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1. Introduction

Comparative analysis of drug release kinetics in
polyethylene oxide and xanthan gum matrices
with various excipients

Haja Muhamad,® Nihad Mawla,® Saedah Dereiah,® Adam Ward,? James Williamson*®
and Kofi Asare-Addo (2 *@

This study aimed to investigate the effect of various pharmaceutical excipients on the drug release kine-
tics of extended-release formulations composed of polyethylene oxide (PEO) and xanthan gum (XG),
using propranolol hydrochloride (PPN) as the model drug. The formulations contained different ratios
(1:3,1:1, and 3:1 w/w) of PEO or XG to either lactose, dibasic calcium phosphate (DCP), or microcrystal-
line cellulose (MCC). Compaction analysis revealed that formulations that contain higher excipient
content exhibit increased porosity and decreased hardness values. Contact angle measurements indicated
that formulations with higher excipient content, particularly with lactose, displayed lower contact angles,
which is indicative of increased hydrophilicity. After the in vitro dissolution studies were conducted, the
dissolution efficiency (DE), mean dissolution time (MDT), mean dissolution rate (MDR), and similarity
factors (f,) were analysed. The findings showed that a higher amount of lactose in both PEO and XG for-
mulations resulted in faster drug release, with the PEO : lactose 1: 3 ratio achieving the highest DE (64 +
8%) and the shortest MDT (77 + 10 min). Similarly, the XG : lactose 1: 3 ratio exhibited the highest DE (61 +
2%) and fastest MDR (0.20 + 0.01% min™), although the effect was less pronounced compared to PEO
formulations. The kinetic analysis showed that most PEO formulations followed the Peppas model, indi-
cating non-Fickian transport driven by both diffusion and polymer erosion mechanisms. However, most
of the XG formulations followed the Higuchi model. The similarity factors (f,) revealed the influence of
excipient type and ratio on the dissolution profiles. Formulations containing a higher amount of MCC dis-
played higher similarity with the pure polymer profiles. These results give important insights into how
excipients can be used to optimise polymeric matrices to regulate drug release in extended-release
formulations.

Diffusion occurs as the drug moves out from the polymeric
matrix or through pores formed by excipients. Erosion, on the

Extended-release (ER) drug delivery systems are designed to
release the active pharmaceutical ingredient (API) over a long
period of time, maintaining consistent drug concentrations in
the bloodstream. By regulating the rate of drug release, ER for-
mulations improve patient compliance, minimise multiple
dosing and enhance therapeutic outcomes. These systems are
useful for drugs with short half-lives or a narrow therapeutic
index." The mechanism of drug release from these ER systems
involves a combination of diffusion, erosion, and swelling.2
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other hand, involves the gradual breakdown of the matrix.
Swelling plays an important role in hydrophilic polymers, facil-
itating the uptake of the dissolution medium and creating a
gel layer that controls the release of the drug.*® The distance
between the diffusion and erosion fronts represents the thick-
ness of the gel layer and is an important factor in drug release
kinetics. Factors affecting this release include the molecular
weight of the polymer, solubility of the drug and porosity of
the matrix.? This combined mechanism of diffusion, erosion,
and swelling plays an important role in the design of con-
trolled release systems, as the interaction between these pro-
cesses determines the drug release profiles.’ Polyethylene
oxide (PEO) and xanthan gum (XG) are two widely used poly-
mers in ER formulations as they can form gel matrices which
regulate the release of drugs. PEO is a hydrophilic, synthetic
polymer available in different molecular weights and
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viscosities.”® PEO has the capability to regulate the release of
both highly water-soluble and poorly soluble drugs from
matrix systems.® ! Additionally, PEO is applied in various ER
dosage forms, including controlled-release tablets,”'*"
pellets,"* hot-melt extrusion (HME) films,'” buccal films,
injection-moulded tablets'® and solid dispersions.'® XG is a
high molecular weight extracellular heteropolysaccharide pro-
duced through the fermentation of carbohydrates by the bac-
terium Xanthomonas campestris.”>*' Owing to its hydrophilic
nature, XG is commonly employed in the production of hydro-
philic matrix systems.?>** Furthermore, XG has been utilised
in a range of ER applications, including sustained-release
tablets,” mini matrices,”® microspheres,’® double-layer
tablets,?”*® pellets®® and transdermal films.*°

Excipients are an integral component of ER formulations,
directly influencing the drug release profile.*”*> Commonly
used excipients such as lactose, dicalcium phosphate (DCP),
and microcrystalline cellulose (MCC) affect the physical pro-
perties of the tablet matrix. Lactose is a water soluble disac-
charide that is widely used in pharmaceutical tablets as it
enhances wettability and improves flowability.*® DCP is fre-
quently used as a water-insoluble filler in tablet formu-
lations,** while MCC is particularly used for direct com-
pression (DC) tabletting. Although MCC is insoluble in water,
it displays swelling properties when exposed to dissolution
media.>*?® To better understand the mechanisms of drug
release, this study examines the kinetics of drug release using
various mathematical models (zero-order, first-order, Higuchi,
and Korsmeyer-Peppas).®’° Previous studies have extensively
explored the use of PEO in ER formulations. For example, con-
trolled-release matrix tablets of verapamil hydrochloride were
developed using PEO and various excipients such as lactose,
DCP, and MCC. It was noted that higher polymer content
decreased the drug release rate, and substituting lactose with
DCP or MCC significantly slowed down the release rate.*’
Another study examined the influence of polymer molecular
weight and excipients on the zero-order release kinetics of ver-
apamil hydrochloride.** The findings showed that higher
molecular weights of PEO and insoluble fillers such as DCP
could achieve sustained drug release through swelling and
erosion mechanisms. In another investigation, HPMC matrix
tablets were formed with diclofenac sodium, incorporating
MCC, starch, and lactose. Starch and lactose regulated the
release kinetics, achieving zero-order release profiles.”> The
influence of excipients on drug release from HPMC matrix
systems was also studied, revealing that lactose and MCC
enhanced drug diffusion and tablet erosion, while starch
resulted in slowing the drug release through synergistic inter-
actions with HPMC.*® The impact of excipient type and level
on alprazolam release from HPMC tablets was examined by.**
Similarity factors were used to compare the dissolution pro-
files, and it was demonstrated that insoluble excipients such
as DCP slowed drug release. XG has the ability to extend the
drug release of diclofenac sodium, following zero-order kine-
tics.*” However, swelling-controlled erosional processes have
also been observed.*® Factors such as polymer concentration,

16,17
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ionic strength of the dissolution medium, and dissolution
apparatus speed can influence the drug release characteristics
from XG-based matrices.*® It was found that XG alone can
sustain PPN release over 24 h with release kinetics best fitting
the Higuchi model. However, its combination with guar gum
shifted the release mechanism towards Fickian diffusion.?’
Another study discussed the kinetic models for drug dis-
solution and the importance of selecting appropriate models
to understand the release mechanisms from swellable and
non-swellable matrices.*® This work investigates the influence
of varying excipient ratios (1:3, 1:1, and 3:1) on the drug
release profiles and kinetics of two distinct polymers, PEO and
XG. The Sessile drop contact angle testing technique is used to
determine the impact of the excipients on the hydrophilicity/
hydrophobicity of the polymers and its impact on initial swell-
ing. Unlike previous studies which focused on single formu-
lation factors, our work evaluates the influence of different
excipient types and their ratios using contact angle measure-
ments and dissolution studies to assess their effect on drug
release kinetics. Similarity factors (f,) and dissolution para-
meters such as dissolution efficiency (DE) and mean dis-
solution time (MDT) were used to quantitatively assess and
compare the dissolution profiles of the formulations.
Furthermore, the application of multiple kinetic models gives
a deeper insight into the mechanisms governing drug release,
thereby contributing to the development of more effective and
reliable ER drug delivery systems.

2. Materials and methods

2.1. Materials

Polyethylene oxide (PEO) with a MW of 4 000 000 (POLYOX™)
was generously donated by Colorcon (Dartford, UK). Xanthan
Gum (XG) (Xanatural 75™) was kindly provided by CP Kelco,
Atlanta, GA, USA. Lactose supplied by Meggle
(Wasserburg, Germany). Dibasic calcium phosphate (DCP) is
sourced from Chemische Fabrik Budenheim KG (Budenheim,
Germany). Microcrystalline cellulose (MCC) PH102 was
obtained from JRS Pharma (Surrey, UK). The active ingredient,
propranolol hydrochloride (PPN, pK, 9.45), was purchased
from TCI Chemicals (UK). Potassium phosphate monobasic,
sodium hydroxide, hydrochloric acid (HCl), and potassium
chloride (KCl) for the preparation of the 0.2 M phosphate
buffer dissolution medium (pH 6.8) and the 0.1 M hydro-
chloric acid (HCI) dissolution medium (pH 1.2) were acquired
from Fisher (UK).

was

2.2. Methodology

2.2.1. Compact manufacture. The formulations were pre-
pared by accurately measuring 312.5 + 1 mg of a blend con-
taining either PEO or XG, PPN and selected excipients accord-
ing to the specific ratios outlined in Table 1. The formulations
were designed to keep both a consistent drug load and ensure
that the polymer excipient ratios (3:1, 1:1, and 1:3) and
compact weight remained unchanged. Each blend was

© 2025 The Author(s). Published by the Royal Society of Chemistry
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Table 1 The quantities of PPN, polymer (PEO/XG), and excipients (lactose, DCP, MCC) in each compact formulation

Formulation code Composition PPN (mg) Polymer (PEO/XG) (mg) Lactose (mg) DCP (mg) MCC (mg)
P1/X1 PEO/XG only 80 232.5 — — —

P2/X2 PEO/XG : lactose (1:3) 80 58.1 174.4 — —

P3/X3 PEO/XG : lactose (1:1) 80 116.3 116.3 — .

P4/X4 PEO/XG : lactose (3:1) 80 174.4 58.1 — —

P5/X5 PEO/XG:DCP (1:3) 80 58.1 — 174.4 —

P6/X6 PEO/XG:DCP (1:1) 80 116.3 — 116.3 —

P7/X7 PEO/XG : DCP (3:1) 80 174.4 — 58.1 —

P8/X8 PEO/XG:MCC (1:3) 80 58.1 — — 174.4
P9/X9 PEO/XG:MCC (1:1) 80 116.3 — — 116.3
P10/X10 PEO/XG: MCC (3:1) 80 174.4 — — 58.1

PPN: propranolol hydrochloride; PEO: polyethylene oxide; XG: xanthan gum; DCP: dicalcium phosphate; MCC: microcrystalline cellulose.

thoroughly mixed for 10 min using a Turbula™ mixer (Willy. A
Bachofen, Switzerland) before being compressed into 10 mm
flat-faced compacts under a force of 10 kN using a
Testometric™  hydraulic press (M500-50CT, Testometric
Company Ltd, Rochdale, UK). After compression, the resulting
compacts were removed from the die and placed in glass vials
for subsequent analysis.

2.2.2 Compact hardness and porosity. To evaluate the
compact hardness, compacts assessed using a
Pharmatest Hardness tester (Pharma Test, Hainburg,
Germany). The porosity of the compacts was calculated by
determining the difference between the apparent density (papp)
of the compact and the true density of the powder (pye), fol-
lowing eqn (1):

Porosity = (1 - (paﬂ)) x 100. (1)

Ptrue

were

2.2.3 Contact angle measurements. The sessile drop tech-
nique was used to measure the contact angle for each formu-
lation using a contact angle goniometer (Ossila, Sheffield, UK).
In the contact angle experiments, a volume of 1 pL of deio-
nised water was used. After the liquid was dispensed from the
needle, images of the droplet were captured at a rate of 1
frame per second. The average values and standard deviations
were measured based on three trials conducted at room temp-
erature. The initial contact angle was obtained using the first
image taken 1 s after the droplet was placed.

2.2.4 In vitro release studies. In vitro dissolution profiles
for each compact were obtained using the type 2 USP
(Automated-Pharmatest DT 70 Low-Head Dissolution
Apparatus) with paddles rotating at 50 + 1 rpm. To prevent the
compact from floating during dissolution, an 8-mesh basket
sinker was utilised. The initial 2 h of the test were conducted
in 900 mL of 0.1 M hydrochloric acid (HCI) to replicate the
gastric environment. Subsequently, the compacts
immediately transferred to another vessel containing 0.2 M
phosphate buffer with a pH of 6.8 a further 10 h. Samples were
drawn automatically throughout the dissolution process for
12 h at 37 + 0.5 °C. Absorbance values were measured at
280 nm through a coupled UV spectrophotometer (IDIS-EE
software). All experiments were conducted in triplicate.

were

© 2025 The Author(s). Published by the Royal Society of Chemistry

2.2.5 Dissolution parameters (dissolution efficiency (DE)
and mean dissolution time (MDT)). The mean dissolution
time (MDT) represents the average time required for a drug to
dissolve under in vitro dissolution settings and is calculated
according to eqn (2). It is a model-independent method and is
used in dosage forms with variable drug release
49752 Another parameter calculated was the dis-
solution efficiency (DE) using eqn (3), defined as the area
under the dissolution curve up to a specific time, expressed as
a percentage of the area of a rectangle 100% dissolution
within the same time.>*">°

mechanisms.

_ Jpydt
_y100 Xt

DE X 100 (2)

fot ydt represents the area under the dissolution curve (AUC)
up to time ¢, where y;0, is the maximum dissolution value
(usually the percentage of drug released at equilibrium), and ¢
is the total time of the dissolution test.

MpT =" (3)

t; represents the midpoint of each dissolution time interval.
AM; is the amount of drug dissolved during time interval j. n
is the total number of dissolution time points.

2.2.6 Similarity factor. The similarity between the drug
release profiles was assessed using the similarity factor (f), as
described in eqn (4).°>® The f, value is calculated by the fol-
lowing equation:

(R, — Tt)z] 0.5 x 100} (4)

n

1 +%wa

t=1

fo=50x log{

n is the total number of time points considered, R, refers to
the dissolution value of the reference product at a given time ¢,
and T, represents the dissolution value of the test product at
time ¢ and w, is the optional weighting factor applied at each
time point.

The similarity factor was calculated using the drug release
profile of the pure polymers (PEO or XG) as the reference. An f,
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value between 50 and 100 suggests that the two profiles are
similar, with values closer to 100 indicating a higher degree of
similarity or near-identical release profiles. Values lower than
50 indicate dissimilarity among the two-dissolution profiles.>®
The similarity factor was calculated using dissolution data
obtained from 3 replicates for each formulation.

2.2.7 Kinetics of drug release. The drug release kinetics in
formulations can be described as either Fickian or non-
Fickian diffusion. In Fickian diffusion, the drug release rate is
dependent on drug concentration. Zero-order kinetics, on the
other hand, implies a constant release of the drug over time.
Non-Fickian diffusion drug release is influenced by numerous
factors. Based on these variables, the drug release can follow
different kinetics models like zero-order, first-order, Higuchi
and Korsmeyer-Peppas ( power-law) kinetics.

In the zero-order kinetics model, the drug release rate
remains constant over time and is independent of the drug
concentration.>>*® This model is described by the following
equation:

Q = Qo + kot (5)

where Q is the cumulative amount of drug released at time ¢,
Qo is the initial amount of drug (usually zero) and k, is the
zero-order release constant.

For first-order kinetics, where the drug release rate depends
on the concentration of the drug, the release can be rep-
resented by eqn (6), where Q, is the amount of drug released at
time ¢, Q, is the initial amount of drug (usually zero), and k is
the first-order rate constant.’*

In(Q) =1n Qo + k1 (6)

The Higuchi kinetic model represents a drug release model
where the drug release rate is proportional to the square root
of time, as it occurs when the drug concentration in dosage
form exceeds the drug’s solubility, this relationship can be
described by eqn (7), where M, is the cumulative amount of
drug released at time ¢, and ky is the Higuchi release
constant.®>

M, = kyV't (7)

In the Korsmeyer-Peppas (power-law) kinetic model, the
rate of drug release is influenced by the polymeric system,
encompassing release mechanisms such as water diffusion
into the polymeric matrix, swelling of the matrix and the dis-
solution of the polymer itself."®**% In this model, M,/M,, rep-
resents the fraction of drug released at time ¢, while & is a con-
stant related to the drug release that accounts for the geometri-
cal characteristics of the matrix tablet, and n is the diffusional
exponent of drug release. For cylindrical tablets, like those
used in this study, an n value up to 0.45 indicates Fickian
diffusion, while an 7 value greater than 0.89 indicates case-1I
transport. Values between these two suggest the occurrence of
anomalous transport, as reported in various studies.*®®*%°
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2.2.8 Statistical analysis. The dissolution data were statisti-
cally analysed using a one-way ANOVA test in Minitab 19 to
evaluate significant differences between the mean values of
the formulations. If ANOVA indicated a significant difference
(p < 0.05), Tukey’s post hoc test was conducted at a 5% confi-
dence level to identify specific differences between groups. A
p-value less than 0.05 was considered statistically significant,
whereas values equal to or greater than 0.05 were regarded as
not significant.

3. Results and discussion

3.1. Porosity and hardness values

The porosity and hardness data for the PEO-based compacts
are depicted in Table 2. An inverse correlation is observed
between the hardness and porosity data of the compacts. All
the PEO-excipient compacts displayed higher porosity values
than the pure polymer. A higher amount of PEO in the com-
pacts leads to an increase in the strength of the tablets. In
addition, the characteristics of the excipients further influ-
enced the final compact properties. MCC, due to its plastic
deformation, produces compacts with higher hardness,
whereas lactose and DCP, which tend to fragment, result in
less dense and softer compacts.®”®® This is evident in the 1:3
ratio compacts with lactose, which showed the highest porosity
(20.6 + 2.2%) and the lowest hardness (72 + 3.0 N), while com-
pacts with MCC in a 3:1 ratio had the lowest porosity (9.6 +
1.2%) and the highest hardness (297 + 0.1 N).

The porosity and hardness values for the XG-based com-
pacts are shown in Table 3. The porosity values are higher in
all of the lactose, DCP, and MCC-containing compacts than

Table 2 Porosity and hardness values for PEO polymer excipient
blends

Polymer Porosity (%) Hardness (N)
Pure PEO 48+1.2 297.1 + 04
Excipient Porosity (%) Hardness (N)
1:1 ratio

Lactose 17.7 £ 1.8 150.8 £ 19.7
DCP 12.8 £2.5 206.4 +17.7
MCC 13.3 £ 0.9 295.0 +4.3
1: 3 ratio

Lactose 20.6 £2.2 72+ 3.0
DCP 17.0+2.3 89.2 +25.1
MCC 16.4 + 0.6 210.7+7.6
3:1 ratio

Lactose 13.7 £ 0.7 272.7 +10.7
DCP 11.1+£1.5 297.0 £ 0.1
MCC 9.6 £1.2 297 £ 0.1

“This was recorded as the highest hardness level of the instrumenta-
tion as the compacts failed to break with triplicate measurements.
This suggests the pure PEO compacts have hardness values greater
than that recorded here.

© 2025 The Author(s). Published by the Royal Society of Chemistry
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Table 3 Porosity and hardness values for XG polymer excipient blends

Polymer Porosity (%) Hardness (N)
Pure XG 16.9 £ 0.2 265.2 +14.2
Excipient Porosity (%) Hardness (N)
1:1 ratio

Lactose 17.4+1.0 109.8+7.9
DCP 19.4 £1.0 101.2 £10.5
MCC 18.7 £ 0.7 170.8 £10.3
1: 3 ratio

Lactose 20.8+0.4 48.8+1.3
DCP 23.1+1.1 44.7 + 3.1
MCC 15.0 £ 0.5 239.2 +33.2
3:1 ratio

Lactose 20404 106.2 + 4.7
DCP 22.2+1.2 99.2 + 8.1
MCC 18.9£2.8 170.4 + 35.8

those for the pure XG compacts. An exception was the 1:3
MCC compact, which can be due to the high amount of MCC
in the formulations. The data displayed a rise in porosity from
DCP to lactose to MCC, revealing the influence of different
excipients on the compression characteristics of XG compacts.
The XG and DCP compacts demonstrated the highest porosity

29.6°
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(23.1 + 1.1%) and the lowest hardness (44.7 + 3.1 N) at the 1:3
ratio. On the other hand, the MCC blends in the same ratio
exhibited the highest hardness (239.2 + 33.2 N) and the lowest
porosity (15.0 + 0.5%).

3.2. Contact angle measurements

Contact angle measurements were conducted for all the PEO-
based compacts, and the findings revealed the highest contact
angle for the pure PEO compacts at 54.4° (Fig. 1). The analysis
showed that a decrease in the contact angle of the compacts
with increasing excipient content, suggesting a greater hydro-
philicity. The 1:3 ratios of PEO:lactose and PEO:MCC had
the lowest contact angles of 29.6° and 29.8°, respectively. This
behaviour might affect the initial wetting and hydration of the
compacts and might therefore result in faster initial drug
release (Fig. 1).

The contact angle analysis for the XG-based compacts is
shown in Fig. 2. A very high contact angle was observed for the
pure XG formulations at 51.9°. A similar trend to the PEO for-
mulations was observed regarding the effect of excipients on
surface hydrophilicity. The 1:3 XG:lactose formulation
revealed a contact angle of 29.0°, indicating a greater potential
for water absorption.

Fig. 1 Contact angle testing results for pure PEO and PEO : excipient compacts at 1:3, 1:1 and 3:1 ratios. Note: pure PEO (P1) and PEO : lactose
compacts at 1:3, 1:1 and 3:1 ratio P2—P4 respectively; PEO : DCP compacts at 1:3, 1:1 and 3: 1 ratio P5—-P7 respectively; PEO : MCC compacts at

1:3,1:1and 3:1ratio P8—P10 respectively.

© 2025 The Author(s). Published by the Royal Society of Chemistry
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Fig. 2 Results of contact angle tests at 1:1, 1: 3, and 3:1 ratio for pure XG and XG excipient compacts. Note: pure XG (X1) and XG : lactose com-
pacts at 1:3, 1:1 and 3:1 ratio X2—X4 respectively; XG: DCP compacts at 1:3, 1:1 and 3:1 ratio X5—-X7 respectively; XG: MCC compacts at 1: 3,

1:1and 3:1 ratio X8-X10 respectively.

3.3. Invitro release studies

Fig. 3a shows the 12 h in vitro dissolution profiles of PPN from
PEO and PEO:lactose compacts in three ratios (1:3, 1:1,
3:1). In comparison to the “pure” PEO compact, all the
PEO : excipient compacts demonstrated a higher percentage of
drug release. An increased amount of PEO in the formulation
leads to decreased drug release, thus playing a crucial role in
determining the drug retention capability of the matrix. The
1:3 PEO: lactose ratio demonstrated the highest percentage of
drug release in the 12 h investigation, with 86% of the drug in
the compact being released. In contrast, PEO compacts
showed only 66% drug release. Fig. 3b, 4b and 5b focus on the
first 60 min of drug release, showcasing the initial burst effect
commonly observed in extended-release formulations.®**”7* In
the initial drug release phase (first 60 min), the influence of
the different excipients on the drug release is evident. The
ratio with the highest amount of excipient (3:1 polymer to
excipient) showed a higher drug release in the following order:
lactose > MCC > DCP. This trend can be linked to the solubility
of the excipients, which is also evident in the contact angle
values obtained for the compacts. Lactose, being water-soluble
and exhibiting a lower contact angle, creates diffusion path-
ways and increases porosity within the matrix, leading to the
highest drug release.””> MCC, which is water-dispersible, also
facilitates drug release but to a lesser extent than lactose.*?
DCP, as a water-insoluble excipient, shows the slowest drug
release.”® Modifying the amount of polymer in a formulation

308 | RSC Pharm., 2025, 2, 303-317

or changing the excipient can act as drug-release modifiers in
dosing systems. A one-way ANOVA followed by Tukey’s test was
employed to assess the statistical significance of the differ-
ences among the samples. The null hypothesis stated that the
profiles were identical, and a 95% confidence interval was
used for testing. However, the results revealed a significant
difference (p < 0.05), indicating that the excipient type and
ratio influence the drug release. Tukey’s post hoc analysis
revealed that the 1:3 ratio of lactose exhibited significantly
higher drug release compared to the 3:1 and 1:1 ratios of all
other formulations apart from the 1:1 lactose ratio. This indi-
cates that increasing the lactose content to a 1: 3 ratio signifi-
cantly enhances drug release.

Fig. 6 shows the 12 h in vitro dissolution profiles of PPN
from XG and XG compacts in three ratios (1:3, 1:1, 3:1) with
lactose. The extent of drug release is affected by the amount of
XG present in the composition of the compact and is a key
factor in governing the ability of the matrix to retain drugs. The
polymer-to-lactose ratio of 1:3 showed the highest percentage
(80%) of drug release throughout the analysis. XG compacts,
on the other hand, displayed a lower drug release of only 64%.
Adjusting the polymer content or varying the excipient can
effectively modify drug release in pharmaceutical dosage
forms. For instance, an increase in drug release percentage was
reported in a previous study when lactose was incorporated
into gum karaya matrix tablets. This change is associated with
the diffusion of lactose into the gel layer, which increases the
porosity of the matrix.”* The performance of gum olibanum

© 2025 The Author(s). Published by the Royal Society of Chemistry
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Fig. 3 Dissolution profiles PEO compacts and the three ratios (1:3, 1:1 and 3:1) PEO: lactose compacts. (a) Drug release profiles over the 12 h
period. (b) Zoomed-in view of the initial 60 min showing the early drug release.

with XG and HPMC in tramadol sustained-release matrix
tablets has been reported and compared.””> When lactose was
used as a bulking agent, the drug released more quickly than
when DCP and MCC were used. This is because lactose creates
diffusion pathways within the polymeric matrix.”> Similarly, the
effects of the excipients (lactose, DCP and MCC) and polymers
(XG and HPMC) in the preparation of ibuprofen-polymer
matrix tablets was investigated.”® The excipient containing
tablets had significantly higher drug release profiles than those
without excipients. Lactose and MCC had shorter ¢,5 values
than that of the DCP. The authors reported that despite being
insoluble in water, MCC might have had a major effect due to
its ability to disintegrate, which might have aided in the disin-
tegration of the matrix tablet.®® Another study assessed losartan
potassium sustained release matrix tablets using natural poly-
mers (locust bean gum, karaya gum and Tara gum) as release
retardant polymers. In every formulation, drug release was cor-
respondingly delayed as the polymer content increased. DCP
was the diluent that controlled the drug release the most out of
the three that were used. The order of release retardation was
DCP > MCC > lactose. The observed behaviour was attributed
to the diluent’s solubility.”” Unlike PEO-based formulations,
which were sensitive to excipient changes, XG-based formu-

© 2025 The Author(s). Published by the Royal Society of Chemistry

lations displayed no significant differences in drug release pro-
files, as confirmed by the statistical analysis (one-way ANOVA, p
> 0.05) (Fig. 7 and 8).

Another study evaluated Sterculia foetida gum as a hydro-
philic matrix polymer. The influence of excipients on soluble
APIs like diltiazem hydrochloride release was investigated.
Adding swelling, insoluble excipients such as MCC signifi-
cantly (p < 0.05) altered the release profile by modifying gel
layer swelling. When the insoluble filler DCP was used, diltia-
zem hydrochloride became trapped, potentially generating
“stress cracks” leading to dose dumping or matrix failure.
Soluble fillers like lactose hydrate dissolve and diffuse simul-
taneously, improving drug solubility by reducing the diffusion
path.”®

3.4. DE, MDT, MDR and similarity factor

To investigate the differences in drug release from PEO tablets,
DE, MDT, mean dissolution rate (MDR), and f, were calculated
and presented in Table 4. The DE values for the formulations
containing the excipients were higher than those of pure PEO
(46.1 + 0.1%). The highest DE calculated was for the
PEO: lactose 1:3 (64.2 = 7.7%), showing an enhancement in
drug release compared to pure PEO. In addition, PEO: lactose

RSC Pharm., 2025, 2, 303-317 | 309
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period. (b) Zoomed-in view of the initial 60 min showing the early drug release.

1:3 had the lowest MDT (77.1 + 9.6 min), indicating a much
faster dissolution compared to pure PEO (216.3 = 2.1 min).
The MDR also increased with the addition of the excipients.
The highest MDR was seen in PEO: lactose 1:3 (0.37 + 0.08%
min~'), indicating that higher lactose content resulted in
faster drug release compared to the much slower rate of pure
PEO (0.15 + 0.00% min™"). The effect of the addition of excipi-
ents at different ratios was also investigated, and it was shown
that DE increased with higher lactose content, from 52.2 +
3.3% for the PEO: lactose 3:1 to 64.2 + 7.7% for PEO: lactose
1:3. Similarly, the MDR was highest in PEO:lactose 1:3,
while the MDT showed a reduction, indicating that higher
lactose ratios led to quicker drug release. The DE values for
the PEO:DCP formulations changed less drastically than
those for the lactose. PEO: DCP 1:1 ratio had a DE of 54.2 +
1.1%, which was slightly higher than that of the PEO: DCP
3:1 (52.5 + 1.4). The formulations containing MCC showed a
steady increase in DE, with PEO:MCC 1:3 reaching 59.7 +
0.7%. The MDR for PEO:MCC 1:3 (0.21 * 0.01% min~") was
higher than that for PEO:MCC 3:1 (0.14 + 0.00% min™"),
indicating a faster drug release in higher MCC content com-
pacts. Interestingly, the MDT for PEO:MCC 3:1 was the
longest among all formulations (249.5 + 6.7 min), reflecting

310 | RSC Pharm., 2025, 2, 303-317

the slowest dissolution rate, likely due to the swelling effect of
the MCC. To evaluate the effect of different excipients at the
same 1:3 ratio, PEO:lactose 1:3 showed the highest DE at
64.2 + 7.7%, higher than PEO:MCC 1:3 (59.7 = 0.7%) and
PEO:DCP 1:3 (51.9 * 1.4%). The MDT was shorter for
PEO:lactose 1:3 (77.1 = 9.6 min) than the MDT values for
PEO:DCP 1:3 (184.5 + 10.1 min) and PEO: MCC 1:3 (182.2 =
8.8 min), suggesting a slower release rate. This suggests that
lactose in the 1: 3 ratio facilitated the most rapid drug release,
while DCP and MCC produced a slower, more controlled
release. These results are supported by the dissolution results.

The similarity factor f, was determined for the different
PEO formulations to compare the dissolution profiles
(Table 4). Pure PEO formulations served as the reference for all
the other formulations. The PEO formulations containing
lactose showed different similarity values dependent on the
ratio of lactose in the tablet. The PEO lactose 3:1 formulation
showed a similarity factor of 55, whereas the PEO lactose 1:1
formulation had a slightly lower f, value of 45, suggesting
moderate variation in the dissolution behavior. The PEO
lactose 1: 3 had a similarity factor of 27, suggesting differences
in the dissolution profile, likely due to the high ratio of lactose
in the formulation. For the formulations containing DCP as

© 2025 The Author(s). Published by the Royal Society of Chemistry
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period. (b) Zoomed-in view of the initial 60 min showing the early drug release.

the main excipient, the PEO: DCP 3:1 and PEO: DCP 1:1 had
f> values of 50 and 52, respectively. However, the PEO DCP
1:3 had a lower f, value of 46, indicating differences in the
dissolution behavior. The formulations with MCC generally
displayed higher similarity factors, particularly PEO MCC 3:1,
with an f, value of 59. This high correlation might be due to
the swelling nature of the MCC excipient, which resembles the
swelling of the PEO polymer. Meanwhile, the PEO MCC 1:3
formulation exhibited a lower f, value of 43. In conclusion, the
f> values suggest that while most of the compacted formu-
lations hold a degree of similarity in their dissolution profiles,
high ratios (1:3) of the excipients lead to dissimilarity in the
dissolution behavior.

The influence of the excipient type and ratio was also inves-
tigated for the XG formulations (Table 5). As apparent in the
PEO formulations, an increase in DE values with increasing
lactose content was observed from the XG:lactose 3:1 (54.1 +
0.8%) to the XG lactose 1:3 (60.8 + 1.8%) compacts. However,
the extent of the DE improvement was less than what was
observed in the PEO formulations. A similar increase in MDT
and increase in MDR were noted with increasing lactose
content. DCP resulted in less difference in DE than in the
lactose formulations. XG: DCP 1:1 had a DE of 51.8 + 1.6%,

© 2025 The Author(s). Published by the Royal Society of Chemistry

slightly higher than XG:DCP 3:1 (49.5 = 0.9%). The formu-
lations MCC showed an increase in DE, with XG: MCC 1:3
reaching 55.8 + 0.6%. However, the XG:MCC 3:1 exhibited
the longest MDT (209.1 + 4.5 min), a trend also observed in
the PEO : MCC formulations. The XG : lactose 1: 3 achieved the
highest DE (60.8 + 1.8%) compared to the 1:3 ratio of excipi-
ent across the formulations, followed by XG:DCP 1:3 (57.2 =
0.5%) and XG : MCC 1: 3 (55.8  0.6%).

The similarity factor (f,) was also determined to compare
dissolution profiles across the XG formulations (Table 5). The
XG :lactose 3:1 ratio achieved a similarity value of 56, while
XG :lactose 1:3 had a value of 42, indicating a difference in
dissolution profiles due to the higher lactose content. A higher
similarity factor was observed in the XG:DCP 3:1 ratio (f, =
70). The MCC formulation (XG:MCC 3:1) displayed the
highest similarity factor, achieving a value of f, = 84. This is in
line with the trend seen in PEO:MCC formulations, where
MCC content displayed dissolution behavior more aligned
with the polymer, likely due to the swelling nature of MCC. In
conclusion, while both XG and PEO formulations showed an
increase in drug release with increasing excipient content, the
effects of lactose, DCP and MCC were more pronounced in the
PEO formulations. An increase in lactose content resulted in

RSC Pharm., 2025, 2, 303-317 | 311
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more prominent deviations in the PEO formulations at higher
excipient ratios. Our previous studies utilised dissolution
imaging to visualise and quantify the swelling behaviour of
hydrophilic polymers. The results revealed that XG-based com-
pacts exhibited a greater swelling capacity compared to PEO,
with the pure XG compacts reaching an average swelling per-
centage of 211% by the end of the 2 h time period. In compari-
son, PEO-only compacts achieved an average swelling percen-
tage of 135% over the same time frame.””®® The rapid
hydration and significant swelling of XG resulted in the for-
mation of a larger gel layer. This could be the result of the
greater resistance that XG exhibits to the effects of excipients,
causing the excipients to have a less pronounced impact on
the drug release profiles when XG is used. In contrast, PEO
has a lower swelling capacity, and the thinner gel layer is more
influenced by excipient variations. This highlights the impor-
tance of polymer and excipient types in optimising extended-
release formulations. A study examined the viscosity of XG and
PEO solutions and the findings revealed that XG exhibited
higher viscosity compared to PEO.*' This difference in vis-
cosity supports the notion that XG forms a robust gel layer that
exhibits greater resistance to excipient effects.

© PURE XG (P1)

© XG TO MCC 3:1 (X10)

View Article Online

Paper

3.5. Drug release kinetics

The drug release profiles for the PEO: excipient compacts in
various ratios (3:1, 1:1, and 1:3) were analysed using several
kinetic models (zero-order, first-order, Higuchi and
Korsmeyer-Peppas (power-law))°® to identify the most suitable
model and understand the underlying mechanism of drug
release. The data presented in Table 6 indicates that most of
the PEO compact formulations followed the Peppas model for
drug release. For instance, formulations such as PEO:DCP
3:1, PEO:DCP 1:1, and PEO: MCC 1:1 demonstrated strong
fits to the Peppas model with R* values of 0.999, 0.998, and
0.999, respectively. However, the PEO:lactose 3:1 and
PEO:MCC 3:1 formulations displayed drug release profiles
that fitted the first-order kinetics, with R* values of 0.997 and
0.999, respectively. In these formulations, the % of drug
release was proportional to the amount of the drug in the
tablet, displaying a more concentration-dependent release
mechanism. Notably, the PEO:lactose 1:3 formulation was
best described by the Higuchi model of drug release with an
R? value of 0.979. The high amount of lactose in the compact
might have resulted in a diffusion-driven release mechanism,
resembling the characteristics of the Higuchi model. The n
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Fig. 8 Dissolution profiles XG compacts and the three ratios (1:3, 1:1 and 3:1) of XG: MCC compacts. (a) Drug release profiles over the 12 h

period. (b) Zoomed-in view of the initial 60 min showing the early drug release.
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Table 4 Overview of DE (%), MDT (min), MDR (% min™2), and similarity
factors (f,) for PPN release in PEO-based tables. The formulations
feature various ratios of lactose, DCP and MCC

MDR Similarity
Formulation DE (%) MDT (min) (% min™")  factor (f;)
Pure PEO 46.1+0.1 2163 +2.1 0.15+0.00 —
PEO lactose 3:1  52.2+3.3 242.3+2.3 0.16 £ 0.01 554 +5.2
PEO lactose 1:1  58.9+0.7 204.4+4.3 0.19+0.01 44.7+0.8
PEO lactose 1:3  64.2 +7.7 77.1+£9.6 0.37+0.08 27.1+0.4
PEODCP3:1 52.5+1.4 228.7+35.8 0.18+0.02 49.7+29
PEODCP1:1 54.2+1.1 246.1+18.2 0.17+0.01 52.1+3.2
PEODCP1:3 51.9+1.4 184.5+10.1 0.22+0.01 45.6+2.3
PEOMCC3:1 48.1+0.3 249.5+6.7 0.14+£0.00 59.5+1.6
PEOMCC1:1 57.4+0.5 219.3+4.0 0.18+0.00 499+1.2
PEOMCC1:3 59.7+0.7 182.2+8.8 0.21+0.01 43.3+1.0

Table 5 Overview of DE (%), MDT (min), MDR (% min~Y), and similarity
factors (f,) for PPN release in XG-based tables. The formulations feature
various ratios of lactose, DCP and MCC

MDR Similarity
Formulation DE (%) MDT (min) (% min™")  factor (f;)
Pure XG 45.5 £ 0.5 210.6 + 2.8 0.16 + 0.01 —
XG lactose 3: 1 54.1+0.8 208.7+2.0 0.17 + 0.01 55.6 £ 3.0
XG lactose 1:1 59.7+1.7 185.1 £3.2 0.20 £ 0.01 444+ 3.4
XG lactose 1:3 60.8 +1.8 173.0+7.2 0.20 + 0.01 42.5+2.9
XGDCP3:1 49.5 £ 0.9 203.0 £ 8.7 0.16 + 0.00 70.4 £ 6.7
XGDCP1:1 51.8+1.6 199.4 £ 5.1 0.17 + 0.01 61.2+5.1
XGDCP1:3 57.2+0.5 198.9£1.1 0.18 + 0.01 48.5+1.9
XGMCC3:1 47.2+0.6 209.1 +4.5 0.15 + 0.00 84.0 + 8.4
XGMCC1:1 49.1 £0.8 197.5£0.9 0.16 + 0.01 71.6 £ 6.9
XGMCC1:3 55.8+ 0.6 181.3 £ 1.9 0.18 + 0.01 50.1 £2.2

Table 6 Kinetic models of PPN release from PEO-based tablet formu-
lations, showing R? values and the release exponent (n)

Peppas
(power low)
Zero order  First order Higuchi ————

Formulation RSQ RSQ RSQ RSQ n
Pure PEO 0.893 0.954 0.988 0.989 0.571
PEO lactose 3:1  0.993 0.997 0.975 0.996 0.732
PEO lactose 1:1  0.994 0.996 0.980 0.997  0.692
PEO lactose 1:3  0.901 0.955 0.979 0.969 0.544
PEODCP3:1 0.990 0.993 0.983 0.999 0.683
PEODCP1:1 0.976 0.990 0.988 0.998 0.666
PEODCP1:3 0.938 0.975 0.993 0.995 0.585
PEOMCC3:1 0.989 0.999 0.978 0.998 0.783
PEOMCC1:1 0.981 0.998 0.992 0.999 0.656
PEOMCC1:3 0.977 0.997 0.997 0.999 0.599

The bolded R*> values represent the highest correlation coefficients
within each row, identifying the best-fitting kinetic model for each
formulation.

value in the Korsmeyer-Peppas (power-law) kinetic model can
provide insights into the mechanisms of drug release for the
compact formulations being studied. For cylindrical matrix
tablets, an n value of <0.45 implies Fickian diffusion or case-I
kinetics, where the release is primarily controlled by diffusion.
A n value >0.89 indicates super case-II transport, which is
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regulated by the erosion of the hydrated layer and follows zero-
order kinetics, meaning the drug release is time independent.
For n values between (0.45 < n < 0.89), the mechanism
suggests anomalous or non-Fickian transport, implying that
both drug diffusion and polymer erosion play roles in the
release process.®” The values of the release exponent “n” from
the Peppas model ranged from 0.544 to 0.783, indicating non-
Fickian (anomalous) transport for all formulations. This
implies that both drug diffusion and polymer erosion mecha-
nisms contribute to the drug release process.®>

According to Table 7, most of the XG formulations displayed
drug release profiles that followed the Higuchi and Peppas
models, suggesting a combination of diffusion-controlled and
matrix erosion mechanisms. The R* values for the Higuchi
model ranged from 0.978 to 0.998, suggesting that diffusion
played a key role in drug release for the XG formulations. The
Peppas model also showed a strong fit (R* values) for formu-
lations like pure XG (0.991), XG lactose 1:3 (0.997), and XG
DCP 1:3 (0.981). The “n” values, ranging from 0.558 to 0.640,
suggest anomalous (non-Fickian) transport. This suggests that
drug release was driven by a combination of diffusion and
polymer erosion mechanisms. The findings are similar to those
of a study on PPN sustained release tablets, with the use of XG
as the matrix-forming polymer. The study showed an inverse
relationship between the amount of XG and the release rate of
PPN. The drug release was best fitted with the Higuchi model.
The formulations also displayed characteristics of Fickian
diffusion and anomalous (non-Fickian) mechanisms.®*

In summary, the analysis of the drug release kinetics for
the PEO and XG-based formulations showed that the majority
of the PEO formulations followed the Korsmeyer-Peppas
(power-law) model. The release exponent n values indicate
non-Fickian (anomalous) transport, driven by both diffusion
and polymer erosion mechanisms. However, most of the XG
formulations followed the Higuchi model.

Table 7 Kinetic models of PPN release from XG-based tablet formu-
lations, showing R? values and the release exponent (n)

Peppas
(power low)
Zero order  Firstorder Higuchi ———

Formulation RSQ RSQ RSQ RSQ n
Pure XG 0.901 0.959 0.991 0.991 0.558
XG lactose 3:1  0.906 0.962 0.991 0.985 0.624
XG lactose 1:1  0.931 0.978 0.996 0.984 0.630
XG lactose 1:3  0.955 0.989 0.998 0.997 0.619
XGDCP3:1 0.888 0.951 0.987 0.982  0.587
XGDCP1:1 0.866 0.934 0.978 0.978 0.578
XGDCP1:3 0.889 0.948 0.983 0.981 0.640
XGMCC3:1 0.885 0.951 0.986 0.981  0.590
XGMCC1:1 0.866 0.934 0.978 0.978 0.578
XGMCC1:3 0.889 0.948 0.983 0.981 0.640

The bolded R* values represent the highest correlation coefficients
within each row, identifying the best-fitting kinetic model for each
formulation.

© 2025 The Author(s). Published by the Royal Society of Chemistry


http://creativecommons.org/licenses/by-nc/3.0/
http://creativecommons.org/licenses/by-nc/3.0/
https://doi.org/10.1039/d4pm00296b

Open Access Article. Published on 23 December 2024. Downloaded on 7/19/2025 11:00:54 AM.

Thisarticleislicensed under a Creative Commons Attribution-NonCommercial 3.0 Unported Licence.

(cc)

RSC Pharmaceutics

4. Conclusions

In this study, the drug release profiles of PPN from various
PEO and XG-based formulations containing different ratios of
excipients (lactose, DCP and MCC) were investigated. The aim
was to examine the impact of excipient type and ratio on the
drug release kinetics and mechanisms of these polymers. The
dissolution profiles showed that all PEO : excipient compacts
had a higher percentage of drug release compared to the pure
PEO compact. There was an inverse relationship between the
amount of PEO in the formulation and the extent of drug
release, signifying PEO’s capability for drug retention within
the matrix. Lower amounts of PEO resulted in higher drug
release levels. Drug release mechanisms were investigated
using different kinetic models, including zero order, first
order, Higuchi, and Peppas models. The findings suggested
that the Peppas model provided the best fit for most PEO-
based formulations. The release exponent n values ranged
from 0.544 to 0.783, indicating non-Fickian (anomalous) trans-
port mechanisms. This implies that both drug diffusion and
polymer erosion contribute to the release process. The drug
release profiles of the XG formulations followed Higuchi and
Peppas models, suggesting a combination of diffusion-con-
trolled and matrix erosion mechanisms. The R* values for the
Higuchi model were particularly high, ranging from 0.978 to
0.998, suggesting that diffusion played a key role in drug
release. The results also showed that XG-based formulations
were more capable of maintaining similar drug release profiles
despite changes in excipient type and ratio. In contrast, PEO-
based formulations were more sensitive to excipient variations.
This could be due to the distinct swelling profiles of the poly-
mers. XG forms a larger gel layer than PEO, resulting in a
greater resistance to variations in excipients. The findings indi-
cate that it is possible to tailor drug release profiles by select-
ing and adjusting the type and ratio of excipients in the formu-
lation. For ER formulations that require robustness to excipi-
ent changes, XG polymer is better suited due to their ability to
maintain consistent release profiles despite compositional
changes. In contrast, PEO-based formulations require tighter
control of excipient ratios due to their sensitivity to changes in
excipients. These findings provide valuable insight into devel-
oping ER formulations.
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PEO Polyethylene oxide
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