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ABSTRACT

Flurbiprofen has poor water solubility since it was considered
as Class Il in Biopharmaceutical Classification System (Low
water solubility and high permeability). Solid dispersion is able
to improve solubility of poor water soluble medications.
Therefore, Flurbiprofen is drug candidate for this formulation.
Nine formulations of drug with two different polymers,
Poloxamer and Polyvinylpyrrolidone (PVP), were prepared and
evaluated for production vyield, entrapment efficiency and
dissolution studies. The results demonstrated that formulations
(F6 and F7) with poloxamer were significantly enhanced

Flurbiprofen release.




www.ijppr.humanjournals.com

1. INTRODUCTION

Poor aqueous solubility of hydrophobic drugs is one of the major difficulties encountered in
pharmaceutical preparations. Their solubility is a rate limiting step for absorption, achieving
desired concentration of drug in systemic circulation and optimum bioavailability to get
desired pharmacological response. There are many strategies for improving drug solubility
including chemical and physical modifications of drug and other methods such as crystal
engineering, particle size reduction, salt formation, complexation, addition of solvent or
surface-active agents, solid dispersion and so forth. Selection of solubility enhancing method

depends on site of absorption, drug property, and required dosage form characteristics 2.

Solid dispersion is one of the solid dosage forms that consist of two main components
including hydrophobic drug and hydrophilic matrix. The matrix can be either amorphous or
crystalline. Solid dispersion can be prepared by dispersion of one or more active
pharmaceutical ingredient (API) in an inert matrix at solid state that prepared by the solvent,
melting, and melting solvent method. The hydrophobic drug can be dispersed in crystalline
particles or in amorphous particles (clusters). There are many types of solid dispersion
involving solid eutectic mixture, solid solution, glass solution and suspension and amorphous
precipitations in crystalline carrier. Rapid dissolution rates of the drug which result in a
reduction in pre-systemic and an increase in the rate and extent of the drug absorption, both
can lead to the need for lower doses of the drug. However, instability is the major difficulty
related to the formulation which represented by changing in crystallinity leading to a decrease
in dissolution rate of aging. Temperature and moisture have a deteriorating effect on solid

dispersions than on physical mixtures, ¢3456.7.8)

Solid dispersion has numerous advantages. Firstly, it reduces the particle size increasing the
surface wettability and dissolution rate which leads to enhance solubility and then
bioavailability. Secondly, it has been demonstrated that solid dispersion particles have high

degree of porosity accelerating drug release profile. ©

Flurbiprofen is non-steroidal anti-inflammatory drugs (NSAIDs) which belongs to the phenyl
alkanoic acid derivative family. It is primarily used orally for arthritis or dental pain and as a
pre-operative anti-miotic (in an ophthalmic solution). Additionally, it is used topically prior
to ocular surgery in order to reduce or prevent intraoperative miosis. Flurbiprofen belongs to
Class Il of the Biopharmaceutical Classification System (BCS) which has low solubility and

high permeability. Therefore, it is a good model drug for solid dispersion formulation (10).
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The chemical structure of Flurbiprofen is shown in Figure 1. This study explains the effect of

solid dispersion formulation on the Flurbiprofen solubility.

OH

Figure 1: Structure of Flurbiprofen
2. MATERIALS AND METHODS
2.1. Materials

Flurbiprofen was purchased from Hetero drugs limited, India, Polyvinylpyrrolidone (PVP)
from Sigma Chemical Co. (Aldrich), USA, Poloxamer from Himedia, India, Sodium
hydroxide and Potassium di-hydrogen orthophosphate from Merck, Germany, Hydrochloric
acid and Dichloromethane from Riedel-De-Haen AG seelze, Germany and Methanol from

BDH , England. All other chemicals used were of analytical grade.

2.2. Method

2.2.1. Characterization of Flurbiprofen
2.2.1.1. Determination of Flurbiprofen melting point.

The melting point of Flurbiprofen powder was measured according to USP using capillary
tube method. The tube was dipped in the drug powder closed from one end and placed inside
the melting point apparatus, the temperature was increased gradually. The temperature at
which the powder converted to liquid was recorded as the melting point. “Y (All the
measurements were carried out in triplicate and results presented as mean + standard

deviation)

2.2.1.2. Determination of Flurbiprofen Amax

Flurbiprofen solution of 12 pg/ml in methanol was prepared. This solution was scanned by

UV-visible spectrophotometer from 200-400 nm and the Amax of the drug was determined.
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2.2.1.3. Calibration curve of Flurbiprofen

Calibration curve of Flurbiprofen was made in 0.1N HCI and Phosphate buffer of pH 6.8 by
preparing a serial of dilutions of Flurbiprofen with different concentrations (1, 2, 4, 8, 10, 15,
20 pg/ml) from stock solution containing 40mg/100ml Flurbiprofen. The absorbance was
then measured at the Amax of the drug. The measured absorbance was plotted against the

respective concentrations.

2.2.1.4. Solubility study

Determination of solubility is an important factor in the formulation of poorly soluble drugs.
Saturated solutions of drug were prepared by adding excess amount of Flurbiprofen in
distilled water shaking by the shaker water bath for 48h at 25°C under constant vibrations.
The solutions were filtered through a 0.45 pm filter, diluted and analyzed by UV

spectrophotometer.

2.2.2. Preparation of Flurbiprofen solid dispersion formulations

The Flurbiprofen formulas were prepared by solvent evaporation method. The drug and
different polymers in different ratios, as explained in Table 1, were dissolved in 20 ml
dichloromethane, poured in petri dish and placed in oven at 40°C overnight to ensure
complete evaporation of the solvent. The solid dispersion collected and stored for further

investigations.

Table 1: The composition of Flurbiprofen solid dispersion formulas.

Formula code Flurbiprofen (mg) | PVP (mg) | Poloxamer (mg)
F1 100 100 -
F2 100 200 -
F3 100 400 -
F4 100 50 -
F5 100 25 -
F6 100 - 25
F7 100 - 50
F8 100 - 100
F9 100 - 200

F10 100 - 400
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2.2.3. Evaluation of Flurbiprofen solid dispersion formulations

2.2.3.1. Determination of Production Yield

The production yield of all of the solid dispersion was determined by calculating the initial
weight of the solid raw materials and the final weight of the obtained solid dispersion then

calculated according to the equation below:

Practical weight
Production yield = -----=-=s-memmrmemee e oo X100
Theoretical weight (polymer + drug)

2.2.3.2. Entrapment efficiency of Flurbiprofen solid dispersion

The Flurbiprofen content in the solid dispersion was determined spectrophotometrically. A
sample of Flurbiprofen equivalent to 10 mg was dissolved in 10 ml of methanol. The solution
was diluted suitably with Phosphate Buffer (pH 6.8) and spectrophotometric absorbance was
measured. The drug content was calculated from the calibration curve and expressed as

percent entrapment efficiency as explained in the equation below. ‘¥

Actual weight of Flurbiprofen

Entrapment efficiency = ----=-=-mmmmm oo X 100

Theoretical weight of Flurbiprofen

2.2.3.3. Dissolution study of the formulas

Dissolution studies were performed for the pure Flurbiprofen and the prepared drug solid
dispersion by using USP apparatus Type I1. The dissolution was carried out using phosphate
buffer (pH 6.8) to simulate intestinal fluid. The stirring rate was 75 rpm. An equivalent of 40
mg of pure Flurbiprofen and Flurbiprofen solid dispersion were placed in 900 ml dissolution
medium and maintained at 37+3 °C. At appropriate time intervals (5, 10, 15, 20, 30, 45 and
60 min), 5 ml samples were taken and filtered through a 0.45 um filter paper. The dissolution
medium was replaced with 5 ml of fresh dissolution fluid to maintain sink condition. The

collected samples were analyzed using UV spectroscopy. *
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2.2.3.4. Fourier Transform Infrared (FTIR) Spectroscopy of Flurbiprofen

FTIR spectra of pure Flurbiprofen, PVP, Poloxamer and the drug with its solid dispersion
were obtained by a Perkin-Elmer Fourier transform infrared spectrophotometer using KBr
pellets were prepared by gently mixing the sample with KBr (1:100). The scanning range
used was 2000 to 400 cm™. The pure drug was taken and the physical mix with each polymer
on formula of Flurbiprofen solid dispersion (F6).

3. RESULT AND DISCUSSION
3.1. Characterization of Flurbiprofen

3.1.1. Determination of Flurbiprofen melting point

The measured melting point of Flurbiprofen was found to be 113°C. This result was
confirmed by number of references. Additionally, it reflects the purity of the drug powder

used in the study.

3.1.2. Determination Amax of Flurbiprofen

The scanned solution contains 10 pg/ml of Flurbiprofen in methanol by UV
spectrophotometer at 200-400 nm gave maximum peak with Amax at 247nm as shown in the

spectrum in Figure 2. This result is in agreement with the reported one (16).
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Figure 2: The spectrophotometer spectrum shown the A max of the Flurbiprofen.
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3.1.3. Calibration curve of Flurbiprofen

The calibration curves of the drug in phosphate buffer and HCI are shown in Figure 3 and 4,

respectively. A straight line was obtained by plotting the absorbance versus concentration.

This indicates that calibration curve obeys Beer’s law within the range of concentrations

used.
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Figure 3: The calibration Curve of Flurbiprofen in phosphate buffer.
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Figure 4: Calibration curve of Flurbiprofen in HCI.

3.1.4. Solubility study

Saturation solubility was performed to get the maximum amount of drug dissolved in the

media. This study helped to decide the type and volume of media to be used. It was useful
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especially for drugs with poor solubility. Furthermore, by this study, the maximum strength
of drug that can be released from a formulation, will be known. Saturated solutions were
prepared by adding excess of both Flurbiprofen solid dispersion and pure Flurbiprofen in
three different media which were distilled water, 0.1 N HCI (pH 1.2) and phosphate buffer
(pH 6.8) shaking by the shaker water bath for 48h at 25°C. Solutions were filtered through a

0.45 um filter to remove any insoluble particles that is negatively affecting the results.

The results of saturation solubility study were shown in Table 2. The results revealed that the
pure Flurbiprofen has poor water solubility. This fact is expected since Flurbiprofen is a BCS
Class 1l drug. Similarly, the solid dispersion was expected to increase the solubility of the
drug in all media because it is molecularly dispersed within the formulation structure that
contains voids and channels which greatly increase the drug surface area exposed to the

dissolving media. ")

The low solubility enhancement in 0.1N HCI (pH 1.2) was attributed to maximum solubility
of the pure drug in this media. However, the solubility enhancement is low in Phosphate
buffer (pH 6.8) because the drug is insoluble at this pH since it shows low solubility in the
pH range of 3-9 (pH dependent solubility). Flurbiprofen solid dispersion has shown
maximum solubility enhancement in water which could be due to the neutral amphoteric

nature of water.!®

Table 2: Solubility of Flurbiprofen solid dispersion in water

Formula Solubility (ug/ml)

Pure drug 5.04
F1 2.81
F2 2.72
F3 3.56
F2 2.65
F5 2.50
= 9.80
7 11.68
= 3.88
F9 3.50
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3.2. Entrapment Efficiency

The entrapment efficiency is an important measurement for microparticulate systems. It gives
a clear idea about the encapsulation power and the production and scale-up capabilities of
that particular technique. Some of the microparticulate techniques, such as liposomes, suffer
from low entrapment efficiency whereas others, like solid dispersion method, have good or

even excellent entrapment efficiency.

Entrapment efficiency was obtained to determine exactly how much Flurbiprofen was
entrapped in the formulation which in turn is necessary to calculate the equivalent weight of
Flurbiprofen solid dispersion to that of the marketed product.*® The Flurbiprofen solid
dispersion formulas gave acceptable entrapment efficiency with average of 86%, as

illustrated in Table 3.

Table 3: The percentage yield and entrapment efficiency of Flurbiprofen solid

dispersion formulas

Formula % Yield Entrapment efficiency (%)
F1 65% 90%
F2 60% 111%
F3 74% 60%
F4 32% 79%
F5 A7% 96%
F6 85% 88%
F7 84% 89%
F8 60% 67%
F9 80% 98%

3.3. Fourier Transform Infrared (FTIR) Spectroscopy of Flurbiprofen:

The FTIR spectra, as shown in Figure 5, demonstrated no significant difference between the
solid dispersion formulations and pure Flurbiprofen characteristic peaks, therefore; there may
be no interaction between the drug and polymers. The spectra showed characteristic broad
peaks of the drug at 1698 and 2920 cm—1 were because of carbonyl and hydroxyl stretching,

respectively. However, FTIR spectra of Flurbiprofen and solid dispersion of the drug showed
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characteristic broad peak of Flurbiprofen in the range 3400 to 1700 cm—1 because of

hydrogen bonding.®% 222
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Figure 5: FTIR spectra of Flurbiprofen, the polymers and the formulations, as (a)
represent pure drug, (b) PVP, (c) poloxamer, (d) Flurbiprofen and PVP, and (e)

Flurbiprofen and poloxamer

3.4. Modified In-vitro Dissolution Studies of Flurbiprofen

The modified dissolution study demonstrated that the release profile of Flurbiprofen was
significantly improved as solid dispersion than that of marketed product, as illustrated in
Figure 6, 7 and 8. F6 and F7 had significantly higher drug release than the conventional

dosage form. This could reflect positively on the onset of drug action. Therefore, it could
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clinically expect that the effect will be faster from the solid dispersion than other usual
formulas as its dissolution, and hence absorption since the solid dispersion polymer matrix
made a network which improves the drug solubility. The release profile of Flurbiprofen was
better in phosphate buffer. It can be expected that this fact does not affect on Flurbiprofen
solid dispersion clinical performance since it was dissolved previously in stomach and
becomes ready for the absorption process and bypass the dissolution step which is the rate

limiting step for BCS Class I1 drugs like Flurbiprofen solid dispersion.®?
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Figure 6: Percent of Flurbiprofen release in dissolution study from formulations using

PVP as main polymer, as drug represent Flurbiprofen conventional formulation
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Figure 7: Percent of Flurbiprofen release in dissolution study from formulations using

poloxamer as main polymer, as drug represent Flurbiprofen conventional formulation

Citation: Hasanain Sh. Mahmood et al. Ijppr.Human, 2016; Vol. 7 (3): 78-90.



www.ijppr.humanjournals.com

120

100

Percentage of Drug release
(=]
=]

[=]

0 10 20 30 ap 50 80 70
Time (minutes)
Drug FG

F7

Figure 8: Percent of Flurbiprofen release in dissolution study from the Dbest

formulations (F6 and F7), as drug represent Flurbiprofen conventional formulation.

CONCLUSION

Solubility of Flurbiprofen was significantly improved when formulated as solid dispersion
since it is molecularly dispersed within the formulation structure that contains voids and
channels which greatly increase the drug surface area exposed to the dissolving media.
Formulations containing poloxamer (F6 and F7) significantly enhance the drug solubility.

This could reflect positively on the onset of drug action and bioavailability.

REFERENCES

1. Swati Sareen, George Mathew,et al; Improvement in solubility of poor water-soluble drugs by solid
dispersion Int J Pharm Investig. 2012 Jan-Mar; 2(1): 12-17.

2. Ketan T. Savjani, Anuradha K. Gajjar, and Jignasa K. Savjani; Drug Solubility: Importance and
Enhancement Techniques. International Scholarly Research Network. 2012; 1-10.

3. Chiou WL, Riegelman S. Preparation and dissolution characteristics of several fast-release solid dispersions
of griseofulvin. J Pharm Sci. 1969; 58:1505-10. [PubMed].

4. Habib JM. Pharmaceutical solid dispersion technology. USA: Technomic Publication; 2000. pp. 27-95.

5. Seth NS, “Formulation and evaluation of solid dispersion of olanzepine,”Int. J. Pharm. Sci. Res.,
2011;2(2):691-697.

6. Chavan S, Patel K, Shelar D, Vavia P. Preparation of Oxcarbazine Solid Dispersion by Hot Melt Extrusion
for Enhanced Dissolution: Doenstream Processing to tablets. Am. J. PharmTech Res, 2013;3 (1).

7. Matthias Manne Knopp, Nabil Chourak, Fauzan Khan, Johan Wendelboe, Peter Langguth,Thomas Rades,
René Holm; Effect of polymer type and drug dose on the in vitro and in vivo behaviour of amorphous solid
dispersions; European Journal of Pharmaceutics and Biopharmaceutics. 2016; 105(2016): 106-114.

8. Mogal S.A, Gurjar P. N, Yamgar D. S and Kamod A; Solid dispersion technique for improving solubility of
some poorly soluble drugs; Scholars Research Library. 2012; 4 (5):1574-1586.

Citation: Hasanain Sh. Mahmood et al. Ijppr.Human, 2016; Vol. 7 (3): 78-90.



www.ijppr.humanjournals.com

9. Shrawan Baghel, Helen Cathcart, Niall J. O'Reilly; Polymeric Amorphous Solid Dispersions: A Review of
Amorphization, Crystallization, Stabilization, Solid-State Characterization, and Aqueous Solubilization of
Biopharmaceutical Classification System Class Il Drugs; Journal of Pharmaceutical Sciences. 2016; 1-18.

10.D. Jain, D. Pathak, K. Patha; Pharmaceutical product development technologies based on the
biopharmaceutical classification system. Pharmazie 64: 483-490 (2009).

11.Won R: Method for delivering an active ingredient by controlled time release utilizing a novel delivery
vehicle which can be prepared by a process utilizing the active ingredients as a Porogen 1987; US, Patent No.
4690825.

12.Vyas SP, Khar RK: Targeted and controlled drug delivery- Novel carrier system. CBS Publication, New
Delhi, Edition 1, 2002:453.

13.Sevgi F, Yurdasiper A, Kaynarsoy B, et al. Studies on mefanamic acid microparticles: formulations, in vitro
release and in situ studies in rats. AAPS PharmSciTech 2009;10(1):104-112

14.Product information sheet. Oral technology. A. P. Pharma, Inc., Redwood City, California, United States of
America.

15.Aritomi H, Yamasaki Y, Yamada K, et al. Development of sustained release formulation of
chlorpheniramine maleate using powder coated microsponges prepared by dry impact blending method. J Pharm
Sci Technol 1996;56(1):49-56

16.Pradhan SK. Microsponges as the versatile tool for drug delivery system. Int J Res Pharm Chem
2011;1(2):243-58.

17.Sameer Singh, Raviraj Singh Baghel and Lalit Yadav; A review on solid dispersion, International Journal of
Pharmacy & Life Sciences. 2011; 2(9): 1078-1095.

18.Embil K. and Nacht S: The microsponge delivery system (MDS): a topical delivery system with reduced
irritancy incorporating multiple triggering mechanisms for the release of actives. J. Microencapsulation 1996;
308:124-132.

19.K. ArunPrasad, N. Narayanan, G. Rajalakshmi; preparation and evaluation of solid dispersion of terbinafine
hydrochloride. 2010; 3(1): 130-134.

20. Bindu Yadav and Y. S. Tanwar; Development, Characterization and In Vitro Evaluation of Flurbiprofen
Solid Dispersions using Polyethylene Glycols as Carrier, Journal of Applied Pharmaceutical Science. 2016;
6(7): 6-66.

21.Lakshmi Radhika.G, Mahanthesha.M.K, Chinna Devi.G; formulation and in vitro evaluation of sustained
release matrix tablets of flurbiprofen using hydroxypropyl methylcellulose, international journal of advanced
research. 2013; 1(7): 624-630.

22.Sohail M F, Akhtar Shah P, Tariqg I, Saeedul-Hassan A, Amin U, Raza S, Saeed T, Sultana M and Jawa N;
Development and In vitro Evaluation of Flurbiprofen Microcapsules Prepared by Modified Solvent Evaporation
Technique, Tropical Journal of Pharmaceutical Research. 2014; 13 (7): 1031-1038.

23.Chung Kil Songa, In-Soo Yoonc and Dae-Duk Kima; Poloxamer-based solid dispersions for oral delivery of
docetaxel: Differential effects of F68 and P85 on oral docetaxel bioavailability, International Journal of
Pharmaceutics. 2016; 507 (2016) 102-108.

Citation: Hasanain Sh. Mahmood et al. Ijppr.Human, 2016; Vol. 7 (3): 78-90.



