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Abstract: Topical delivery of gabapentin is desirable to treat peripheral neuropathic pain conditions
whilst avoiding systemic side effects. To date, reports of topical gabapentin delivery in vitro have
been variable and dependent on the skin model employed, primarily involving rodent and porcine
models. In this study a variety of topical gabapentin formulations were investigated, including
Carbopol® hydrogels containing various permeation enhancers, and a range of proprietary bases
including a compounded Lipoderm® formulation; furthermore microneedle facilitated delivery was
used as a positive control. Critically, permeation of gabapentin across a human epidermal membrane
in vitro was assessed using Franz-type diffusion cells. Subsequently this data was contextualised
within the wider scope of the literature. Although reports of topical gabapentin delivery have been
shown to vary, largely dependent upon the skin model used, this study demonstrated that 6% (w/w)
gabapentin 0.75% (w/w) Carbopol® hydrogels containing 5% (w/w) DMSO or 70% (w/w) ethanol
and a compounded 10% (w/w) gabapentin Lipoderm® formulation were able to facilitate permeation
of the molecule across human skin. Further pre-clinical and clinical studies are required to investigate
the topical delivery performance and pharmacodynamic actions of prospective formulations.
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1. Introduction

Gabapentin is an anti-epileptic drug (AED) currently licensed for the treatment of partial epileptic
seizures [1] and peripheral neuropathic pain (NP) conditions, such as vulvodynia, post-herpetic
neuralgia and painful diabetic peripheral neuropathy [2]. Whilst gabapentin is considered to be
better tolerated with fewer side effects than other AEDs, treatment of NP with oral gabapentin is
still often limited by adverse effects [3], such as dizziness, somnolence [4], ataxia and fatigue [1].
Topical or localised drug delivery has been shown to limit the adverse effects of systemically delivered
medications for NP whilst providing high concentrations of active at the site of administration [5].
Furthermore, a recent in vivo study has shown topically applied gabapentin to be efficacious in a
diabetic rodent model of both allodynia and vulvodynia [6]. There is however no licensed topical
product containing gabapentin available in the UK or, as far as the authors are aware, elsewhere.
The product is available as a “pharmaceutical special” however, with reported efficacy when used as a
treatment for peripheral NP [3,7].

Topical formulations aim to incorporate and deliver a drug substance into and across biological
barriers, such as the skin and vaginal mucosa. Accordingly, there are many different types of vehicles
used in topical cream, ointment and gel formulations. The latter may comprise a relatively simple
hydrogel system utilising a synthetic polymer carbomer (e.g., Carbopol®). Indeed, the simplicity and
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versatility in formulating gel products has led to investigation of their use in the delivery of a diverse
range of drug substances [8]. Additionally, many licensed products have utilised carbomer excipients
within the formulation, including Doublebase® gel, Ibuleve™ gel, Voltarol® Emulgel®, GelTears® and
Viscotears®. In some instances, such as in the ocular preparations, the carbomer within the formulation
is used for its hydrating and lubricating properties, but it is also used as a topical base where the
aim is to deliver medicaments across skin, for example in non-steroidal anti-inflammatory gels [9].
Furthermore, complex formulations have also been investigated for the delivery of highly hydrophilic
molecules. For example, Steluti et al. delivered 5-aminolevulinic acid from propylene glycol solutions
containing glycerol monooleate [10], whilst Mbah and Nnadi successfully delivered gabapentin from
both water-in-oil and oil-in-water microemulsions [11].

When topical products are formulated, a critical factor to consider is the ability of the drug
molecule to enter and cross the skin, or other biological barrier, whether intended for local or systemic
delivery. Typically, skin permeation studies employ a Franz-type diffusion cell assembly to investigate
the potential of formulations to deliver substances through skin in vitro [10–13]. A variety of model
permeation barriers are employed in such diffusion studies, ranging from synthetic membranes
to biological membranes and tissues derived from animal and human skin. For example, in the
aforementioned studies Arellano et al. [12] utilised excised full thickness rat skin whilst Mbah and
Nnadi [11] used heat separated rat epidermis. Steluti et al. [10] utilised full thickness hairless mouse
skin and Tas et al. [13] compared permeation across polyurethane membrane, full thickness rat skin and
human epidermal membrane. These studies, amongst others, confirm that the permeation barrier is a
critical parameter when assessing permeation characteristics. For example, Tas et al. [13] demonstrated
statistically significant differences in penetration of the active substance across each of the barriers
that were studied. Previous studies have also shown that the degree of hydration of the skin used
as a permeation barrier can also significantly affect the permeation of molecules [14]. With direct
relevance to this study, a number of recent publications have reported the delivery of gabapentin across
skin [11,15–17]. However, these studies have involved a plethora of topical formulations and skin
barriers, primarily including rodent and porcine models, which is reflected in the variable estimation
of gabapentin permeation.

The aim of the current study is to develop and optimise stable topical gabapentin formulations
and to investigate their delivery capabilities using a human epidermal membrane model, which can
be considered to have a close correlation to the human skin barrier found in vivo. Topical bases will
include hydrogels and commercially available pre-formulated bases. Initially, ethanol will be used
as a chemical permeation enhancer within the hydrogels, due to its long established use in topical
formulations. However, dimethyl sulfoxide, dimethyl isosorbide, isopropyl myristate and propylene
glycol will also be examined. Contextualisation of our findings within the wider scope of the literature
will further the understanding of administering gabapentin topically for the effective and localised
treatment of neuropathic pain, with associated reduction in systemic side effects.

2. Materials and Methods

2.1. Materials

Versatile™ cream, gabapentin, Carbopol® 974P, methyl hydroxybenzoate, propyl hydroxybenzoate,
sodium methyl hydroxybenzoate and sodium ethyl hydroxybenzoate were obtained from Fagron UK
Ltd., Newcastle upon Tyne, UK.

Doublebase™ gel was purchased from Dermal Laboratories Ltd., Hertfordshire, UK.
All laboratory reagents were obtained from Fisher Scientific, Loughborough, UK unless otherwise

stated. Phosphate-buffered saline (PBS) 0.01M, pH 7.4 was purchased from Sigma-Aldrich, Poole,
UK. An oil-in-water (o/w) base (Lipoderm®) was obtained from PCCA (Professional Compounding
Centers of America, Houston, TX, USA).
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A compounded 10% (w/w) gabapentin in Lipoderm® formulation was generously supplied by
St Mary’s Pharmaceutical Unit, Cardiff, UK.

Full thickness human breast skin was obtained with ethical approval and patient consent
(South East Wales Research Ethics Committee, Ref 08/WSE03/55, November 2008) from the Aneurin
Bevan University Health Board, Newport, UK and University Hospital Llandough, Cardiff and
Vale UHB, Cardiff, UK.

2.2. Methods

2.2.1. Production of Topical Gabapentin Hydrogels

Initially, gabapentin was dissolved into the required mass of de-ionised water. Hydrogels were
then processed as follows:

A. For blank Carbopol® and 0% ethanol (EtOH) gels, sodium methyl and ethyl hydroxybenzoate
were also dissolved in de-ionised water.

B. For hydrogels containing a permeation enhancer, methyl and propyl hydroxybenzoate were
dissolved in the required mass of permeation enhancer solvent. Permeation enhancers included
EtOH, dimethyl sulfoxide (DMSO), dimethyl isosorbide (DMI), isopropyl myristate (IPM) or
propylene glycol (PG). The permeation enhancer mixture was added to the aqueous mixture
and pre-mixed for 5 min.

Mixtures A or B were then transferred to a STD 1 Silverson® mixer (Buckinghamshire, UK) fitted
with a square hole high shear screen. Sufficient Carbopol® powder was dispersed within the solution
and mixed for approximately 30 min. Residual gel was removed from the working head and the
formulation was allowed to stand at room temperature for approximately 1 h. Finally, a sufficient
quantity of neutralising agent was added in a dropwise manner and mixed at low shear to cross-link
each gel and provide appropriate viscosity.

2.2.2. Production of Formulations Utilising Proprietary Bases

The appropriate quantity of gabapentin powder was triturated into one of the following bases
and mixed by hand: Versatile™ cream, Doublebase™ gel or Lipoderm® base. Each formulation was
then made up to weight, to create a 10% (w/w) product, and mixed by hand or automated paddle until
thoroughly mixed. Formulations were packaged into aluminium tubes and crimped for storage under
ambient conditions prior to use.

2.2.3. Viscosity Measurement

Approximately 200 g of formulation was placed into a custom-made cylindrical plastic container.
The formulations were then analysed using a Contraves Rheomat LG108 Viscometer. Each gel analysed
was placed into a water bath set to 32 ± 2 ◦C and equilibrated for approximately 30 min before analysis.
In all cases, the shear rate was varied in a stepwise manner up to a maximum of 64.7 s−1.

2.2.4. Formulation Release Studies

To determine release of gabapentin from the formulation, static Franz-type diffusion cells
(D Jones, Loughborough, UK) were assembled by sandwiching 1.5 cm diameter discs of Whatman®

nitrocellulose membrane, pore size 0.2 µm, between matched donor and receptor chambers.
The diffusion cells had a known receptor volume (mean volume 4.28 mL) and diffusional surface
area (mean area 1.11 cm2). The two chambers were clamped together and the receptor compartment
filled with degassed 0.01 M phosphate-buffered saline (PBS) pre-equilibrated to 37 ◦C. The cells were
placed into a water bath set to 37 ◦C and approximately 1 g of formulation was applied into the donor
chamber. Each formulation was gently stirred with a glass rod before the donor chamber was sealed
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with a section of Parafilm® and a foil cap placed over the sampling arm. 200 µL samples were obtained
from the cells at 0, 1, 2, 4, 20 and 24 h time points and frozen at −20 ◦C until analysis.

2.2.5. Preparation of Human Epidermal Membranes

Previously frozen full thickness human breast skin obtained from various female donors (aged
61–84 years), was defrosted for approximately 1 h at ambient temperature. Subcutaneous fat was
removed by blunt dissection and each skin sample cut into sections of approximately 1.5 cm2.
Sections were immersed in a water bath at 60 ◦C for 55 s before the epidermis was removed by
forceps [18]. Epidermal membranes were wrapped in aluminium foil and frozen at −20 ◦C prior to
use; all membranes were used within three months of preparation.

2.2.6. Franz-Type Diffusion Cell Studies

“Non-hydrated” human epidermal membranes were defrosted for approximately 30 min at
ambient temperature and assembled into static Franz-type diffusion cells with the stratum corneum
(SC) facing the donor chamber. To create “hydrated” skin sections the membranes were assembled
into the diffusion cells and pre-hydrated overnight with PBS (containing 0.138 M NaCl and 0.0027 M
KCl) or 0.9% (0.154 M) sodium chloride solution (NaCl) in the receptor chamber. Diffusion cells had a
known receptor volume (mean volume 3.50 mL) and diffusional surface area (mean area 1.13 cm2).

Prior to initiation of diffusion studies, donor and receptor chambers were filled with 0.9% NaCl,
pre-heated to 37 ◦C, and placed into a water bath at 37 ◦C. Electrical resistance (ER) across each
membrane was measured by passing a fixed current of 1 kHz across the skin using an Agilent
U1731C Handheld LCR databridge connected to 2 stainless steel electrode probes. The negative
electrode was inserted into the receptor chamber arm below the saline level, whilst the positive
electrode was positioned in the saline contained in the donor chamber, taking care not to touch
the membrane itself [19]. When required for control studies, 5 in-plane 750 µm long stainless steel
microneedles (GeorgiaTech, Atlanta, GA, USA) were gently inserted into hydrated membranes twice
and ER measurements were re-assessed prior to study initiation.

Once initial ER measurements had been performed, donor and receptor media was removed
from each of the cells and the receptor chambers were replaced with fresh, degassed 0.01 M PBS
pre-equilibrated to 37 ◦C. The donor compartments of the diffusion cells were then loaded with
approximately 1 g of formulation (representing infinite dose conditions). Each topical formulation
was gently stirred before the donor chamber and sampling arms were covered. Samples were then
obtained from the cells at 0, 1, 2, 4, 8 or 12 and 24 h and stored for analysis, as described in Section 2.2.4.
Once final samples were taken at 24 h, the cells were emptied and re-filled with 0.9% NaCl before final
ER measurements were taken.

2.2.7. High Performance Liquid Chromatography (HPLC) Analysis

All samples were analysed by reversed-phase HPLC based on a validated method reported by
Ciavarella et al. 2007 [20]. Briefly, separation was achieved on either a Pinnacle DB Cyano 5 µm or a
Luna 5 µm CN 100 A column using an acetonitrile:10 mM phosphate buffer (8:92 v/v) (pH 6.2) mobile
phase. Gabapentin was eluted isocratically at a flow rate of 1 or 1.5 mL/min respectively, and analysed
with UV detection at 210 nm. Quantification of gabapentin in samples was performed using the
calibration curve obtained from reference standard solutions dissolved in 0.01 M PBS. Standards
were found to be linear in the concentration range 42–10,000 mcg/mL, with a limit of detection of
14 mcg/mL.
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2.2.8. Data Analysis

The apparent flux of gabapentin (Jss(4–24 h)) was calculated following the non-linear lag portion of
the cumulative permeation data through a unit surface area of model membrane as a function of time
using the following equation:

Flux (Jss(4-24 h)) = d(Cr × Vr)/dt/A (1)

where,

Cr is the cumulative receptor chamber concentration (mcg/mL).
Vr is the volume of the receptor chamber
A is the diffusional surface area of the membrane.

Where appropriate, a Student’s t-test was used to make direct comparisons between treatment
groups. To make comparisons between multiple treatment groups a one-way ANOVA with Bonferroni’s
multiple comparison post hoc test was performed. A p-value of less than 0.05 was considered to be
statistically significant in all cases.

3. Results

3.1. Production of Topical Gabapentin Formulations

The aqueous hydrogels produced in this study generally formed homogeneous, translucent to
transparent formulations with a semi-solid nature. In comparison, the oil-in-water (o/w) formulations
consisted of macroscopic emulsions that presented with a white to off-white colour. The organoleptic
characteristics of all of the topical formulations and some viscosity and pH determinations of selected
formulations are shown in Table 1.

Table 1. Formulation components, characteristics and physico-chemical properties (of selected formulations).

Formulation

Gabapentin
(%(w/w)) Base (%(w/w)) Permeation Enhancer

(%(w/w)) Characteristics Viscosity
(cps × 103) pH

0 Carbopol® (1.5) - Transparent, homogeneous - -

0 Lipoderm® - Off-white, homogeneous 1.74 -

0 Carbopol® (0.75) - Transparent, homogeneous 2.37 6.19

10 Carbopol® (1.5) - Transparent, homogeneous - -

10 Lipoderm® - Off-white, homogeneous 1.20 6.00

10 Versatile™ - Off-white, homogeneous - -

10 Doublebase™ - White, homogeneous - -

6 Carbopol® (0.75) - Transparent, homogeneous 2.98 6.34

6 Carbopol® (0.75) Ethanol (30.0) Transparent, homogeneous,
characteristic EtOH smell 3.28 6.65

6 Carbopol® (0.75) Ethanol (70.0) Translucent, homogeneous,
characteristic EtOH smell 2.24 7.15

6 Carbopol® (0.75) DMSO (5.0) Transparent, homogeneous,
characteristic DMSO smell 2.68 7.00

6 Carbopol® (0.75) IPM (5.0) Transparent, biphasic - -

6 Carbopol® (0.75) DMI (10.0) Transparent, homogeneous - -

6 Carbopol® (0.75) PG (5.0) Transparent, homogeneous - -

Figure 1 shows that, irrespective of composition (i.e., presence of gabapentin or penetration
enhancer), the viscosity of each of the 0.75% (w/w) Carbopol® hydrogels was very similar (Figure 1B–F).



Pharmaceutics 2017, 9, 31 6 of 18

In contrast, the Lipoderm® base (Figure 1A) had lower viscosity compared to the hydrogels and
demonstrated hysteresis in its rheological behaviour; there was no hysteresis shown in the Carbopol®

gel formulations. The viscosity of the Lipoderm® base was further decreased upon addition of 10%
(w/w) gabapentin to the formulation (Figure 1G).
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Lipoderm® base, (B) blank Carbopol® 0.75% (w/w), (C) 6% (w/w) Carbopol® 0.75% (w/w) gel
containing 0% (w/w) EtOH, (D) 6% (w/w) Carbopol® 0.75% (w/w) gel containing 30% (w/w) EtOH,
(E) 6% (w/w) Carbopol® 0.75% (w/w) gel containing 70% (w/w) EtOH, (F) 6% (w/w) Carbopol® 0.75%
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3.2. Release of Gabapentin from Topical Formulations

As a precursor to skin permeation studies, the release of gabapentin from each of the
topical formulations was determined using a synthetic support membrane of porous, hydrophilic
nitrocellulose. Release kinetics from all formulations was rapid over the first 4 h, and mean apparent
flux values (mcg/cm2/h) were shown to be 4714.32 ± 227.33 (6% (w/w) Carbopol® 0.75% (w/w) gel
containing 10% (w/w) DMI) > 3440.63 ± 332.99 (6% (w/w) Carbopol® 0.75% (w/w) gel containing 5%
(w/w) IPM) > 2661.62 ± 50.39 (6% (w/w) Carbopol® 0.75% (w/w) gel containing 5% (w/w) DMSO)
> 1781.33 ± 38.21 (compounded 10%(w/w) Lipoderm® formulation) > 1760.66 ± 82.06 (6%(w/w)
Carbopol® 0.75%(w/w) gel containing 70%(w/w) EtOH) (Figure 2).
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pre-hydrated (26.30 ± 11.00 mcg/cm2/h) and non-hydrated (77.56 ± 59.80 mcg/cm2/h) human skin 
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3.3. Skin Permeation of Gabapentin from Saturated Hydroalcoholic Solutions

Prior to assessment of the topical formulations the intrinsic skin permeation characteristics of the
gabapentin molecule in saturated solution were assessed. Figure 3 shows that gabapentin permeated
the human skin barrier from a saturated hydroalcoholic solution containing 70% (w/w) ethanol
(EtOH); which correlated with previous findings involving a rodent skin model [11]. Furthermore,
it has been previously speculated that the degree of membrane hydration may be a critical factor
affecting the permeation of substances during skin diffusion studies [14,21]. However, this study
showed that there was no significant difference in cumulative gabapentin flux between pre-hydrated
(26.30 ± 11.00 mcg/cm2/h) and non-hydrated (77.56 ± 59.80 mcg/cm2/h) human skin membranes,
p = 0.23 (summary shown in Table 2).
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Table 2. Permeation parameters of gabapentin from various vehicles across a number of different
model skin barriers. a) Extrapolated from reference data.

Vehicle Skin MODEL
Approximate

Gabapentin Dose
Applied (mg)

Mean Jss(4–24 h) ±
SEM (mcg/cm2/h) Reference

5% (50 mg/mL) gabapentin
in EtOH:H20 (70:30)
co-solvent solution

Human pre-hydrated
breast skin epidermis 25 26.30 ± 11.00 This paper

5% (50 mg/mL) gabapentin
in EtOH:H20 (70:30)
co-solvent solution

Human non-hydrated
breast skin epidermis 25 77.56 ± 59.80 This paper

0.5% (5 mg/mL) gabapentin
in EtOH:H20 (70:30)
co-solvent solution

Rat skin epidermis 5 63.29 ± 1.62 [11]

Gabapentin aqueous
solution Porcine skin Unknown Insignificant [16]

Gabapentin water solution
(100 mg/mL)

Dermatomed porcine
skin 10 262.50 [15]

Compounded 10%
(w/w) gabapentin in

Lipoderm® base

Human non-hydrated
breast skin epidermis 100 23.82 ± 3.51 This paper

Combination 10%
gabapentin in

Lipoderm® base

Dermatomed human
trunk skin 0.5 0.11 a [22]

10% (w/w) gabapentin
1.5% (w/w) Carbopol® gel

Human non-hydrated
breast skin epidermis 100 Insignificant This paper

6% (w/w) gabapentin
70% (w/w) EtOH

0.75%(w/w) Carbopol® gel

Human pre-hydrated
breast skin epidermis 60 3.75 ± 3.75 This paper

6% (w/w) gabapentin
5% (w/w) DMSO

0.75% (w/w) Carbopol® gel

Human non-hydrated
breast skin epidermis 60 7.56 ± 5.50 This paper

6% (w/w) gabapentin
10% (w/w) DMI

0.75% (w/w) Carbopol® gel

Human pre-hydrated
breast skin epidermis 60 Insignificant This paper

6% gabapentin
5% (w/w) PG

0.75% (w/w) Carbopol® gel

Human non-hydrated
breast skin epidermis 60 Insignificant This paper

0.5% (5 mg/mL) gabapentin
w/o microemulsion Rat skin epidermis 5 128.22 ± 1.84 [11]

0.7% (6.9 mg/mL)
gabapentin liposomes Porcine skin Unknown 219.90 ± 48.20 [16]

Gabapentin pluronic lecithin
organogel Porcine skin Unknown 19.00 ± 10.60 [16]

Versatile™ cream
(10% gabapentin)

Dermatomed human
trunk skin 3 0.10 ± 0.10 a [17]

Inverted hexagonal liquid
crystals(2% gabapentin)

Dermatomed
porcine skin 2 56.25 a [15]

Lamellar liquid crystals
(6% gabapentin)

Dermatomed
porcine skin 6 92.31 a [15]

10% (w/w) gabapentin in
Versatile™ cream

Human non-hydrated
breast skin epidermis 100 Insignificant This paper

10% (w/w) gabapentin
Doublebase™ cream

Human non-hydrated
breast skin epidermis 100 Insignificant This paper
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Figure 3. Cumulative permeation of gabapentin from a 50 mg/mL EtOH:H20 (70:30) solution across 
pre-hydrated ( ) (n = 8) and non-hydrated ( ) (n = 4) human epidermal membranes against control 
blank EtOH:H20 (70:30) solution applied to pre-hydrated membranes ( ) (n = 2). Data presented as 
mean ± SEM. 

As a positive control, and in an attempt to understand the upper limits of skin permeation of 
gabapentin, a solid microneedle (MN) array was applied to the epidermal membrane prior to 
application of the hydroalcoholic gabapentin solution. As Figure 4 shows, when the stratum corneum 
(SC) barrier was physically circumvented with MNs the permeation of gabapentin was 
approximately twice that observed in non-punctured skin (Figure 3). 
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microneedle (MN) application to pre-hydrated human epidermal membrane. Data presented as mean 
± SEM (n = 7). 

3.4. Skin Permeation of Gabapentin from Topical Formulations 

The data presented in Figure 2 demonstrated effective gabapentin release from a variety of 
topical bases. The skin permeation characteristics of gabapentin released from each of the 
formulations was thereafter determined. Initially, Carbopol® was used as a simple topical hydrogel 
containing no further excipients. The Carbopol® 1.5%(w/w) gel containing 10%(w/w) gabapentin and 
no permeation enhancer failed to deliver the molecule through the SC skin barrier over 24 h (Figure 
5). 
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Figure 3. Cumulative permeation of gabapentin from a 50 mg/mL EtOH:H20 (70:30) solution across
pre-hydrated (�) (n = 8) and non-hydrated (�) (n = 4) human epidermal membranes against control
blank EtOH:H20 (70:30) solution applied to pre-hydrated membranes (N) (n = 2). Data presented as
mean ± SEM.

As a positive control, and in an attempt to understand the upper limits of skin permeation
of gabapentin, a solid microneedle (MN) array was applied to the epidermal membrane prior to
application of the hydroalcoholic gabapentin solution. As Figure 4 shows, when the stratum corneum
(SC) barrier was physically circumvented with MNs the permeation of gabapentin was approximately
twice that observed in non-punctured skin (Figure 3).
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Figure 4. Cumulative permeation of gabapentin from a 50 mg/mL 70:30 EtOH:H2O solution following
microneedle (MN) application to pre-hydrated human epidermal membrane. Data presented as
mean ± SEM (n = 7).

3.4. Skin Permeation of Gabapentin from Topical Formulations

The data presented in Figure 2 demonstrated effective gabapentin release from a variety of topical
bases. The skin permeation characteristics of gabapentin released from each of the formulations was
thereafter determined. Initially, Carbopol® was used as a simple topical hydrogel containing no further
excipients. The Carbopol® 1.5%(w/w) gel containing 10%(w/w) gabapentin and no permeation enhancer
failed to deliver the molecule through the SC skin barrier over 24 h (Figure 5).
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Figure 5. Cumulative permeation of gabapentin across pre-hydrated human epidermal membranes 
from the following hydrogels; 6% (w/w) Carbopol® 0.75% (w/w) gel containing 70% (w/w) EtOH ( , n 
= 3), 6% (w/w) Carbopol® 0.75% (w/w) gel containing 30% (w/w) EtOH ( , n = 3), 6% (w/w) Carbopol® 
0.75% (w/w) gel containing 0% (w/w) EtOH ( , n = 3), 10% (w/w) Carbopol® 1.5% (w/w) gel ( , n = 4) 
and blank Carbopol® 1.5% (w/w) gel (-, n = 8). Data presented as mean ± SEM. 

Furthermore, it was found that Carbopol® hydrogels containing 10%(w/w) drug became 
saturated and discrete crystals developed within the transparent gel matrix upon storage (data not 
shown). Therefore, in an attempt to optimise Carbopol® based hydrogels, a range of Carbopol® and 
gabapentin concentrations were investigated. Preliminary findings showed that gels containing 0.5% 
(w/w) Carbopol® did not form gels of appropriate viscosity (data not shown), whereas gels containing 
0.75% (w/w) Carbopol® produced suitably viscous topical formulations. Additionally, the 
concentration of gabapentin within the gels was decreased to prevent crystallisation within the 
formulation. Consequently, the drug was incorporated at 6% (w/w) in a 0.75% (w/w) Carbopol® 
hydrogel containing a permeation enhancer, as an optimised formulation.  

Initially, ethanol (EtOH) was incorporated within the formulation at a concentration of 30 or 
70% (w/w) to act as a permeation enhancer. Of the hydrogels containing EtOH, quantifiable 
permeation of gabapentin was only observed following application of the 70% (w/w) EtOH gel (Figure 
5). The apparent flux for this gel was 3.75 ± 3.75 mcg/cm2/h, indicating a large amount of variability. 
Furthermore, the permeation of gabapentin was also significantly lower than that observed in Figure 
3, where a 70% hydroalcoholic solution was used as the donor vehicle.  

Although 70% (w/w) EtOH had been shown to facilitate gabapentin permeation from a 
Carbopol® hydrogel across human skin, the enhancement was relatively small and variable (Figure 
5). In an attempt to further improve skin permeation of gabapentin from topical preparations, 
Carbopol® hydrogels containing other permeation enhancers and a compounded Lipoderm® base 
were investigated as potential formulations (Figure 6).  
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Figure 5. Cumulative permeation of gabapentin across pre-hydrated human epidermal membranes
from the following hydrogels; 6% (w/w) Carbopol® 0.75% (w/w) gel containing 70% (w/w) EtOH
(�, n = 3), 6% (w/w) Carbopol® 0.75% (w/w) gel containing 30% (w/w) EtOH (�, n = 3), 6% (w/w)
Carbopol® 0.75% (w/w) gel containing 0% (w/w) EtOH (N, n = 3), 10% (w/w) Carbopol® 1.5% (w/w)
gel ( , n = 4) and blank Carbopol® 1.5% (w/w) gel (-, n = 8). Data presented as mean ± SEM.

Furthermore, it was found that Carbopol® hydrogels containing 10%(w/w) drug became saturated
and discrete crystals developed within the transparent gel matrix upon storage (data not shown).
Therefore, in an attempt to optimise Carbopol® based hydrogels, a range of Carbopol® and gabapentin
concentrations were investigated. Preliminary findings showed that gels containing 0.5% (w/w)
Carbopol® did not form gels of appropriate viscosity (data not shown), whereas gels containing 0.75%
(w/w) Carbopol® produced suitably viscous topical formulations. Additionally, the concentration
of gabapentin within the gels was decreased to prevent crystallisation within the formulation.
Consequently, the drug was incorporated at 6% (w/w) in a 0.75% (w/w) Carbopol® hydrogel containing
a permeation enhancer, as an optimised formulation.

Initially, ethanol (EtOH) was incorporated within the formulation at a concentration of 30
or 70% (w/w) to act as a permeation enhancer. Of the hydrogels containing EtOH, quantifiable
permeation of gabapentin was only observed following application of the 70% (w/w) EtOH gel
(Figure 5). The apparent flux for this gel was 3.75 ± 3.75 mcg/cm2/h, indicating a large amount of
variability. Furthermore, the permeation of gabapentin was also significantly lower than that observed
in Figure 3, where a 70% hydroalcoholic solution was used as the donor vehicle.

Although 70% (w/w) EtOH had been shown to facilitate gabapentin permeation from a
Carbopol® hydrogel across human skin, the enhancement was relatively small and variable (Figure 5).
In an attempt to further improve skin permeation of gabapentin from topical preparations, Carbopol®

hydrogels containing other permeation enhancers and a compounded Lipoderm® base were
investigated as potential formulations (Figure 6).
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compounded 10% (w/w) Lipoderm® formulation ( , n = 18), blank Lipoderm® base ( , n = 3) and 
blank 0.75% (w/w) gel containing 5% (w/w) DMSO (-, n = 2) across non-hydrated human epidermal 
membrane. Data presented as mean ± SEM.  

Figure 6 shows that hydrogels containing 6% (w/w) gabapentin and the permeation enhancers 
dimethyl isosorbide (DMI) or propylene glycol (PG) did not facilitate skin permeation of gabapentin 
from 0.75% (w/w) Carbopol® gels. Furthermore, the commercial bases Versatile™ cream and 
Doublebase™ gel did not facilitate skin permeation of gabapentin (data not shown). Conversely, a 
Carbopol® hydrogel containing 5% (w/w) DMSO and 6% (w/w) gabapentin, and a compounded 
Lipoderm® formulation containing 10% (w/w) gabapentin, were shown to deliver the active substance 
across the skin barrier; with apparent flux values of 7.56 ± 5.50 mcg/cm2/h and 23.82 ± 3.51 mcg/cm2/h, 
respectively. In contrast to the saturated hydroalcoholic solution (Figure 3), a longer lag phase was 
observed with delivery from these formulations; however, there was no significant difference in 
gabapentin delivery between the two formulations (p = 0.08). Table 2 summarises the permeation 
results from this study in context with previously published studies of gabapentin skin permeation. 

3.5. Electrical Resistance Measurement of Epidermal Membranes 

In order to assess the integrity of the skin barrier used in these studies, electrical resistance (ER) 
measurements were taken, as shown in Figure 7. Prior to application, the mean ER of all membranes 
treated with a topical gel was approximately 4 kOhms/cm2. Combined with detailed visual inspection 
of each membrane, this value was considered to be sufficient to demonstrate integrity of the SC 
barrier prior to study initiation. Subsequently, it was found that membranes treated with a MN array 
demonstrated significantly lower ER values at 0 and 24 h compared to untreated control skin, p < 
0.05. However, there was no significant change in the ER of membranes treated with a MN array 
between 0 and 24 h (Figure 7A). 
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Figure 6. Cumulative permeation of gabapentin across human skin from 6% (w/w) Carbopol® 0.75%
(w/w) gel containing 5% (w/w) DMSO (�, n = 11), 6% (w/w) Carbopol® 0.75% (w/w) gel containing
10% (w/w) DMI (N, n = 3), 6% (w/w) Carbopol® 0.75% (w/w) gel containing 5% (w/w) PG ( , n = 4),
compounded 10% (w/w) Lipoderm® formulation (�, n = 18), blank Lipoderm® base (
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3.2. Release of Gabapentin from Topical Formulations 

As a precursor to skin permeation studies, the release of gabapentin from each of the topical 
formulations was determined using a synthetic support membrane of porous, hydrophilic 
nitrocellulose. Release kinetics from all formulations was rapid over the first 4 h, and mean apparent 
flux values (mcg/cm2/h) were shown to be 4714.32 ± 227.33 (6% (w/w) Carbopol® 0.75% (w/w) gel 
containing 10% (w/w) DMI) > 3440.63 ± 332.99 (6% (w/w) Carbopol® 0.75% (w/w) gel containing 5% 
(w/w) IPM) > 2661.62 ± 50.39 (6% (w/w) Carbopol® 0.75% (w/w) gel containing 5% (w/w) DMSO) > 
1781.33 ± 38.21 (compounded 10%(w/w) Lipoderm® formulation) > 1760.66 ± 82.06 (6%(w/w) 
Carbopol® 0.75%(w/w) gel containing 70%(w/w) EtOH) (Figure 2). 

 

Figure 2. Cumulative release of gabapentin from the following topical formulations, 6% (w/w) 
Carbopol® 0.75% (w/w) gel containing 5% (w/w) DMSO (-), compounded 10% (w/w) Lipoderm® 
formulation ( ), 6%(w/w) Carbopol® 0.75% (w/w) gel containing 5% (w/w) IPM ( ), 6% (w/w) 
Carbopol® 0.75% (w/w) gel containing 10% (w/w) DMI ( ), 6% (w/w) Carbopol® 0.75% (w/w) gel 
containing 70% (w/w) EtOH ( ), blank Lipoderm® base ( ) and blank Carbopol® 1.5% (w/w) ( ). 
Data presented as mean ± standard error of mean (SEM) (n = 3). 

3.3. Skin Permeation of Gabapentin from Saturated Hydroalcoholic Solutions 

Prior to assessment of the topical formulations the intrinsic skin permeation characteristics of 
the gabapentin molecule in saturated solution were assessed. Figure 3 shows that gabapentin 
permeated the human skin barrier from a saturated hydroalcoholic solution containing 70%(w/w) 
ethanol (EtOH); which correlated with previous findings involving a rodent skin model [11]. 
Furthermore, it has been previously speculated that the degree of membrane hydration may be a 
critical factor affecting the permeation of substances during skin diffusion studies [14,21]. However, 
this study showed that there was no significant difference in cumulative gabapentin flux between 
pre-hydrated (26.30 ± 11.00 mcg/cm2/h) and non-hydrated (77.56 ± 59.80 mcg/cm2/h) human skin 
membranes, p = 0.23 (summary shown in Table 2). 
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, n = 3) and
blank 0.75% (w/w) gel containing 5% (w/w) DMSO (-, n = 2) across non-hydrated human epidermal
membrane. Data presented as mean ± SEM.

Figure 6 shows that hydrogels containing 6% (w/w) gabapentin and the permeation enhancers
dimethyl isosorbide (DMI) or propylene glycol (PG) did not facilitate skin permeation of gabapentin
from 0.75% (w/w) Carbopol® gels. Furthermore, the commercial bases Versatile™ cream and
Doublebase™ gel did not facilitate skin permeation of gabapentin (data not shown). Conversely,
a Carbopol® hydrogel containing 5% (w/w) DMSO and 6% (w/w) gabapentin, and a compounded
Lipoderm® formulation containing 10% (w/w) gabapentin, were shown to deliver the active
substance across the skin barrier; with apparent flux values of 7.56 ± 5.50 mcg/cm2/h and
23.82 ± 3.51 mcg/cm2/h, respectively. In contrast to the saturated hydroalcoholic solution (Figure 3),
a longer lag phase was observed with delivery from these formulations; however, there was no
significant difference in gabapentin delivery between the two formulations (p = 0.08). Table 2
summarises the permeation results from this study in context with previously published studies
of gabapentin skin permeation.

3.5. Electrical Resistance Measurement of Epidermal Membranes

In order to assess the integrity of the skin barrier used in these studies, electrical resistance (ER)
measurements were taken, as shown in Figure 7. Prior to application, the mean ER of all membranes
treated with a topical gel was approximately 4 kOhms/cm2. Combined with detailed visual inspection
of each membrane, this value was considered to be sufficient to demonstrate integrity of the SC
barrier prior to study initiation. Subsequently, it was found that membranes treated with a MN array
demonstrated significantly lower ER values at 0 and 24 h compared to untreated control skin, p < 0.05.
However, there was no significant change in the ER of membranes treated with a MN array between 0
and 24 h (Figure 7A).
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Figure 7. Electrical resistance measurement of human epidermal membranes. (A) Combined 
untreated skin at t = 0 h (grey bar) versus microneedle treated skin at t = 0 h (black bar) and t = 24 h 
(white bar), (n = 9–42); (B) Untreated skin at t = 0 h (black bars) and at t = 24 h (white bars) after 
application of the following treatments; (i) blank 0.75% (w/w) Carbopol® gel, and 0.75% (w/w) 
Carbopol® gels containing 6% (w/w) gabapentin and (ii) 70% (w/w) EtOH; (iii) 0% (w/w) EtOH; (iv) 
10% (w/w) DMI; or (v) 5% (w/w) DMSO, (n = 3–5). Data presented as mean ± SEM, * represents p ≤ 0.05. 

Figure 7B shows that whilst the majority of formulations did not affect the integrity of the 
membrane throughout the study period, there was a statistically significant decrease in ER at 24 h in 
the epidermal membranes treated with the 70% (w/w) EtOH Carbopol® hydrogel (p = 0.041).  

4. Discussion 

The aim of this work was to optimise a topical formulation to deliver gabapentin across the skin 
barrier. This approach is supported by in vivo studies [6] and observational clinical evidence [3,7], 
thereby providing a possible alternative treatment to oral dosing for neuropathic pain sufferers. 
Following pilot feasibility studies, two broad classes of formulation were identified as potential 
candidates; pre-formulated oil-in-water (o/w) bases and Carbopol® hydrogels containing permeation 
enhancers. Carbopols® are very high molecular weight polymers of acrylic acid which have 
traditionally been used as thickening and viscosity agents in liquid or semi-solid pharmaceutical 
preparations [23]. Once hydrated and neutralised, Carbopol® polymers form an extended network 
with a mesh-like structure. Previously, these hydrogels have been shown to incorporate and release 
a range of drugs including low molecular weight compounds and macromolecules [18]. 

Gabapentin is a low molecular weight, polar molecule (log p = −1.1) [24] which exists as a 
zwitterion at physiological pH [1] and demonstrates two pKa values; 3.68 and 10.70, respectively, for 
the carboxylic acid and primary amine group (Figure 8) [24]. 
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Figure 7. Electrical resistance measurement of human epidermal membranes. (A) Combined untreated
skin at t = 0 h (grey bar) versus microneedle treated skin at t = 0 h (black bar) and t = 24 h (white
bar), (n = 9–42); (B) Untreated skin at t = 0 h (black bars) and at t = 24 h (white bars) after application
of the following treatments; (i) blank 0.75% (w/w) Carbopol® gel, and 0.75% (w/w) Carbopol® gels
containing 6% (w/w) gabapentin and (ii) 70% (w/w) EtOH; (iii) 0% (w/w) EtOH; (iv) 10% (w/w) DMI;
or (v) 5% (w/w) DMSO, (n = 3–5). Data presented as mean ± SEM, * represents p ≤ 0.05.

Figure 7B shows that whilst the majority of formulations did not affect the integrity of the
membrane throughout the study period, there was a statistically significant decrease in ER at 24 h in
the epidermal membranes treated with the 70% (w/w) EtOH Carbopol® hydrogel (p = 0.041).

4. Discussion

The aim of this work was to optimise a topical formulation to deliver gabapentin across the skin
barrier. This approach is supported by in vivo studies [6] and observational clinical evidence [3,7],
thereby providing a possible alternative treatment to oral dosing for neuropathic pain sufferers.
Following pilot feasibility studies, two broad classes of formulation were identified as potential
candidates; pre-formulated oil-in-water (o/w) bases and Carbopol® hydrogels containing permeation
enhancers. Carbopols® are very high molecular weight polymers of acrylic acid which have
traditionally been used as thickening and viscosity agents in liquid or semi-solid pharmaceutical
preparations [23]. Once hydrated and neutralised, Carbopol® polymers form an extended network
with a mesh-like structure. Previously, these hydrogels have been shown to incorporate and release a
range of drugs including low molecular weight compounds and macromolecules [18].

Gabapentin is a low molecular weight, polar molecule (log p = −1.1) [24] which exists as a
zwitterion at physiological pH [1] and demonstrates two pKa values; 3.68 and 10.70, respectively, for
the carboxylic acid and primary amine group (Figure 8) [24].
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Figure 8. Gabapentin structure (reproduced from [1]). 

It was found that Carbopol® hydrogels containing 10% (w/w) drug became saturated and discrete 
crystals developed within the transparent gel matrix (data not shown). In support of this finding, 
other workers have also found that 7–10% gabapentin forms crystalline precipitations within topical 
formulations [15]. Subsequently, a maximum of 6% (w/w) gabapentin was incorporated within all 
Carbopol® hydrogels to prevent gabapentin crystallisation within these systems. Furthermore, as 
gabapentin is a zwitterion, the pH within each of the formulations was optimised in an attempt to 
maintain drug stability. Previous studies have shown that the rate of gabapentin degradation in 
solution is minimal at a pH of approximately 6.0 and that the drug is most likely to exist as the 
zwitterionic species over the pH range of 4.5–7.0 [25]. Consequently, the pH of each formulation was 
developed to be within the range 6.0–7.0 to maintain gabapentin stability and ionisation state (Table 
1). Once optimised, the three most promising candidate formulations, namely 0.75% (w/w) Carbopol® 
gels containing 70% (w/w) ethanol (EtOH) or 5% (w/w) dimethyl sulphoxide (DMSO) and the 
compounded 10% (w/w) Lipoderm® formulation were placed on stability trial under ICH storage 
conditions [26]. These trials demonstrated that the 5% (w/w) DMSO Carbopol® gel and the 10% (w/w) 
Lipoderm® formulation were stable, remaining within 90–110% stated content limits, under ambient 
conditions for a period of at least 3 months. However, the Carbopol® gel containing 70% (w/w) EtOH 
was shown to be unstable, falling outside these limits, over the same time period when stored under 
these conditions (data not shown).  

Previous studies have demonstrated that hydrogels containing 1.0% (w/w) Carbopol® are 
effective at releasing and delivering polar molecules across skin [13,27]. Consequently, a range of gels 
containing different concentrations of Carbopol® were produced to investigate their rheological 
properties and topical drug delivery potential. However, this study showed that application of a 
Carbopol® 1.5% (w/w) gel containing 10% (w/w) gabapentin to human skin membrane did not result 
in any skin permeation over 24 h (Figure 5). Even though gabapentin has a molecular weight of 171.2 
[24], which suggests that it is likely to have a relatively large diffusion co-efficient [28], it was 
speculated that this negative finding may have been due to the hydrophilic nature of the molecule 
and precipitation of the active within the aqueous hydrogel, as stated previously. Furthermore, it was 
speculated that 1.5% (w/w) Carbopol® may form a relatively dense gel matrix, thereby inhibiting 
gabapentin release. Subsequently, it was found that gels containing 0.5% (w/w) Carbopol® did not 
form gels of appropriate viscosity (data not shown), whereas gels containing 0.75% (w/w) Carbopol® 
produced suitably viscous topical formulations, and hence 0.75% (w/w) was used as the Carbopol® 
concentration thereafter. Viscosity measurements were made at 32 ± 2 °C as previous studies have 
shown that the use of a water bath temperature of 37 °C for diffusion cell studies provides a skin (or 
skin membrane) surface temperature of 32 °C [29,30].  
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It was found that Carbopol® hydrogels containing 10% (w/w) drug became saturated and discrete
crystals developed within the transparent gel matrix (data not shown). In support of this finding,
other workers have also found that 7–10% gabapentin forms crystalline precipitations within topical
formulations [15]. Subsequently, a maximum of 6% (w/w) gabapentin was incorporated within
all Carbopol® hydrogels to prevent gabapentin crystallisation within these systems. Furthermore,
as gabapentin is a zwitterion, the pH within each of the formulations was optimised in an attempt
to maintain drug stability. Previous studies have shown that the rate of gabapentin degradation
in solution is minimal at a pH of approximately 6.0 and that the drug is most likely to exist as the
zwitterionic species over the pH range of 4.5–7.0 [25]. Consequently, the pH of each formulation
was developed to be within the range 6.0–7.0 to maintain gabapentin stability and ionisation state
(Table 1). Once optimised, the three most promising candidate formulations, namely 0.75% (w/w)
Carbopol® gels containing 70% (w/w) ethanol (EtOH) or 5% (w/w) dimethyl sulphoxide (DMSO) and
the compounded 10% (w/w) Lipoderm® formulation were placed on stability trial under ICH storage
conditions [26]. These trials demonstrated that the 5% (w/w) DMSO Carbopol® gel and the 10% (w/w)
Lipoderm® formulation were stable, remaining within 90–110% stated content limits, under ambient
conditions for a period of at least 3 months. However, the Carbopol® gel containing 70% (w/w) EtOH
was shown to be unstable, falling outside these limits, over the same time period when stored under
these conditions (data not shown).

Previous studies have demonstrated that hydrogels containing 1.0% (w/w) Carbopol® are effective
at releasing and delivering polar molecules across skin [13,27]. Consequently, a range of gels containing
different concentrations of Carbopol® were produced to investigate their rheological properties and
topical drug delivery potential. However, this study showed that application of a Carbopol® 1.5%
(w/w) gel containing 10% (w/w) gabapentin to human skin membrane did not result in any skin
permeation over 24 h (Figure 5). Even though gabapentin has a molecular weight of 171.2 [24], which
suggests that it is likely to have a relatively large diffusion co-efficient [28], it was speculated that
this negative finding may have been due to the hydrophilic nature of the molecule and precipitation
of the active within the aqueous hydrogel, as stated previously. Furthermore, it was speculated that
1.5% (w/w) Carbopol® may form a relatively dense gel matrix, thereby inhibiting gabapentin release.
Subsequently, it was found that gels containing 0.5% (w/w) Carbopol® did not form gels of appropriate
viscosity (data not shown), whereas gels containing 0.75% (w/w) Carbopol® produced suitably viscous
topical formulations, and hence 0.75% (w/w) was used as the Carbopol® concentration thereafter.
Viscosity measurements were made at 32 ± 2 ◦C as previous studies have shown that the use of a
water bath temperature of 37 ◦C for diffusion cell studies provides a skin (or skin membrane) surface
temperature of 32 ◦C [29,30].

The measured viscosity of 0.75% (w/w) Carbopol® gels containing 6% (w/w) gabapentin was
in general agreement with other work describing the viscosity of various carbomer gels [23,31,32].
However, the viscosity of carbomer gels has been shown to vary significantly depending upon the
specific form of polymer used and other excipients contained within the formulation [23]. Generally
the viscosity of all formulations was shown to decrease with increasing shear rate, suggesting that the
systems formed structured dispersions that were plastic in nature [32]. Previous studies have found
that there is an inverse relationship between gel viscosity and drug delivery from the formulation [13].
Hence, it is noteworthy that even 0.75% (w/w) gels, containing the lowest feasible concentration
of Carbopol®, retained approximately twice the viscosity of Lipoderm® formulations. This may
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therefore have contributed to the relatively poor delivery of gabapentin across skin from the Carbopol®

based gels. Nevertheless, these findings provide further support for the approach to minimise the
concentration of Carbopol® contained within hydrogel formulations.

Previously it has been shown that skin hydration can significantly affect stratum corneum (SC)
properties and permeation of molecules across human skin [14,21]. However, in contrast, our study
suggests that there was little difference in gabapentin permeability between membranes that had been
pre-hydrated or not (Figure 3); although it did appear that there was less variability in permeation
across pre-hydrated membranes. This finding may have been due to the polar nature of the gabapentin
molecule, suggesting that it permeated a hydrated SC more reproducibly than across a non-hydrated
epidermal membrane. Consequently, hydrated epidermal membranes were employed in all subsequent
permeation studies. Our data suggests that gabapentin can permeate the human SC if applied to
the skin in a vehicle with sufficient thermodynamic activity. This data correlates with the findings
of [11,15,16] (Table 2), all of whom investigated skin permeation using in vitro porcine or rodent skin
models. Furthermore, previous studies [15] have shown that gabapentin can be delivered across skin
from simple aqueous solutions; although interestingly this is not supported by the work of [16].

In an attempt to enhance gabapentin skin permeation from topical formulations, permeation
enhancers were incorporated within Carbopol® hydrogels. Initially, EtOH was investigated due to its
established use as a permeation enhancer in both licensed topical medicaments and within the scientific
literature [27,29]; and due to early positive results shown in this work. Additionally, previous studies
have shown that gabapentin in a solution of EtOH:water (70:30) permeates rodent skin [11]. In this
work it was found that gabapentin permeates the human skin barrier from a hydroalcoholic solution
containing 70% EtOH (Figure 3). It was speculated that the reason for this enhancement may have
been due to partial extraction of lipids from the SC barrier [11,33] to facilitate gabapentin permeation.

This study showed that 0.75% (w/w) Carbopol® gels containing 6% (w/w) gabapentin in the
absence of EtOH or incorporating 30% (w/w) EtOH (Figure 5), 5% (w/w) propylene glycol (PG)
(Figure 6) or 10% (w/w) dimethyl isosorbide (DMI) (Figure 6) did not facilitate gabapentin permeation
across human skin. Conversely, Carbopol® gels containing 70% (w/w) EtOH (Figure 5), 5% (w/w)
DMSO (Figure 6), and the compounded 10% (w/w) Lipoderm® formulation (Figure 6) all facilitated
gabapentin permeation over 24 h. Furthermore, whilst the formulation containing 70% (w/w)
EtOH as a permeation enhancer showed only a relatively small and variable increase in gabapentin
flux (3.75 ± 3.75 mcg/cm2/h), both the Carbopol® hydrogel containing 5% (w/w) DMSO and the
compounded 10% (w/w) Lipoderm® formulation facilitated greater gabapentin permeation; with
apparent flux values of 7.56 ± 5.50 and 23.82 ± 3.51 mcg/cm2/h, respectively. Although there was
no significant difference in gabapentin apparent flux between these two formulations, the Lipoderm®

formulation delivered in a much more consistent manner.
It has been stated that for small hydrophilic compounds, such as gabapentin, the applied vehicle

controls the penetration pathway across skin [15], which may account for the variation in gabapentin
delivery observed between the different formulations used in this study. Additionally, the effectiveness
of DMSO to facilitate gabapentin permeation across human skin is supported by its use in topical
formulations as a penetration enhancer [34,35] and studies showing that DMSO enhances permeation
of various drug forms across a hairless guinea pig skin model to a greater extent than DMI [36].
However, it is also well known that DMSO, especially at higher concentrations, can be harmful to the
body; acting both locally as a primary irritant, causing redness, burning, itching, scaling and urticaria
and also systemically causing nausea, vomiting and ocular changes [37]. Lipoderm® is not known to
contain a toxic penetration enhancer, and hence it was hypothesised that this base may present a more
clinically acceptable formulation.

Although the sample sizes utilised in this study were reasonably large (Figure 6), extensive
variability was observed within the permeation datasets. This variability was also observed by [17]
who found large differences in the delivery of gabapentin from compounded Versatile™ cream across
human trunk skin (Table 2). In contrast our gabapentin release data (drug release from the formulation
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rather than drug permeation) demonstrated considerably less variability. This serves to demonstrate
the inherent variability of utilising a biological membrane for permeation studies and confirms that
transfer of the drug across the biological barrier, rather than drug release from the formulation, will be
the rate and dose limiting step in gabapentin delivery into and across skin.

The apparent flux values obtained for the compounded 10% (w/w) Lipoderm® and 5% (w/w)
DMSO hydrogel formulations generally correlated with the values obtained from human skin sections
treated with the control EtOH:water (70:30) saturated solution utilised in this study (Table 2). However,
in relation to other studies discussed in this work, it is noteworthy that the skin model utilised in
each experiment appears to affect the amount of gabapentin delivered. As Table 2 shows, the studies
involving a rodent or porcine skin model [11,15,16] often demonstrated gabapentin flux values that
were an order of magnitude greater than those studies involving human skin. The reason for the
marked increases across rat skin may be due to the increased number of hair follicles found in
rodent skin tissue [38] and hence an increased number of aqueous permeation pathways created
in rodent epidermal skin sections following separation (of particular importance to a polar drug
such as gabapentin). However, other works have suggested that for some drug molecules applied
to dermatomed skin models, permeation across porcine and rodent skin provides a good correlation
to human [39,40]. For example, Schmook et al. [40] investigated permeation of salicylic acid, a polar
compound, across dermatomed human and porcine skin and full thickness rat skin and found a good
correlation across all membranes. In contrast to the epidermal skin model, dermatomed skin is likely
to retain a closer morphology to full thickness skin, which may account for the variability in drug
permeation observed between these studies.

In the present study no gabapentin delivery was observed from a 10% (w/w) Versatile™ cream
(Table 2), whereas Wang and Black [17] observed reasonable gabapentin permeation from the same
formulation. Wang and Black [17] utilised ex vivo dermatomed human trunk skin as the model barrier
and gently spread a finite dose over the skin surface. In this work an infinite dose was applied and
only a very low spreading force was possible due to the extremely delicate nature of the epidermal
membrane barrier. Consequently, it is speculated that the differences in skin model and experimental
setup may account for the variation in gabapentin permeation shown between the two studies.

This current paper describes the development of an in vitro human skin model using epidermal
membranes with an intact electrical resistance (ER) measurement of approximately 4 kOhms/cm2

(Figure 7). Previously, it has been shown that an ER of 3.94 ± 0.37 kOhms/cm2 is representative of
intact human epidermis [19] which is in good agreement with our findings. Figure 7 shows that there
was a statistically significant decrease in ER at 24 h in the epidermal membranes treated with the
70% (w/w) EtOH hydrogel (Figure 7B). As gabapentin permeated across skin from this formulation,
the associated drop in ER suggests that the high alcohol content may have disrupted the SC lipid
barrier thereby facilitating gabapentin permeation. Other workers have used similar strategies to
deliver actives from Carbopol® hydrogels, for example, Pokharkar et al. [27] used an optimised
vehicle containing 66.6% EtOH to facilitate zidovudine delivery. In a similar manner to this study,
these authors found that drug permeation from gels not containing EtOH, or some other permeation
enhancer, was very low in comparison [27]. Although there was a small decrease in ER observed in the
membranes treated with the 5% DMSO gel (Figure 7B) the decrease was not shown to be significant.
This potentially suggested an alternative mechanism of action for enhanced skin permeation by DMSO,
such as displacement of bound protein water [41]. Accordingly, this mechanism would have a less
marked effect on ER, which is predominantly a measure of SC lipid resistance to the passage of an
applied electrical current [42].

As a positive control within this study, stainless steel microneedle (MN) arrays were inserted into
selected epidermal sheets prior to application of hydroalcoholic gabapentin solution. Microneedle
arrays contain a number of microscopic projections intended to be inserted into skin to penetrate the
SC barrier without stimulating nerves or blood vessels found within deeper skin layers. Microneedle
arrays have been shown to increase permeation of a range of different molecules across the skin barrier
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following pre-treatment including calcein [43], naltrexone, 5-aminolevulinic acid [44], insulin [45] and
diphtheria toxoid adjuvanted with cholera toxin [46]. In this study, it was found that MN treatment
significantly decreased the ER of epidermal membranes (Figure 7A). Although this finding was
expected, ER has not been widely used as a measure of MN penetration efficacy, and hence this study
suggests that ER may be employed as a measure of assessing MN insertion. Accordingly, Figure 7A
suggested that MNs effectively punctured the SC to disrupt the lipid barrier, which correlated with the
enhanced permeation of gabapentin observed (Figure 4). As expected, the MN-facilitated gabapentin
permeation profile demonstrated no lag phase as the SC barrier was completely circumvented.
However, it is not suggested that MN pre-treatment is likely to be a clinically viable approach for
topical gabapentin delivery in this patient group due to the painful cutaneous symptoms experienced
by many neuropathic pain sufferers. Indeed, our studies suggest that the use of an appropriate topical
formulation can result in measurable quantities of gabapentin being effectively delivered without the
need for physical disruption of the skin barrier.

5. Conclusions

Topical delivery of gabapentin could provide an alternative treatment to oral delivery of the
active for neuropathic pain conditions, with associated reduced systemic side effects; this is supported
by in vivo studies and observational clinical evidence. However, gabapentin is a polar molecule
and would not be expected to cross the stratum corneum barrier easily. In this study Carbopol®

hydrogels containing ethanol or dimethyl sulphoxide, and a compounded Lipoderm® formulation,
have demonstrated reasonable delivery of gabapentin across a biologically relevant in vitro human
epidermal skin model. The compounded Lipoderm® formulation emerged as the most consistent,
stable and clinically relevant formulation. Whilst these findings are generally supported by other
workers who have investigated topical gabapentin delivery, the results have been shown to vary from
study to study dependent upon the skin model used and the formulation applied. Additional studies
are required to explore the pharmacokinetic and pharmacodynamic responses to topically applied
gabapentin in further detail.
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13. Taş, C.; Ozkan, Y.; Savaşer, A.; Baykara, T. In vitro and ex vivo permeation studies of chlorpheniramine
maleate gels prepared by carbomer derivatives. Drug Dev. Ind. Pharm. 2004, 30, 637–647. [CrossRef]
[PubMed]

14. Maghraby, G.E.; Williams, A.; Barry, B. Skin hydration and possible shunt route penetration in controlled
estradiol delivery from ultradeformable and standard liposomes. J. Pharm. Pharmacol. 2001, 53, 1311–1322.
[CrossRef] [PubMed]

15. Achrai, B.; Libster, D.; Aserin, A.; Garti, N. Solubilization of Gabapentin into HII Mesophases. J. Phys. Chem. B
2011, 115, 825–835. [CrossRef] [PubMed]

16. Le, U.; Truong, L.; Nguyen, H.; Tran, M.; Vuong, H.-P.; Tran, H. Gabapentin in elastic liposomes: Preparation,
drug release, and penetration through porcine skin. In Proceedings of the 2012 AAPS Annual Meeting and
Exposition, San Diego, CA, USA, 21–23 May 2012.

17. Wang, X.; Black, L. Ex vivo percutaneous absorption of ketamine, bupivacaine, diclofenac, gabapentin,
orphenadrine and pentoxifylline: Comparison of versatile cream vs. reference cream. Int. J. Pharm. Compd.
2013, 17, 520–525. [PubMed]

18. Pearton, M.; Allender, C.; Brain, K.; Anstey, A.; Gateley, C.; Wilke, N.; Morrissey, A.; Birchall, J. Gene
delivery to the epidermal cells of human skin explants using microfabricated microneedles and hydrogel
formulations. Pharm. Res. 2008, 25, 407–416. [CrossRef] [PubMed]

19. Davies, D.J.; Ward, R.J.; Heylings, J.R. Multi-species assessment of electrical resistance as a skin integrity
marker for in vitro percutaneous absorption studies. Toxicol. In Vitro 2004, 18, 351–358. [CrossRef] [PubMed]

20. Ciavarella, A.; Gupta, A.; Sayeed, V.; Khan, M.; Faustino, P. Development and application of a validated
HPLC method for the determination of gabapentin and its major degradation impurity in drug products.
J. Pharm. Biomed. Anal. 2007, 43, 1647–1653. [CrossRef] [PubMed]

21. Warner, R.R.; Boissy, Y.L.; Lilly, N.A.; Spears, M.J.; McKillop, K.; Marshall, J.L.; Stone, K.J. Water disrupts
stratum corneum lipid lamellae: Damage is similar to surfactants. J. Investig. Dermatol. 1999, 113, 960–966.
[CrossRef] [PubMed]

22. Professional Compounding Centers of America. Technical Report: PCCA Lipoderm® Delivers Four Drugs
Simultaneously in Transdermal Study. 2011. Available online: http://www.pccarx.com/patients/item/93-
pcca-lipoderm-and-four-drugs-transdermal-study (accessed on 25 August 2017).

23. Shalaby, S.; Shukr, M. The influence of the type and concentration of alcohol on the rheological and
mucoadhesive properties of carbopol 940 hydroalcoholic gels. Der Pharm. Sin. 2011, 2, 161–171.

24. PubChem. Open Chemistry Database; Gabapentin. Available online: https://pubchem.ncbi.nlm.nih.gov/
compound/gabapentin (accessed on 25 August 2017).

25. Zour, E.; Lodhi, S.A.; Nesbitt, R.U.; Silbering, S.B.; Chaturvedi, P.R. Stability studies of gabapentin in aqueous
solutions. Pharm. Res. 1992, 9, 595–600. [CrossRef] [PubMed]

26. Organization, W.H. Annex 2 Stability testing of active pharmaceutical ingredients and finished
pharmaceutical products. In WHO Technical Report Series; World Health Organization: Geneva, Switzerland,
2009; Volume 953, pp. 87–130.

27. Pokharkar, V.; Dhar, S.; Singh, N. Effect of Penetration Enhancers on Gel Formulation of Zidovudine: In Vivo
and Ex Vivo Studies. PDA J. Pharm. Sci. Technol. 2010, 64, 337–347. [PubMed]

http://dx.doi.org/10.1097/AOG.0b013e3181827c77
http://www.ncbi.nlm.nih.gov/pubmed/18757655
http://dx.doi.org/10.1016/j.ijpharm.2006.03.012
http://www.ncbi.nlm.nih.gov/pubmed/16621366
http://www.medicines.org.uk/emc/
http://www.medicines.org.uk/emc/
http://dx.doi.org/10.1016/j.ejpb.2005.01.011
http://www.ncbi.nlm.nih.gov/pubmed/15996585
http://dx.doi.org/10.4236/pp.2014.55057
http://dx.doi.org/10.1016/S0928-0987(98)00010-4
http://dx.doi.org/10.1081/DDC-120037665
http://www.ncbi.nlm.nih.gov/pubmed/15285337
http://dx.doi.org/10.1211/0022357011777800
http://www.ncbi.nlm.nih.gov/pubmed/11697538
http://dx.doi.org/10.1021/jp108801d
http://www.ncbi.nlm.nih.gov/pubmed/21182317
http://www.ncbi.nlm.nih.gov/pubmed/24579304
http://dx.doi.org/10.1007/s11095-007-9360-y
http://www.ncbi.nlm.nih.gov/pubmed/17671832
http://dx.doi.org/10.1016/j.tiv.2003.10.004
http://www.ncbi.nlm.nih.gov/pubmed/15046783
http://dx.doi.org/10.1016/j.jpba.2006.12.020
http://www.ncbi.nlm.nih.gov/pubmed/17275240
http://dx.doi.org/10.1046/j.1523-1747.1999.00774.x
http://www.ncbi.nlm.nih.gov/pubmed/10594737
http://www.pccarx.com/patients/item/93-pcca-lipoderm-and-four-drugs-transdermal-study
http://www.pccarx.com/patients/item/93-pcca-lipoderm-and-four-drugs-transdermal-study
https://pubchem.ncbi.nlm.nih.gov/compound/gabapentin
https://pubchem.ncbi.nlm.nih.gov/compound/gabapentin
http://dx.doi.org/10.1023/A:1015833622943
http://www.ncbi.nlm.nih.gov/pubmed/1608888
http://www.ncbi.nlm.nih.gov/pubmed/21502034


Pharmaceutics 2017, 9, 31 18 of 18

28. Kim, Y.C.; Park, J.H.; Prausnitz, M.R. Microneedles for drug and vaccine delivery. Adv. Drug Deliv. Rev. 2012,
64, 1547–1568. [CrossRef] [PubMed]

29. Heard, C.; Screen, C. Probing the permeation enhancement of mefenamic acid by ethanol across full-thickness
skin, heat-separated epidermal membrane and heat-separated dermal membrane. Int. J. Pharm. 2008, 349,
323–325. [CrossRef] [PubMed]

30. Skelly, J.P.; Yacobi, A.; Shah, V.P.; Flynn, G.L.; Maibach, H.I.; Wester, R.C.; Guy, R.H. FDA and AAPS Report
of the Workshop on Principles and Practices of In Vitro Percutaneous Penetration Studies: Relevance to
Bioavailability and Bioequivalence. Pharm. Res. 1987, 4, 265–267. [CrossRef]

31. Aggarwal, N.; Goindi, S. Development of hydroalcoholic gels of griseofulvin containing terpenes for the
treatment of topical fungal infections. Int. J. Res. Pharm. Biomed. Sci. 2012, 3, 1415–1423.

32. Aupova, R.; Sakipova, Z.; Zemlicka, M. Study of rheological properties of carbomer gels. Life Sci. J. 2014, 11,
25–27.

33. Goates, C.Y.; Knutson, K. Enhanced permeation of polar compounds through human epidermis. I.
Permeability and membrane structural changes in the presence of short chain alcohols. Biochim. Biophys. Acta
1994, 1195, 169–179. [CrossRef]

34. Finnin, B.C.; Morgan, T.M. Transdermal penetration enhancers: Applications, limitations, and potential.
J. Pharm. Sci. 1999, 88, 955–958. [CrossRef]

35. Williams, A.C.; Barry, B.W. Penetration enhancers. Adv. Drug Deliv. Rev. 2012, 64, 128–137. [CrossRef]
36. Kumar, S.; Malick, A.; Meltzer, N.; Mouskountakis, J.; Behl, C. Studies of in vitro skin permeation and

retention of a leukotriene antagonist from topical vehicles with a hairless guinea pig model. J. Pharm. Sci.
1992, 81, 631–634. [CrossRef] [PubMed]

37. Sheskey, P.; Cook, W.; Cable, C. (Eds.) Handbook of Pharmaceutical Excipients, 6th ed.; Pharmaceutical Press:
London, UK, 2016; p. 239. ISBN 9780853697923.

38. Bronaugh, R.; Stewart, R.; Congdon, E. Methods for in vitro percutaneous absorption studies II. Animal
models for human skin. Toxicol. Appl. Pharmacol. 1982, 62, 481–488. [CrossRef]

39. Harada, K.; Murakami, T.; Kawasaki, E.; Higashi, Y.; Yamamoto, S.; Yata, N. In-vitro permeability to salicylic
acid of human, rodent, and shed snake skin. J. Pharm. Pharmacol. 1993, 45, 414–418. [CrossRef] [PubMed]

40. Schmook, F.; Meingassner, J.; Billich, A. Comparison of human skin or epidermis models with human and
animal skin in in-vitro percutaneous absorption. Int. J. Pharm. 2001, 215, 51–56. [CrossRef]

41. Barry, B.W. Mode of action of penetration enhancers in human skin. J. Control. Release 1987, 6, 85–97.
[CrossRef]

42. Heylings, J.R.; Diot, S.; Esdaile, D.J.; Fasano, W.J.; Manning, L.A.; Owen, H.M. A prevalidation study on
the in vitro skin irritation function test (SIFT) for prediction of acute skin irritation in vivo: Results and
evaluation of ECVAM Phase III. Toxicol. In Vitro 2003, 17, 123–138. [CrossRef]

43. Henry, S.; McAllister, D.V.; Allen, M.G.; Prausnitz, M.R. Microfabricated microneedles: A novel approach to
transdermal drug delivery. J. Pharm. Sci. 1998, 87, 922–925. [CrossRef] [PubMed]

44. Donnelly, R.F.; Morrow, D.I.J.; McCarron, P.A.; Woolfson, A.D.; Morrissey, A.; Juzenas, P.; Juzeniene, A.;
Iani, V.; McCarthy, H.O.; Moan, J. Microneedle-mediated intradermal delivery of 5-aminolevulinic acid:
Potential for enhanced topical photodynamic therapy. J. Control. Release 2008, 129, 154–162. [CrossRef]
[PubMed]

45. Martanto, W.; Davis, S.P.; Holiday, N.R.; Wang, J.; Gill, H.S.; Prausnitz, M.R. Transdermal delivery of insulin
using microneedles in vivo. Pharm. Res. 2004, 21, 947–952. [CrossRef] [PubMed]

46. Ding, Z.; Verbaan, F.J.; Bivas-Benita, M.; Bungener, L.; Huckriede, A.; van den Berg, D.J.; Kersten, G.;
Bouwstra, J.A. Microneedle arrays for the transcutaneous immunization of diphtheria and influenza in
BALB/c mice. J. Control. Release 2009, 136, 71–78. [CrossRef] [PubMed]

© 2017 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC BY) license (http://creativecommons.org/licenses/by/4.0/).

http://dx.doi.org/10.1016/j.addr.2012.04.005
http://www.ncbi.nlm.nih.gov/pubmed/22575858
http://dx.doi.org/10.1016/j.ijpharm.2007.08.006
http://www.ncbi.nlm.nih.gov/pubmed/17870262
http://dx.doi.org/10.1023/A:1016428716506
http://dx.doi.org/10.1016/0005-2736(94)90024-8
http://dx.doi.org/10.1021/js990154g
http://dx.doi.org/10.1016/j.addr.2012.09.032
http://dx.doi.org/10.1002/jps.2600810708
http://www.ncbi.nlm.nih.gov/pubmed/1403694
http://dx.doi.org/10.1016/0041-008X(82)90149-1
http://dx.doi.org/10.1111/j.2042-7158.1993.tb05567.x
http://www.ncbi.nlm.nih.gov/pubmed/8099958
http://dx.doi.org/10.1016/S0378-5173(00)00665-7
http://dx.doi.org/10.1016/0168-3659(87)90066-6
http://dx.doi.org/10.1016/S0887-2333(02)00130-3
http://dx.doi.org/10.1021/js980042+
http://www.ncbi.nlm.nih.gov/pubmed/9687334
http://dx.doi.org/10.1016/j.jconrel.2008.05.002
http://www.ncbi.nlm.nih.gov/pubmed/18556084
http://dx.doi.org/10.1023/B:PHAM.0000029282.44140.2e
http://www.ncbi.nlm.nih.gov/pubmed/15212158
http://dx.doi.org/10.1016/j.jconrel.2009.01.025
http://www.ncbi.nlm.nih.gov/pubmed/19331846
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Materials 
	Methods 
	Production of Topical Gabapentin Hydrogels 
	Production of Formulations Utilising Proprietary Bases 
	Viscosity Measurement 
	Formulation Release Studies 
	Preparation of Human Epidermal Membranes 
	Franz-Type Diffusion Cell Studies 
	High Performance Liquid Chromatography (HPLC) Analysis 
	Data Analysis 


	Results 
	Production of Topical Gabapentin Formulations 
	Release of Gabapentin from Topical Formulations 
	Skin Permeation of Gabapentin from Saturated Hydroalcoholic Solutions 
	Skin Permeation of Gabapentin from Topical Formulations 
	Electrical Resistance Measurement of Epidermal Membranes 

	Discussion 
	Conclusions 

