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In vitro-in vivo performance evaluation of
treated Plantago ovata husk based fast dissolving
tablets of glipizide: Flashtab technology

Antesh Kumar Jha, Dipak Chetia’

Department of Pharmaceutics, Anand College of Pharmacy, Keetham, Agra, 'Department of Pharmaceutical Sciences, Dibrugarh
University, Dibrugarh, Assam, India

hysicians suggest premeal administration of glipizide (30 min before a meal) because of longer disintegration

time (approximately 15 min) of conventional tablet. Hence, the dosage form was developed, called as fast dissolving
tablet (FDT), which disintegrates rapidly within a minute. FDTs by Flashtab technology is based on a swellable agent and
a superdisintegrant. In the current study, treated Plantago ovata husk (TPOH), and microcrystalline cellulose were utilized
as natural superdisintegrant and swellable agent, respectively. FDT formulations were prepared by direct compression and
evaluated for in vitro tablet performance, such as disintegration time, wetting time, hardness, friability, swelling and percent
drug release. On the basis of finding, formulation with 15% TPOH concentration (TPOH 7) was selected as optimized
formulation. To evaluate the in vitro performance, the formulation TPOH 7 and the marketed tablets (glynase) were
administered to rabbits. In the case of marketed tablet, the peak plasma-concentration of glipizide was obtained in 2.83 h of
administration whereas it was 2 h for TPOH 7 indicating immediate absorption and therefore faster onset of action of the
prepared FDT formulation than the marketed one. Drug interaction studies, performed by using FTIR spectroscopy, X-ray
diffractometry and differential scanning calorimetric methods, indicate that the glipizide is compatible with the formulation
components. The accelerated stability study (40°C * 2°C/75% £5% relative humidity) for the optimized formulation
showed a negligible change over time for the in vitro parameters. The results suggest that TPOH has promising potential for
faster disintegration and fulfills the requirement of FDTs.
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INTRODUCTION all other compression methods. Direct compression
is the easiest and cost effective method!® which can

Fast dissolving tablets (FDTs) usually dissolve within  be applied by choosing appropriate combinations of

15 s to 2 min when comes in contact with water. It
not only reduces the premeal administration time of
glipizide, but also minimize swallowing problem of
conventional tablets and ultimately improve patient
compliance.l" The different formulation processes
for making FDTs are freeze drying, molding and
compression methods.?' The compression method
is the most widely used method for producing
fast dissolving dosage forms. Some researchers
have focused on unique conventional and novel
granulation methods, such as wet granulation,P# dry
granulation,® melt granulation® and spray drying.”
However, the direct compression method outshines
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excipients that can provide fast disintegration and
good physical resistance.”! Glipizide is a sulfonylurea
antidiabetic drug given orally in the treatment of type 2
diabetes mellitus and has a duration of action of up to
24 h. It is readily absorbed from the gastrointestinal
tract with peak plasma-concentrations occurring
1-3 h after a single dose. It is extensively bound to
plasma proteins and has a half-life of about 2-4 h. It
is metabolized mainly in the liver and excreted chiefly
in the urine, largely as inactive metabolites. The usual
initial dose is 2.5-5 mg daily given as a single dose
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about 30 min before breakfast.'” On the basis of methods
of making, several patented technologies, such as Zydis,
Lyoc, Orasolv, Durasolv, Wow tab and Flashtab, are available
for FDTs. In Flashtab technology, tablet matrix consists of
a swellable agent and a superdisintegrant.”? In the present
study, microcrystalline cellulose was selected as swellable
agent and treated Plantago ovata husk (TPOH) as a natural
superdisintegrant. Disintegrants are agents added to tablet
to promote the breakup of the tablet into smaller fragments
in an aqtueous environment, thereby increasing the available
surface area and promoting a more rapid release of the
drug substance. They promote moisture penetration and
dispersion of the tablet matrix. Tablet disintegration has
received considerable attention as an essential step in
obtaining fast drug release.!"!!

METHODS

Glipizide was obtained as a gift sample from Supra
Chemical Pvt. Ltd., (Mumbai, India). The P. ovata husk was
purchased from the Sat Ishabgol Factory (Gujarat, India).
Magnesium stearate and talc were purchased from Loba
Chemie Pvt. Ltd., (Mumbai, India). Mirocrystalline cellulose
and starch soluble were purchased from Merk Speciality
Pvt. Ltd., (Mumbai, India). Glynase was obtained from USV
Ltd., (India). All the other chemicals used were of high
analytical grade.

Treatment of Plantago ovata husk

The P. ovata husk was powdered and passed through no. 80
screens. The powdered material (2% w/v) was allowed to soak
in distilled water for 24 h and dried in a Tray Drier (NSW,
India) at 75°C temperature. After drying the dried material
was size reduced and sieved to get free flowing powder, here
in after referred as TPOH.

Powder evaluation

Bulk swelling capacity

The powdered material (2.0 g) was carefully poured into
a 25 ml volumetric cylinder, and the bulk volume was
measured (V1).'>' 10 ml of distilled water was added to
it. The suspension was well shaken for 5 min and volume
is made up to 25 ml with distilled water. The sample was
allowed to stand for 24 h, and the sedimentation volume was
read off (V2). Three parallel measurements were carried out.

Table 1: Formulation composition

The process was repeated with 0.1 M HCL and phosphate
buffer system, pH 7.4 (PBS 7.4). The bulk swelling capacity
was calculated as:

Bulk swelling capacity = V2/V1

Capillary action

For capillary water uptake study,!"” samples were prepared by
mixing different concentrations of TPOH in glipizide (1.0%,
3.0%, 5.0%, 7.0%, 9.0%, 12%, and 15% w/w in glipizide).
Samples were filled with capillary tubes, and each tube was
tapped 20 times on the tile in order to obtain a constant
height of 7 cm of the powder column. Bottom ends were
plugged with an absorbent paper and dipped in distilled
water by means of supports. Water uptake by column in
the tube was observed and measured up to 30 min after the
start of the experiment.

Flow properties determination

Flow properties, such as angle of repose, Carr’s index
and Hausner ratio, were determined by making powder
blends as per the formulation composition given in
Table 1 without adding talc and magnesium stearate.
Powder blends were mixed for 5 min in a resealable
plastic bag and processed for angle of repose, Carr’s index
and Hausner ratio. For the determination of the angle
of repose, accurately weighed powder blend (2 g) was
taken in a funnel. The height of the funnel was adjusted
in such a way that the tip of the funnel just touched the
apex of the heap of the powder blends. The powder mix
was allowed to flow through the funnel freely onto the
surface. The diameter of the powder cone was measured,
and angle of repose (6) was calculated using the following
equation.l®

6 = tan~ "' (h/r)
Where, h and r are the height and radius of the powder cone.

For the determination of loose bulk density (LBD) and tapped
bulk density (TBD), a quantity of 2 g of powder blend was
introduced into a 10 ml measuring cylinder. After the initial
volume was observed, the cylinder was allowed to fall
under its own weight onto a hard surface from the height
of 2.5 cm at 2 s intervals. The tapping was continued until

Ingredients (%)

Formulation code

TPOH 1 TPOH 2 TPOH 3 TPOH 4 TPOH 5 TPOH 6 TPOH 7
Glipizide 2 2 2 2 2 2
TPOH 1 3 7 9 12 15
Microcrystalline cellulose 35 35 35 35 35 35 35
Talc 1 1 1 1 1 1
Magnesium stearate 1 1 1 1 1 1
Starch soluble g.s. (mg) 250 250 250 250 250 250 250

TPOH: Treated Plantago ovata husk, SD: Standard deviation
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no further change in volume was noted. LBD and TBD were
calculated as:!"'”

LBD = Weight of the powder/volume of the packing
TBD = Weight of the powder/tapped volume of the packing

The compressibility index!"! of the powder mix was
determined by the Carr’s compressibility index (or Carr’s
index)

Carr’s index (%) = [(TBD — LBD) X 100]/TBD.

Hausner ratio™ of the powder mix was determined by the
formula:

Hausner ratio = Tapped density/bulk density

Preparation of fast dissolving tablets

Screened TPOH passed through a no. 100 screens were
selected as superdisintegrant. Glipizide, microcrystalline
cellulose, superdisintegrant and soluble starch were weighed
and mixed together for 5 min in a resealable plastic bag.
The powder blend was lubricated to make flow property
excellent and transformed into tablets using a tablet punching
machine (Cadmach, India).

In vitro evaluation

Drug content study

A randomly selected tablet was crushed in a glass mortar
and pestle, and the powdered tablet was suspended in
100 ml of PBS 7.4 with stirring on a magnetic stirrer (Remi,
India). After 24 h, the solution was filtered, and the filtrate
was analyzed by UV-1800 spectrophotometer (Shimadzu,
Japan) at 225 nm. The drug content was calculated using
the formula:/°!

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

Content uniformity study

For the content uniformity test?'! 10 tablets were
randomly selected and assayed, individually, by UV-1800
spectrophotometer (Shimadzu, Japan) at 225 nm. The
required specification for this test is that uniformity of the
dosage units should be within the range of 85-115% with a
relative standard deviation of < 6%.

Hardness and friability study

For hardness test,*'! 6 tablets were randomly selected from
each batch. Monsanto hardness tester (Cadmach, India)
was used to perform hardness test. The friability test was
performed using a Roche friabilator (Campbell Electronics,
India). A randomly selected sample of 20 tablets from each
batch was tested at a time. After 100 turns, the tablet samples
were evaluated by weighing.

Disintegration study

In vitro disintegration time study for FDTs was determined
using a modified disintegration test apparatus® with distilled
water, 0.1 M HCL, and PBS 7.4 as the disintegrating media.
Briefly, the apparatus consisted of a glass beaker of 1000 ml
capacity with the wire basket positioned in the beaker with
the help of a support in a way that when the beaker contained
900 ml of disintegrating medium, the tablet placed in the
basket just dipped in it. A magnetic bead, at a stirring speed
of 25 rpm, was placed at the bottom of the beaker maintained
at 37°C = 2°C.

Wetting time study

Wetting time study of each tablet was carried out in wetting
media such as distilled water, 0.1 M HCL and PBS 7.4 using
the method reported by Bi et al. with slight modification./?’!
A piece of tissue paper folded twice was kept in a culture dish
containing 10 ml of the wetting medium. A tablet having a
small amount of amaranth powder on the upper surface was
placed on the tissue paper. The time required developing a
red color on the upper surface of the tablet was recorded as
the wetting time.

Swelling study

In swelling study,” the initial weight of the tablet was
determined (W1). After that, each tablet was placed
separately in 25 ml beaker containing tissue paper soaked in
swelling media such as distilled water, 0.1 M HCL, and PBS 7 4.
Tablets were removed after 2 min, wiped with filter paper, and
reweighed (W2). The swelling index was calculated as follows:

Swelling index = [(W2-W1)/W1] 100

Dissolution study

For the FDT formulation, glipizide release was evaluated
according to the procedure published in the USP
monograph.?! The test was performed with paddles operating
at 50 rpm, and the dissolution medium consisted of 900 ml
of PBS 7.4 and 0.1 M HCL maintained at 37°C temperature.
Two milliliter dissolution medium was withdrawn at 0.25, 0.5,
0.75, 1, 1.5, 2 and 2.5 h, filtered through membrane filter
and analyzed using a UV-1800 spectrophotometer (Shimadzu,
Japan). Fresh medium was replaced after sample withdrawal.
For the marketed formulation, the dissolution apparatus and
medium were similar to the FDTs.

In vivo evaluation

Preparation of stock solutions, calibration samples

A stock solution was prepared by dissolving 5 mg of glipizide
in 100 ml of methanol (50% v/v) to achieve a concentration
50 ug/ml. A series of working solutions of glipizide were
prepared (150-8000 ng/ml) by diluting the stock solution with
methanol (50% v/v). 50 ul of the appropriate working solution
of glipizide was added to 450 ul of drug-free rabbit plasma
to prepare the calibration standards. The plasma calibration
standards were made at the following concentrations: 15,
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50, 100, 200, 400, 600 and 800 ng/ml. 500 pl of plasma
calibration standards and 850 ul of 0.05 M HCL were added
to the glass tube. After mixing, 5 ml of diethyl ether was
added, and the mixture was stirred for 30 s. Each sample was
centrifuged at 2,500 rpm for 10 min. The organic layer was
transferred to a new tube and evaporated to dryness under a
nitrogen stream at 50°C. The residue was reconstituted with
500 ul of 50% methanol, and a 20 ul aliquot was injected for
high-performance liquid chromatography (HPLC) (Waters 600,
Millipore Corporation, Milford) analysis.1?%!

Pharmacokinetic study

Pharmacokinetic study?! of FDTs was based on a single
dose, randomized, two-period crossover study. The washout
period between administrations was 1-week. Six male
rabbits (weighing 2.0-2.5 kg) were used in this study. The
rabbits were fed standard laboratory chew diet with water
and fasted overnight before the experiment, although free
access to water was allowed. Water was not given until
2 h after the test preparation was administered during
the course of the experiment. After oral administration of
the test preparation, 2 ml blood samples were collected
at predetermined time intervals. Plasma was immediately
separated by centrifugation of the blood samples at 8000 rpm
for 10 min. All plasma samples were immediately frozen
at —200°C until analysis.

For the determination of glipizide plasma-concentration, 500 ul
of plasma sample and 850 pl of 0.05 M HCL were added to the
glass tube. After mixing, 5 ml of diethyl ether was added, and
the mixture was stirred for 30 s. Each sample was centrifuged
at 2,500 rpm for 10 min. The organic layer was transferred to
anew tube and evaporated to dryness under a nitrogen stream
at 50°C. The residue was reconstituted with 500 ul of 50%
methanol and a 20 pl aliquot was injected for HPLC analysis.

Drug interaction and stability evaluation

Drug interaction evaluation

The samples were prepared by mixing 1:1 weight ratio
of glipizide and excipient. It was chosen because it
maximizes the likelihood of observing any interaction.?’!
Glipizide and all the excipients were passed through sieve
number 100 before preparation of the samples. Physical
mixture of glipizide and excipient was prepared by
gently mixing for 5 min in a resealable plastic bag.
Fourier transform infrared (FTIR)-spectra of glipizide and
glipizide-excipient systems of the sample were recorded in
the FTIR equipment (Alfa Bruker). Samples were scanned in
the range of 4000-650 cm ~ '. X-ray diffraction experiments
were performed in a Seifert XRD 3003 TT (GE Inspection
Technologies, Japan) by using Cu K-o. radiation with a nickel
filter, a voltage of 40 kV, and a current of 30 mA. The scanning
rate employed was 10 min ~ ' over the 10°-80° diffraction
angle (26) range. Diffraction patterns of glipizide and physical
mixture of glipizide-excipient (1:1 w/w) were obtained.

Drug accelerated stability study

The formulations were packed in an amber colored
containers, each containing 25 tablets, and subjected to
accelerated stability studies as per International Conference
on Harmonization (ICH) guidelines (40°C = 2°C/75% relative
humidity [RH] =5% RH). The samples were withdrawn
periodically (0, 90 and 180 days) and evaluated for the drug
content, disintegration time, percentage friability, hardness,
wetting time and percentage swelling.

RESULTS AND DISCUSSION

Powder evaluation

Bulk swelling and capillary water uptake studies were done
to determine the swelling as well as disintegrant potential
of free flowing powder, whereas derived properties, such
as angle of repose, Carr’s index and Hausner ratio, were
utilized to know the flow ability of the powder blend.
Bulk swelling study of TPOH was done in three different
media, such as distilled water, 0.1 M HCL and PBS 7.4, and
the results were shown in Figure 1. TPOH showed a better
bulk swelling capacity in distilled water and PBS 7.4 than
in 0.1 M HCL. Almost equal bulk swelling was found in
the case of both distilled water and PBS 7.4. For capillary
water uptake study, powder blends were prepared by using
different concentrations of TPOH (1%, 3%, 5%, 7%, 9%, 12%
and 15% w/w) in glipizide. Figure 2 shows capillary water
uptake by TPOH-glipizide powder mix. Distilled water was
used as the study medium. Capillary water uptake was
increased with increasing concentration of TPOH. At low
concentration of TPOH, capillary water uptake was minimal.
Maximum capillary water uptake was found in the mixture
containing 15% TPOH. Almost similar results were obtained
when capillary water uptake study of TPOH-glipizide powder
mix was performed in 0.1 M HCL and PBS 7.4.

For the determination of derived properties, the powder
blends were prepared as per the composition given in Table 1
without adding lubricants. The derived properties of powder
blend were obtained using the angle of repose, loose bulk and
tapped bulk densities and the obtained values of loose bulk
and tapped bulk densities were subjected to the calculation
of Carr’s index and Hausner ratio.

Table 2 shows the results of the angle of repose (6), Carr’s
index and Hausner ratio. The values of the angle of repose
of the powder blend were ranged from 29.46° =01.27° to
33.63° £1.94° suggested good flow property. The average
bulk density of the powder blend containing different
concentrations of TPOH was found to be 0.28 g/cm? and
that of the powder blend without TPOH was found to be
0.42 g/cm?. Around 40-44% reduction in bulk density values
of powder blends containing TPOH indicated a higher bulk
volume and thereby higher porosity when compared to
powder blend without TPOH, which is desirable to support
rapid disintegration. The Carr’s compressibility index (%) and
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Figure 1: Bulk swelling capacity of treated Plantago ovata husk in distilled water, 0.1 M HCL and PBS 7.4
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Figure 2: Capillary water uptake study of glipizide: Treated Plantago ovata husk mixture in distilled water

Table 2: Flow properties of powder blend

Formulation n=3, £SD
code Angle of Carr Hausner
repose (0) index (%) ratio

TPOH 1 33.63+1.94 18.13+2.19 1.20+0.01
TPOH 2 32.57+1.49 18.47+1.66 1.20+0.01
TPOH 3 30.17+2.16 18.51+3.01 1.18+0.05
TPOH 4 31.04+1.59 19.6812.79 1.1940.02
TPOH 5 30.98+2.40 19.81+1.52 1.214£0.04
TPOH 6 30.57+1.82 18.14+1.70 1.1940.03
TPOH 7 29.46+1.27 17.63+1.29 1.1840.03

TPOH: Treated Plantago ovata husk, SD: Standard deviation

Hausner ratio were ranged from 17.63% *1.29% to 19.81%
+1.52%and 1.18 = 0.03-1.21 % 0.04 respectively.The values
of the angle of repose, Carr’s compressibility index (%) and
Hausner ratio suggested fairly good flow properties. All
these results showed that the powder blend didn’t possess
excellent flow properties and hence, lubricants were added.

In vitro evaluation
The tablets of different powder blend, as given in Table 1,
were subjected to in vitro evaluation tests, such as a

disintegration test, friability test, hardness test, drug content
analysis, content uniformity test, wetting time test, swelling
study and drug release study. The results of the evaluation
tests were shown in Table 3. The average drug content
of the formulations was rangedfrom 99.19% +2.61% to
100.62% *=1.77% and was found to meet the pharmacopoeial
requirements. For the content uniformity test, the required
specification is that uniformity of the dosage units should be
within the range of 85-115% with a relative standard deviation
of less than or equal to 6%.?" The average percentage deviation
of all the prepared tablets was found within the above limit,
and hence, all formulations passed the content uniformity
test as per the official requirements. Hardness of formulations
was ranged from 4.06 + 0.23 kg to 8.56 = 0.25 kg.
Maximum hardness was found in the formulation containing
1% of TPOH. An insignificant relationship (P > 0.05), with
negative correlation (R? = 0.9812), was found between
the concentration of TPOH and tablet hardness which
indicated that as the concentration of TPOH increased,
tablet hardness decreased. Percentage friability of all the
prepared formulations was within the range of 0.31%
+0.03%. A highly significant relationship (P = 0.008), with
a positive correlation (R* = 0.9688), was found between
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the concentration of TPOH and percentage friability, which
showed that as the concentration of TPOH increased,
percentage friability increased. At the 1% level of TPOH
concentration, percentage variability was found to be zero.
As the concentration of TPOH increased from 1% to 15% w/w,
percentage friability increased from 0% to 0.14%. In the
present study, the percentage friability for all the formulations
was below 1%, indicating that the friability is within the
prescribed limits."®!

Disintegration time of all the prepared formulations
ranged from 32.99 = 2.51 s to 84.33 = 4.35 s. A highly
significant relationship (P = 0.0001), with negative
correlation (R? = 0.9854) was found between the
concentration of TPOH and disintegration time which
indicated that as the concentration of TPOH increased, the
disintegration time decreased. A highest disintegration
time was found in the formulation containing 1% TPOH
whereas, minimum disintegration time was found in the
formulation containing 15% of TPOH. The snapshots of tablet
disintegration test were shown in Figure 3. Wetting time of all
the prepared formulations was ranged from 48.99 + 4.04 s to
104.32 = 3.05 s. A highly significant relationship (P = 0.0001),
with negative correlation (R* = 0.9950) was found between
the concentration of TPOH and wetting time which indicated
that as the concentration of TPOH increased, the wetting
time decreased. A very high wetting time was found in
the formulation containing 1% TPOH whereas, minimum
wetting time was found in the formulation containing
15% of TPOH. Percentage swelling of formulation was
ranged from 204.03% *+5.50% to 303.31% *£9.15%. A highly
significant relationship (P = 0.0001), with a positive
correlation coefficient (R> = 0.9881), was found between
the concentration of TPOH and percentage swelling which
indicated that as the concentration of TPOH increased, the
percentage swelling increased. Maximum percentage swelling
was found in the formulation containing 15% of TPOH. Similar
results were found when the disintegration test, wetting
time test and swelling studies were performed in 0.1 M HCL
and PBS 7.4.

Table 3: Tablet evaluation parameters

The dissolution study of all the prepared formulation was
carried out using PBS 7.4 and 0.1 M HCL. The percentage
drug release of glipizide in the two media is illustrated
in Figures 4 and 5, respectively. It was found that all the
formulations released > 80% of glipizide within 15 min
and almost 100% in an hour when PBS 7.4 was used as the
dissolution medium. On the other hand, <15% glipizide
release was found up to an hour when 0.1 M HCL was used
as the dissolution medium. Due to the lowest disintegration
time, TPOH 7 was selected optimized formulation for
comparative study with a marketed product (glynase). The
disintegration time of TPOH 7 was found below 40 s, whereas
marketed formulation taken around 18 min to disintegrate.
The dissolution study of the formulation TPOH 7 revealed
the rapid release of the drug (t,, is approximately 60 s) in
PBS 7.4 compared to marketed formulation, which has a too
of 150 s. The relative standard deviation at each time point
was below 10%, which indicates the reproducibility of the
results. The release profile of TPOH 7 was compared with
a marketed product by calculating a statistically derived
mathematical parameter, “similarity factor” (f,),***" using
marketed product (glynase) as a reference. Fraction released
data was used for this purpose to standardize the percent
drug release values for the labeled amount of glipizide

Figure 3: Snapshots of tablet disintegration test (a) at start, (b) at5 s,
(c)at10s,(d)at15s,and (e)at20 s

Formulation Drug Content Hardness (kg) Friability (%) Disintegration Wetting Swelling (%)
code content (%) uniformity (%) (n=6, £SD) (n=3, £SD) time (s) time (s) (n=3, £SD)
(n=3,+SD) (n=10, *SD) (n=3, +SD) (n=3, £SD)
TPOH 1 100.62+1.77  99.23+1.83 8.56+0.25 0 84.3314.35 104.32+3.05 204.03%5.50
TPOH 2 99.19+¢2.61  100.31+£1.93 8.33+0.11 0.03+0.03 75.9943.51 98.84+0.98  227.03+2.96
TPOH 3 99.87+1.41 99.23+2.23 7.96+0.25 0.04+0.01 62.3243.78 87.33+1.73  244.4816.84
TPOH 4 99.62+0.98 99.48+1.22 6.56+0.11 0.06+0.01 56.66+2.51 80.99+4.04  256.25+1.18
TPOH 5 99.33¢1.70  100.40+1.57 6.30+0.43 0.14+0.04 51.32+2.08 70.66+3.05  267.10+3.96
TPOH 6 100.31+£0.74  99.97+1.58 5.66+0.30 0.26+0.03 44.33+3.60 55.66+3.51 279.73+4.50
TPOH 7 100.13+0.77  99.23+1.32 4.06+0.23 0.31+0.03 32.33+2.51 48.99+4.04  303.31%9.15
P>0.05,NS P=0.008,S P=0.0001,HS P=0.0001,HS P =0.0001, HS
R?=-0.9812 R?=0.9688 R?=-0.9854 R?=-0.9950 R2=0.9881

TPOH: Treated Plantago ovata husk, SD: Standard deviation, S: Significant, NS: Nonsignificant, HS: Highly significant
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Figure 4: Percentage drug release of glipizide in PBS pH 7.4
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Figure 5: Percentage drug release of glipizide in 0.1 M HCL

Table 4: Pharmacokinetic parameters of marketed
product (Glynase) and TPOH7

Pharmacokinetic (n=3, £ SD)
parameters Optimized Marketed
formulation (F,) formulation
Tmax (h) 2+1.38 2.83+0.28
Cmax (ng/ml) 417.56+3.36 438.10+7.31
AUC,__ (ng/ml*h) 4232.96+19.67 4628.03+34.27
AUMC  (ng/mI*h"2)  33452.63+545.32 36362.73+436.45
MRT (h) 7.90+0.23 7.850.31
Relative bioavailability 95.31 100

TPOH: Treated Plantago ovata husk, SD: Standard deviation, AUC: Area under the curve,
AUMC: Area under the first moment curve, MRT: Mean residence time

present in the tablets. The value of f, < 50 indicates the
dissimilarity of two dissolution profiles.

In vivo evaluation

The pharmacokinetic parameters, as shown in table 4, were
calculated by noncompartmental analysis based on statistical
moment theory using PK Solver. The pharmacokinetic
parameters such as maximum plasma-concentration (Cmax)
and time of maximum plasma-concentration (Tmax), were
obtained directly from plasma-concentration-time plots.
The area under the plasma-concentration-time curve up to
the last time (t) (area under the curve [AUC| , ), area under
curve extrapolated to infinity (AUC,__) and area under the

first moment curve extrapolated to infinity (AUMC,__) were
calculated using the linear trapezoidal rule. To evaluate
the in vitro performance, the formulation TPOH 7 and the
marketed tablets (glynase) were administered to rabbits. In
the case of marketed tablet, the peak plasma-concentration
of glipizide was obtained in 2.83 h of administration whereas
it was 2 h for TPOH 7 indicating immediate absorption and
therefore faster onset of action of the prepared formulations
than the marketed one. The mean plasma level (Cmax)
of glipizide following oral administration of TPOH 7
and marketed tablets was found to be 417.56 ng/ml and
438.10 ng/ml, respectively. The marketed tablets showed a
slightly higher value of Cmax than the FDTs. The parameters
AUC,__, of the FDTs and the marketed tablets, was 4232.96
and 4628.03 ng/ml*h. The relative bioavailability of glipizide
calculated from the ratio of AUC ([testing product/reference
product] X 100) was 95.31.

Drug interaction and stability evaluation

Fourier transform infrared spectral analysis

The infrared (IR) spectrum of pure drug glipizide and physical
mixture of glipizide and excipients were studied and are shown
in Figure 6. The two IR absorption bands at 3322 cm~' and 3248
cm™! are assigned to the stretching vibration of N-H bonds in
acylamino and carbamido groups. The band at 2943.2 cm™!
corresponds to the asymmetric stretching vibration of C-H bond
in the methyl group, the band at 2916.2 cm™! corresponds to
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Figure 6: Fourier transform infrared spectra of glipizide and glipizide-
excipient (1:1) mixture

the asymmetric stretching vibration of C-H bond in cyclohexane
and methylene, while the band at 2854.8 cm™' corresponds
with symmetric stretching vibration of the saturated C-H bond.
The bands at 1688.8 cm™' and 1650.2 cm™' are interpreted as
the stretching vibration of two carbonyl groups in acylamino
and carbamido groups. Because the C = O bond in acylamino
conjugated with pyrazine ring, it vibrated in higher absorption
frequency (1688.8 cm™') than carbamido (1650.2 cm™'). The
bands at 1528.4 cm™' and 1444.1 cm™! are attributed to the
stretching and deformation skeleton vibration of the benzene
ring, respectively. The IR absorption bands at 1333.0 cm™'
and 1160.1 cm™' corresponds to asymmetric and symmetric
stretching vibration, respectively, of S = O in sulfone. The
band at 1308.5 cm™! is the characteristic absorption band of
secondary amide, which contained N-H stretching and bending
vibration. The band at 1034.1 cm™' is assigned to the skeleton
vibration of cyclohexane. The bands obtained in the spectra of
formulation correlates with the bands of the drug spectrum.
This indicates that the drug is compatible with the formulation
components.

Powder X-ray diffraction analysis

Powder X-ray diffractograms of glipizide and physical
mixture (1:1 w/w) of glipizide-excipients are shown in Figure 7.
The presence of numerous distinct peaks in the XRD spectrum
indicates that the glipizide was present as a crystalline
material with major characteristic diffraction peaks appearing
at 7.35, 10.9, 15.55, 16.85, 18.6, 21.75, 22.1, 25.25 and
28.7. The presence of distinct peaks in the XRD spectrum of
glipizide-excipients mixture indicates that there is no chemical
interaction in the solid state between the two entities.

Accelerated stability study
The study carried out according to ICH guidelines (Q1E step 4).
The 6 months accelerated stability study (40°C = 2°C/75%
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Figure 7: X-ray diffractogram of glipizide and glipizide-excipient (1:1)
mixture

+5% RH) for the optimized formulation showed a negligible
change over time for the parameters like drug content,
disintegration time, friability (%), hardness, wetting time
and swelling (%).

CONCLUSION

From the findings, it is concluded that TPOH fulfills the
requirement of disintegrants of FDTs. Therefore, these
formulations can be explored further in clinical studies
and thereafter for commercialization as it may be better
substitutes for existing conventional products available in
the market.

ACKNOWLEDGMENTS

Authors specially acknowledge Supra Chemical Pvt. Ltd. Mumbai,
India for providing a gift sample of glipizide and Department of
Physics, IIT Guwahati, India, for providing instrumentation facilities.

REFERENCES

1. Kuchekar BS, Bhise SB, Armugam V. Design of fast dissolving tablets.
Indian ] Pharm Educ 2001;35:150-2.

2. AgarwalV, Kothari BH, Moe DV, Khankari RK. Drug delivery: Fast-dissolve
systems. In: Swarbrick J, editor. Encyclopedia of Pharmaceutical
Technology. 3 ed., Vol. 2. New York: Informa Healthcare; 2007.
p. 1104-14.

3. Bonadeo D, Ciccarello F, Pagano A. Process for the preparation of
granulates suitable to the preparation of rapidly disintegrating
mouth-soluble tablets and compositions obtained thereby. US Patent,
6149938; 1998.

4. Jain RA, Ruddy SB, Cumming KI, Clancy MJ, Codd JE. Rapidly
disintegrating solid oral dosage form. US Patent, 6316029; 2001.

5. Eoga AB, Valia KH. Method for making fast-melt tablets. US Patent,
5939091; 1999.

6. Abdelbary G, Prinderre P, Eouani C, Joachim J, Reynier JP, Piccerelle P.
The preparation of orally disintegrating tablets using a hydrophilic
waxy binder. Int ] Pharm 2004;278:423-33.

Asian Journal of Pharmaceutics - October-December 2014 257



13.
14.

20.

258

Jha and Chetia: Flashtab technology based FDTs

Allen LV, Wang B. Process for making a particulate support matrix for
making a rapidly dissolving dosage form. US Patent, 6207199; 2001.
de la Luz Reus Medina M, Kumar V. Evaluation of cellulose Il powders
as a potential multifunctional excipient in tablet formulations. Int ]
Pharm 2006;322:31-5.

Fu Y, Yang S, Jeong SH, Kimura S, Park K. Orally fast disintegrating
tablets: Developments, technologies, taste-masking and clinical studies.
Crit Rev Ther Drug Carrier Syst 2004;21:433-76.

Sweetman SC. Martindale: The Complete Drug Reference. 36™ ed.
Landon: Pharmaceutical Press; 2007.

Augsburger LL, Brzeczko AW, Shah U, Hahm HA. Super disintegrants:
Characterization and function. In: Swarbrick ], editor. Encyclopedia
of Pharmaceutical Technology. 3" ed., Vol. 6. New York: Informa
Healthcare; 2007. p. 3553-67.

Herman J, Remon JP, De Vilder J. Modified starches as hydrophilic
matrices for controlled oral delivery. I. Production and characterization
of thermally modified starches. Int ] Pharm 1989;56:51-63.

Ring SG. Some studies on gelation. Starch/Stédrke 1985;37:80-7.
Bowen FE, Vadino WA. A simple method for differentiating sources.
Drug Dev Ind Pharm 1984;10:505-14.

Chukwu IK, Chukwu A. The swelling characteristics of a polymer from
Prosopis africana and its mechanism of action as a disintegrator in
paracetamol tablet. Acta Pharm 1996;46:207-19.

CooperJ, Gunn C. Powder flow and compaction. In: Carter §J, editor. Tutorial
Pharmacy. New Delhi: CBS Publishers and Distributors; 1986. p. 211-33.
Shah D, Shah Y, Rampradhan M. Development and evaluation of
controlled release diltiazem hydrochloride microparticles using
cross-linked poly (vinyl alcohol). Drug Dev Ind Pharm 1997;23:567-74.
Well . Pharmaceutical preformulation: The physicochemical properties
of drug substances. In: Aulton ME, editor. Pharmaceutics: The Science
of Dosage Form Design. London: Churchill Livingstone; 1988. p. 133.
USP 24/NF19. The Official Compendia of Standards. Asian ed. Rockville:
United States Pharmacopoeial Convention; 2000. p. 1913-4.

Patel JK, Patel RP, Amin AF, Patel MM. Formulation and evaluation of

21.

22.

23.

24,

25.

26.

27.

28.

29.

30.

mucoadhesive glipizide microspheres. AAPS PharmSciTech 2005;6:E49-55.
Qureshi SA. Tablet testing. In: Swarbrick J, editor. Encyclopedia of
Pharmaceutical Technology. 3 ed. Vol. 6. New York: Informa Healthcare;
2007. p. 3707-16.

Khan S, Kataria P, Nakhat P, Yeole P. Taste masking of ondansetron
hydrochloride by polymer carrier system and formulation of
rapid-disintegrating tablets. AAPS PharmSciTech 2007;8:Article 46.

Bi YX, Sunada H, Yonezawa Y, Danjo K. Evaluation of rapidly
disintegrating tablets prepared by a direct compression method. Drug
Dev Ind Pharm 1999;25:571-81.

Parodi B, Russo E, Caviglioli G, Cafaggi S, Bignardi G. Development
and characterization of a buccoadhesive dosage form of oxycodone
hydrochloride. Drug Dev Ind Pharm 1996;22:445-50.

USP 34 NF 29 USP. The United States Pharmacopoeia and National
Formulary Monographs Glipizide Tablets. Rockville: The United States
Pharmacopeial Convention; 2011. p. 2972-3.

Bae JW, Kim NT, Choi CI, Kim MJ, Jang CG, Lee SY. HPLC analysis of
plasma glipizide and its application to pharmacokinetic study. J Liq
Chromatogr Relat Technol 2009;32:1969-77.

Smith A. Use of thermal analysis in predicting drug excipient
interactions. Anal Process 1982;19:559-61.

Banker GS, Anderson LR. Tablets. In: Lachman L, Liberman HA, Kanig JL,
ediotrs.The Theory and Practice of Industrial Pharmacy. Mumbai:
Varghese Publishing House; 1987. p. 293-345.

Costa P, Sousa Lobo JM. Modeling and comparison of dissolution
profiles. Eur J Pharm Sci 2001;13:123-33.

Moore JW, Flanner HH. Mathematical comparison of dissolution profiles.
Pharm Technol 1996;20:64-74.

How to cite this article: Jha AK, Chetia D. In vitro -in vivo performance
evaluation of treated Plantago ovata husk based fast dissolving tablets
of glipizide: Flashtab technology. Asian J Pharm 2014;8:250-8.

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

Asian Journal of Pharmaceutics - October-December 2014



