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ABSTRACT

Introduction: Estimation of individual drug components from the multidrug combination tablet is considered a quite tedious task.
Moreover, the combination of Bilastine and Montelukast in the oral tablet dosage form is recently launched in the market for the
treatment of allergic rhinitis associated with asthma in adults. Further, no reliable method with precise and accurate quantification
is available for simultaneous estimation of both drugs.

Aim: Development and validation of a rapid, simple, precise yet reliable method for simultaneous estimation of Bilastine and
Montelukast from the bulk mixture and a tablet formulation.

Methodology: The analysis was performed on a high-performance liquid chromatographic system using Hypersil BDS C-18
column as a stationary phase and triethylamine buffer: Acetonitrile as a mobile phase operated in a gradient mode. The flow rate
of the mobile phase was 1.0 ml/min with 40°C column oven temperature and 10°C autosampler temperature. Injection volume
for all samples was fixed at 10 pl and the spectrum was recorded at 220nm.

Result: The retention time of Bilastine and Montelukast was 1.67 and 7.43 min respectively and the run time for 1 sample analy-
sis was 13 min. The calibration standards show a good linear relationship with R2value 0f0.99966for Bilastine and 0.99929 for
Montelukast.

Conclusion: The observations recorded proved that the proposed analytical method is reliable for accurate, precise and rapid
quantification of both drugs from the bulk drug as well as pharmaceutical dosage forms.
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INTRODUCTION Montelukast is a leukotriene receptor antagonist used to treat
asthma and recommended to prevent and treat asthma in pa-

Asthma and allergic rhinitis (AR) are the two commonest  tiants with age group 2 and more.*‘Montelukast can control

diseases that affect millions of people around the world. Sea-  ,cthma in adults if symptoms continue by using sporadic
sonal allergic rhinoconjunctivitis (SARC) and asthma trigger short-acting B-agonists and the patient is unable to use an
the histamine and cysteinyl leukotrienes (CysLTs) which are  jnhaled corticosteroid. It’s also reported to relieve seasonal
causative agents of inflammation.' To minimize the morbid- AR problems in a patient’s age group of 15 and up to where
ity and mortality associated with asthma, safe and appropri- st therapies aren’t functioning or aren’t accepted. 5 *Bi-
ate therapies are needed. The cells responsible for inflamma-
tion such as mast cells and basophils develop leukotrienes got approval to treat AR and chronic urticaria as a sympto-
towards the ea?ly phase, and eosinophils .and macrophages  matic treatment.” Literature survey reveals that Montelukast
produce them in the nex? phase. Leukotr.lene C4, D4, and AP and the commercial dosage form are official in Indian
E4 are cysteinyl leukotrienes that contribute towards the Pharmacopoeia.*Bilastine exemplifies the success of antihis-
production of mediators of inflammation in the oesophagal  {zmine studies in terms of effectiveness and safety. Many dis-

1 2,3 . . . . e
airways. eases related to allergies, such as allergic rhino-conjunctivitis

lastine is the latest Hl-antihistaminic drug that is recently
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and urticaria, can be treated with H1-antihistamines because
of histamine’s involvement in allergic responses.’Bilastine
is antihistamine and anti-allergic, having larger tolerance for
H1-receptors and negligible susceptibility to other receptor
types. The drug has a quick rapid action with an extended
half-life. *10

An extensive literature review showed that many spectro-
scopic methods including UV spectrophotometer and high-
performance liquid chromatography are available for the
estimation of Bilastine and Montelukast in pharmaceutical
dosage forms either alone or with other drug combinations
reported are UV spectrophotometry!!, HPLC>3, HPLC/
PDA," LC-MS,’® and HPTLC!® 7 methods. However, no
method for simultaneously estimating Bilastine and Mon-
telukast has been documented so far.

Bilastine and Montelukast Sodium (Figure 1), a novel for-
mulation, is recently launched in the market under the brand
names of MONTEK BL Tablet 10’S, BILAZEST M Tablet
10’s by Sun Pharmaceuticals Pvt Ltd, and Abbott Healthcare
Ltd respectively. Each of these combinations contains Bilas-
tine 20 mg and Montelukast 10 mg.'®

The present investigation presents a successful attempt to
develop a short, simple, precise, yet repeatable simultaneous
estimation of Bilastine and Montelukast drugs using HPLC.

MATERIAL AND METHODS

Chemical and reagent

Bilastine and Montelukast Sodium working standards were
generously gifted from M/s. Synokem Pharmaceuticals
Limited, Haridwar. Combination tablets of Bilastine and
Montelukast Sodium were prepared with a label claim of 20
mg and 10 mg respectively. The components of the mobile
phase, i.e., Acetonitrile and Milli-Q water were of HPLC
grade. The other reagents like Triethylamine, Orthophos-
phoric acid, NaOH, Hydrochloric Acid, Hydrogen Peroxide
used were of analytical grade from the analytical laboratory
of M/s. Kusum Healthcare Pvt. Ltd., Rajasthan, India.

Instrumentation

Calibrated HPLC (Make: ShimadzuLC-2010 CHT), ana-
lytical weighing balance, sonicator, oven, and pH meter was
used during the experiment.

Chromatographic Conditions

Shimadzu LC-2010 HPLC with Hypersil BDS C-18 Column
(100x4.6 mm, 3um particle size) as a stationary phase and
0.1% v/v Triethylamine buffer of pH-3.00: Acetonitrile as
a mobile phase in gradient mode. The buffer was filtered
through a 0.45 pm membrane filter and degassed by sonica-
tion. The mobile phase solvent was pumped at 1ml/min, the

column oven temperature was kept at 40°C and A max was
set at 220 nm. Injection volume for all samples was fixed at
10 pl and under these conditions; the run time was 13 min.

Preparation of solutions

Preparation of Diluent
Acetonitrile: Water, 1:1, and same used as blank solution

Preparation of Buffer Solution

Accurately added 3 ml of Triethylamineinto 3000 ml of
HPLC water, mixed well and pH was adjusted to 3.00 with
orthophosphoric acid. Filtered the buffer through a 0.45 pm
membrane filter and degassed.

Preparation of Stock solution and Standard Solution

The stock solution of Bilastine and Montelukast was pre-
pared by transferring the 101.02 mg of Bilastine and 52.67
mg of Montelukast Sodium (equivalent to 50.77 mg of
Montelukast) into a 100 ml volumetric flask. About 50 ml
of acetonitrile was added to the flask and sonicated at a tem-
perature below 20°C, with occasional shaking and the final
volume was made up to 100 ml. Further, 5 ml of this stock
solution was transferred into 25 ml of volumetric flask and
the final volume was made up with diluent to get a final con-
centration of 200.14 pg/ml of Bilastine and 100.75 pg/ml of
Montelukast (after potency correction, 99.06% for Bilastine
and 99.23% for Montelukast) and used as a standard solution
after filtration through 0.45 um nylon syringe filter.

Preparation of placebo solution

Accurately weighed and transferred the placebo powder
equivalent to 200 mg of Bilastine (about 2000 mg placebo,
the average weight of 1 tablet is 230 mg) into a 200 ml volu-
metric flask. About 100 ml of acetonitrile was poured and
sonicated for 20 minutes below 20°C and the final volume
was made up with diluent. A 5 ml of aliquot was transferred
in a 25 ml flask and the volume was made up with diluent,
mixed and filtered through a 0.45 pm nylon syringe filter and
used as a placebo solution.

Preparation of sample solution

Ten intact tablets of Bilastine and Montelukast Sodium was
put in a 200 ml volumetric flask, about 100 ml of acetoni-
trile was added and sonicated for 20 minutes below 20°C,
with occasional shaking. The final volume was made up after
cooling the solution. A 5 ml solution was transferred into a
25 ml volumetric flask and volume made up with diluent and
filtered through a 0.45 pm nylon syringe filter and used as a
sample solution.

Analytical validation of the method
The developed method was validated according to ICH
Guidelines (ICH Q2 R1)."®IThe parameters assessed were
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specificity, linearity, precision (system/method/intermedi-
ate), accuracy (recovery), stability in analytical solution, ro-
bustness, the limit of detection (LOD) and limit of quantita-
tion (LOQ) and forced degradation study.

System suitability acceptance criteria

This test confirms the resolution and reproducibility of the
chromatographic system used for analysis.!". Six replicate
injections of standard solution were injected and the chro-
matogram was recorded. The number of theoretical plates
should be greater than 2000, the tailing factor should be less
than 2, the resolution should be more than 2 and the % RSD
of six injections should be less than 2.

Specificity

The capacity of the developed method was measured in terms
to analyze response in presence of any interfering factor (like
degradation product) is known as specificity.'! It was per-
formed by injecting a single injection of a blank solution,
common placebo, standard solution and sample solution.

Force degradation Study

Forced degradation study was carried out under conditions
like acidic, basic, oxidation, UV light, thermal and humid-
ity exposure. The drug product sample and placebo (control
sample) were allowed to degrade. To perform acid hydrol-
ysis, 10 ml samples of the drug product and placebo were
treated with 1 ml of 0.1N HCI and stored underwater bath
at 80°C for 1 hr, then neutralize with 1 ml 0.1N NaOH. To
conduct base hydrolysis, 10 ml samples of the drug product
and placebo were treated with 1 ml of 0.1N NaOH and stored
under a water bath at 80°C for 1 hr and then neutralize with 1
ml 0.1N HCL. The oxidation study was carried out by treat-
ing the 10 ml drug product sample and placebo with 1 ml of
0.3% H,O, for 1 hr. For thermal degradation, powdered drug
products and placebo were put into a hot air oven at 80°C for
up to 8 hr. The humidity studies were carried out by expos-
ing the powdered sample of the drug product and placebo for
8 hr above 75% RH. For photolytic degradation, powdered
samples of the drug product and placebo were placed under
UV light at 254nm in a UV chamber for 8 hr. Further, these
samples were diluted with diluents to get a range equivalent
to 200pg/ml of Bilastine and 100pg/ml of Montelukast. A
single injection of each control sample and each degraded
solution were injected and chromatograms were recorded
and analyzed.

Precision

It is the measure of how close the agreement between obser-
vations obtained from practical samplings of the same sam-
ple under different conditions. The precision of an analyti-
cal method was further demonstrated by system precision,
method precision, and intermediate precision.

System Precision

The blank solution was injected in a single followed by six
replicates injection of standard solution and chromatograms
were recorded. The % RSD of these six injections was cal-
culated.

Method precision

After establishing system suitability as per method, the blank
solution was injected in single, and six sample solutions that
were prepared independently were injected in duplicate. The
mean value of duplicate injection was used for the calcula-
tion of the result.

Intermediate Precision

A separate analyst completed the intermediate precision
analysis on a different day, using a different instrument with
the same chromatographic condition. For intermediate pre-
cision, a blank solution and six sample solutions from the
same formulation batch (as used for process precision) were
prepared. After assessing the suitability, a blank solution was
injected once and six sample solutions, each prepared sepa-
rately, were injected in duplicate. For six sample solutions,
the % RSD should be within requirements.

Ruggedness

An analytical method can reproduce the previous results
in different laboratories or different circumstances without
the occurrence of unexpected differences in the obtained
results. Results obtained from method precision and inter-
mediate precision were used for the calculation of rugged-
ness.

Linearity and Range

Appropriate aliquots from a stock solution of Bilastine and
Montelukast were taken in different ml of volumetric flasks
and diluted up to the mark with diluent to obtained final con-
centrations of 100.07-300.21 pg/ml and 50.38-151.14 pg/
ml of Bilastine and Montelukast respectively and injected
in duplicate.

Limit of detection (LOD)/Limit of quantitation
(LOQ)

LOD is the least amount of analyte which provides a re-
cordable response, whereas the LOQ is the least quantity of
analyte that can be quantified accurately and precisely. The

LOD and LOQ were calculated using a signal: noise ratio of
3:1 for LOD and 10:1 for LOQ.

Accuracy (recovery)

A triplicate sample solution was prepared for 80, 100, and
120% levels for label claim of Bilastine 20mg and Montelu-
kast 10mg strength. After establishing system suitability, In-
jections of accuracy samples were given in duplicate. Accu-
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racy was determined against their respective standard weight
taken while preparation of accuracy sample.

Robustness

Robustness study was executed by doing some intentional
changes in the chromatographic conditions i.e., altering the
flow rate of mobile phase (+ 10%), column oven temperature
(= 5°C), and Wavelength (+ 5 nm). After establishing system
suitability as per the chromatographic method, again system
suitability was established with the altered method. Blank
and three method precision samples were injected in a single
for each robustness parameter studied.

Stability in analytical solution

The stability of the analytical solution was carried out by in-
jecting sample solution (Method precision sample) initially
and at specific time intervals to monitor change in response
with time.

RESULT AND DISCUSSION

Method optimization

To develop an accurate yet fast method for simultaneous es-
timation of Bilastine and Montelukast from the bulk mixture
and tablet formulation for anti-allergic treatment, we have
made a successful method after attempting several hits and
trials on different compositions of mobile phases, flow rate,
column composition, this optimized method was found suit-
able for validation. The mobile phase comprising Acetoni-
trile: 0.1% v/v triethylamine buffer-pH 3.00, at 1.0 ml/min
with gradient mode was found optimized. The flow rate was
optimized to give sharp and distinguished peaks with the
lowest tailing factor. The RT of Bilastine and Montelukast
was observed at 1.68 and 7.38 min, respectively, with a reso-
lution of 42.2. (Table 1 and Figure 2)

System suitability
The theoretical plate count, tailing factor, resolution and

%RSD was calculated and obtained results were presented
in Table 2.

Specificity

After reviewing the chromatograms, it can be concluded that
no factorial interference was observed at the retention time of
Bilastine and Montelukast peak in the blank chromatogram
(Figure 3A) and in the placebo sample solution (Figure 3B).

Forced degradation

Forced degradation studies were executed as per the meth-
odology mentioned earlier. The summary of the results ob-
tained for degradation studies is presented in Table 3.

Figure 4, Figure 6 and Figure 8 show Montelukast is highly
susceptible to acidic, peroxide and photolytic degradation,
whereas Bilastine is susceptible only to acidic degradation.
Degradation products were seen in peroxide and photolytic
chromatograms and were well separated from main analytes.

System Precision
The %RSD of six replicates injection of the standard solu-
tion was 0.1% for Bilastine and 0.0% for Montelukast.

Method Precision

Mean area of two injections used for calculation of % of la-
bel claim. The value of % RSD of six method precision sam-
ples was presented in Table 4.

Intermediate precision
Similarly calculated as per method precision and %RSD was
calculated and presented in Table 4.

Ruggedness

The overall relative standard deviation of twelve assay val-
ues; six method precision samples and six intermediate pre-
cision samples were calculated and presented in Table 4.

Linearity and Range

Calibration standards of various concentrations i.e., 50%,
70%, 90%, 100%, 120% and 150% were prepared from the
standard stock solution and diluted with diluents to get the
concentration of 100.07-300.21 pg/ml and 50.38-151.14 ng/
ml of Bilastine and Montelukast respectively. The linear re-
gression data of the calibration curve (Figure 10A and 10B)
shows a good linear relationship between area vs concentra-
tion. The obtained results were presented in Table 5.

LOD and LOQ

The limit of detection and limit of quantitation were calcu-
lated by using signal to noise ratio and the obtained results
were presented in Table 5.

Accuracy (recovery)

The accuracy of the assay method was calculated at three
levels i.e., 80%, 100% and 120% of sample concentration
and the obtained result were presented in Table 6.

Robustness

Robustness of the analytical method was carried out as per
methodology and overall mean and overall SD was calcu-
lated by from % assay value of six method precision plus
three % assay value of each robustness parameter. From the
overall mean, overall SD, mean of overall % RSD was cal-
culated and obtained result was presented in Table 7A and
Table 7B.
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Assay of Drug Product

Assay % of the sample solution was calculated from the av-
erage of % label claim of Bilastine and Montelukast content
found in the six-method precision sample and obtained re-
sults are 100.6% for Bilastine and 101.5% for Montelukast.

Stability in analytical solution

Stability in analytical solution was carried out by injecting
method precision sample at specific time interval and %
difference in area count concerning the area count of first
method precision sample. Also, we have observed no signifi-
cant change in RT, TF, TP and resolution over 27 hours and
obtained results were presented in Table 8.

CONCLUSION

As per the present investigations, a unique stability-indicat-
ing chromatographic method was developed to achieve a
simultaneous estimation of Bilastine and Montelukast. The
method was validated with accord to official guidelines and
found to be accurate, simple yet precise with good repro-
ducibility. The method showed good sensitivity towards
estimating Bilastine and Montelukast in combination with
no co-eluting peaks at the RT of Bilastine and Montelukast.
Assay % was found to bel100.6% for Bilastine and 101.5%
for Montelukast. Montelukast drug was found susceptible to
oxidation and photolytic degradation. The prepared sample
solution was stable in aqueous up to 27 hours and calibra-
tion standards show a good linear relationship. A smaller run
time of 13 min for the estimation of both drugs will increase
the acceptance of the method for routine analysis of quality
control samples.
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Table 1: optimized conditions of method development.

Parameter Condition

Mobile Phase 0.1% v/v Triethylamine buffer: pH-3.00: Acetonitrile
Flow rate 1ml/min

Wavelength 220 nm

Volume of injection 1opl

Column Hypersil BDS C-18 Column (100x4.6 mm, 3 pm)
Run time 13 min

Table 2: Result of System suitability parameters

Sr. No Parameters Bilastine Montelukast
1 Retention time 1.671 7.432

2 Resolution 42.3 -

3 Theoretical Plate 2354 48595

4 Tailing factor 1.4 11

5 % RSD 0.1 0.0

RSD: Relative standard deviation

Table 3: A brief overview of degradation of Bilastine and montelukast in different conditions.

Degradation Condition % Assay % Degradation
Bilastine Montelukast Bilastine Montelukast

Acidic hydrolysis 98.9 99.6 1.7 1.9
Basic hydrolysis 99.8 100.9 0.8 0.6
Oxidation 100.2 95.9 0.4 5.6
Humidity 101.0 101.8 -0.4 -0.3
Photolytic 101.0 96.8 -0.4 4.7
Thermal 101.7 101.7 -11 -0.2

Table 4: Result of Method Precision, Intermediate Precision and Ruggedness

Ruggedness of Bilastine Ruggedness of Montelukast
Sample no. MP/IP MP % Assay IP % Assay MP % Assay IP % Assay
1 100.1 98.2 100.9 98.4
2 100.4 99.4 101.1 99.5
3 100.4 99.2 101.6 98.4
4 101.0 101.2 102.1 101.4
5 100.7 101.9 101.5 101.8
6 100.9 101.9 101.8 101.5
Mean 100.6 100.3 101.5 100.2
SD 0.34 1.57 0.44 1.59
%RSD 03 1.6 0.4 1.6
Overall Mean+SD 100.4+1.09 100.8+1.31
Overall RSD (%) 1.1 13
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Table 5: Result of Linearity, LOD and LOQ

Bilastine Montelukast

% level of Calibration Stockvol. Dilution (mL) Conc. (ug/ml) MeanArea Conc. (pg/ml) Mean Area
Standards taken(ml)

Linearity 50% 2.0 20 100.07 958365 50.38 747861
Linearity 70% 3.5 25 140.10 1320912 70.53 1051012
Linearity 9o% 4.5 25 180.13 1688638 90.68 1356839
Linearity 100% 4.0 20 200.14 1846238 100.76 1491488
Linearity 120% 6.0 25 240.17 2215541 120.91 1818571
Linearity 150% 6.0 20 300.21 2786982 151.14 2311953
Intercept 43187 -44076

Slope 9094.9 15473
Regression Coefficient (R?) 0.99966 0.99929
LOD(pg/ml) 4.83 3.53
LOQ(pg/ml) 14.64 10.70

Table 6: Result of Accuracy (Recovery)

% Recovery Bilastine (BLS) % Recovery Montelukast (MTK)
Recovery BLSadded BLS Recov- BLS % Mean+tSD MTKadded MTK Recov- MTK % Mean+SD
Sample (mg) ered (mg) Recovery (mg) ered (mg) Recovery
Name
80% -1 79.496 80.336 101.1 40.168 40.091 99.8
80% -2 80.357 79.720 99.2 100.6+1.23 39.980 40.859 102.2 100.6+1.36
80% -3 79.981 81.199 101.5 40.535 40.490 99.9
100% -1 101.101 100.425 99.3 50.726 50.585 99.7
100% -2 102.141 100.709 98.6 98.9+0.35 51.242 50.967 99.5 99.6+0.12
100% -3 101.596 100.514 98.9 50.855 50.721 99.7
120% -1 120.209 121.809 101.3 60.759 60.464 99.5
120% -2 121.448 121.151 99.8 100.3+0.87 60.133 61.356 102.0 100.7+1.25
120% -3 120.873 120.658 99.8 60.421 60.845 100.7
Overall Mean+SD 99.9+1.09 Overall Mean+SD 100.3+1.06
Overall %RSD 1.1 Overall %RSD 11

Table 7A: Result of Robustness of Bilastine

% Assay

S. No.

1 100.1 1017 101.1 101.1 101.1 101.6 101.1
2 100.4 103.3 103.2 103.0 103.3 103.7 103.4
3 100.4 102.8 102.6 102.4 102.5 102.5 102.5
4 101.0

5 100.7

6 100.9

Mean 100.6* 101.3% 101.2* 101.1* 101.2* 101.3% 101.2%
SD 0.3* 1.1* 1.1* 1.0* 1.1* 1.2* 1.1*
Overall % RSD 0.3 1.1 1.0 1.0 1.0 1.2 11
Mean of overall % RSD 1.0

2=(n=6),’=(n=3),(*=?), (*=***), MP: Method Precision, FP: Flow Plus, FM: Flow Minus, CTM: Column Temperature Minus, CTP:
Column Temperature Plus, WM: Wavelength Minus, WP: Wavelength Plus
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Table 7B: Result of Robustness of Montelukast

1 100.9 101.5 1015 101.1 101.3 101.7 101.4
2 101.1 102.0 104.1 102.8 103.6 102.8 103.8
3 101.6 100.8 102.8 101.2 102.1 101.6 102.4
4 102.1

5 1015

6 101.8

Mean 101.5% 101.5% 101.9% 101.6* 101.8* 101.7% 101.8*
SD 0.4"* 0.5% 1.0% 0.6* 0.8" 0.6* 0.9*
Overall % RSD 0.4 0.5 1.0 0.6 0.8 0.5 0.9
Mean of overall % RSD 0.7

2=(n=6),’=(n=3),(*=?), (*=***), MP: Method Precision, FP: Flow Plus, FM: Flow Minus, CTM: Column Temperature Minus, CTP:
Column Temperature Plus, WM: Wavelength Minus, WP: Wavelength Plus

Table 8: Result of Stability in an aqueous solution

Stability In Aqueous Solution up to 27 hours

Montelukast Bilastine

Time TP Area %DA TP RT TF Area

(Hr)

Initial 48627 7.424 1.1 1498851 - 2361 1.676 1.4 1862986 42.2 -
7.5 49046 7.382 11 1513266 1.0 2402 1.684 1.4 1875222 42.1 0.7
20 48455 7.203 1.0 1499658 0.1 2415 1.685 1.4 1870292 421 0.4
27 47046 7.255 1.0 1502009 0.2 2381 1.697 1.4 1868972 421 0.3

TP: Theoretical plates; RT: Retention time; TF: tailing factor; DA: Difference in Area from initial; RS: Resolution
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Figure 1: Structure of Bilastine (A) and Montelukast Sodium
(B). Figure 2: A clear and sharp peaks of Bilastine and montelu-

kast from (A): Standard solution; (B): tablet dosage form, un-
der optimized conditions.
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-

Figure 3: Specificity of the (A): Blank solution; (B) Placebo

sample solution showing no interference.

Figure 6: Chromatogram showing peroxide mediated degra-
dation of (A): Placebo; (B): sample solution.
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Figure 4: Chromatograms showing acid degradation of (A):

Placebo; and (B): Sample solution.

Placebo sample; and (B): Sample of Bilastine and Montelukast
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= Figure 7: Chromatogram showing humidity degradation of (A):

Eiiianaiblifi

RN

ki
i1t

i

Fiiiipadbiiaiil

PEEdigiaBERIEEE

B 0o = = = = £

i

Figure 5: Base mediated degradation of (A): Placebo and (B):

sample containing Bilastine and Montelukast.
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Figure 8: Chromatogram showing photolytic degradation of

(A): Placebo; and (B): Sample solution.

Int J Cur Res Rev | Vol 13 « Issue 10 - May 2021 i



Umesh et al: A new RP-HPLC assay method development and validation for simultaneous quantitation

Lineanty curve of Montelukast
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Figure 10 (B): Graphical representation of linearity curve of
Montelukast.
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Figure 9: Chromatogram showing thermal degradation of (A):
Placebo; and (B): Sample solution.
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Figure 10 (A): Graphical representation of linearity curve of
Bilastine.
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