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Abstract: Sildenafil is the active substance in Viagra® tablets, which is approved by the FDA to treat
sexual dysfunction in men. Poor solubility and short half-life, however, can limit the span of its
effectiveness. Therefore, this study focused on an oral controlled release matrix system with the
aim to improve solubility, control the drug release, and sustain the duration of drug activity. The
controlled release matrices were prepared with poloxamer-188, hydroxypropyl methylcellulose, and
magnesium stearate. Various formulations of different ratios were developed, evaluated in vitro,
and assessed in silico. Poloxamer-188 appeared to have a remarkable influence on the release profile
of sildenafil citrate. In general, the rate of drug release decreased as the amount of polymer was
gradually increased in the matrix system, achieving a maximum release period over 12 h. The in silico
assessment by using the GastroPlus™ PBPK modeling software predicted a significant variation in
Cmax, tmax, t1/,, and AUCq.¢ among the formulations. In conclusion, the combination of polymers in
matrix systems can have substantial impact on controlling and modifying the drug release pattern.
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1. Introduction

Sildenafil citrate (SDF) belongs to class II in the biopharmaceutics classification sys-
tem (BCS) of drugs, having high permeability and low solubility, and being practically
insoluble at pH higher than 6 [1]. Since the solubility of SDF considerably varies within the
physiological pH ranges of the gastrointestinal tract (GIT), its dissolution and absorption
are likely not consistent throughout the GIT depending on the regional environment [2].
SDF is a selective inhibitor of cyclic guanosine monophosphate (cGMP)-specific phospho-
diesterase type 5 enzyme (PDE-5), and it is used in the therapy of pulmonary hypertension
by selectively inhibiting PDE type 5 pathways in the lungs [3]. It is recommended for
selected patients with pulmonary arterial hypertension (PAH), a life-threatening disease,
and the drug has favorable effects on endothelial function [4]. SDF was the first oral
agent introduced for erectile dysfunction (ED) treatment [3], being rapidly absorbed and
effective within 30 min to 1 h. Different clinical trials accomplished efficacious results
with single oral doses of SDF between 25 and 100 mg [5]. Overall, medical studies of
SDF for over 25 years have confirmed its successful usage [6,7]. In the human body, SDF
is N-demethylated in liver microsomes, mediated by at least two CYP enzymes, largely
metabolized by CYP3A4, but CYP2C9 also exhibited sildenafil N-demethylase activity to
some extent [3].
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Only a few studies have been carried out on developing non-oral sustained release SDF
dosage forms using polymers, for example, lung-delivered, controlled release formulations
of SDF with poloxamer-407 (P-407) [8] or a vaginal controlled release suppository of SDF
containing EVAC 210 polymer [9]. In addition, some SDF formulations were prepared
with polymers, such as SDF nano-dispersion inhalers incorporating poloxamer-188 (P-
188) [10], SDF solid lipid nanoparticles formulated with gelucire 44/14 [11], SDF spray-
dried microparticle inhalers formed by using sodium carboxymethylcellulose, sodium
alginate, and sodium hyaluronate [12], SDF-loaded polymeric microparticles based on
poly(lactide-co-glycolide) [13], and an SDF microemulsion-loaded hydrogel [14].

Hydrophilic polymers have been widely applied in drug delivery systems [15] in form

of nanoparticles [16,17], microspheres [18], self-emulsifying systems [19], micelles [20,21], cu-
bosomes [22], ophthalmic formulations [23], transdermal delivery [24], nano-solutions [25],
and controlled release matrix formulations [26]. For example, several studies have been con-
ducted with the hydrophobic polymer P-188 and /or P-407 to develop stable and controlled
release dosage formulations for therapeutic agents, including diclofenac sodium [26], theo-
phylline [27], methotrexate [28], morphine [29], vancomycin [30], tetramethylpyrazine [31],
indomethacin [32], ibuprofen [33], and ketorolac tromethamine [34]. To the best of our
knowledge, no research has been performed yet on developing a controlled release matrix
system for SDF using P-188 or another type of polymer. In this study, a mixture of hy-
drophilic polymers, namely P-188 and hydroxypropyl methylcellulose (HPMC), combined
with hydrophobic release agent magnesium stearate (MGS), was used to form a matrix
system to control the release of SDEF. First, an oral controlled release matrix system was devel-
oped for the drug. Second, in vitro drug release was evaluated and the oral bioavailability
and PK parameters of this formulation were assessed using GastroPlus™ Physiological
Based Pharmacokinetic (PBPK) modelling 9.8 software.

2. Results

Figure 1 illustrates the release performance of a commercial Viagra® (50 mg) tablet
which was used as a reference in this study. Over 90% of the drug was released within
15 min. The result was in good agreement with previously reported data in which 50% of
SDF was released in the first 2 min [35]. Measurements were performed in triplicate for the
standard calibration curve of SDF, using a UV spectrophotometer at a 292 nm wavelength
and distilled water as the dissolution medium. The average regression coefficient r> showed
a linear relationship at value of 2 = 0.9996.
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Figure 1. SDF release profile from branded drug Viagra® 50 mg in distilled water at 37 °C (n = 6).
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2.1. In Vitro Drug Release

The profiles in Figure 2 present the SDF release from polymer matrices containing
different ratios of P-188 and HPMC to the drug. Gradually increasing the amount of P-188
and HPMC in the matrix system retarded the release rate in the order: Viagra® > F1 >
F2 > F3 > F4 > F5 > F6 (polymer: drug). The result shows that the release of SDF can be
adjusted in a controlled manner by simply varying the quantity of P-188 and HPMC in the
formulation. This phenomenon might be ascribed to the decrease in contact surface area
between the drug and dissolution medium with a rising content of P-188 and HPMC. The
findings are in good accordance with previous results in the literature [26] where P-188
and HPMC were employed as lipid carriers to slow down the release of diclofenac sodium,
a water-soluble drug. It was also observed that the rate of drug release was inversely
proportional to the amount of P-188 and HPMC mixed into the matrices.
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Figure 2. The percentage of SDF release from polymer matrices of various ratios of P-188 and HPMC over 7 h, using distilled
water at 37 °C, values are means + S.D. (n = 6).

Figure 3 shows the SDF release profiles of polymer matrices containing different
percentages of MGS, incorporated in an increasing order of 3.75, 7.50, and 15.0%. The
release rate of SDF from the polymer matrices was further reduced as the quantity of
hydrophobic release agent was increased in the preparation. The rate of decrease was in
the following order: Viagra® > 3.75% > 7.50% > 15.0% of MGS. Again, the drug release
rate could be predictably varied by changing the level of MGS incorporated into the P-
188 /HPMC matrix system. The decreasing effect of MGS on the release of SDF was due to
its hydrophobic character, further reducing the already low hydrophile-lipophile balance
(HLB) number of the matrices.

2.2. Mechanism of Drug Release from Polymer Matrix

Table 1 summarizes the values for F7, F8, and F9 matrices with corresponding r2
values, where 12 is the coefficient of determination that indicates how well dissolution data
points fit a line. Different given models were applied on the data obtained from the final
experimental results. It was observed that the modified release dosage forms of matrices
follow zero order release kinetics and the Hixson—Crowell model which describes the
erosion of the matrices to release the drug.
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Figure 3. The percentage of SDF release from polymer matrices containing various drug to polymer ratios with the addition
of MGS and STA over 12 h, using distilled water at 37 °C, values are means £ S.D. (n = 6).

Table 1. Mechanism of SDF release from controlled release polymer matrices using various kinetic
release models represented by r2.

Model Name r2 of F7 r? of F8 r? of F9

Zero Order Model 0.9883 0.9825 0.9754
First Order Model 0.6394 0.5738 0.5769
Hixson—Crowell Model 0.9850 0.9907 0.9875
Higuchi Model 0.9601 0.9685 0.9696
Korsmeyer-Peppas Model 0.4203 0.3309 0.3290

2.3. In Silico PK of SDF Using PBPK Model Simulations

The physiochemical values in Table 2 were obtained from ADMET Predictor and used
to develop and validate a Viagra® (50 mg) tablet (Table 2); some of the physiochemical
values were confirmed from the literature [5], and the PBPK model was run for the last
three optimum formulations, for example, Fy, F», and F3, as shown in Figure 4. Briefly,
the in vitro drug dissolution profiles of each formulation were individually loaded into
GastroPlus™ and the simulation was run as a controlled release integral matrix using
the PBPK model to predict the plasma concentration time. The resulting profiles versus
reference are plotted in Figure 5. Their PK parameters [36], such as Cmax, tmax, t1/2, AUCp.o
and AUC., are outlined in Table 3.

Additional simulations in GastroPlus™ were performed on the in vitro dissolution
profiles of F4 to Fg: zero order release kinetics over 24 h (F,); release of 35% in 30 min
followed by zero order release kinetics to 100% for 24 h (Fs); release of 70% in 30 min
followed by zero order release kinetics to 100% for 24 h (F;); sustained release kinetics
over 24 h (F7); immediate release of 50% followed by a pulsed immediate release of the
remaining 50% for 4 h (Fg). The setup was chosen to see the impact of different dissolution
profiles to find the optimum polymer matrix for oral control release of SDF. The plasma
concentration time profiles (F4—Fg) versus the reference are presented in Figure 5, and PK
parameters [36], like Crax, tmax, t1/,, AUCq.cc and AUCy.; are listed in Table 3.
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Table 2. Physicochemical and biopharmaceutical values of Viagra® 50 mg obtained from ADMET
Predictor in GastroPlus™ software (version 9.8, Simulation Plus, Inc., Lancaster, CA, USA).

Parameter Values
Log P 2227
Molecular Weight (g/mol) 4 474.59
Ionization Constant (pKa) 6.5
Solubility (mg/mL) 36.965 (pH = 3)
Diffusion Coefficient (cm? /sec x 10~5) 2058 x 107°
Papp (Caco-2) 27.077 (pH=4)
Jejunal Effective Permeability (Peff) (x10~* cm/s) 2348 x 1074
Unbound Percent in Human Plasma (Fup %) a28.10
Human Blood-to-Plasma Concentration Ratio (Rbp) 1.65

2 is referring to using ADMET predictor in GastroPlus™ (version 9.8, Simulation Plus, Inc., Lancaster, CA, USA).

Table 3. Pharmacokinetic parameters of SDF after in silico oral administration of SDF in controlled release polymer matrices
containing various drug to polymer ratios. Data obtained after PBPK modeling of each formulation.

PK Viagra® F1 F2 F3 F4 F5 Fé6 F7 F8
Cmax (ngmL™1) 159 120.9 * 96.2 * 93.9 * 105.1%  109.3*  1932*  113.7*  1324*
tmax (h) 1.46 3.68 * 9.44 % 11.2% 12.08 * 2.48* 1.76 3.61* 5.28 *
ty, (h) 4.07 5.65 * 8.12 % 9.85 * 11.8* 7.75* 6.10* 8.12* 6.51*
AUCq.«(ng mL~h) 530 128 % 1267 * 1258*  1252.2*  12722* 1288.7* 1237.7* 1289.9*
AUCo.¢ (ng mL~1h) 528 1271 % 1252 * 1238*  12246* 12595* 12832* 1262.1* 12765*
*p < 0.05vs. Viagra® 50 mg.
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Figure 4. Simulated plasma concentration-time profiles of sildenafil oral controlled release polymer matrices formulation
(F1-F3) versus Viagra® 50 mg using Gastroplus™ PBPK modeling software.
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Figure 5. Simulated plasma concentration—-time profiles of sildenafil oral controlled release polymer matrices formulation

(F4-F8) versus Viagra® 50 mg using Gastroplus™ PBPK modeling software.

3. Discussion

Using P-188 mixed with HPMC clearly showed a delay in SDF release compared to
the Viagra® (50 mg) tablet for up to 7 h. Built from ethylene oxide and propylene oxide
blocks, P-188 can form an amphipathic structure in which the hydrophobic portion acts as
a reservoir for poorly water-soluble drugs [26]. Exposed to the dissolution medium, the
polymer slowly hydrates, solubilizing the incorporated drug particles to be finally released
into solution.

On the other hand, HPMC itself is able to slow down drug release by forming a gel
layer upon swelling when in contact with water [37]. Depending on its concentration in
the formulation, the layer can turn from relatively viscous into a thick gel on the surface of
the matrix. The quick hydration and gelation of the exterior portion of the matrix system
most likely supported the delayed release profiles.

Even though P-188 and HPMC could control the release of SDF, the maximum retar-
dation of 7 h could only be achieved when the ratio of polymers to drug was high. This
may not be practical, however, especially for less potent drugs that require high doses,
as the dosage form may be not convenient for oral swallowing. Hence, the addition of a
hydrophobic excipient in an acceptable amount was required to further extend the release
of SDE.

It was observed that 15% MGS enabled the matrix system to release the drug in a
controlled manner for up to 12 h. In general, the highly hydrophobic MGS forms a strong
surface coating around the other excipients and drug, reducing wettability and water
uptake, and slowing down the dissolution rate [38]. Owing to its delaying properties, MGS
is a common additive in many solid pharmaceutical formulations, and numerous studies
can be found investigating the concentration-dependent effect of MGS on the drug release
performance of tablets [39].

Overall, the release of SDF from the polymer matrices was strongly controlled by the
dual effects of hydrophilicity and swelling. However, several factors, including physico-
chemical properties of the drug and excipients, dosage form design, and manufacturing
conditions can affect the final release profile [40,41]. Hence, it can help to define the release
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pattern of the drug as it governs the efficacy of the dosage form. The Hixson—Crowell
equation can be applied as a mathematical model for carrier erosion controlled release [26].
Comparing different models, this particular simulation showed the highest correlation
coefficient. In conclusion, we can say that drug release of SDF-loaded polymer matrices
follows an erosion mechanism.

Furthermore, PBPK modeling studies provide an estimation of PK parameters in
order to select the optimum formulation in terms of Cmay, tmax, ti,, AUCq.t, and oral
bioavailability [42,43]. The results can be ultimately used as a prediction of in vivo drug
release behavior.

4. Material and Methods
4.1. Chemicals

Sildenafil citrate (SDF) was purchased from Sigma Aldrich (St. Louis, MO, USA).
Poloxamer-188® was obtained from Merck (Darmstadt, Germany), hydroxypropyl methyl-
cellulose (HPMC) was ordered from Thermo-Fisher (Kandel, Germany), and magnesium
stearate (MGS) was purchased from Fisher Scientific UK Limited (Loughborough, UK).
Viagra® (50 mg) tablets (Pfizer, New York, NY, USA) were obtained from a local retail
pharmacy (Abu Dhabi, UAE). All solvents used were of analytical or HPLC grade.

4.2. Preparation of Poloxamer 188 Polymer Matrix Containing Sildenafil Citrate

In order to obtain the polymer matrix system, the heat fusion method was applied for
series 1. First, P-188 was melted in a water bath at 50 °C and stirred at 250 rpm for 15 min.
After the addition of HPMC, stirring was continued at 250 rpm for an additional 15 min.
SDF was added, and the mixture was stirred for a further 60 min. The resultant viscous
mixture was subsequently poured into size 2 hard gelatin capsules using heated Pasteur
pipettes. The capsules were kept upright for approximately 3 to 5 min to allow the matrices
to solidify. Afterwards, they were stored in airtight amber bottles containing silica gel at
room temperature of 25 °C.

For series 2, SDF-loaded polymer matrices containing a hydrophobic release agent
were prepared as follows: P-188 was first melted in a water bath at 50 °C, followed by
stirring at 250 rpm for 15 min. HPMC was added, and the mixture continued to be stirred
at 250 rpm for 15 min. After the addition of MGS and a further 15 min of stirring, SDF
was incorporated with continuous stirring for 60 min. The resultant viscous mixture was
subsequently poured into size 00 hard gelatin capsules using heated Pasteur pipettes.
The capsules were kept upright for approximately 3 to 5 min to allow the matrices to
solidify. Afterwards, they were stored in airtight amber bottles containing silica gel at room
temperature of 25 °C.

4.3. Preparation of Controlled Release Polymer Matrices Containing Various Drug to
Polymer Ratios

Polymer matrix controlled release systems were formed containing different concen-
trations of the drug (SDF) and ratios of polymers (P-188 and HPMC). In the first part, the
ratio of P-188 to HPMC was altered for F1 to F6 in the order: 5:0, 4.5:0.5, 4:1, 3.5:1.5, 3:2, and
2.5:2.5 (w/w), whereas the drug/polymer ratio was constant at 1:5 (w/w). The formulations
were fabricated following the method described for series 1. The weights of the individual
components used are shown in Table 4, and the weight of each capsule was fixed at 275 mg.

In the second part, MGS was incorporated into the polymer matrices, being capable of
modifying the rate of drug release. A series of formulations was produced by the addition
of an increasing percentage of MGS in the following order: 0, 7.5, and 15%, while the ratio
of SDF to polymer mix (P-188/HPMC) was fixed at 1:6:4 (w/w/w), as shown in Table 5. All
formulations were prepared as previously described using the method for series 2.
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Table 4. Controlled release polymer matrices containing various drug to polymer ratios.
. SDF P-188 HPMC Total Weight Ratio
Formulations
(mg) (mg) (mg) (mg) 1:5

F1 50 250 0 275 1:5:0
F2 50 225 25 275 1:4.5:0.5
F3 50 200 50 275 1:4:1
F4 50 175 75 275 1:3.5:1.5
F5 50 150 100 275 1:3:2
Fo6 50 125 125 275 1:2.5:2.5

Table 5. Controlled release polymer matrices containing various drug to polymer ratios with the
addition of MGS and STA.

Formulations SDF (mg) P-188 (mg) HPMC (mg) STA (mg) MGS (mg)

F7 50 300 200 50 0
F8 50 300 200 50 37.5
F9 50 300 200 50 75

4.4. Dissolution Studies

In vitro drug release of SDF from each polymer matrix preparation was determined
by dissolution apparatus 2-DT-820 (Erweka GmbH, Heusenstamm, Germany). The pedal
method with a 100 rpm rotational speed was used and 900 mL of distilled water served as
media at a set temperature of 37 + 0.5 °C. Samples of 5 mL were withdrawn at the following
times: 0.16,0.33,0.5,0.75, 1, 2, 3,4, 5, 6, 7, and 12 h. All withdrawn samples were filtered
and analyzed for drug content using a UV spectrophotometer (detection wavelength was
set at 292 nm). The dissolution testing was run for six tablets. In addition, various kinetics
models were applied, namely, first order, zero order, Higuchi, and Korsmeyer-Peppas
models to find out the release kinetics and mechanism of SDF release. The calibration curve
(0.5-64 pg/mL) was prepared with distilled water and analyzed by a UV spectrometer at
292 nm to get the best-fit line and regression equation at value of 0.9995.

4.5. Mechanism of Release

To describe the mechanism of drug release from polymer matrix preparations, the
dissolution data were analyzed by the Korsmeyer—Peppas mathematical model Equation (1):

Q=Kt" @)

where Q is the fraction of drug released at time (t), K is a kinetic release constant incorpo-
rating structural and geometrical characteristics of the matrix, and n is the release exponent
which indicates the drug release mechanism. Afterwards, the data were fitted to zero order,
first order, Higuchi, and Hixson-Crowell models for determining the release kinetics of
SDF from the polymer matrices.

4.6. Simulation Studies

The PBPK model of a Viagra® (50 mg) tablet was developed in adults using Gas-
troPlus™ (version 9.8. Lancaster, CA, USA). The software is well equipped to integrate
the anatomical, physiological, and drug disposition parameters of drugs to build up the
PBPK model. Briefly, the method is outlined below: physicochemical and biopharma-
ceutical parameters were obtained either from the literature or predicted using ADMET
Predictor™ 7.2 (Simulation Plus, Inc.), as shown in Table 2. GastroPlus™ 9.8 (Simulation
Plus, Inc.) with its Advanced Compartmental Absorption and Transit (ACAT™) model
and PBPK Plus™, together with metabolism and transporter modules, were used to build
the SDF model for absorption, distribution, metabolism, and elimination. Human organ
weights, volume, and blood perfusion rates were generated by the Population Estimate of
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Age-Related (PEAR™) physiology module in GastroPlus™. The tissue plasma partition
coefficients (Kp) were predicted using the default in silico Rodger’s single (Lukacova) Kp
method [43]. The metabolic clearance of SDF was estimated from in vitro Ky and Vamp
values of CYP234 and CYP2C9 taken from the literature. The SDF PK parameters (Cl, Vd,
compartmental model) were determined by using reported IV data [5] and built in the PK
plus tool in GastroPlus™ software. The PBPK model was validated using literature data
for healthy volunteers [5]. The mechanistic data provided by the PBPK model were applied
to investigate the PK profile of in vitro SDF controlled release from the matrix system.

4.7. Statistical Analysis

A statistical analysis was performed using one-way analysis of variance to compare
the mean value of each variable, considering a result statistically significant when p < 0.05.

5. Conclusions

Controlled release polymer matrices of SDF were prepared by incorporating the drug
into a mixture of P-188, HPMC, and MGS at various ratios. The combination of P-188
and HPMC was able to extend the drug release, however, a high proportion of polymer
mixture (>90%) was required. Replacing a portion with MGS obviously helped to slow
down the drug release for up to 12 h. The PK parameters of the matrix systems with SDF
significantly differed from a Viagra® (50 mg) tablet in the extent and rate of absorption
and bioavailability. Therefore, the in silico model assisted in tailoring the optimum PK
shape of the controlled release preparation. Controlled release of SDF might not only help
to avoid the risk of side effects caused by burst release, but could also make the drug more
accessible for men with pre-existing conditions, supporting their psyche, or enhancing
their overall life quality. In addition, the concept can be transferred to other treatments
such as for pulmonary hypertension, as the typical treatment is either IV or several oral
doses per day.

Author Contributions: M.A. designed the experiment and formulation recipes and mainly con-
tributed to the supervision and writing of the manuscript. M.S. designed and ran the GastroPlus™
PBPK modeling software for in vivo and pharmacokinetic assessments. S.A. contributed to the
supervision, data analysis, and writing of the manuscript. All authors have read and agreed to the
published version of the manuscript.

Funding: This work was supported by Al Ain University and funded by Research Start-up grant no:
700032854 awarded by United Arab Emirates University, UAE.

Institutional Review Board Statement: Not applicable.
Informed Consent Statement: Not applicable.

Data Availability Statement: The data presented in this study are available on request from the
corresponding author. The data are not publicly available due to privacy or ethical restrictions.

Acknowledgments: We acknowledge Al Ain University for providing financial support and United
Arab Emirates University for awarding Research Start- up grant no: 700032854.

Conflicts of Interest: The authors have declared no conflict of interest.

1.  Miranda, C.; Pérez-Rodriguez, Z.; Hernandez-Armengol, R.; Quifones-Garcia, Y.; Betancourt-Purén, T.; Cabrera-Pérez, M.A.
Biowaiver or Bioequivalence: Ambiguity in Sildenafil Citrate BCS Classification. AAPS Pharm. Sci. Tech. 2018, 19, 1693-1698.

[CrossRef]

2. Kim, TH.; Shin, S.; Jeong, S.W.; Lee, ].B.; Shin, B.S. Physiologically Relevant In Vitro-In Vivo Correlation (IVIVC) Approach for
Sildenafil with Site-Dependent Dissolution. Pharmaceutics 2019, 11, 251. [CrossRef] [PubMed]

3.  Hyland, R.; Roe, E.G.; Jones, B.C.; Smith, D.A. Identification of the cytochrome P450 enzymes involved in the N-demethylation of
sildenafil. Br. J. Clin. Pharmacol. 2001, 51, 239-248. [CrossRef]


http://doi.org/10.1208/s12249-018-0982-7
http://doi.org/10.3390/pharmaceutics11060251
http://www.ncbi.nlm.nih.gov/pubmed/31159390
http://doi.org/10.1046/j.1365-2125.2001.00318.x

Pharmaceuticals 2021, 14, 479 10 of 11

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

Zayed, R.; Kamel, A.O.; Shukr, M.; Shamy, A. An in vitro and in vivo comparative study of directly compressed solid dispersions
and freeze dried sildenafil citrate sublingual tablets for management of pulmonary arterial hypertension. Acta Pharm. 2012, 62,
411-432. [CrossRef] [PubMed]

Nichols, D.J.; Muirhead, G.J.; Harness, ].A. Pharmacokinetics of sildenafil after single oral doses in healthy male subjects: Absolute
bioavailability, food effects and dose proportionality. Br. J. Clin. Pharmacol. 2002, 53 (Suppl. 1), 55-12S. [CrossRef]

Radicioni, M.; Castiglioni, C.; Giori, A.; Cupone, I.; Frangione, V.; Rovati, S. Bioequivalence study of a new sildenafil 100 mg
orodispersible film compared to the conventional film-coated 100 mg tablet administered to healthy male volunteers. Drug Des.
Devel. Ther. 2017, 11, 1183-1192. [CrossRef] [PubMed]

McCullough, A.R. Four-year review of sildenafil citrate. Rev. Urol. 2002, 4 (Suppl. 3), S26-5S38. [PubMed]

Dalla-Bona, A.C.; Stoisiek, K.; Oesterheld, N.; Schmehl, T.; Gessler, T.; Seeger, W.; Beck-Broichsitter, M. Characterization of
lung-delivered in-situ forming controlled release formulations. J. Pharm. Pharmacol. 2015, 67, 1349-1354. [CrossRef] [PubMed]
Degim, L.T.; Tugcu-Demir6z, F.; Tamer-Ilbasmis, S.; Acarttirk, F. Development of controlled release sildenafil formulations for
vaginal administration. Drug Deliv. 2008, 15, 259-265. [CrossRef] [PubMed]

Chunhachaichana, C.; Sritharadol, R.; Sawatdee, S.; Heng, PW.S; Srichana, T. Development of nanodispersion-based sildenafil
metered-dose inhalers stabilized by poloxamer 188: A potential candidate for the treatment of pulmonary arterial hypertension.
Pharm. Dev. Technol. 2019, 24, 1218-1228. [CrossRef]

Hosny, K.M.; Aljaeid, B.M. Sildenafil citrate as oral solid lipid nanoparticles: A novel formula with higher bioavailability and
sustained action for treatment of erectile dysfunction. Expert Opin. Drug Deliv. 2014, 11, 1015-1022. [CrossRef] [PubMed]
Shahin, H.I.; Vinjamuri, B.P; Mahmoud, A.A.; Shamma, R.N.; Mansour, S.M.; Ammar, H.O.; Ghorab, M.M.; Chougule, M.B.;
Chablani, L. Design and evaluation of novel inhalable sildenafil citrate spray-dried microparticles for pulmonary arterial
hypertension. J. Control Release 2019, 302, 126-139. [CrossRef] [PubMed]

Beck-Broichsitter, M.; Bohr, A.; Aragao-Santiago, L.; Klingl, A.; Kissel, T. Formulation and process considerations for the design
of sildenafil-loaded polymeric microparticles by vibrational spray-drying. Pharm. Dev. Technol. 2017, 22, 691-698. [CrossRef]
[PubMed]

Atipairin, A.; Chunhachaichana, C.; Nakpheng, T.; Changsan, N.; Srichana, T.; Sawatdee, S. Development of a Sildenafil Citrate
Microemulsion-Loaded Hydrogel as a Potential System for Drug Delivery to the Penis and Its Cellular Metabolic Mechanism.
Pharmaceutics 2020, 12, 1055. [CrossRef] [PubMed]

Bodratti, A.M.; Sarkar, B.; Alexandridis, P. Adsorption of poly(ethylene oxide)-containing amphiphilic polymers on solid-liquid
interfaces: Fundamentals and applications. Adv. Colloid Interface Sci. 2017, 244, 132-163. [CrossRef] [PubMed]

Sarkar, B.; Venugopal, V.; Bodratti, A.M.; Tsianou, M.; Alexandridis, P. Nanoparticle surface modification by amphiphilic polymers
in aqueous media: Role of polar organic solvents. J. Colloid Interface Sci. 2013, 397, 1-8. [CrossRef] [PubMed]

Bostanudin, M.E; Arafat, M.; Sarfraz, M.; Gérecki, D.C.; Barbu, E. Butylglyceryl Pectin Nanoparticles: Synthesis, Formulation
and Characterization. Polymers 2019, 11, 789. [CrossRef]

Kamal, T.; Sarfraz, M.; Arafat, M.; Mikov, M.; Rahman, N. Cross-linked guar gum and sodium borate based microspheres as
colon-targeted anticancer drug delivery systems for 5-fluorouracil. Pak. J. Pharm. Sci. 2017, 30, 2329-2336. [PubMed]

Khalid, N.; Sarfraz, M.; Arafat, M.; Akhtar, M.; Lobenberg, R.; Rehman, N. Nano-sized Droplets of Self-Emulsifying System for
Enhancing Oral Bioavailability of Chemotherapeutic Agent VP-16 in Rats: A Nano Lipid Carrier for BCS Class IV Drugs. J. Pharm.
Pharm. Sci. 2018, 21, 398-408. [CrossRef]

Tanbour, R.; Martins, A.M.; Pitt, W.G.; Husseini, G.A. Drug Delivery Systems Based on Polymeric Micelles and Ultrasound: A
Review. Curr. Pharm. Des. 2016, 21, 398-408. [CrossRef] [PubMed]

Arafat, M.; Kirchhoefer, C.; Mikov, M. Mixed Micelles Loaded with Bile Salt: An Approach to Enhance Intestinal Transport of the
BCS Class III Drug Cefotaxime in Rats. Eur. |. Drug Metab. Pharm. 2017, 42, 635-645. [CrossRef] [PubMed]

Duttagupta, A.S.; Chaudhary, H.M.; Jadhav, K.R.; Kadam, V.J. Cubosomes: Innovative Nanostructures for Drug Delivery. Curr.
Drug Deliv. 2016, 13, 482-493. [CrossRef] [PubMed]

Almeida, H.; Amaral, M.H.; Lobao, P; Lobo, ]. M.S. Applications of poloxamers in ophthalmic pharmaceutical formulations: An
overview. Expert Opin. Drug Deliv. 2013, 10, 1223-1237. [CrossRef]

Al Hanbali, O.A.; Khan, HM.S,; Sarfraz, M.; Arafat, M.; ljaz, S.; Hameed, A. Transdermal patches: Design and current approaches
to painless drug delivery. Acta Pharm. 2019, 69, 197-215. [CrossRef]

Kunjachan, S.; Rychlik, B.; Storm, G.; Kiessling, F.; Lammers, T. Multidrug resistance: Physiological principles and nanomedical
solutions. Adv. Drug Deliv. Rev. 2013, 65, 1852-1865. [CrossRef]

Al Hanbali, O.A.; Hamed, R.; Arafat, M.; Bakkour, Y.; Al-Matubsi, H.; Mansour, R.; Al-Bataineh, Y.; Aldhoun, M.; Sarfraz, M.;
Dardas, A.K. Formulation and evaluation of diclofenac controlled release matrix tablets made of HPMC and Poloxamer 188
polymer: An assessment on mechanism of drug release. Pak. J. Pharm. Sci. 2018, 31, 345-351.

Jannin, V.; Pochard, E.; Chambin, O. Influence of poloxamers on the dissolution performance and stability of controlled-release
formulations containing Precirol ATO 5. Int. J. Pharm. 2006, 309, 6-15. [CrossRef] [PubMed]

Moura, S.; Noro, J.; Cerqueira, P.; Silva, C.; Cavaco-Paulo, A.; Loureiro, A. Poloxamer 407 based-nanoparticles for controlled
release of methotrexate. Int. J. Pharm. 2020, 575, 118924. [CrossRef]

Jansen, M.M.P.M.; Verzijl, ] M.; Burger, D.M.; Hekster, Y.A. Controlled release of morphine from a poloxamer 407 gel. Int. J. Pharm.
2013, 452, 266-269. [CrossRef] [PubMed]


http://doi.org/10.2478/v10007-012-0027-9
http://www.ncbi.nlm.nih.gov/pubmed/23470352
http://doi.org/10.1046/j.0306-5251.2001.00027.x
http://doi.org/10.2147/DDDT.S124034
http://www.ncbi.nlm.nih.gov/pubmed/28442892
http://www.ncbi.nlm.nih.gov/pubmed/16986012
http://doi.org/10.1111/jphp.12434
http://www.ncbi.nlm.nih.gov/pubmed/25920623
http://doi.org/10.1080/10717540802006781
http://www.ncbi.nlm.nih.gov/pubmed/18446572
http://doi.org/10.1080/10837450.2019.1650766
http://doi.org/10.1517/17425247.2014.912212
http://www.ncbi.nlm.nih.gov/pubmed/24746063
http://doi.org/10.1016/j.jconrel.2019.03.029
http://www.ncbi.nlm.nih.gov/pubmed/30940497
http://doi.org/10.3109/10837450.2015.1098661
http://www.ncbi.nlm.nih.gov/pubmed/26740242
http://doi.org/10.3390/pharmaceutics12111055
http://www.ncbi.nlm.nih.gov/pubmed/33158184
http://doi.org/10.1016/j.cis.2016.09.003
http://www.ncbi.nlm.nih.gov/pubmed/28069108
http://doi.org/10.1016/j.jcis.2013.01.034
http://www.ncbi.nlm.nih.gov/pubmed/23453483
http://doi.org/10.3390/polym11050789
http://www.ncbi.nlm.nih.gov/pubmed/29188765
http://doi.org/10.18433/jpps30097
http://doi.org/10.2174/1381612822666160217125215
http://www.ncbi.nlm.nih.gov/pubmed/26898742
http://doi.org/10.1007/s13318-016-0375-9
http://www.ncbi.nlm.nih.gov/pubmed/27686853
http://doi.org/10.2174/1567201812666150224114751
http://www.ncbi.nlm.nih.gov/pubmed/25707403
http://doi.org/10.1517/17425247.2013.796360
http://doi.org/10.2478/acph-2019-0016
http://doi.org/10.1016/j.addr.2013.09.018
http://doi.org/10.1016/j.ijpharm.2005.10.042
http://www.ncbi.nlm.nih.gov/pubmed/16376034
http://doi.org/10.1016/j.ijpharm.2019.118924
http://doi.org/10.1016/j.ijpharm.2013.05.032
http://www.ncbi.nlm.nih.gov/pubmed/23707252

Pharmaceuticals 2021, 14, 479 11 of 11

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

Veyriesa, M.L.; Couarrazeb, G.; Geigerb, S.; Gnelyb, EA.; Massiasc, L.; Kunzlic, B.; Faurissona, F.; Rouveixd, B. Controlled release
of vancomycin from Poloxamer 407 gels. Int. |. Pharm. 2000, 192, 183-193. [CrossRef]

Xia, H.; Jin, H.; Cheng, Y.; Cheng, Z.; Xu, Y. The Controlled Release and Anti-Inflammatory Activity of a Tetramethylpyrazine-
Loaded Thermosensitive Poloxamer Hydrogel. Pharm. Res. 2019, 36, 52. [CrossRef]

Kuroiwa, Y.; Higashi, K.; Ueda, K.; Yamamoto, K.; Moribe, K. Nano-scale and molecular-level understanding of wet-milled
indomethacin/poloxamer 407 nanosuspension with TEM, suspended-state NMR, and Raman measurements. Int. . Pharm. 2018,
537, 30-39. [CrossRef] [PubMed]

Paavola, A.; Bernards, C.M.; Rosenberg, P.H. Controlled release ibuprofen-poloxamer gel for epidural use-A pharmacokinetic
study using microdialysis in pigs. Eur. J. Pharm. Biopharm. 2016, 108, 180-186. [CrossRef] [PubMed]

Orasugh, J.T.; Dutta, S.; Das, D.; Pal, C.; Zaman, A.; Das, S. Sustained release of ketorolac tromethamine from poloxamer
407/ cellulose nanofibrils graft nanocollagen based ophthalmic formulations. Int. J. Biol. Macromol. 2019, 140, 441-453. [CrossRef]
[PubMed]

Lee, ].H.; Choi, G.; Oh, YJ.; Park, ].W.; Choy, Y.B.; Park, M.C.; Yoon, Y].; Lee, H].; Chang, H.C.; Choy, ] H. A nanohybrid system
for taste masking of sildenafil. Int. J. Nanomed. 2012, 7, 1635-1649. [CrossRef]

Golocorbin-Kon, S.; Mikov, M.; Arafat, M.; Lepojevic, Z.; Mikov, I.; Sahman-Zaimovic, M.; Tomic, Z. Cefotaxime pharmacokinetics
after oral application in the form of 3alpha,7alpha-dihydroxy-12-keto-5beta-cholanate microvesicles in rat. Eur. . Drug Metab.
Pharmacokinet. 2009, 34, 31-36. [CrossRef] [PubMed]

Sarfraz, M.K.; Rehman, N.U.; Mohsin, S. Naproxen release from sustained release matrix system and effect of cellulose derivatives.
Pak. J. Pharm. Sci. 2006, 19, 251-255.

Uzunovi¢, A.; Vrani¢, E. Effect of magnesium stearate concentration on dissolution properties of ranitidine hydrochloride coated
tablets. Bosn. . Basic Med. Sci. 2007, 7, 279-283. [CrossRef] [PubMed]

Ariyasu, A.; Hattori, Y.; Otsuka, M. Delay effect of magnesium stearate on tablet dissolution in acidic medium. Int. J. Pharm. 2016,
511, 757-764. [CrossRef]

Arafat, M.; Fahelelbom, K.M.; Sarfraz, M.K.; Bostanudin, M.F,; Sharif, Q.U.; Esmaeil, A.; Al Hanbali, O.A.; Aburuz, S. Comparison
between Branded and Generic Furosemide 40 mg Tablets Using Thermal Gravimetric Analysis and Fourier Transform Infrared
Spectroscopy. J. Pharm. Bioallied. Sci. 2020, 12, 489-498. [CrossRef]

Arafat, M.; Kirchhoefer, C.; Mikov, M.; Sarfraz, M.; Lobenberg, R. Nanosized Liposomes Containing Bile Salt: A Vesicular
Nanocarrier for Enhancing Oral Bioavailability of BCS Class IIl Drug. ]. Pharm. Pharm. Sci. 2017, 20, 305-318. [CrossRef]
[PubMed]

Rashid, M.; Sarfraz, M.; Arafat, M.; Hussain, A.; Abbas, N.; Sadiq, M.W.; Rasool, M.F,; Bukhari, N.I. Prediction of lisinopril
pediatric dose from the reference adult dose by employing a physiologically based pharmacokinetic model. BMC Pharmacol.
Toxicol. 2020, 21, 56. [CrossRef] [PubMed]

Bolger, M.B.; Macwan, ].S.; Sarfraz, M.; Almukainzi, M.; Lébenberg, R. The Irrelevance of In Vitro Dissolution in Setting Product
Specifications for Drugs Like Dextromethorphan That are Subject to Lysosomal Trapping. J. Pharm. Sci. 2019, 108, 268-278.
[CrossRef] [PubMed]


http://doi.org/10.1016/S0378-5173(99)00307-5
http://doi.org/10.1007/s11095-019-2580-0
http://doi.org/10.1016/j.ijpharm.2017.12.028
http://www.ncbi.nlm.nih.gov/pubmed/29246438
http://doi.org/10.1016/j.ejpb.2016.09.006
http://www.ncbi.nlm.nih.gov/pubmed/27615997
http://doi.org/10.1016/j.ijbiomac.2019.08.143
http://www.ncbi.nlm.nih.gov/pubmed/31437512
http://doi.org/10.2147/IJN.S28264
http://doi.org/10.1007/BF03191381
http://www.ncbi.nlm.nih.gov/pubmed/19462926
http://doi.org/10.17305/bjbms.2007.3060
http://www.ncbi.nlm.nih.gov/pubmed/17848158
http://doi.org/10.1016/j.ijpharm.2016.07.034
http://doi.org/10.4103/JPBS.JPBS_365_19
http://doi.org/10.18433/J3CK88
http://www.ncbi.nlm.nih.gov/pubmed/28885915
http://doi.org/10.1186/s40360-020-00429-y
http://www.ncbi.nlm.nih.gov/pubmed/32727574
http://doi.org/10.1016/j.xphs.2018.09.036
http://www.ncbi.nlm.nih.gov/pubmed/30316900

	Introduction 
	Results 
	In Vitro Drug Release 
	Mechanism of Drug Release from Polymer Matrix 
	In Silico PK of SDF Using PBPK Model Simulations 

	Discussion 
	Material and Methods 
	Chemicals 
	Preparation of Poloxamer 188 Polymer Matrix Containing Sildenafil Citrate 
	Preparation of Controlled Release Polymer Matrices Containing Various Drug to Polymer Ratios 
	Dissolution Studies 
	Mechanism of Release 
	Simulation Studies 
	Statistical Analysis 

	Conclusions 
	References

