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Abstract: Low-dose tablet formulations were produced with excellent homogeneity based on
drug-loaded electrospun fibers prepared by single-needle as well as scaled-up electrospinning
(SNES and HSES). Carvedilol (CAR), a BCS II class compound, served as the model drug while
poly (vinylpyrrolidone-co-vinyl acetate) (PVPVA64) was adopted as the fiber-forming polymer.
Scanning electron microscopy (SEM) imaging was used to study the morphology of HSES and SNES
samples. Different homogenization techniques were compared to maximize homogeneity: mixing
in plastic bags and in a high-shear granulator resulting in low-shear mixing (LSM) and high-shear
mixing (HSM). Drug content and homogeneity of the tablets were measured by UV-Vis spectrometry,
the results revealed acceptably low-dose fluctuations especially with formulations homogenized with
HSM. Sieve analysis was used on the final LSM and HSM powder mixtures in order to elucidate the
observed differences between tablet homogeneity. Tablets containing drug-loaded electrospun fibers
were also studied by Raman mapping demonstrating evenly distributed CAR within the corpus.

Keywords: carvedilol; poly (vinylpyrrolidone-co-vinyl acetate); high-speed electrospinning;
high-shear mixing; homogenization; Raman mapping; sieve analysis

1. Introduction

Tablets are generally regarded as the most popular and accepted dosage forms in pharmaceutical
technology. Their ease of manufacturing and high patient compliance make them an ideal choice for both
the industry and therapeutics [1]. Tablets are available with doses ranging from very low (micrograms)
to very high (1–2 g). In such extreme cases, manufacturing becomes more challenging which is especially
true for microgram dosed formulations. Handling low quantities of active pharmaceutical ingredients
(APIs) can often lead to decreased drug content and high relative standard deviation (RSD) values in
the final batches [2]. Proper content uniformity (CU) among others is one of the basic requirements of
tablets by Pharmacopeias across the world [3] ensuring high quality and patient safety.

In terms of formulation development, amorphous solid dispersions (ASD) are getting more recognition
since enhanced dissolution and bioavailability can be achieved this way [4]. Techniques capable of
manufacturing ASDs on the industrial scale, such as spray drying (SD) [5] and hot-melt extrusion (HME) [6]
have already produced FDA approved formulations such as Raplixa [7] and NuvaRing [8]. However, SD
generally requires high capital investment for the equipment and its maintenance, while it has a low thermal
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efficiency due to the large volume of hot air circulating in the drying chamber [9]. HME usually operates
at even higher temperatures that should be avoided in case of thermosensitive components and it is not
applicable for ASD formation in case of APIs of very high melting points [10].

On the other hand, both SD and HME are continuous technologies, which are heavily encouraged
by the leading regulatory agencies [11]. Continuous manufacturing has multiple advantages
over traditional batch methods, such as huge improvement in productivity, time-efficiency, less
energy requirement and a reduced amount of actual waste [12]. As of today, three products
have been produced and approved this way in the following chronological order: Orkambi
(lumacaftor/ivacaftor) manufactured by Vertex [13], Prezista (darunavir) produced by Janssen [14]
and Symdeko (tezacaftor/ivacaftor and ivacaftor) also developed by Vertex [15].

Electrospinning (ES) is a unique method enabling the production of ASDs from a polymer solution
or melt [16,17]. Applying ES polymer fibers are formed in the micro and nanometer scale by the creation
and elongation of an electrified fluid jet [18]. In comparison with the aforementioned ASD producing
technologies, ES operates at ambient conditions resulting in a gentle drying process at minimal costs [19].
The electrospun fibers have an enormous surface area where the API is often molecularly dispersed
in a polymer matrix, producing a nano-amorphous solid dispersion (NASD) [20–23]. ES is also being
investigated for various biomedical purposes for its advantages in controlled delivery [24–27], tissue
engineering [28,29], wound dressing, enzyme immobilization and biodrug delivery [30].

Regarding scaled-up nanofiber production, the high-speed electrospinning (HSES) technology has
the capability to produce approximately half kg of product per hour [31] in accordance with industrial
guidelines, while the traditional single-needle electrospinning (SNES) technique can only produce a
few grams per hour at best [32,33]. HSES achieves this increased output by combining electrostatic and
high-speed rotational jet generation [34,35]. There are also other alternate methods such as pressurized
gyration [36], infusion gyration [37] and pressure-coupled infusion gyration [38], that have shown the
capability of increased nanofiber output. The latest results and their possible future implications are
assembled in a most recent review article [39].

The tableting of electrospun nanofibrous materials is a rather new concept so only a few studies
have been reported that tackle this field [40–42]. However, there is no publication dealing with the
homogeneity challenges in tablet formulation. Based on our previous experiences, this can be mainly
attributed to the flowability concerns during downstream processing of the ES material. Moreover,
ensuring homogeneity, and thus, appropriate CU can be a tall order when very low doses are needed
especially in the case of tablets based on electrospun fibers [43].

To produce ES-based tablets on the industrial scale at any dose, the homogenization characteristics
need to be better comprehended and implemented. This work aimed at developing a suitable
technology to provide low-dose tablets with proper homogeneity containing electrospun substance
prepared by an industrial HSES process. For this purpose, a direct compression (DC) technology was
intended to be applied along with industrial tableting by a tablet rotary press. A model system was
selected containing carvedilol (CAR, Figure 1), an antihypertensive drug, and PVPVA64, a copolymer
as the matrix forming agent (the model drug was selected for analytical reasons, not for any biological
relevance at such a low concentration).

Figure 1. Carvedilol.
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2. Materials and Methods

2.1. Materials

Carvedilol (CAR) was provided by Sigma-Aldrich (Budapest, Hungary) with purity ≥ 98%
and a melting point of 117 ◦C. Kollidon VA 64 (Copovidone, PVPVA64) was supplied by BASF
(Ludwigshafen, Germany), is a vinylpyrrolidone/vinylacetate amorphous copolymer (6:4) with
a molecular weight in the range of 45–70 kDa. Lactose monohydrate (Flowlac 100 mesh) was
provided by Meggle Pharma (Wasserburg, Germany), while microcrystalline cellulose (Vivapur 112),
Croscarmellose sodium (Vivasol) and sodium stearyl fumarate (Pruv) were supplied by JRS Pharma
(Rosenberg, Germany).

2.2. Single-Needle Electrospinning (SNES)

The single-needle electrospinning experiments were carried out using a spinneret equipped with
an NT-35 high voltage DC supply (Unitronik Ltd., Nagykanizsa, Hungary). An electric potential of
25 kV was applied to the spinneret electrode. Sample collection was obtained using a grounded
aluminum plate completely covered by aluminum foil. The distance of the spinneret from the
collector was set at 15 cm, and the experiments were executed at ambient temperature (25 ◦C).
The electrospinnable solution (Table 1) was dosed utilizing a SEP-10S Plus type syringe pump (Aitecs,
Vilnius, Lithuania). The feed rate was 6 mL/h.

Table 1. Tablet composition.

Applied Tableting Ingredients Amount (mg)/Tablet Amount (%)/Tablet
Total Amount of

Materials
(Batch Size 5000 Tablets)

Electrospun/Crys. Carvedilol 0.05 0.05 0.25 g
poly (vinylpyrrolidone-co-vinyl acetate)

(PVPVA64) 4.95 4.95 24.75 g

Flowlac 100 mesh (amorphous lactose) 65.00 65.00 325 g
Microcrystalline cellulose (MCC) 112 25.50 25.50 127.5 g

Croscarmellose sodium (CCS) 3.00 3.00 15.0 g
Sodium stearyl fumarate (Pruv) 1.5 1.50 7.5 g

∑ 100.0 100.0 500.00 g

2.3. High-Speed Electrospinning (HSES)

The scaled-up electrospinning productions were achieved by adopting a high-speed electrostatic
spinning setup made up of a stainless steel spinneret with sharp edges and spherical cap geometry
controlled by a high-speed motor. The electrospinnable solution was dosed by means of a SEP-10S
Plus syringe pump. The flow rate was set at 750 mL/h. A rotational speed of 35,000 rpm was applied
to the spinneret, while the voltage was 35 kV through the experiments (NT-65 high voltage DC supply
Unitronik Ltd., Nagykanizsa, Hungary). The grounded collector completely covered by aluminum foil
was positioned 35 cm from the spinneret in each case. The manufacture of fibers was carried out at
ambient temperature (25 ◦C). More details about HSES can be found in the literature [44].

2.4. Low-Shear and High-Shear Homogenization

Homogenizations were carried out in plastic bags (low-shear mixing, LSM) or in a Diosna P-06
high-shear mixer (HSM). The tablet composition is detailed in Table 1.

A 100-mesh amorphous lactose called Flowlac was used as the filler, microcrystalline cellulose
type 112 was applied as the binder, croscarmellose sodium (CCS) was adopted as the superdisintegrant
and sodium stearyl fumarate (SSF) was implemented as the lubricant.

In the HSM setup, the chopper blades are set horizontally, which is standard for Diosna
high-shear mixers.
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In practice, all ingredients except the API and SSF were placed into plastic bags (LSM) or into
the HSM, where they were pre-homogenized in 2 min (200 rpm impeller, 600 rpm chopper for
HSM). Then the electrospun product or the crystalline CAR was added to the mixture, where it was
homogenized in 7 min (200 rpm impeller, 850 rpm chopper for HSM). Upon completion, the mixtures
were sieved applying a 500 µm sieve. Finally, SSF was added and blended with the other components
in 30 s (200 rpm impeller, 0 rpm chopper for HSM).

2.5. Tableting and in Process Control (IPC) Tests

The average tablet weight was set to 100 mg, with the dose of CAR at 50 µg. Tableting was
performed on a Riva Piccola tablet rotary press machine using 8 tablet dies with 6 mm diameter and
no markings. Table speed was 40 rpm, Fill-O-Matic was 7 rpm and compression force was between
1–1.5 kN. A reference batch was also produced containing crystalline carvedilol as the API. Each batch
consisted of 5000 tablets.

The compressed tablets were evaluated by IPC tests, such as tablet weight, thickness, hardness,
friability measurement and time of disintegration. The first 3 were determined by an Erweka
MultiCheck apparatus, while friability tests were conducted in a Pharmatest PTFR-A analyzer and
disintegration time was measured in a Pharmatest PTZ-Auto disintegration tester. All in all 10 tablets
were examined by the MultiCheck, 6 tablets were studied by the PTZ-Auto and tablets with the
sum weight of 6.5 g were evaluated by the PTFR-A. Friability tests were made according to the
Pharmacopeias with 100 turns in 4 min [45].

2.6. Scanning Electron Microscopy (SEM) and Fiber Diameter Analysis

Sample morphology was studied by applying a JEOL 6380LVa (JEOL, Tokyo, Japan) type scanning
electron microscope. Initially, the samples were secured by virtue of a conductive double-sided carbon
adhesive tape, then were coated with an alloy consisting of gold-palladium prior to investigation.
The applied accelerating voltage was between 15 and 25 kV, while the working distance was in the
range of 12–16 mm. A randomized fiber diameter determination method developed in-house was
implemented as described in our previous work [46], n = 100 measurements were made on each sample.

2.7. Differential Scanning Calorimetry (DSC)

The differential scanning calorimetry (DSC) experiments were made with a DSC 92 Setaram
device (Caluire, France). The average sample weight of ~10–15 mg was placed in a closed aluminum
pan. A nitrogen purge gas flow of 50 mL/min was used in all experiments. The temperature program
started with a preliminary isothermal period that lasted for 1 min at 25 ◦C. Upon completion, a
subsequent linear heating phase ensued from 25 ◦C to 200 ◦C at a rate of 10 ◦C/min. Purified indium
standard was applied for calibration.

2.8. Raman Mapping

Raman mapping was performed using Horiba Jobin-Yvon LabRAM-type microspectrometer with
external 785 nm diode laser source and Olympus BX-40 optical microscope. The laser beam was
focused by an objective of 20 × (NA = 0.4) to the tablet surface. The confocal hole of 1000 µm was
used in the confocal system. 950 groove/mm grating monochromator dispersed the backscattered
light. The spectral range of 460–1680 cm−1 was detected as the relevant range with 5 cm−1 resolution.
Spectral data were collected from 41 × 41 points with 25 µm step size. The acquisition time was
40 s and two spectra were averaged per point. The classical least squares (CLS) method was applied
to calculate the concentration of the different materials. All reference spectra (excipients and ES
samples) were recorded and the combination of these was used to approximate the spectra of the maps.
The so-obtained coefficients were depicted in the maps.
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2.9. Content Uniformity Analysis

Content uniformity (CU) was measured by UV-Vis spectrometry. Ten random tablets were
individually put into 10 mL volumetric flasks where they were disintegrated in an acidic buffer
(pH 1) within an ultrasonic bath in 15 min. Upon completion they were filtered by a 0.45 µm
polytetrafluoroethylene (PTFE) syringe filter and the concentration of CAR in the acidic buffer (pH 1)
was determined by a Hewlett-Packard HP 8453G UV-Vis spectrophotometer (Palo Alto, CA, USA) at a
wavelength of 241 nm based on a former calibration.

2.10. Sieve Analysis

Sieve analyses were made on the pure ES material and the final powder mixtures by a Fritsch
Analysette 3 Pro Vibratory Sieve Shaker (Idar-Oberstein, Germany). A total weight of 25 g was
investigated in each case. The pure ES material and the final powder mixtures were sieved for 10 min
with the amplitude set at 0.5. Upon completion, the sieved fractions were weighed and evaluated.

3. Results and Discussion

As briefly mentioned at the beginning of this paper, the goal was to achieve highly homogenous
NASD containing tablets with low doses of API. By doing so, we could develop a standard method
for producing high-quality electrospun products, which meet the requirements of the Pharmacopeias.
Fiber morphology of the HSES fibers was studied and compared with SNES samples by SEM. CU was
evaluated by UV-Vis spectrometry, while API distribution in the tablets was also studied with Raman
mapping and final powder mixture homogeneity was evaluated by sieve analysis.

3.1. Electrospinning

The preparation of the ES samples is detailed in Table 2.

Table 2. Comparison of the details of manufacturing using SNES and HSES.

Sample Preparation
Method

Applied
Solvent

Dissolved PVPVA64
and CAR (99:1) in

10 mL of Solvent (g)

Flow Rate
(mL/h)

Productivity
for Dried

Material (g/h)

PVPVA64 +1%
CAR SNES

Single-needle
electrospinning 96% EtOH 4.00 6 1.8

PVPVA64 +1%
CAR HSES

High-speed
electrospinning 96% EtOH 4.00 750 225

Single-needle electrospinning (SNES) is the basic method for preparing NASD; however, its
production rate (few grams of product an hour) is way too limited for industrial purposes and
applications. Our results fell in line with these assessments since our fiber production with SNES was
only 1.8 g per hour. On the other hand, HSES offered a much higher output rate resulting in 225 g of
fiber production per hour. In both cases, 96% ethanol was adopted as the solvent since it is accepted by
the Pharmacopeia. Using this new technology, it was possible to increase our productivity 125-fold in
regard to the dried product. It is encouraging that the output could have been further increased, but in
this case, it was only a secondary objective.

3.2. Fiber Morphology

Once the ES materials were obtained their morphology were investigated with SEM. The images
are shown in Figure 2. Upon inspecting them the average diameter was 1.02 ± 1.00 µm and
0.80 ± 0.31 µm for the HSES and SNES samples, respectively. However, the HSES sample contained
more beads indicating that further research is required to reach optimal morphology. This outcome
is likely the result of the fiber-forming technology. No crystalline objects were visible in either case,
suggesting their amorphous states.
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Figure 2. Scanning electron microscopic images of PVPVA64 + 1% CAR fibers prepared by high-speed
electrospinning (a) and single-needle electrospinning (b).

3.3. Differential Scanning Calorimetry

To examine the physical state of carvedilol in the electrospun samples, differential scanning
calorimetry measurements were carried out. Physical mixture and pure polymer were used
as reference.

The DSC curves are detailed in Figure 3.

Figure 3. (a,b) Differential scanning calorimetry (DSC) thermograms of PVPVA64, PVPVA64 + 1%
CAR physical mixture and fibers prepared by single-needle and high-speed electrospinning.

According to the thermograms, no endotherm melting peaks of API origin were observable in the
electrospun fibers and only a very slight curvature was detected at 120 degrees Celsius in the physical
mixture (3.b). Based on these results, we can assume that this faint signal comes from the minimal
amount of crystalline carvedilol melting in the aforementioned sample.

These data further indicate that total amorphization was achieved in both the scaled up (HSES)
and regular (SNES) ES samples. The wide endotherm peaks at lower temperatures are related to
water evaporation.
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3.4. Tableting

Once the ES products proved to be amorphous, a direct compression (DC) technology was
developed to compress them. DC technology is the safest, easiest and most economical way to
produce tablets since it takes the least amount of toll on the ingredients through simple and short
homogenization steps [47].

However, in order to successfully apply the technology, proper tableting materials are needed.
For our purposes, as they are briefly summarized in Table 1, an amorphous lactose with exceptional
flowability called Flowlac was co-processed with microcrystalline cellulose (with low water content
< 1.5%). The application of this MCC subtype was preferable since ES products are hygroscopic.
The adoption of both materials was desirable since (as it was described in our previous work [48]) the
electrospun samples can adhere to their surfaces. Ultimately, this phenomenon sets the foundation to
achieve proper homogenization.

Croscarmellose sodium, specifically developed for manufacturing tablets was used as the
superdisintegrant. These agents provide superior disintegration properties compared to regular
disintegrants while maintaining a low-dose (1–4%) in the formulation [49]. Lastly, Sodium stearyl
fumarate (Pruv), was adopted to lubricate the tablets. It is a hydrophilic agent, that has advantages
compared to magnesium stearate such as less sensitivity to over-lubrication [50].

For the DC technology only plastic bags, a high-shear mixer, and a tablet rotary press were
required. Only the HSES samples were compressed into tablets since the production of sufficient
amounts of ingredients by SNES would have taken days to fabricate. Overall, 6 batches were produced
4 of which contained ES product. Two were manually homogenized in plastic bags emulating industrial
container homogenization and the other two were homogenized in an HSM. The final two batches
contained crystalline carvedilol serving as reference. One was homogenized in LSM conditions and
the other by HSM. The batch characteristics are detailed in Table 3.

Table 3. Batch characteristics and their IPC results (A and B are repetitions of the same technology).

Characteristics LSM
Reference

HSM
Reference

LSM HSES
Batch A

LSM HSES
Batch B

HSM HSES
Batch A

HSM HSES
Batch B

API type Crystalline
CAR

Crystalline
CAR

Electrospun
CAR

Electrospun
CAR

Electrospun
CAR

Electrospun
CAR

Method of
homogenization

Manual
(LSM)

High-shear
(HSM)

Manual
(LSM)

Manual
(LSM)

High-shear
(HSM)

High-shear
(HSM)

Weight (mg) 99.9 ± 0.5 99.2 ± 0.7 99.2 ± 0.8 100.2 ± 0.7 100.9 ± 1.0 99.8 ± 1.1

Thickness (mm) 3.08 ± 0.44 3.02 ± 0.54 3.06 ± 0.69 3.04 ± 0.57 3.05 ± 0.60 3.03 ± 0.52

Hardness (N) 64.3 ± 7.62 69.2 ± 6.22 60.6 ± 5.67 63.8 ± 7.51 68.6 ± 5.11 62.7 ± 6.71

Diameter (mm) 5.97 ± 0.19 5.95 ± 0.22 5.97 ± 0.27 5.98 ± 0.17 5.99 ± 0.29 5.97 ± 0.21

Friability (%) 0.21 0.31 0.39 0.25 0.20 0.27

Disintegration (s) 84 95 103 119 138 125

The HSM suitable for executing multiple technological steps, such as homogenization, granulation,
and drying, was expected to work well with the ES product [51]. Once the homogenizations were
completed, the mixtures were compressed into tablets using a tablet rotary press without any problems.
IPC tests were carried out to evaluate the oral dosage forms. The summary of the results is detailed in
Table 3.

According to the IPC results, all batches had roughly the same properties without any
unacceptable data. Friability was well below the 1% limit, while disintegration [52] was easily achieved
within 30 min both criteria set by the Pharmacopeias.
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3.5. Content Uniformity

The measured average API contents and their homogeneity are detailed in Table 4. The batches
containing crystalline carvedilol yielded expected results with acceptable API content and high RSD
values. These results can be linked to the low quantity of API (250 mg) applied and to the fact that
the average particle size of crystalline carvedilol is quite large, that makes its proper homogenization
quite difficult in such a small dose. This phenomenon could not be solved even in the HSM since
SD and RSD values were still too high, 4.65 and 5.13 respectively. Out of the ES samples, the batches
homogenized in HSM proved to be much better than the LSM tablets homogenized in plastic bags
under low-shear conditions. To differentiate between the samples, additional measurements were
carried out.

Table 4. UV-Vis results.

Sample
Number

Carvedilol %

LSM
Reference

HSM
Reference LSM ES A LSM ES B HSM ES A HSM ES B

Average 98.76 97.68 94.19 93.21 97.63 96.71
SD (%) 7.43 4.65 9.50 6.80 2.04 2.49

RSD 7.52 5.13 10.08 7.30 2.09 2.58

3.6. Raman Mapping Results

To evaluate the homogeneity differences between LSM and HSM ES tablets, Raman maps were
taken of the aforementioned solid dosage forms. Raman mapping is a non-destructive analytical
method enabling API homogeneity measurements in pharmaceuticals [53]. Analyses were conducted
on individual tablet surfaces, one from each batch.

Since directly searching for the API at such a low-dose (50 µg) with Raman spectrometry is a very
challenging task, an indirect method was applied. Given the fact, that the API is molecularly dispersed
in the PVPVA64 polymer matrix [54], we can assume that the homogeneity of the API is related to the
homogeneity of the polymer. Consequently, the maps were taken accordingly. These results are shown
in Figure 4.

Figure 4. Raman maps of LSM (a) and HSM (b) ES tablets (colorful images show the distribution of the
PVPVA64 polymer).

Upon inspecting the maps, the distribution of API could be indirectly investigated, but only slight
differences were detected within the standalone tablets. This result indicates, that the API containing
polymer is evenly distributed in the single solid dosage forms. However, this still does not explain the
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large inhomogeneity deviations discovered by the CU measurement, which is a result of evaluating
multiple tablets at once.

3.7. Sieve Analysis

Since the analysis of single tablets did not clarify the deviations between the LSM and HSM,
sieve analysis was chosen as an alternative method. A total weight of 25 g (the equivalent of
250 tablets) of LSM and HSM final powder mixtures along with the pure fibers were analyzed,
whose results are detailed in Table 5. Both LSM and HSM tablets are mainly (more than 90%) made up
of lactose and microcrystalline cellulose tableting materials, whose average particle sizes are 150 and
130 µm respectively.

Table 5. Sieve analysis results (the mixtures contain 5% ES material).

Sieve Size (µm) Pure ES Material (g) LSM Final Powder Mixture (g) HSM Final Powder Mixture (g)

355 13.80 0.22 0.02
180 1.61 5.02 5.41
90 1.03 9.22 9.35

sub 90 8.56 10.54 10.22

According to the weighed sieve fractions, HSM homogenization was able to decrease the 355 µm
portion by more than ten times compared to LSM mixing. This is crucial since the bulk of the pure
electrospun materials was recovered on this sieve and, more importantly for complete homogenization,
particle sizes should be as close to each other as possible to avoid segregation [55]. Based on these
results, the high-performance impeller and chopper blades present in the HSM can further reduce
the average particle sizes (due to high shear forces) of the fibrous materials, thus superior mixing of
materials can be realized. These aforementioned fractions were also evaluated by Raman spectroscopy
to look for traces of electrospun material. The spectra are shown in Figure 5.

Figure 5. Raman spectra pure ES (red) and sieved (black) material.

It is clear that the spectrum of the sieved material is almost identical to the spectrum of the
starting ES material ultimately proving that the API containing polymer was detected in the sieved
mixture. In the end, this resulted in higher inhomogeneity among LSM tablets compared to HSM
tablets. This outcome can be linked to Table 4 where the high SD and RSD values of the LSM tablets
validate these findings.
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Based on these results it is clear that a greater sample size was needed to be evaluated in
order to identify the causes of homogeneity differences observed between the mixing methods.
By implementing sieve analysis, the equivalent of 250 tablets could be screened, which enables
broader examination compared to single tablet Raman mapping.

This outcome proves that the high-shear mixer coupled with the direct compression technology
should be the first method of choice when proper homogenization of electrospun samples is required.

4. Conclusions

A low-dose, highly homogenous tablet formulation made from drug-loaded electrospun fibers
was demonstrated by applying HSM homogenization. Carvedilol, an antihypertensive drug was
used as the model API, while PVPVA64 was adopted as the matrix forming polymer. Electrospinning
was carried out by HSES with increased productivity, while the SNES technology was applied as the
reference. Homogenizations were made in plastic bags (LSM) and in an HSM, while tableting was
performed by a tablet rotary press. Tablet batches containing crystalline carvedilol served as reference.
Sieve analysis was used to study the particle size distribution in the final LSM and HSM powder
mixtures. API content and homogeneity were measured by UV-Vis spectrometry, while the latter was
also studied by Raman mapping.

HSM homogenization seems to be the preferred method of choice for preparing highly
homogenous tablets containing electrospun NASDs. Their RSD values were much lower than their
LSM counterparts. It is encouraging that this was achievable, despite setting a low API dose (50 µg) for
the tablets. The technology can be scaled up easily, which could be truly beneficial for both academic
researchers at universities and pharmaceutical technologists in the industry.

Author Contributions: G.F. designed and accomplished the experiments, like electrospinning and homogenization.
A.F. performed and evaluated the Raman mapping measurements. A.B. carried out the SEM analysis, while B.F.
performed and evaluated the fiber diameter measurements. E.B., B.D., and B.S. evaluated the results. Z.K.N. and
G.M. finalized the manuscript.

Acknowledgments: This project was supported by the New Széchenyi Plan (project ID:
TÁMOP-4.2.1/B-09/1/KMR-2010-0002), OTKA grant KH 124541, PD 116122, PD-121051, GINOP-2.1.1-15-2015-00541,
ÚNKP-17-4-I and ÚNKP-17-4-II New National Excellence Program of the Ministry of Human Capacities, BME-KKP
and the János Bolyai Research Scholarship of the Hungarian Academy of Sciences. This work was supported by
the National Research, Development and Innovation in the frame of FIEK_16-1-2016-0007 (Higher Education and
Industrial Cooperation Center) project.

Conflicts of Interest: The authors declare no conflict of interest.

References

1. Lieberman, H.A.; Lachman, L. Pharmaceutical Dosage Forms: Tablets; M. Dekker: New York, NY, USA, 1981.
2. Muselik, J.; Franc, A.; Dolezel, P.; Gonec, R.; Krondlova, A.; Lukasova, I. Influence of process parameters on

content uniformity of a low dose active pharmaceutical ingredient in a tablet formulation according to GMP.
Acta Pharm. 2014, 64, 355–367. [CrossRef] [PubMed]

3. US Pharmacopeia. Uniformity of Dosage Units/Content Uniformity. Available online: http://www.drugfuture.
com/Pharmacopoeia/usp35/PDF/0420-0423%20[905]%20UNIFORMITY%20OF%20DOSAGE%20UNITS.pdf
(accessed on 8 February 2017).

4. Baghel, S.; Cathcart, H.; O’Reilly, N.J. Polymeric amorphous solid dispersions: A review of amorphization,
crystallization, stabilization, solid-state characterization, and aqueous solubilization of biopharmaceutical
classification system class II drugs. J. Pharm. Sci. 2016, 105, 2527–2544. [CrossRef] [PubMed]

5. Paudel, A.; Worku, Z.A.; Meeus, J.; Guns, S.; Van den Mooter, G. Manufacturing of solid dispersions of
poorly water soluble drugs by spray drying: Formulation and process considerations. Int. J. Pharm. 2013,
453, 253–284. [CrossRef] [PubMed]

6. Patil, H.; Tiwari, R.V.; Repka, M.A. Hot-melt extrusion: From theory to application in pharmaceutical
formulation. AAPS Pharm. Sci. Technol. 2016, 17, 20–42. [CrossRef] [PubMed]

http://dx.doi.org/10.2478/acph-2014-0022
http://www.ncbi.nlm.nih.gov/pubmed/25296681
http://www.drugfuture.com/Pharmacopoeia/usp35/PDF/0420-0423%20[905]%20UNIFORMITY%20OF%20DOSAGE%20UNITS.pdf
http://www.drugfuture.com/Pharmacopoeia/usp35/PDF/0420-0423%20[905]%20UNIFORMITY%20OF%20DOSAGE%20UNITS.pdf
http://dx.doi.org/10.1016/j.xphs.2015.10.008
http://www.ncbi.nlm.nih.gov/pubmed/26886314
http://dx.doi.org/10.1016/j.ijpharm.2012.07.015
http://www.ncbi.nlm.nih.gov/pubmed/22820134
http://dx.doi.org/10.1208/s12249-015-0360-7
http://www.ncbi.nlm.nih.gov/pubmed/26159653


Pharmaceutics 2018, 10, 114 11 of 13

7. BioPharm. FDA Approves First Spray-Dried Biologic. Available online: http://www.biopharminternational.
com/fda-approves-first-spray-dried-biologic (accessed on 7 May 2017).

8. Review, A.P. Recent Innovations in Pharmaceutical Hot Melt Extrusion. Available online:
https://www.americanpharmaceuticalreview.com/Featured-Articles/179317-Recent-Innovations-
in-Pharmaceutical-Hot-Melt-Extrusion/ (accessed on 4 June 2017).

9. Sosnik, A.; Seremeta, K.P. Advantages and challenges of the spray-drying technology for the production of
pure drug particles and drug-loaded polymeric carriers. Adv. Colloid Interface Sci. 2015, 223, 40–54. [CrossRef]
[PubMed]

10. Crowley, M.M.; Zhang, F.; Repka, M.A.; Thumma, S.; Upadhye, S.B.; Kumar Battu, S.; McGinity, J.W.;
Martin, C. Pharmaceutical applications of hot-melt extrusion: Part I. Drug Dev. Ind. Pharm. 2007, 33, 909–926.
[CrossRef] [PubMed]

11. Lee, S.L.; O’Connor, T.F.; Yang, X.; Cruz, C.N.; Chatterjee, S.; Madurawe, R.D.; Moore, C.M.V.; Yu, L.X.;
Woodcock, J. Modernizing pharmaceutical manufacturing: From batch to continuous production. J. Pharm.
Innov. 2015, 10, 191–199. [CrossRef]

12. Poechlauer, P.; Manley, J.; Broxterman, R.; Gregertsen, B.; Ridemark, M. Continuous processing in the
manufacture of active pharmaceutical ingredients and finished dosage forms: An industry perspective.
Org. Process Res. Dev. 2012, 16, 1586–1590. [CrossRef]

13. Vertex. FDA Approves Orkambi™ (Lumacaftor/Ivacaftor)—The First Medicine to Treat the Underlying
Cause of Cystic Fibrosis for People Ages 12 and Older with Two Copies of the F508del Mutation. Available
online: http://investors.vrtx.com/releasedetail.cfm?releaseid=920512 (accessed on 8 June 2017).

14. Pharmtech. EMA Approves Janssen Drug Made via Continuous Manufacturing. Available online:
http://www.pharmtech.com/ema-approves-janssen-drug-made-continuous-manufacturing (accessed on
7 July 2017).

15. Pharmtech. Vertex Receives FDA Approval for Continuously Manufactured Drug Product. Available
online: http://www.pharmtech.com/vertex-receives-fda-approval-continuously-manufactured-drug-
product (accessed on 4 July 2017).

16. Lukáš, D.; Sarkar, A.; Martinová, L.; Vodsed’ álková, K.; Lubasová, D.; Chaloupek, J.; Pokorný, P.; Mikeš, P.;
Chvojka, J.; Komárek, M. Physical principles of electrospinning (electrospinning as a nano-scale technology
of the twenty-first century). Text. Prog. 2009, 41, 59–140. [CrossRef]

17. Hutmacher, D.W.; Dalton, P.D. Melt electrospinning. Chem. Asian J. 2011, 6, 44–56. [CrossRef] [PubMed]
18. Reneker, D.H.; Yarin, A.L. Electrospinning jets and polymer nanofibers. Polymer 2008, 49, 2387–2425.

[CrossRef]
19. Hu, X.; Liu, S.; Zhou, G.; Huang, Y.; Xie, Z.; Jing, X. Electrospinning of polymeric nanofibers for drug delivery

applications. J. Control. Release 2014, 185, 12–21. [CrossRef] [PubMed]
20. Wang, Q.; Yu, D.-G.; Zhang, L.-L.; Liu, X.-K.; Deng, Y.-C.; Zhao, M. Electrospun hypromellose-based

hydrophilic composites for rapid dissolution of poorly water-soluble drug. Carbohydr. Polym. 2017,
174, 617–625. [CrossRef] [PubMed]

21. Vuddanda, P.R.; Mathew, A.P.; Velaga, S. Electrospun nanofiber mats for ultrafast release of ondansetron.
React. Funct. Polym. 2016, 99, 65–72. [CrossRef]

22. Illangakoon, U.E.; Gill, H.; Shearman, G.C.; Parhizkar, M.; Mahalingam, S.; Chatterton, N.P.; Williams, G.R.
Fast dissolving paracetamol/caffeine nanofibers prepared by electrospinning. Int. J. Pharm. 2014, 477, 369–379.
[CrossRef] [PubMed]

23. Lopez, F.L.; Shearman, G.C.; Gaisford, S.; Williams, G.R. Amorphous formulations of indomethacin and
griseofulvin prepared by electrospinning. Mol. Pharm. 2014, 11, 4327–4338. [CrossRef] [PubMed]

24. Balogh, A.; Farkas, B.; Domokos, A.; Farkas, A.; Démuth, B.; Borbás, E.; Nagy, B.; Marosi, G.; Nagy, Z.K.
Controlled-release solid dispersions of eudragit® FS 100 and poorly soluble spironolactone prepared by
electrospinning and melt extrusion. Eur. Polym. J. 2017, 95, 406–417. [CrossRef]

25. Hamori, M.; Yoshimatsu, S.; Hukuchi, Y.; Shimizu, Y.; Fukushima, K.; Sugioka, N.; Nishimura, A.; Shibata, N.
Preparation and pharmaceutical evaluation of nano-fiber matrix supported drug delivery system using the
solvent-based electrospinning method. Int. J. Pharm. 2014, 464, 243–251. [CrossRef] [PubMed]

26. Shen, X.; Yu, D.; Zhu, L.; Branford-White, C.; White, K.; Chatterton, N.P. Electrospun diclofenac sodium
loaded eudragit® l 100-55 nanofibers for colon-targeted drug delivery. Int. J. Pharm. 2011, 408, 200–207.
[CrossRef] [PubMed]

http://www.biopharminternational.com/fda-approves-first-spray-dried-biologic
http://www.biopharminternational.com/fda-approves-first-spray-dried-biologic
https://www.americanpharmaceuticalreview.com/Featured-Articles/179317-Recent-Innovations-in-Pharmaceutical-Hot-Melt-Extrusion/
https://www.americanpharmaceuticalreview.com/Featured-Articles/179317-Recent-Innovations-in-Pharmaceutical-Hot-Melt-Extrusion/
http://dx.doi.org/10.1016/j.cis.2015.05.003
http://www.ncbi.nlm.nih.gov/pubmed/26043877
http://dx.doi.org/10.1080/03639040701498759
http://www.ncbi.nlm.nih.gov/pubmed/17891577
http://dx.doi.org/10.1007/s12247-015-9215-8
http://dx.doi.org/10.1021/op300159y
http://investors.vrtx.com/releasedetail.cfm?releaseid=920512
http://www.pharmtech.com/ema-approves-janssen-drug-made-continuous-manufacturing
http://www.pharmtech.com/vertex-receives-fda-approval-continuously-manufactured-drug-product
http://www.pharmtech.com/vertex-receives-fda-approval-continuously-manufactured-drug-product
http://dx.doi.org/10.1080/00405160902904641
http://dx.doi.org/10.1002/asia.201000436
http://www.ncbi.nlm.nih.gov/pubmed/21080400
http://dx.doi.org/10.1016/j.polymer.2008.02.002
http://dx.doi.org/10.1016/j.jconrel.2014.04.018
http://www.ncbi.nlm.nih.gov/pubmed/24768792
http://dx.doi.org/10.1016/j.carbpol.2017.06.075
http://www.ncbi.nlm.nih.gov/pubmed/28821112
http://dx.doi.org/10.1016/j.reactfunctpolym.2015.12.009
http://dx.doi.org/10.1016/j.ijpharm.2014.10.036
http://www.ncbi.nlm.nih.gov/pubmed/25455779
http://dx.doi.org/10.1021/mp500391y
http://www.ncbi.nlm.nih.gov/pubmed/25317777
http://dx.doi.org/10.1016/j.eurpolymj.2017.08.032
http://dx.doi.org/10.1016/j.ijpharm.2013.12.036
http://www.ncbi.nlm.nih.gov/pubmed/24440839
http://dx.doi.org/10.1016/j.ijpharm.2011.01.058
http://www.ncbi.nlm.nih.gov/pubmed/21291969


Pharmaceutics 2018, 10, 114 12 of 13

27. Karthikeyan, K.; Guhathakarta, S.; Rajaram, R.; Korrapati, P.S. Electrospun zein/eudragit nanofibers based
dual drug delivery system for the simultaneous delivery of aceclofenac and pantoprazole. Int. J. Pharm.
2012, 438, 117–122. [CrossRef] [PubMed]

28. Sill, T.J.; von Recum, H.A. Electrospinning: Applications in drug delivery and tissue engineering. Biomaterials
2008, 29, 1989–2006. [CrossRef] [PubMed]

29. Xue, J.; Xie, J.; Liu, W.; Xia, Y. Electrospun nanofibers: New concepts, materials, and applications. Acc. Chem.
Res. 2017, 50, 1976–1987. [CrossRef] [PubMed]

30. Agarwal, S.; Wendorff, J.H.; Greiner, A. Use of electrospinning technique for biomedical applications. Polymer
2008, 49, 5603–5621. [CrossRef]

31. Nagy, Z.K.; Balogh, A.; Demuth, B.; Pataki, H.; Vigh, T.; Szabo, B.; Molnar, K.; Schmidt, B.T.; Horak, P.;
Marosi, G.; et al. High speed electrospinning for scaled-up production of amorphous solid dispersion of
itraconazole. Int. J. Pharm. 2015, 480, 137–142. [CrossRef] [PubMed]

32. Williams, G.R.; Chatterton, N.P.; Nazir, T.; Yu, D.G.; Zhu, L.M.; Branford-White, C.J. Electrospun nanofibers
in drug delivery: Recent developments and perspectives. Ther. Deliv. 2012, 3, 515–533. [CrossRef] [PubMed]

33. Ignatious, F.; Sun, L.; Lee, C.P.; Baldoni, J. Electrospun nanofibers in oral drug delivery. Pharm. Res. 2010,
27, 576–588. [CrossRef] [PubMed]

34. Lukas, D.; Sarkar, A.; Pokorny, P. Self-organization of jets in electrospinning from free liquid surface:
A generalized approach. J. Appl. Phys. 2008, 103, 084309. [CrossRef]

35. Sebe, I.; Szabó, B.; Nagy, Z.K.; Szabó, D.; Zsidai, L.; Kocsis, B.; Zelkó, R. Polymer structure and antimicrobial
activity of polyvinylpyrrolidone-based iodine nanofibers prepared with high-speed rotary spinning
technique. Int. J. Pharm. 2013, 458, 99–103. [CrossRef] [PubMed]

36. Raimi-Abraham, B.T.; Mahalingam, S.; Davies, P.J.; Edirisinghe, M.; Craig, D.Q.M. Development and
characterization of amorphous nanofiber drug dispersions prepared using pressurized gyration. Mol. Pharm.
2015, 12, 3851–3861. [CrossRef] [PubMed]

37. Zhang, S.; Karaca, B.; Vanoosten, S.; Yuca, E.; Mahalingam, S.; Edirisinghe, M.; Tamerler, C. Coupling infusion
and gyration for the nanoscale assembly of functional polymer nanofibers integrated with genetically
engineered proteins. Macromol. Rapid Commun. 1322, 36, 1322–1328. [CrossRef] [PubMed]

38. Hong, X.; Mahalingam, S.; Edirisinghe, M. Simultaneous application of pressure-infusion-gyration to
generate polymeric nanofibers. Macromol. Mater. Eng. 2017, 302, 1600564. [CrossRef]

39. Heseltine Phoebe, L.; Ahmed, J.; Edirisinghe, M. Developments in pressurized gyration for the mass
production of polymeric fibers. Macromol. Mater. Eng. 2018, 1800218. [CrossRef]

40. Hamori, M.; Nagano, K.; Kakimoto, S.; Naruhashi, K.; Kiriyama, A.; Nishimura, A.; Shibata, N. Preparation
and pharmaceutical evaluation of acetaminophen nano-fiber tablets: Application of a solvent-based
electrospinning method for tableting. Biomed. Pharmacother. 2016, 78, 14–22. [CrossRef] [PubMed]

41. Demuth, B.; Farkas, A.; Balogh, A.; Bartosiewicz, K.; Kallai-Szabo, B.; Bertels, J.; Vigh, T.; Mensch, J.;
Verreck, G.; Van Assche, I.; et al. Lubricant-induced crystallization of itraconazole from tablets made of
electrospun amorphous solid dispersion. J. Pharm. Sci. 2016, 105, 2982–2988. [CrossRef] [PubMed]

42. Poller, B.; Strachan, C.; Broadbent, R.; Walker, G.F. A minitablet formulation made from electrospun
nanofibers. Eur. J. Pharm. Biopharm. 2017, 114, 213–220. [CrossRef] [PubMed]

43. Demuth, B.; Nagy, Z.K.; Balogh, A.; Vigh, T.; Marosi, G.; Verreck, G.; Van Assche, I.; Brewster, M.E.
Downstream processing of polymer-based amorphous solid dispersions to generate tablet formulations.
Int. J. Pharm. 2015, 486, 268–286. [CrossRef] [PubMed]

44. Vigh, T.; Démuth, B.; Balogh, A.; Galata, D.L.; Van Assche, I.; Mackie, C.; Vialpando, M.; Van Hove, B.;
Psathas, P.; Borbás, E.; et al. Oral bioavailability enhancement of flubendazole by developing nanofibrous
solid dosage forms. Drug Dev. Ind. Pharm. 2017, 43, 1126–1133. [CrossRef] [PubMed]

45. US Pharmacopeia. Tablet Friability. Available online: https://www.usp.org/sites/default/files/usp/
document/harmonization/gen-chapter/g06_pf_ira_32_2_2006.pdf (accessed on 7 August 2017).

46. Balogh, A.; Farkas, B.; Farago, K.; Farkas, A.; Wagner, I.; Van Assche, I.; Verreck, G.; Nagy, Z.K.; Marosi, G.
Melt-blown and electrospun drug-loaded polymer fiber mats for dissolution enhancement: A comparative
study. J. Pharm. Sci. 2015, 104, 1767–1776. [CrossRef] [PubMed]

47. Pharmtech. Direct Compression Versus Granulation. Available online: http://www.pharmtech.com/direct-
compression-versus-granulation (accessed on 7 September 2017).

http://dx.doi.org/10.1016/j.ijpharm.2012.07.075
http://www.ncbi.nlm.nih.gov/pubmed/22960320
http://dx.doi.org/10.1016/j.biomaterials.2008.01.011
http://www.ncbi.nlm.nih.gov/pubmed/18281090
http://dx.doi.org/10.1021/acs.accounts.7b00218
http://www.ncbi.nlm.nih.gov/pubmed/28777535
http://dx.doi.org/10.1016/j.polymer.2008.09.014
http://dx.doi.org/10.1016/j.ijpharm.2015.01.025
http://www.ncbi.nlm.nih.gov/pubmed/25596415
http://dx.doi.org/10.4155/tde.12.17
http://www.ncbi.nlm.nih.gov/pubmed/22834080
http://dx.doi.org/10.1007/s11095-010-0061-6
http://www.ncbi.nlm.nih.gov/pubmed/20143253
http://dx.doi.org/10.1063/1.2907967
http://dx.doi.org/10.1016/j.ijpharm.2013.10.011
http://www.ncbi.nlm.nih.gov/pubmed/24140543
http://dx.doi.org/10.1021/acs.molpharmaceut.5b00127
http://www.ncbi.nlm.nih.gov/pubmed/26402331
http://dx.doi.org/10.1002/marc.201500174
http://www.ncbi.nlm.nih.gov/pubmed/26033345
http://dx.doi.org/10.1002/mame.201600564
http://dx.doi.org/10.1002/mame.201800218
http://dx.doi.org/10.1016/j.biopha.2015.12.023
http://www.ncbi.nlm.nih.gov/pubmed/26898420
http://dx.doi.org/10.1016/j.xphs.2016.04.032
http://www.ncbi.nlm.nih.gov/pubmed/27290626
http://dx.doi.org/10.1016/j.ejpb.2017.01.022
http://www.ncbi.nlm.nih.gov/pubmed/28167295
http://dx.doi.org/10.1016/j.ijpharm.2015.03.053
http://www.ncbi.nlm.nih.gov/pubmed/25827903
http://dx.doi.org/10.1080/03639045.2017.1298121
http://www.ncbi.nlm.nih.gov/pubmed/28274133
https://www.usp.org/sites/default/files/usp/document/harmonization/gen-chapter/g06_pf_ira_32_2_2006.pdf
https://www.usp.org/sites/default/files/usp/document/harmonization/gen-chapter/g06_pf_ira_32_2_2006.pdf
http://dx.doi.org/10.1002/jps.24399
http://www.ncbi.nlm.nih.gov/pubmed/25761776
http://www.pharmtech.com/direct-compression-versus-granulation
http://www.pharmtech.com/direct-compression-versus-granulation


Pharmaceutics 2018, 10, 114 13 of 13

48. Démuth, B.; Farkas, A.; Szabó, B.; Balogh, A.; Nagy, B.; Vágó, E.; Vigh, T.; Tinke, A.P.; Kazsu, Z.;
Demeter, Á.; et al. Development and tableting of directly compressible powder from electrospun nanofibrous
amorphous solid dispersion. Adv. Powder Technol. 2017, 28, 1554–1563. [CrossRef]

49. Battu, S.K.; Repka, M.A.; Majumdar, S.; Rao, Y.M. Formulation and evaluation of rapidly disintegrating
fenoverine tablets: Effect of superdisintegrants. Drug Dev. Ind. Pharm. 2007, 33, 1225–1232. [CrossRef]
[PubMed]

50. Shah, N.H.; Stiel, D.; Weiss, M.; Infeld, M.H.; Malick, A.W. Evaluation of two new tablet lubricants-sodium
stearyl fumarate and glyceryl behenate. Measurement of physical parameters (compaction, ejection and
residual forces) in the tableting process and the effect on the dissolution rate. Drug Dev. Ind. Pharm. 1986,
12, 1329–1346. [CrossRef]

51. Pharmaapproach. High-Shear Granulator. Available online: http://pharmapproach.com/high-shear-
granulator/ (accessed on 1 August 2017).

52. EMA. Ich Topic q4b Annex 5 Disintegration Test General Chapter. Available online: http://www.ema.
europa.eu/docs/en_GB/document_library/Scientific_guideline/2009/09/WC500003292.pdf (accessed on
2 September 2017).

53. Gordon, K.C.; McGoverin, C.M. Raman mapping of pharmaceuticals. Int. J. Pharm. 2011, 417, 151–162.
[CrossRef] [PubMed]

54. Vo, C.L.-N.; Park, C.; Lee, B.-J. Current trends and future perspectives of solid dispersions containing poorly
water-soluble drugs. Eur. J. Pharm. Biopharm. 2013, 85, 799–813. [CrossRef] [PubMed]

55. Williams, J.C. The segregation of particulate materials. A review. Powder Technol. 1976, 15, 245–251.
[CrossRef]

© 2018 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.apt.2017.03.026
http://dx.doi.org/10.1080/03639040701377888
http://www.ncbi.nlm.nih.gov/pubmed/18058319
http://dx.doi.org/10.3109/03639048609065862
http://pharmapproach.com/high-shear-granulator/
http://pharmapproach.com/high-shear-granulator/
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2009/09/WC500003292.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2009/09/WC500003292.pdf
http://dx.doi.org/10.1016/j.ijpharm.2010.12.030
http://www.ncbi.nlm.nih.gov/pubmed/21194560
http://dx.doi.org/10.1016/j.ejpb.2013.09.007
http://www.ncbi.nlm.nih.gov/pubmed/24056053
http://dx.doi.org/10.1016/0032-5910(76)80053-8
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Materials 
	Single-Needle Electrospinning (SNES) 
	High-Speed Electrospinning (HSES) 
	Low-Shear and High-Shear Homogenization 
	Tableting and in Process Control (IPC) Tests 
	Scanning Electron Microscopy (SEM) and Fiber Diameter Analysis 
	Differential Scanning Calorimetry (DSC) 
	Raman Mapping 
	Content Uniformity Analysis 
	Sieve Analysis 

	Results and Discussion 
	Electrospinning 
	Fiber Morphology 
	Differential Scanning Calorimetry 
	Tableting 
	Content Uniformity 
	Raman Mapping Results 
	Sieve Analysis 

	Conclusions 
	References

