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Abstract: Ingestible self-configurable proximity-enabling devices have been developed as a non-
invasive platform to improve the bioavailability of drug compounds via swellable or self-unfolding
devices. Self-unfolding foils support unidirectional drug release in close proximity to the intestinal
epithelium, the main drug absorption site following oral administration. The foils are loaded with a
solid-state formulation containing the active pharmaceutical ingredient and then coated and rolled
into enteric capsules. The coated lid must remain intact to ensure drug protection in the rolled
state until targeted release in the small intestine after capsule disintegration. Despite promising
results in previous studies, the deposition of an enteric top coating that remains intact after rolling is
still challenging. In this study, we compare different mixtures of enteric polymers and a plasticizer,
PEG 6000, as potential coating materials. We evaluate mechanical properties as well as drug protection
and targeted release in gastric and intestinal media, respectively. Commercially available Eudragit®

FL30D-55 appears to be the most suitable material due to its high strain at failure and integrity after
capsule fitting. In vitro studies of coated foils in gastric and intestinal media confirm successful
pH-triggered drug release. This indicates the potential advantage of the selected material in the
development of self-unfolding foils for oral drug delivery.

Keywords: oral drug delivery; enteric release; flexible coating; elastomer devices

1. Introduction

The small intestine is the main absorption site for drug compounds following oral
administration. Additionally, targeted drug release in this area enhances the therapeutic ef-
ficacy of most commercialized oral therapies [1,2]. Many active pharmaceutical ingredients
(APIs) are sensitive to low pH levels and the presence of enzymes, leading to degradation
in the stomach [3,4]. In this regard, enteric coatings play a critical role in oral dosage forms
by offering a protective barrier against the harsh gastric environment and enabling targeted
drug delivery to the small intestine [5]. Enteric coatings are used in traditional dosage
forms such as tablets or capsules [6–10]. However, these formulations release the drug in
the lumen in an omnidirectional manner, which entails a lower local concentration of drug
molecules close to the intestinal wall. Therefore, only a part of the dose will be available for
drug absorption [11].

Self-configurable proximity-enabling devices (SPEDs) have been developed as a non-
invasive platform to systemically deliver poorly permeable drug compounds. This concept
has been used to enable intimate contact and apply mechanical pressure on the epithelium
via swellable or self-unfolding devices, thereby enhancing the transport and bioavailability
of the API. Juginger and co-workers developed superporous hydrogels that incorporate
drug-loaded cores for tailored expansion in the small intestine [12–17]. Despite the fact
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that these systems offer an omnidirectional release of the loaded drug compounds, they re-
vealed an enhancement in the transport of different drugs through Caco-2 monolayers [12]
and gastrointestinal (GI) tissue [13]. Using superporous hydrogels, the group obtained an
insulin bioavailability of 1–2% compared to subcutaneous injection [16]. This is a promising
result considering that the current state-of-the-art dosage forms for successful oral peptide
delivery provide around 1% bioavailability when delivered as a standard oral tablet utiliz-
ing salcaprozate sodium (SNAC) as a permeation enhancer [18,19]. Nevertheless, it seems
that this concept has not made significant progress over the past two decades, possibly indi-
cating challenges associated with translating promising scientific results into highly loaded
commercial dosage forms feasible for mass production. Recently, more invasive biomedical
devices that allow for direct injections in the epithelium have shown promising results for
the oral drug delivery of poorly permeable drug compounds. Impressive values of 10%
and 70% bioavailability of biologics were obtained using a Luminal-Unfolding Micronee-
dle Injector (LUMI) [20] and a Self-Orienting Millimeter-scale Applicator (SOMA) [21,22],
respectively. Similarly, Rani Therapeutics developed RaniPill®, a self-inflatable balloon
contained in an enteric capsule that delivers drugs via an epithelial injection in the small
intestine, thereby obtaining a bioavailability comparable to subcutaneous injection [23–25].
Despite the impressive results, further investigation is required to determine the long-
term effects caused by GI injections. In addition, the complexity of these devices may
limit their compatibility with mass production, which ultimately increases the price of the
final product.

In our group, we have focused on SPED concepts for oral drug delivery and developed
injection-free devices that enable unidirectional release in close proximity to the intestinal
epithelium. We hypothesized that unidirectional release formulations increase the local
concentration of drug molecules near the epithelium. Higher plasma concentrations have
been observed compared to multidirectional release dosage forms, which can potentially
reduce the dose of drug compounds [11]. In addition, we have proven that the proximity
between the absorptive barrier and such unidirectional release devices plays an essential
role, presenting a 50% decrease in drug absorption for every distance increase of 130 µm
from a Caco-2 cell monolayer [26]. Moving from our empirical knowledge to developing
ingestible devices, Jørgensen et al. designed and produced self-unfolding foils (SUFs) for
unidirectional release in close proximity to the intestinal wall [27]. The design comprises
an elastomeric SUF with microcavities that are loaded with a solid-state drug compound
and then coated and rolled into an enteric capsule. Upon the disintegration of the capsule
in the desired location of the GI tract, the SUF unfolds and enables unidirectional release
in close proximity to the epithelium. The success of this strategy relies on the elastomeric
properties of the foil, which is composed of a biocompatible material, polydimethylsiloxane
(PDMS). In our first proof-of-concept study, a modest relative bioavailability of 0.12%
was observed in rats compared to subcutaneous injections [27]. Recently, Ghavami et al.
further explored and enhanced crucial features of SUFs, obtaining a 15-fold increase in
bioavailability compared to the previous study [28]. A substantial effort was made to
implement surface treatments of PDMS foils to ensure better adhesion between the foil and
the top coating. However, the deposition of suitable enteric materials on loaded SUFs which
remain intact after rolling is still challenging. Cracks were observed in the top coating
when fitting the foils into capsules. Hence, a flexible, immediate-release coating was used
instead, and the dosage forms were administered rectally to avoid gastric exposure when
performing pharmacokinetic studies in rats [28]. This demonstrates that further studies on
flexible enteric coatings that can be used for different SPED-type devices, such as SUFs, are
still relevant.

The present study aims to develop different mixtures of enteric polymers and a
plasticizer spray-coated on SUFs to evaluate the relation between the inclusion of the
plasticizer, (i) the flexibility properties of the coating, and (ii) the drug release profile
at gastric and intestinal pH levels before and after the application of mechanical forces
(Figure 1). For this purpose, we prepared different mixtures comprising enteric polymers
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and an intermediate-molecular-weight solid-state plasticizer, polyethylenglycol (PEG)
6000, and evaluated the mechanical properties of the top coatings after spray coating.
Additionally, the prepared mixtures were spray-coated on SUFs loaded with a spray-dried
powder of a commonly used model drug, paracetamol [29–31]. The top coating was
inspected before and after fitting the SUF into a capsule. Finally, pH-triggered release was
evaluated in vitro in gastric and intestinal media. This was carried out on SUF devices
prior to and after rolling to evaluate the potential impact of having strained the top coating
during folding and capsule insertion.
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7000–9000 g/mol), which presents a polydispersity of 1 and Mw 6019 g/mol according to 
the literature, was acquired from Merck (Darmstadt, Germany) [32]. Paracetamol (98–
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Figure 1. Schematic overview of the preparation steps and functionality of SUF devices utilizing
different mixtures of enteric polymer and plasticizer. SUFs are loaded, spray coated with different
mixtures, rolled, and finally fitted inside a capsule. The capsule passes through the stomach and
disintegrates in the intestine. Then, the SUF unfolds and releases the drug unidirectionally in close
proximity to the epithelium. To investigate the enteric properties of the coatings, in vitro studies are
conducted in gastric and intestinal media. All scale bars represent 500 µm.

2. Materials and Methods
2.1. Materials

A SylgardTM 184 silicone elastomer kit was bought from Dow Chemical (Midland,
MI, USA). Eudragit® L100-55 (EL100-55) and Eudragit® FL30D-55 (EFL) were both ob-
tained from Evonik (Essen, Germany), whereas Kollicoat® MAE 100-55 (KMAE100-55)
was acquired from BASF (Ludwigshafen, Germany). Polyethylenglycol (PEG) 6000 (MW
7000–9000 g/mol), which presents a polydispersity of 1 and Mw 6019 g/mol according to
the literature, was acquired from Merck (Darmstadt, Germany) [32]. Paracetamol (98–102%
purity) and poly(vinyl alcohol) (98–99% hydrolyzed), as well as PBS tablets, were purchased
from Sigma-Aldrich (St. Louis, MO, USA). Isopropanol (IPA) and acetone were purchased
from VWR International (Radnor, PA, USA). Ultrapure water used throughout the studies
was obtained from a Q-POD dispenser from Merk Millipore (Burlington, MA, USA).
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2.2. Fabrication of PDMS Foils

SUFs were produced in polydimethylsiloxane (PDMS), a material recognized for its
chemical stability and commonly used in biomedical applications [33–35]. For that purpose,
SUFs were fabricated as described in the literature [27,28] by casting a SYLGARDTM

184 kit, which is a two-component kit consisting of a PDMS base and a curing agent. The
two compounds were mixed in a 10:1 ratio (w/w) and then degassed for 40 min in a
desiccator to remove potential air bubbles. The obtained mixture was poured onto a silicon
master fabricated via deep anisotropic etching as previously described [27]. The silicon
master features interconnected trenches which, upon replication, form hexagonal concave
compartments in the SUFs. The PDMS was spin-coated on the silicon master using a Laurell
WS-650-23B spin coater (Laurell Technology Corporation, Lansdale, PA, USA) at 500 rpm
(acceleration was set to 100 rpm/s) for 30 s and then cured at 37 ◦C overnight [28]. The
PDMS replica was then peeled off of the silicon master and cut into foils. For the inspection
of the coatings before and after fitting into a size 9h capsule, PDMS was cut into rectangular
pieces measuring 7 × 5 mm2, which is a suitable size for targeting the small intestine in a
rat model. Conversely, foils of 5 × 5 mm2 were created for in vitro drug release studies. To
increase the surface free energy of the produced PDMS SUFs and the adhesion of the spray-
coated enteric top layer, the PDMS foils were subjected to a two-step surface treatment.
Initially, the surfaces were activated in a UV-ozone process, making the PDMS hydrophilic,
and to stabilize the effect of this dry oxidation treatment, the foils were dipped in a solution
of 1% (w/v) polyvinyl alcohol (PVA) in ultrapure water [28,36]. The surface of the SUFs
was characterized via scanning electron microscopy (SEM) using a Hitachi TM3030 Plus
tabletop microscope (Hitachi High-Technologies Europe, Krefeld, Germany).

2.3. Preparation and Incorporation of SUFs into a Capsule

Drug loading was carried out manually by pressing the spray-dried paracetamol
powder into the compartments on the PDMS foil and then gently removing any excess
powder as previously described [27]. To obtain a more uniform and smaller particle size
and to facilitate the loading procedure, paracetamol was dissolved in ultrapure water and
spray dried (Mini Spray Dryer B-290, Büchi, Flawil, Switzerland) using a high-performance
cyclone and small-volume sample collector. The foils were weighed before and after loading
to determine the total loaded amount of spray-dried paracetamol. The loaded SUFs were
sealed with different mixtures of enteric materials that dissolve at a pH above 5.5 and
a plasticizer using ultrasonic spray coating (ExactaCoat system, Sono-Tek, Milton, NY,
USA). For this purpose, solutions of 2% (w/v) EL100-55 containing 0 (E0), 12.5 (E12.5),
and 25% (E25) (w/w in relation to the polymer) PEG 6000 as a plasticizer were prepared
in IPA. The same preparation method was used for solutions containing KMAE100-55
and 0 (K0), 12.5 (K12.5), and 25% (K25) PEG 6000. PEG 6000 was selected as a plasticizer
due to its recommendation for use together with Eudragit® and Kollicoat® polymers at
concentrations ranging up to 25% according to the literature [37,38]. In addition, a solution
of 2% (w/v) EFL, a highly flexible polymer, was prepared in the same solvent. The spray
coater was equipped with a microbore-fitted 120 kHz Vortex nozzle programmed to linearly
move across the samples with a distance of 5 cm between the tip and the samples for a
total of 800 passages [28]. During spray coating, the pump rate was kept at 0.5 mL/min
and the generator power at 3 W, and the nozzle translation speed was set to 50 mm/s.
The cladding air pressure and the hot plate temperature were set to 0.04 bar and 40 ◦C,
respectively. Once loaded and sealed by the selected enteric polymers, the coating quality
was inspected before and after the foils were rolled manually and inserted into size 9h
gelatin capsules. The thickness of the respective top coatings was measured via contact
profilometry (Alpha-Step IQ Stylus Profilometer, KLA-Tencor Corporation, Milpitas, CA,
USA). For that purpose, different mixtures of the polymers were sprayed on flat silicon
chips using the SUF spray-coating protocol outlined above. The coating thicknesses were
measured by making a scratch in the coating and running measurements across it using a
3 mg tip force with a scan speed of 130 µm/s and a resolution of 0.4 µm. All measurements
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were performed with three replicates for each polymer mixture and repeated a total of
three times in different locations on each sample. Visualization of the loaded and coated
foils, before and after fitting into a capsule, was carried out via SEM.

2.4. Tensile Characterization of the Coatings Using a Texture Analyzer

Mechanical characterization of the enteric coatings used for foil preparation was
performed using a Texture Analyzer (TA.XTplusC Texture Analyzer, Stable Micro Systems,
Godalming, UK). For that purpose, PDMS foils were produced as described in the section
“Fabrication and Incorporation of SUFs into a Capsule” via spin coating on a flat silicon
wafer instead of the hexagonal patterned silicon master. The dogbone samples used for
the pull tests (gauge length, 26.7 mm, and gauge width, 7.3 mm) were obtained via CO2
laser cutting (Epilog Mini 24, 40 W system, Golden, CO, USA) with speed, laser power, and
frequency settings of 25%, 15%, and 2500 Hz, respectively. The produced flat PDMS foils
were then surface-treated and spray-coated with the different enteric polymeric mixtures,
as described in the previous sections, and the total thickness was measured using a digital
micrometer (Insize 3109-25). A 10 kg load cell and a A/TG screw-initiated vice clamp
operating on knurled jaw faces (35 mm × 35 mm) were used to carry out the pull test at a
constant rate of 1 mm/s. Each type of sample was measured with five replicates.

2.5. In Vitro Release Studies

In vitro drug release studies from the enteric-coated foils were carried out using a µDiss
Profiler (Pion Inc., Billerica, MA, USA), as previously described in the literature [11,39–41]. The
release was measured in PBS adjusted to pH levels of 2.5 and 7.5, which are similar to the
gastric and intestinal pH levels in fasted rats, respectively [42]. To confirm that the foils
ensure the protection of the encapsulated API at a gastric pH after its incorporation in a
capsule, in vitro studies in PBS at a pH of 2.5 were repeated after the rolling of the final
device. Initially, paracetamol calibration curves from 20 to 165 µg/mL were constructed
through the addition of different volumes from stock solution in 10 mL of PBS at a pH of
2.5 or 7.5. In situ fiber-optic probes with a path length of 1 mm were applied, and the UV
absorbance was measured in the range of 265–275 nm. For the release studies, the foils were
attached to cylindrical magnets with double-sided carbon tape, transferred into a sample
vial, and covered with 10 mL of media. UV measurements were carried out every 10–30 s
over the course of 13 h in gastric conditions and until the total release of paracetamol was
observed in the intestinal media. All studies were performed at 37 ◦C with a stirring rate of
100 rpm and with four replicates.

2.6. Data Treatment

All data were treated using Microsoft Excel 2016 (Redmond, WA, USA) and expressed
as mean ± standard deviation (SD) values unless stated otherwise. Where appropriate, a
statistical analysis was carried out in GraphPad Prism version 9.5.0 (San Diego, CA, USA)
using Student’s t-test. p-values below 5% (p < 0.05) were considered statistically significant.

3. Results and Discussion
3.1. Preparation and Incorporation of SUFs into a Capsule

SUFs are designed to protect a loaded drug in gastric conditions while ensuring
unidirectional drug release in the small intestine upon the dissolution of the enteric top
coating. Figures 1 and 2A show an overview of the preparation steps associated with
the production of SUFs. PDMS SUFs with dimensions of 5 × 5 mm2 and 7 × 5 mm2 with
an approximate thickness of 300 µm (Figure S1) were loaded manually with 1.01–1.74 mg
(1.16 ± 0.11 mg, n = 56) and 1.81–2.12 mg (1.94 ± 0.10 mg, n = 8) of paracetamol, respectively.
An SEM examination of the SUFs showed efficient and uniform loading of the cavities
(Figure 2A). The foils were then sealed with different enteric polymer coatings in order to
ensure that no loss of the loaded drug occurred during rolling and before targeted release.
UV-ozone and PVA treatment ensured adhesion between the different coatings and the
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PDMS surface. The different polymeric mixtures were spray-coated with a total thickness
of 25.75 ± 2.67 µm. The individual thickness values of the respective mixtures are reported
in Table S1. Inspection with SEM showed uniform coatings and successful covering of the
drug-loaded compartments with the enteric polymer mixtures after spray coating (Figure 2B).
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Figure 2. Drug loading and top coating before and after SUF rolling. (A) Schematic illustration the
preparation steps of the final oral delivery device with SEM images of an empty and drug-loaded SUF.
(B) SEM images of the (i) EFL-coated SUF before (top) and after (bottom) rolling; (ii) EL100-55-coated
and (iii) KMAE-100-55-coated SUFs with different amounts of plasticizer (25, 12.5, and 0%) before
(left) and after (right) rolling. All scale bars represent 500 µm.

After successful loading and coating, 7 × 5 mm2 SUFs were rolled up and fitted inside
the body of 9h capsules. It was observed that EFL was the only coating that remained intact
and uniform after foil rolling and capsule loading, thereby suggesting that this polymer is
suitable for making SUFs that can be loaded inside capsules in a rolled-up conformation
(Figure 2B(i)). When evaluating the integrity of the EL100-55 and KMAE100-55 mixtures, it
was observed that the layers containing PEG 6000 presented fewer cracks and uncoated
areas compared to the plasticizer-free coatings (Figure 2B(ii,iii)). This suggests that the
presence of the plasticizer increases the flexibility and integrity of the coatings during
rolling, as expected. However, all mixtures presented cracks or uncoated areas due to the
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detachment of the top coating. No major visual differences in the uniformity were observed
between the coatings that contained 12.5% and 25% PEG 6000.

3.2. Tensile Characterization of the Coatings Using a Texture Analyzer

Tensile characterization was used to evaluate the strain at failure and the stress–strain
curves of the different enteric-spray-coated mixtures applied to the SUFs (Figure 3A).
The total thickness of the coated dogbone-shaped PDMS was 479 ± 35 µm. For the final
application, flexible coatings that can sustain large elastic and/or plastic deformations
without being subject to ruptures are needed. As expected, according to the supplier
specifications [43], the dogbone-shaped PDMS foils coated with EFL showed the high-
est strain at failure compared to the rest of the coated samples, presenting a value of
159.5 ± 23.4% (Figure 3B). When evaluating EL100-55 mixtures containing different pro-
portions of plasticizer, it was observed that the inclusion of PEG 6000 increases the strain
at failure, presenting values of 2.0 ± 0.5%, 2.8 ± 1.4%, and 116.8 ± 12.7% for E0, E12.5,
and E25, respectively. A similar result was detected when KMAE100-55 was utilized,
revealing values of 1.8 ± 0.3%, 3.4 ± 0.8, and 119.7 ± 15.2% for the mixtures K0, K12.5, and
K25, respectively. No major difference was observed between the mixtures containing 0
and 12.5% PEG 6000, whereas a drastic increase was noted for mixtures containing 25%
plasticizer (Figure 3B). Uncoated UV-ozone and PVA-treated PDMS samples were used as
references and presented the highest values (241.5 ± 65.7%), as expected based on data
from the literature [44]. The individual strain-at-failure graphics are shown in Figure S2.
During tensile testing it was noticed that when the top coatings tore, the underlying PDMS
also tore. Since it was observed that the spray-coated top coatings are less flexible than the
underlying PDMS (Figure 3B), they can support higher stress without deforming signifi-
cantly. Therefore, when the top coating fails, the total force is applied on the underlying
PDMS, which is then rapidly deformed and fails.

In Figure 3C, a cross-sectional SEM image of a foil residing in a size 9h capsule can be
observed. The foil is w = 7 mm wide and l = 7 mm long and has a nominal approximate
thickness of t = 300 µm (Figure S1). The SUF presents an arithmetic spiral conformation,
and we can assume that the strain ε is zero in a center plane located in the middle of the
bulk foil. Based on geometrical considerations, the numerical strain can be evaluated at
discrete locations corresponding to the radius of the center plane (rc) for the respective
windings [28]. This entails that ε = t/(2rc), and it results in strain values of 0.18 and 0.31
for the outer and inner windings, respectively (Figure 3C). Based on this, the spray-coated
top coatings should present a strain-at-failure value higher than 31% to be able to support
rolling and capsule loading without breaking. Therefore, theoretically, only EFL and the
mixtures containing 25% plasticizer, E25 and K25, should remain intact after rolling the
foil. Nevertheless, only EFL remained intact after fitting into a capsule (Figure 2B(i,ii)).
The detachment of E25 and K25 from the rolled foil could be explained by the different
adhesion properties of the mixtures to the PDMS-treated foils.

3.3. In Vitro Release Studies

To investigate drug release profiles in simulated gastric and intestinal conditions in
fasted rats, the in vitro release of spray-dried paracetamol from SUFs was evaluated using
a µDiss ProfilerTM (Figure 4A). In this study, we aim to (i) compare drug release profiles
between SUFs coated with different mixtures of enteric polymers and a plasticizer, as well
as to (ii) compare the release profiles in an acidic pH before and after rolling (and unrolling)
SUFs coated with EFL, the only enteric coating in which no cracks were observed when
fitting into the capsule (Figure 2B).

During the studies performed in gastric conditions, no difference was observed in the
drug release profile of the SUFs coated with EFL before and after rolling (31.4 ± 9.7% and
30.8 ± 8.0% after 2 h, respectively) (Figure 4B(ii–iv)). In addition, both situations presented
approximately 75% drug release after 13 h. From this result, it could be concluded that the
mechanical forces applied during the rolling of the foil did not affect the release properties of
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the loaded SUFs. This correlates with the SEM characterization of the coating before and after
fitting in a capsule, where no cracks were observed (Figure 2B(i)). This is also linked with the
tensile test in which the EFL coating presented one of the highest strains at failure (Figure 3B).
When observing the drug release profiles in gastric conditions of SUFs coated with EL100-55, it
can be seen that the inclusion of a plasticizer increases the release rate of paracetamol, which
was 29.4 ± 5.7%, 43.2 ± 20.1%, and 69.1 ± 13.8% after 2 h for E0, E12.5, and E25, respectively
(Figure 4B(ii,iv)). This can be explained because of the high aqueous solubility of PEG 6000 [45],
which is independent of pH, as well as its disintegrant properties in solid dosage forms to
facilitate drug release [46]. For this application, the different mixtures of KMAE100-55 did not
reveal successful drug protection (60–70% drug release after 2 h), regardless of the amount of
plasticizer used (Figure 4B(i,iv)). It was also noticed that all samples presented an early release
of paracetamol (at least 30%) after 2 h in simulated gastric conditions (Figure 4B(iv)). A similar
premature drug release after exposure to a medium with a low pH has been detected in previous
studies [40,41,47]. To confirm that the premature release was not simply the result of a dissolved
coating layer, the SUFs were inspected using SEM after the studies at a gastric pH. As expected,
the coating layer remained on the top of the SUFs. Therefore, we believe that the premature
release could be caused by the small molecule size and the high water solubility of paracetamol,
which may allow for the diffusion of the drug through the enteric coating layer [48].
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Figure 3. Tensile test studies. (A) Texture Analyzer setup to characterize the mechanical properties
of flat PDMS dogbone samples. All dimensions are expressed in mm. (B) Bar graphics showing the
strain at failure of top coatings spray-coated onto surface-treated PDMS dogbone samples. Uncoated
PDMS was used as a reference. Data are shown as mean ± SD values (n = 4–5). Statistical significance
is presented as * (p ≤ 0.05), ** (p ≤ 0.01) and **** (p ≤ 0.0001). ns indicates a not significant difference.
(C) SEM image of a cross-section of a 300 µm thick foil residing in a 9h capsule (diameter = 2.69 mm).
The circles show the approximate center plane of each winding, and the numbers correspond to the
strain. The radii of the outer and inner center planes (rc) are 820 µm and 474 µm, respectively. The
scale bar represents 500 µm.
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Figure 4. In vitro drug release studies. (A) µDiss Profiler setup applied to study the release profiles
in vitro. Individual fiber optic probes allow for simultaneous measurements. SUFs were attached to a
cylindrical magnet, and drug release was measured as the concentration of paracetamol in the solution
over time. (B) In vitro release in PBS at a pH of 2.5 of paracetamol-loaded and (i) KMAE100-55-coated
and (ii) EL100-55-coated samples with different concentrations of plasticizer (25, 12.5, and 0%) and EFL
before and (iii) after rolling together with (iv) a bar graphic of paracetamol released after 2 h. The SEM
image illustrates that the coatings appear intact after the release studies in an acidic pH. * indicates a
significant difference with a p-value below 5%. Not significant difference is presented as ns. (C) In vitro
release in PBS at a pH of 7.5 of paracetamol-loaded and (i) KMAE100-55-coated and (ii) EL100-55-coated
samples with different concentrations of plasticizer (25, 12.5, and 0%) and EFL before rolling. The SEM
image illustrates that the compartments were completely empty at the end of the release study at an
intestinal pH. All scale bars represent 500 µm. Data are shown as mean ± SD values (n = 3–4).
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For the studies performed at an intestinal pH, a total release of paracetamol was suc-
cessfully attained from SUFs coated with the different polymeric mixtures (Figure 4C(i,ii)).
No differences in the release profiles were observed between the mixtures containing
EL100-55 and KMAE100-55, for which a total release of paracetamol was achieved after
approximately 20 min. When evaluating the release profile of SUFs coated with EFL, a
slower drug release was noticed (total release after approximately 80 min). This could be
explained by the material properties of EFL, which is a combination of Eudragit® L30D-55,
an enteric polymer, and a flexible sustained-release polymer, Eudragit® NM 30D [43]. It is
believed that the presence of a sustained-release material that disaggregates over time may
delay drug release in comparison with fully enteric polymers that readily dissolve at a pH
above 5.5, such as EL100-55 and KMAE100-55. A slightly slower release at an intestinal
pH could be preferred due to the time required for the capsule to completely disintegrate.
Gelatin capsules become adherent when dissolving, which can cause fouling and interfere
with the release of the formulation to the tissue surface. Therefore, a more sustained release
can be advantageous in preventing premature drug release until the complete opening of
the SUFs.

4. Conclusions

Overall, we investigated flexible enteric coatings for SPED-type devices, such as SUFs,
that enable the encapsulation and protection of solid-state formulations until arrival in
the small intestine. Compared to previous work in this area, we evaluated (i) the integrity
of enteric coatings applied on loaded SUFs, (ii) how the incorporation of PEG 6000 as a
plasticizer affected the flexible properties of the spray-coated mixtures and their respective
drug release in gastric and intestinal conditions, and (iii) the prevention of premature drug
release before the SUF is fully opened at the site of delivery.

Among all the enteric coatings evaluated, EFL seems to be the most suitable material
for flexible SPED devices, such as SUFs. It presented the best performance in terms of
sustaining deformations, the visual characterization of the coating, and in vitro protection
under gastric pH conditions after applying mechanical forces. Our findings demonstrated
that SUFs can be loaded, coated with EFL, and successfully fitted into a capsule without
compromising the integrity of the layer. In addition, protection in a gastric environment
with a maximum of 30% drug loss after 2 h was observed when evaluating SUFs coated
with EFL, as similarly observed in previous studies [40,41,47]. It was also shown that while
the addition of plasticizers, in this case PEG 6000, can improve the flexibility of coating
materials, it potentially compromises their enteric properties. The current studies were
conducted using a highly soluble and commonly used model drug, paracetamol [29,31].
However, further investigations involving macromolecules, such as insulin, are required
to fully understand how drug-specific properties contribute to the coating integrity and
drug protection of EFL, the most suitable enteric coating for SUFs among all the materials
evaluated in this study [49].

Supplementary Materials: The following supporting information can be downloaded at: https://www.
mdpi.com/article/10.3390/pharmaceutics16010081/s1, Figure S1: SEM image of a cross-section of
an empty SUF and its respective thickness (mean ± SD, n = 4). The scale bar represents 500 µm;
Figure S2: Individual stress-strain curves of (A) uncoated PDMS as a reference and PDMS spray
coated with (B) EFL, (C) E0, (D) E12.5, (E) E25, (F) K0, (G) K12.5 and (H) E25 polymeric mixtures.
The measurements were performed within a total of n = 4-5 replicates; Table S1: Thickness of the
respective enteric polymeric mixtures (mean ± SD, n = 3).
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1. Luo, Z.; Paunović, N.; Leroux, J.C. Physical Methods for Enhancing Drug Absorption from the Gastrointestinal Tract. Adv. Drug

Deliv. Rev. 2021, 175, 113814. [CrossRef]
2. Murakami, T. Absorption Sites of Orally Administered Drugs in the Small Intestine. Expert Opin. Drug Discov. 2017, 12, 1219–1232.

[CrossRef] [PubMed]
3. Liu, C.; Kou, Y.; Zhang, X.; Cheng, H.; Chen, X.; Mao, S. Strategies and Industrial Perspectives to Improve Oral Absorption of

Biological Macromolecules. Expert Opin. Drug Deliv. 2017, 15, 223–233. [CrossRef] [PubMed]
4. Wang, J.; Yadav, V.; Smart, A.L.; Tajiri, S.; Basit, A.W. Toward Oral Delivery of Biopharmaceuticals: An Assessment of the

Gastrointestinal Stability of 17 Peptide Drugs. Mol. Pharm. 2015, 12, 966–973. [CrossRef] [PubMed]
5. Wang, J.; Chen, Y.; Han, L.; Xia, S.; Zhang, X.; Xue, P.; Kang, Y.; Ming, J.; Xu, Z. Microenvironment Responsive Pod-Structured

Astaxanthin Nanocarrier for Ameliorating Inflammatory Bowel Disease. Chin. Chem. Lett. 2023, 109029. [CrossRef]
6. Rump, A.; Kromrey, M.L.; Scheuch, E.; Jannin, V.; Rehenbrock, L.; Tzvetkov, M.V.; Weitschies, W.; Grimm, M. In Vivo Evaluation

of a Gastro-Resistant HPMC-Based “Next Generation Enteric” Capsule. Pharmaceutics 2022, 14, 199. [CrossRef] [PubMed]
7. Qiao, M.; Zhang, L.; Ma, Y.; Zhu, J.; Xiao, W. A Novel Electrostatic Dry Coating Process for Enteric Coating of Tablets with

Eudragit®L100-55. Eur. J. Pharm. Biopharm. 2013, 83, 293–300. [CrossRef]
8. Cui, C.; Sun, J.; Wang, X.; Yu, Z.; Shi, Y. Factors Contributing to Drug Release From Enteric-Coated Omeprazole Capsules:

An In Vitro and In Vivo Pharmacokinetic Study and IVIVC Evaluation in Beagle Dogs. Dose-Response 2020, 18, 1559325820908980.
[CrossRef]

9. Amaral Silva, D.; Gomes Davanço, M.; Davies, N.M.; Krämer, J.; de Oliveira Carvalho, P.; Löbenberg, R. Physiologically Relevant
Dissolution Conditions towards Improved In Vitro-In Vivo Relationship—A Case Study with Enteric Coated Pantoprazole Tablets.
Int. J. Pharm. 2021, 605, 120857. [CrossRef]

10. Zhang, S.Q.; Thumma, S.; Chen, G.H.; Deng, W.B.; Repka, M.A.; Li, S.M. In Vitro and In Vivo Evaluation of Tegaserod Maleate
PH-Dependent Tablets. Eur. J. Pharm. Biopharm. 2008, 69, 247–254. [CrossRef]

11. Christfort, J.F.; Strindberg, S.; Al-khalili, S.; Bar-Shalom, D.; Boisen, A.; Nielsen, L.H.; Müllertz, A. In Vitro and In Vivo Comparison
of Microcontainers and Microspheres for Oral Drug Delivery. Int. J. Pharm. 2021, 600, 120516. [CrossRef] [PubMed]

12. Dorkoosh, F.A.; Broekhuizen, C.A.N.; Borchard, G.; Rafiee-Tehrani, M.; Verhoef, J.C.; Junginger, H.E. Transport of Octreotide and
Evaluation of Mechanism of Opening the Paracellular Tight Junctions Using Superporous Hydrogel Polymers in Caco-2 Cell
Monolayers. J. Pharm. Sci. 2004, 93, 743–752. [CrossRef] [PubMed]

13. Dorkoosh, F.A.; Borchard, G.; Rafiee-Tehrani, M.; Verhoef, J.C.; Junginger, H.E. Evaluation of Superporous Hydrogel (SPH) and
SPH Composite in Porcine Intestine Ex-Vivo: Assessment of Drug Transport, Morphology Effect, and Mechanical Fixation to
Intestinal Wall. Eur. J. Pharm. Biopharm. 2002, 53, 161–166. [CrossRef] [PubMed]

14. Dorkoosh, F.A.; Verhoef, J.C.; Verheijden, J.H.M.; Rafiee-Tehrani, M.; Borchard, G.; Junginger, H.E. Peroral Absorption of
Octreotide in Pigs Formulated in Delivery Systems on the Basis of Superporous Hydrogel Polymers. Pharm. Res. 2002, 19,
1532–1536. [CrossRef] [PubMed]

15. Dorkoosh, F.A.; Setyaningsih, D.; Borchard, G.; Rafiee-Tehrani, M.; Verhoef, J.C.; Junginger, H.E. Effects of Superporous Hydrogels
on Paracellular Drug Permeability and Cytotoxicity Studies in Caco-2 Cell Monolayers. Int. J. Pharm. 2002, 241, 35–45. [CrossRef]
[PubMed]

16. Dorkoosh, F.A.; Verhoef, J.C.; Borchard, G.; Rafiee-Tehrani, M.; Verheijden, J.H.M.; Junginger, H.E. Intestinal Absorption of
Human Insulin in Pigs Using Delivery Systems Based on Superporous Hydrogel Polymers. Int. J. Pharm. 2002, 247, 47–55.
[CrossRef]

17. Dorkoosh, F.A.; Stokkel, M.P.M.; Blok, D.; Borchard, G.; Rafiee-Tehrani, M.; Verhoef, J.C.; Junginger, H.E. Feasibility Study on the
Retention of Superporous Hydrogel Composite Polymer in the Intestinal Tract of Man Using Scintigraphy. J. Control. Release 2004,
99, 199–206. [CrossRef]

https://doi.org/10.1016/j.addr.2021.05.024
https://doi.org/10.1080/17460441.2017.1378176
https://www.ncbi.nlm.nih.gov/pubmed/28920464
https://doi.org/10.1080/17425247.2017.1395853
https://www.ncbi.nlm.nih.gov/pubmed/29111841
https://doi.org/10.1021/mp500809f
https://www.ncbi.nlm.nih.gov/pubmed/25612507
https://doi.org/10.1016/j.cclet.2023.109029
https://doi.org/10.3390/pharmaceutics14101999
https://www.ncbi.nlm.nih.gov/pubmed/36297435
https://doi.org/10.1016/j.ejpb.2012.10.006
https://doi.org/10.1177/1559325820908980
https://doi.org/10.1016/j.ijpharm.2021.120857
https://doi.org/10.1016/j.ejpb.2007.10.010
https://doi.org/10.1016/j.ijpharm.2021.120516
https://www.ncbi.nlm.nih.gov/pubmed/33775722
https://doi.org/10.1002/jps.10570
https://www.ncbi.nlm.nih.gov/pubmed/14762912
https://doi.org/10.1016/S0939-6411(01)00222-3
https://www.ncbi.nlm.nih.gov/pubmed/11879998
https://doi.org/10.1023/A:1020416918624
https://www.ncbi.nlm.nih.gov/pubmed/12425472
https://doi.org/10.1016/S0378-5173(02)00115-1
https://www.ncbi.nlm.nih.gov/pubmed/12086719
https://doi.org/10.1016/S0378-5173(02)00361-7
https://doi.org/10.1016/j.jconrel.2004.06.012


Pharmaceutics 2024, 16, 81 12 of 13

18. Buckley, S.T.; Bækdal, T.A.; Vegge, A.; Maarbjerg, S.J.; Pyke, C.; Ahnfelt-Rønne, J.; Madsen, K.G.; Schéele, S.G.; Alanentalo, T.;
Kirk, R.K.; et al. Transcellular Stomach Absorption of a Derivatized Glucagon-like Peptide-1 Receptor Agonist. Sci. Transl. Med.
2018, 10, eaar7047. [CrossRef]

19. Maher, S.; Brayden, D.J. Formulation Strategies to Improve the Efficacy of Intestinal Permeation Enhancers. Adv. Drug Deliv. Rev.
2021, 177, 113925. [CrossRef]

20. Abramson, A.; Caffarel-salvador, E.; Soares, V.; Minahan, D.; Tian, R.Y.; Lu, X.; Dellal, D.; Gao, Y.; Kim, S.; Wainer, J.; et al.
A Luminal Unfolding Microneedle Injector for Oral Delivery of Macromolecules. Nat. Med. 2019, 25, 1512–1518. [CrossRef]

21. Abramson, A.; Caffarel-Salvador, E.; Khang, M.; Dellal, D.; Silverstein, D.; Gao, Y.; Frederiksen, M.R.; Vegge, A.; Hubálek, F.;
Water, J.J.; et al. An Ingestible Self-Orienting System for Oral Delivery of Macromolecules. Science 2019, 363, 611–615. [CrossRef]
[PubMed]

22. Abramson, A.; Frederiksen, M.R.; Vegge, A.; Jensen, B.; Poulsen, M.; Mouridsen, B.; Jespersen, M.O.; Kirk, R.K.; Windum, J.;
Hubálek, F.; et al. Oral Delivery of Systemic Monoclonal Antibodies, Peptides and Small Molecules Using Gastric Auto-Injectors.
Nat. Biotechnol. 2022, 40, 103–109. [CrossRef] [PubMed]

23. Hashim, M.; Korupolu, R.; Syed, B.; Horlen, K.; Beraki, S.; Karamchedu, P.; Dhalla, A.K.; Ruffy, R.; Imran, M. Jejunal Wall Delivery
of Insulin via an Ingestible Capsule in Anesthetized Swine—A Pharmacokinetic and Pharmacodynamic Study. Pharmacol. Res.
Perspect. 2019, 7, e00522. [CrossRef] [PubMed]

24. Home—Rani Therapeutics. Available online: https://www.ranitherapeutics.com/ (accessed on 26 December 2023).
25. Dhalla, A.K.; Al-Shamsie, Z.; Beraki, S.; Dasari, A.; Fung, L.C.; Fusaro, L.; Garapaty, A.; Gutierrez, B.; Gratta, D.; Hashim, M.; et al.

A Robotic Pill for Oral Delivery of Biotherapeutics: Safety, Tolerability, and Performance in Healthy Subjects. Drug Deliv. Transl.
Res. 2022, 12, 294–305. [CrossRef] [PubMed]

26. Jørgensen, J.R.; Jepsen, M.L.; Nielsen, L.H.; Dufva, M.; Nielsen, H.M.; Rades, T.; Boisen, A.; Müllertz, A. Microcontainers for Oral
Insulin Delivery—In Vitro Studies of Permeation Enhancement. Eur. J. Pharm. Biopharm. 2019, 143, 98–105. [CrossRef] [PubMed]

27. Jørgensen, J.R.; Thamdrup, L.H.E.; Kamguyan, K.; Nielsen, L.H.; Nielsen, H.M.; Boisen, A.; Rades, T.; Müllertz, A. Design of a
Self-Unfolding Delivery Concept for Oral Administration of Macromolecules. J. Control. Release 2021, 329, 948–954. [CrossRef]
[PubMed]

28. Ghavami, M.; Pedersen, J.; Bech, R.; Kristian, A.; Alstrup, O.; Zhang, Z.; Koulianou, V.; Palmfeldt, J.; Vorup-jensen, T.; Thamdrup, E.; et al.
A Self-Unfolding Proximity Enabling Device for Oral Delivery of Macromolecules. J. Control. Release 2023, 361, 40–52. [CrossRef]

29. Boateng, J.S.; Matthews, K.H.; Auffret, A.D.; Humphrey, M.J.; Stevens, H.N.; Eccleston, G.M. In Vitro Drug Release Studies of
Polymeric Freeze-Dried Wafers and Solvent-Cast Films Using Paracetamol as a Model Soluble Drug. Int. J. Pharm. 2009, 378,
66–72. [CrossRef]

30. Obeidat, W.M.; Nokhodchi, A.; Alkhatib, H. Evaluation of Matrix Tablets Based on Eudragit®E100/Carbopol®971P Combinations
for Controlled Release and Improved Compaction Properties of Water Soluble Model Drug Paracetamol. AAPS PharmSciTech
2015, 16, 1169–1179. [CrossRef]

31. Osman, Z.; Farah, Y.; Ali Hassan, H.; Elsayed, S. Comparative Physicochemical Evaluation of Starch Extracted from Pearl Millet
Seeds Grown in Sudan as a Pharmaceutical Excipient against Maize and Potato Starch, Using Paracetamol as a Model Drug. Ann.
Pharm. Françaises 2021, 79, 28–35. [CrossRef]

32. Serrati, S.; Martinelli, C.; Palazzo, A.; Iacobazzi, R.M.; Perrone, M.; Ong, Q.K.; Luo, Z.; Bekdemir, A.; Pinto, G.; Cavalleri, O.; et al.
Reproducibility Warning: The Curious Case of Polyethylene Glycol 6000 and Spheroid Cell Culture. PLoS ONE 2020, 15, e0224002.
[CrossRef] [PubMed]

33. Gohil, S.V.; Suhail, S.; Rose, J.; Vella, T.; Nair, L.S. Polymers and Composites for Orthopedic Applications. Mater. Devices Bone
Disord. 2017, 8, 349–403. [CrossRef]

34. Katz, S.; Lachman, N.; Hafif, N.; Rosh, L.; Pevzner, A.; Lybman, A.; Amitay-Rosen, T.; Nir, I.; Rotter, H. Studying the Physical
and Chemical Properties of Polydimethylsiloxane Matrix Reinforced by Nanostructured TiO2 Supported on Mesoporous Silica.
Polymers 2023, 15, 81. [CrossRef] [PubMed]

35. Miranda, I.; Souza, A.; Sousa, P.; Ribeiro, J.; Castanheira, E.M.S.; Lima, R.; Minas, G. Properties and Applications of PDMS for
Biomedical Engineering: A Review. J. Funct. Biomater. 2022, 13, 2. [CrossRef] [PubMed]

36. Trantidou, T.; Elani, Y.; Parsons, E.; Ces, O. Hydrophilic Surface Modification of Pdms for Droplet Microfluidics Using a Simple,
Quick, and Robust Method via Pva Deposition. Microsyst. Nanoeng. 2017, 3, 16091. [CrossRef] [PubMed]

37. DiNunzio, J.; Forster, S.; Brown, C. Melt Extrusion: Pharmaceutical Applications. In Concise Encyclopedia of Biomedical Polymers
and Polymeric Biomaterials; CRC Press: Boca Raton, FL, USA, 2017; pp. 827–844. [CrossRef]

38. Nguyen, M.N.; Tran, P.H.; Tran, T.T. A Single Layer Film Coating for Colon-Targeted Oral Delivery. Int. J. Pharm. 2019, 25,
402–409. [CrossRef] [PubMed]

39. Marizza, P.; Keller, S.S.; Müllertz, A.; Boisen, A. Polymer-Filled Microcontainers for Oral Delivery Loaded Using Supercritical
Impregnation. J. Control. Release 2013, 173, 1–9. [CrossRef]

40. Nielsen, L.H.; Melero, A.; Keller, S.S.; Jacobsen, J.; Garrigues, T.; Rades, T.; Müllertz, A.; Boisen, A. Polymeric Microcontainers
Improve Oral Bioavailability of Furosemide. Int. J. Pharm. 2016, 504, 98–109. [CrossRef]

41. Abid, Z.; Strindberg, S.; Javed, M.M.; Mazzoni, C.; Vaut, L.; Nielsen, L.H.; Gundlach, C.; Petersen, R.S.; Müllertz, A.; Boisen, A.; et al.
Biodegradable Microcontainers-towards Real Life Applications of Microfabricated Systems for Oral Drug Delivery. Lab Chip 2019,
19, 2905–2914. [CrossRef]

https://doi.org/10.1126/scitranslmed.aar7047
https://doi.org/10.1016/j.addr.2021.113925
https://doi.org/10.1038/s41591-019-0598-9
https://doi.org/10.1126/science.aau2277
https://www.ncbi.nlm.nih.gov/pubmed/30733413
https://doi.org/10.1038/s41587-021-01024-0
https://www.ncbi.nlm.nih.gov/pubmed/34462588
https://doi.org/10.1002/prp2.522
https://www.ncbi.nlm.nih.gov/pubmed/31584244
https://www.ranitherapeutics.com/
https://doi.org/10.1007/s13346-021-00938-1
https://www.ncbi.nlm.nih.gov/pubmed/33604838
https://doi.org/10.1016/j.ejpb.2019.08.011
https://www.ncbi.nlm.nih.gov/pubmed/31425857
https://doi.org/10.1016/j.jconrel.2020.10.024
https://www.ncbi.nlm.nih.gov/pubmed/33086101
https://doi.org/10.1016/j.jconrel.2023.07.041
https://doi.org/10.1016/j.ijpharm.2009.05.038
https://doi.org/10.1208/s12249-015-0301-5
https://doi.org/10.1016/j.pharma.2020.08.004
https://doi.org/10.1371/journal.pone.0224002
https://www.ncbi.nlm.nih.gov/pubmed/32191706
https://doi.org/10.1016/B978-0-12-802792-9.00008-2
https://doi.org/10.3390/polym15010081
https://www.ncbi.nlm.nih.gov/pubmed/36616430
https://doi.org/10.3390/jfb13010002
https://www.ncbi.nlm.nih.gov/pubmed/35076525
https://doi.org/10.1038/micronano.2016.91
https://www.ncbi.nlm.nih.gov/pubmed/31057854
https://doi.org/10.1081/E-EBPPC-120050541
https://doi.org/10.1016/j.ijpharm.2019.01.066
https://www.ncbi.nlm.nih.gov/pubmed/30738130
https://doi.org/10.1016/j.jconrel.2013.09.022
https://doi.org/10.1016/j.ijpharm.2016.03.050
https://doi.org/10.1039/C9LC00527G


Pharmaceutics 2024, 16, 81 13 of 13

42. Christfort, J.F.; Strindberg, S.; Plum, J.; Hall-Andersen, J.; Janfelt, C.; Nielsen, L.H.; Müllertz, A. Developing a Predictive In
Vitro Dissolution Model Based on Gastrointestinal Fluid Characterisation in Rats. Eur. J. Pharm. Biopharm. 2019, 142, 307–314.
[CrossRef]

43. Müller-Albers, J.; Guha, A.; Assmus, M. Use of an Advanced New Enteric Combination Polymer with Multiple Unit Pellet Systems
and Other Multiparticulates. Available online: https://www.americanpharmaceuticalreview.com/Featured-Articles/357688
-Use-of-an-Advanced-New-Enteric-Combination-Polymer-with-Multiple-Unit-Pellet-Systems-and-other-Multiparticulates/ (ac-
cessed on 13 September 2023).

44. Zhang, S.; Ge, C.; Liu, R. Mechanical Characterization of the Stress-Strain Behavior of the Polydimethylsiloxane (PDMS) Substate
of Wearable Strain Sensors under Uniaxial Loading Conditions. Sens. Actuators A Phys. 2022, 341, 113580. [CrossRef]

45. European Commission Commission Regulation (EU) No 231/2012. Available online: https://eur-lex.europa.eu/legal-content/
EN/TXT/?uri=celex:32012R0231 (accessed on 27 November 2023).

46. Leonardi, D.; Barrera, M.G.; Lamas, M.C.; Salomón, C.J. Development of Prednisone: Polyethylene Glycol 6000 Fast-Release
Tablets from Solid Dispersions: Solid-State Characterization, Dissolution Behavior, and Formulation Parameters. AAPS Pharm-
SciTech 2007, 8, 221–228. [CrossRef] [PubMed]

47. Mazzoni, C.; Tentor, F.; Strindberg, S.A.; Nielsen, L.H.; Keller, S.S.; Alstrøm, T.S.; Gundlach, C.; Müllertz, A.; Marizza, P.; Boisen, A.
From Concept to In Vivo Testing: Microcontainers for Oral Drug Delivery. J. Control. Release 2017, 268, 343–351. [CrossRef]
[PubMed]

48. Granberg, R.A.; Rasmuson, Å.C. Solubility of Paracetamol in Pure Solvents. J. Chem. Eng. Data 1999, 44, 1391–1395. [CrossRef]
49. Goyanes, A.; Wang, J.; Buanz, A.; Martínez-Pacheco, R.; Telford, R.; Gaisford, S.; Basit, A.W. 3D Printing of Medicines: Engineering

Novel Oral Devices with Unique Design and Drug Release Characteristics. Mol. Pharm. 2015, 12, 4077–4084. [CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.

https://doi.org/10.1016/j.ejpb.2019.07.007
https://www.americanpharmaceuticalreview.com/Featured-Articles/357688-Use-of-an-Advanced-New-Enteric-Combination-Polymer-with-Multiple-Unit-Pellet-Systems-and-other-Multiparticulates/
https://www.americanpharmaceuticalreview.com/Featured-Articles/357688-Use-of-an-Advanced-New-Enteric-Combination-Polymer-with-Multiple-Unit-Pellet-Systems-and-other-Multiparticulates/
https://doi.org/10.1016/j.sna.2022.113580
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=celex:32012R0231
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=celex:32012R0231
https://doi.org/10.1208/pt0804108
https://www.ncbi.nlm.nih.gov/pubmed/18181529
https://doi.org/10.1016/j.jconrel.2017.10.013
https://www.ncbi.nlm.nih.gov/pubmed/29054373
https://doi.org/10.1021/je990124v
https://doi.org/10.1021/acs.molpharmaceut.5b00510

	Introduction 
	Materials and Methods 
	Materials 
	Fabrication of PDMS Foils 
	Preparation and Incorporation of SUFs into a Capsule 
	Tensile Characterization of the Coatings Using a Texture Analyzer 
	In Vitro Release Studies 
	Data Treatment 

	Results and Discussion 
	Preparation and Incorporation of SUFs into a Capsule 
	Tensile Characterization of the Coatings Using a Texture Analyzer 
	In Vitro Release Studies 

	Conclusions 
	References

