V¢
Table 1: Pre-compression Parameters Study
Formulation | Angle of Bulk Tapped Hausner Compressibility
code repose density density ratio index (%)
F1 23.294+0.89 | 0.58+0.02 | 0.68+0.03 1.129+0.04 12.76+0.23
F2 24.61£1.18 | 0.54+0.03 | 0.65+0.01 1.178+0.006 | 15.15+0.46
F3 26.41+0.49 | 0.57+0.01 |0.69+0.02 1.185+0.007 | 15.63+0.48
F4 25.10£0.51 | 0.59+0.03 | 0.69+0.03 1.103£0.006 |9.39+0.49
F5 24.31+0.85 | 0.61+0.01 ]0.72+0.01 1.125+0.003 | 11.60+1.13
Fé6 23.4441.56 | 0.58+0.02 |0.69+0.04 1.098+0.007 ]9.02+0.58
F7 22.554+0.85 | 0.58+0.03 ] 0.71+0.02 1.170+0.008 | 14.57+0.64
F8 25.024+0.76 | 0.55£0.01 |0.66+0.03 1.12940.004 | 11.92+0.90
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Preparation of fast dissolving tablets by
direct compression technique:

Table 2: Formulations from F1 to F8

Fast dissolving tablets of Losartan potassium
were prepared by direct compression method
according to the formula.

Ingredients Quantity in ‘mg’

F1 F2 F3 F4 F5 Fé F7 F8
Losartan potassium 50 50 50 50 50 50 50 50
Isabgol mucilage 8 16 8 16 8 16 8 16
S.S.G. 8 8 12 12 8 8 12 12
M.C.C. 40 40 40 40 60 60 60 60
Magnesium stearate 1.5 1.5 1.5 1.5 1.5 1.5 1.5 1.5
Talc 1.5 1.5 1.5 1.5 1.5 1.5 1.5 1.5

All the ingredients were passed through 60 #
sieve separately, Magnesium stearate & Talc
through 40 #. Then the ingredients were
weighed and mixed in geometrical order and
tablets were compressed with 8 mm sizes flat
round punch to get tablet using Rimek
Compression Machine.

Post-compression Parameters Study (9-15):
1. Thickness:

The thickness of the tablets was determined
using a Vernier caliper. Five tablets from each
type of formulation were used and average
values were calculated. It is expressed in mm.

2. Hardness:

The resistance of tablets to shipping, breakage,
under conditions of storage, transportation and
handling before usage depends on its hardness.
For each formulation, the hardness of 6 tablets
was determined using the Monsanto hardness
tester. The tablet was held along its oblong axis
in between the two jaws of the tester. At this
point, reading should be zero kg/cm2. Then
constant force was applied by rotating the knob
until the tablet fractured. The value at this point
was noted.

3. Friability:

Friability is the measure of tablet strength.

Roche Friabilator was used for testing the
friability using the following procedure. This

test subjects a number of tablets to the
combined effect of shock abrasion by utilizing
a plastic chamber which revolves at a speed of
25 rpm, dropping the tablets to a distance of 6
inches in each revolution. A sample of pre-
weighed 6 tablets was placed in Roche
friabilator which was then operated for 100
revolutions i.e. 4 minutes. The tablets were
then dusted and reweighed. A loss of less than
1 % in weight in generally considered
acceptable. Percent friability (% F) was
calculated as follows.

Initial weight - Final weight
% F =--mn--- e x 100
Initial weight

4. Weight variation test:

To find out weight variation, 20 tablets of each
type of formulation were weighed individually
using an electronic balance, average weight
was calculated and individual tablet weight was
then compared with average value to find the
deviation in weight.

5. Uniformity of drug content:

Five tablets of each type of formulation were
weighed and crushed in mortar and powder
equivalent to 50 mg of Losartan potassium was
weighed and dissolved in 100 ml of 0.1N HCI
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(pH 1.2). This was the stock solution from
which 0.2 ml sample was withdrawn and
diluted to 10 ml with O.IN HCIL The
absorbance was measured at wavelength 226
nm using double beam  UV-Visible
spectrophotometer.

Content uniformity was calculated using
formula —

% Purity =10 C (Au/ As)

Where, C - Concentration,

Au and As - Absorbance’s obtained from
unknown preparation and standard Preparation
respectively.

6. Wetting time:

The method was applied to measure tablet
wetting time. A piece of tissue paper folded
twice was placed in a small petri dish (i.d. =
6.5 cm) containing 10 ml of water, a tablet was
placed on the paper, and the time for complete
wetting was measured. Three trials for each
batch were performed and standard deviation
was also determined.

7. In vitro disintegration time:

The process of breakdown of a tablet into
smaller particles is called as disintegration. The
Table 3: Pre-compression Parameters Study

in-vitro disintegration time of a tablet was
determined using disintegration test apparatus
as per IP specifications.

IP Specifications: Place one tablet in each of
the 6 tubes of the basket. Add a disc to each
tube and run the apparatus using distilled water
maintained at 37( * 2(C as the immersion
liquid. The assembly should be raised and
lowered between 30 cycles per minute in the
pH 7.4 maintained at 37( + 2(C. The time in
seconds taken for complete disintegration of
the tablet with no palpable mass remaining in
the apparatus was measured and recorded.

8. In vitro dissolution studies:

Dissolution rate was studied by using USP
type-1I apparatus (50 rpm) using 900 ml of
phosphate buffer pH (7.4) as dissolution
medium. Temperature of the dissolution
medium was maintained at 37 +0.5°C, aliquot
of dissolution medium was withdrawn at every
5 min interval and filtered. The absorbance of
filtered solution was measured by UV
spectrophotometric method at 231 nm and
concentration of the drug was determined from
standard calibration curve.

Formulation Hardness Friability | Weight variation Thickness

code (kg/cm®)(SD) (%) (SD) (mg)(SD) (mm) (SD)
F1 3.2+0.12 0.41(0.03) |201.1(0.05) 3.25+0.01
F2 2.9+0.15 0.36(0.05) |200.3(0.02) 3.20+0.03
F3 2.840.11 0.39(0.06) |200.0(0.03) 3.30+0.02
F4 2.7£0.09 0.44(0.04) |200.1(0.06) 3.28+0.02
F5 3.3+0.15 0.38(0.08) |201.3(0.08) 3.25+0.05
Fé 3.0£0.11 0.43(0.09) |199.6(0.09) 3.00+0.04
F7 3.1+0.10 0.42(0.03) |200.0(0.03) 3.35+0.02
F8 2.5+0.13 0.34(0.08) |202.1(0.05) 3.20+0.03

RESULTS & DISCUSSION
Hardness:

The hardness of the tablets prepared was
determined by Monsanto Hardness tester and

found to be within the range of 2.5 kg/cm® to
3.3 kg/em®.

Friability test:

© 2014 1JDRA Publishing Group, All rights reserved

Page 65



Birajdar et al.

International Journal of Drug Regulatory Affairs; 2014, 2(2), 61 — 77

ISSN: 2321 - 6794

The friability was found in all designed
formulations in the range 0.36% to 0.44% to be
well within the approved range (<1%).

Weight variation test:

The weight variation was found in all designed
formulations in the range 199.6 to 202.1 mg
and % deviation was in a range of 0.03 to 1.22.
All the tablets passed weight variation test as
the average percentage weight variation was
within 7.5 % i.e. in the pharmacopoeia limits.

Thickness:

The mean thickness was (n=3) almost uniform
in all the formulations and values ranged from
3.20 mm. to 3.35 mm. The standard deviation
values indicated that all the formulations were
within the range.

In- vitro disintegration time:

The in-vitro disintegration time was measured
by the time taken to undergo complete
In-vitro dissolution study:

disintegration. Rapid disintegration within 3
minutes was observed in all the formulations.

The disintegration time of all the formulations
is checked & is found within the range of 46
sec. — 75 sec.

Wetting time:

Wetting time is closely related to the inner
structure of the tablet. The wetting time of
Losartan potassium tablets prepared were
found to be in the range of 34 to 40 sec.

Drug Content:

The drug content uniformity was performed for
all the formulations. The average value and
standard deviations of all the formulations were
calculated. The percentage drugs content of the
tablets were found to be between 97.23 +1.26
t0 99.81+1.84
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Figure 3: In-vitro dissolution study of batches F1 to F4
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Figure 4: In-vitro dissolution study of batches F5 to F8

Table 4: 2°Factorial design with upper &
lower limits of all factors

3 factors 2 Levels
-1 +1
Conc. of Isabgol mucilage 8 16
Conc. of S.S.G. 8 12
Conc. of M.C.C. 40 60

Statistical Optimization technique (16-21):

The optimization phase was designed
statistically using 2° factorial design in which
three variables namely concentrations of
Isabgol mucilage, S.S.G and M.C.C. were kept

at two levels. Main interactive influences were
tested using statistical methods. The eight
formulations of optimization phase were
categorized in to four groups for ease of
analysis and comparison as follows:

1. Group I: All variables at low level
(Formulation F1).

2. Group II: Any one of three variables at high
level (Formulations F2, F3 & F5).

3. Group III: Any two of three variables at high
level (Formulations F4, F6, & F7).

4. Group IV: All three variables at high level
(Formulation F8).

80
707
60
507
407
307
207
107

e TR

Time (in sec.)

F3 a4 F5_ F6  FT P8
Formulation C

B 1sabgol mucilage

B SsG.

W MCC

B Disintegration time (sec )

Figure 5: Effect of concentration of Isabgol mucilage, SSG & MCC
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Although all formulation were analyzed for
disintegration time, amount of drug release at
the end of 30 minutes, and mechanism of drug
release, and all of these parameters were
considered for selection of best formulation in
the optimization phase.

Main Effects

Effect of Isabgol mucilage = ((Y2-Y1) + (Y4-
Y3)+ (Y6-Y5) +(Y8-Y7))/ 4

= ((57-71) + (46-55) + (61-75) + (48-59) / 4
=-12

Effect of SSG = ((Y3-Y1) + (Y4-Y2) + (Y7-
YS) + (Y8-Y6)) /4

= ((55-71) + (46-57) + (59-75) + (48-61)) / 4
=-14

Effect of MCC = ((Y5-Y1D) + (Y6-Y2) + (Y7-
Y3) + (Y8-Y4)) / 4

= ((75-71) + (61-57) + (59-55) + (48-46)) /4

= +3.50

Effect of Isabgol mucilage & SSG:

High level (+) = (Y4-Y3) + (Y8-Y7)) /2
= ((46-55) + (48-59)) / 2
=-10

Low level (-) = ((Y2-Y1) + (Y6-Y5)) / 2
= ((57-71) + (61-75)) / 2
—-14

Effect of Isabgol mucilage & MCC:

High level = ((Y8-Y4) + (Y7-Y3)) /2
= ((48-46) + (59-55)) / 2
=3
Low level = (Y6-Y2) + (Y5-Y1)) /2
= ((61-57) + (75-71)) / 2
=4

Effect of MCC & SSG:

High level = (Y6-Y2) + (Y8-Y4)) /2
= ((61-57) + (48-46)) / 2
=3

Low level = ((Y5-Y1) + (Y7-Y3)) /2
= ((75-71) + (59-55)) / 2

=4
Effect of Isabgol mucilage, SSG & MCC:

Calculation of coefficient

High level =((Y8-Y7)+(Y6-Y5))/2
= ((48-59) + (61-75)) /2
=-12.5

Low level = ((Y4-Y3) + (Y2-Y1))/2

= ((46-55) + (57-71)) /2
=-11.5

Isabgol mucilage x SSG =1/2 difference
= (High level — low level) / 2
=[(-10)-(-14)] /2

=-12

Isabgol mucilage x MCC = 1/2 difference
= (High level — low level)/2
=(3-4)/2=-0.5

MCC x SSG = 1/2 difference
= (High level — low level)/2
=((3-4)/2

=-0.5

Isabgol mucilage x SSG x MCC = 1/2
difference

= (High level — low level) / 2
=[(-12.5)-(-11.5)] /2

=-12

All these interpretations and implications of
disintegrants characteristics over release profile
were supported statistically and the results of
main effects, interactive (two and three way)
effects, were enlisted in Table.

Table 5: Effects and their average estimates
in the formulation

Effect | Estimate
Main Effects
Effect Of Isabgol Mucilage -12
Effect Of SSG -14
Effect Of MCC +3.5
Two Factor Interactions
Isabgol Mucilage & SSG -12
Isabgol Mucilage & MCC -0.5
MCC & SSG -0.5
Three Factor Interactions
Isabgol Mucilage,SSG & MCC -12

BO = ((D)x(YD) + (1)x(Y2) + (D)x(Y3) + (Dx(Y4) + (1)x(YS) + (1)x(Y6) + (D)x(Y7) + (1)x(Y8)) /8
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= ((1x71) + (1x57) + (1x55) + (1x46) + (1x75) + (1x61) + (1x59) + (1x48))/ 8
=59
B1=(-Dx(Y1) + (1)x(Y2) + (-1)x(Y3) + (Dx(Y4) + (-Dx(YS) + (D)x(Y6) + (-1)x(YT)+(1)x(Y8))/ 8
={(-Dx(71) + (1)x(57 ) + (-1)x(55) + (1)x(46) + (-D)x(75) + (D)x(61) + (-1)x(59) +(1)x(48)}/8
=-6
B2 =((-Dx(Y1) + (-Dx(Y2) + (1)x(Y3) + ()x(Y4) + (-1)x(YS) + (-1)x(Y6) + (D)x(Y7) + (1)x(Y8))/8
= ((-D)x(71) + -D)x(57) + (Dx(55) + (1)x(46) + (-DH)x(75) + (-1)x(61) + (1)x(59) + (1)x(48)) /8
=-7
B3 =((-Dx(Y1) + (-Dx(Y2) + (-1)x(Y3) + (-1)x(Y4) + (1)x(YS) +(DX (YO)+(D)x(Y7)+(1)x(Y8)) / 8
= ((-Dx(71) + (-Dx(57) + (-1)x(55) + (-1)x(46) + (1)x(75) +(1)X (61) + (1)x(59)+(1)x(48)) / 8
=1.75
B12 = ((Dx(Y1) + (-Dx(Y2) + (-Dx(Y3) + (1)x(Y4) + (Hx(Y5)+ (-Dx(Y6) + (-Dx(Y7)+(1)x(Y8))/ 8
= ((Dx(7D)+Dx(S+(-1)x(55)+(1)x(46)+(1)x(75)+ (-Dx(61)+(-1)x(59) + (1)x(48)) /8
=1
B13 = (Dx(YD)+(-D)x(Y2)+(Dx(Y3)+(-1)x(Y4)+(-Dx(YS)+ (1)x(Y6) + (-1)x(Y7)+(1)x(Y8)) /8
= ((Dx(7D)+CDx(S+(1)x(55)+(-1)x(46)+ (-1)x(75)+(1)x(61)+ ( 1)x(59) +(1)x(48))/8
=-0.25
B23 = (Dx(YD)+(Dx(Y2)+(-1)x(Y3)+(-Dx(Y4)+(-Dx(YS)+ (- Dx(Y6) +(1)x(Y7) + (1)x(Y8))/8
= ((Hx(7D)+(D)x(ST+(-D)x(55)+(-1)x(46)+(-1)x(75)+ (-1)x(61)+(1)x(59)+(1)x(48)) / 8
=-0.25
B123 = (- Dx(YD)+(D)x(Y2)+(1)x(Y3)+(- Dx(Y4)+(1)x(YS5)+(1)x(Y6)+(1)x(Y7) + (1)x(Y8)) /8
= (-Dx(7D)+D)XSEDH(DX(55)+(-1D)x(46)+(1)x(75)+(1)x(61)+(1)x(59)+(1)x(48)) / 8
=29.75
Apply the above values in the basic polynomial equation.
Let us consider transformed values
x1=0.5
x2=0.5
x3=0.5
Actual polynomial Equation
Y=Bo+B:X+B2X+B3X3+B12(X1X2) + B13(X1X3) + B23(X2X3) + Bi23(X1X2X3)

Y =59 + [(-6)0.5] + [(-7)0.5] + [1.75(0.5)] + [1(0.5)(0.5)] + [(-0.25)(0.5)(0.5)] + [(-0.25)(0.5)(0.5)] +
[29.75(0.5)(0.5)(0.5)]

=47.2187
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Response surface methodology:

Design-Expert® Software
Factor Coding: Actual
R1

%75

46

X1 = A: ISABGOL MUCILAGE
X2 =B: SSG

Actual Factor
C: MCC = 40.00

R 1

A: ISABGOL MUCILAGE
B: SSG

10.26  8.00

Figure 6: Response surface diagram showing combined effect of Isabgol mucilage & SSG when
MCC kept at lower level i.e.40 mg.
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Factor Coding: Actual
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A: ISABGOL MUCILAGE B: SSG
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Figure 7: Response surface diagram showing combined effect of Isabgol mucilage & SSG when
MCC kept at higher level i.e.60 mg.
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Design-Expert® Software
Factor Coding: Actual
R1

75
I46

X1=B: §8G
X2=C:MCC

Actual Factor
A ISABGOL MUCILAGE = 8.00

R1

60.40 12.00

Figure 8: Response surface diagram showing Combined effect of MCC & SSG when Isabgol

Mucilage kept at lower level i.e. 8 mg.

Design-Expert® Software
Factor Coding: Actual
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15
I45
X1=B: S8G
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A 1SABGOL MUCILAGE = 16.00

R1
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Figure 9: Response surface diagram showing Combined effect of MCC & SSG when Isabgol

Mucilage kept at higher level i.e. 16mg.
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Figure 10: Response surface diagram showing Combined effect of MCC & Isabgol Mucilage
when SSG kept at lower level i.e. 8 mg.
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Figure 11: Response surface diagram showing Combined effect of MCC & Isabgol Mucilage
when SSG kept at lower level i.e. 8 mg.
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Figure 12: Contour plot showing combined effect of Isabgol mucilage & SSG when MCC kept
at lower level i.e.40 mg.
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Figure 13: Contour plot showing combined effect of Isabgol mucilage & SSG when MCC kept
at higher level 1.e.60 mg.
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Figure 14: Contour plot showing Combined effect of MCC & SSG when Isabgol Mucilage kept
at lower level i.e. 8 mg.
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Figure 15: Contour plot showing Combined effect of MCC & SSG when Isabgol Mucilage kept
at higher level i.e. 16 mg.
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Figure 16: Contour plot showing Combined effect of MCC & Isabgol Mucilage when SSG kept
at lower level i.e. 8 mg.
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Figure 17: Contour plot showing Combined effect of MCC & Isabgol Mucilage when SSG kept
at higher level i.e. 12 mg.
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CONCLUSION

In present work, a fast disintegrating Losartan
potassium tablets were developed. Losartan
potassium was selected for this investigation
because the absorption window of this drug is
the upper part of small intestine Step by step
studies were carried out to develop and
optimize oral fast disintegrating tablet for
Losartan potassium using natural & semi
synthetic superdisintegrants.

In the preliminary part, FT-IR study was
carried out which suggested that there was no
significant drug interaction between Losartan
potassium with superdisintegrants and other
excipients. UV scan of Losartan potassium had
shown maximum absorption at wavelength 226
nm in 0.1 N HCI. Physical parameters like
hardness, weight variation, thickness and
friability were within Pharmacopoeial limit.
Percentage drug content in all tablet
formulations was found within Pharmacopoeial
limit.

The disintegration time of all the formulations
from F1 to F8 was found within the limit 46 to
75 sec.

The negative value in the table no.05 indicates
that the increase in concentration of that
particular Excipients retards the disintegration
time. The same value i.e. -12 for the two factor
interactions (Isabgol mucilage & SSG) & three
factor interactions (Isabgol Mucilage,SSG &
MCC) indicates that the disintegration caused
due to both superdisintegrants Isabgol
mucilage & SSG is unaffected by the use of
MCC.

The in-vitro disintegration time of tablets
prepared by direct compression method were
found to be in the range of 46 to 75 sec.
Formulation VS4 showed in-vitro
disintegration time 46 Sec. Based on the in-
vitro disintegration time, Promising
formulations F4, which facilitate the faster
disintegration in the mouth. Hence, finally it
was concluded that the prepared fast dissolving
tablets of Losartan potassium may prove to be
potential candidate for safe and effective fast

disintegrating tablet dosage form by Formal
Experimental Design method.

Hence, finally it was concluded that the
prepared fast dissolving tablets of Losartan
potassium may prove to be potential candidate
for safe and effective fast disintegrating tablet
dosage form by Formal Experimental Design
method.
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