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Abstract: Embedded three-dimensional printing (e-3DP) is an emerging method for additive
manufacturing where semi-solid materials are extruded within a solidifying liquid matrix. Here,
we present the first example of employing e-3DP in the pharmaceutical field and demonstrate the
fabrication of bespoke chewable dosage forms with dual drug loading for potential use in pediatrics.
LegoTM-like chewable bricks made of edible soft material (gelatin-based matrix) were produced
by directly extruding novel printing patterns of model drug ink (embedded phase) into a liquid
gelatin-based matrix (embedding phase) at an elevated temperature (70 ◦C) to then solidify at room
temperature. Dose titration of the two model drugs (paracetamol and ibuprofen) was possible
by using specially designed printing patterns of the embedded phase to produce varying doses.
A linearity [R2 = 0.9804 (paracetamol) and 0.9976 (ibuprofen)] was achieved between percentage
of completion of printing patterns and achieved doses using a multi-step method. The impact of
embedded phase rheological behavior, the printing speed and the needle size of the embedded
phase were examined. Owning to their appearance, modular nature, ease of personalizing dose and
geometry, and tailoring and potential inclusion of various materials, this new dosage form concept
holds a substantial promise for novel dosage forms in pediatrics.

Keywords: personalized medicine; additive manufacturing; complex structures; tablets;
patient-specific; structural design; gums

1. Introduction

With increasing regulatory incentives for pediatric formulation development and focus in
delivering patient-centred health care, developing age-appropriate formulations is gaining increased
interest [1] from the pharmaceutical sector. Within Europe, the pediatric regulation on improving
medicines for children was amended to include a requirement to evaluate the acceptability of
formulations of medicines for children seeking a marketing authorization. There have been increasing
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efforts to provide high-quality, effective, and safe formulations for children [2]. The use of unlicensed
and off-label medicines in pediatrics is extensive [3]. A lack of age-appropriate formulations for
children means that available medicines are frequently modified to achieve an intended dose and/or
administration to the child [3]. For example, tablets may need to be split by healthcare professionals or
families to achieve an intended dose, with the potential for significant under- or over-dosing [4,5].

Chewable jelly or jelly-like oral doses have been proposed as easy-to-handle and to swallow
for the elderly population and are often prepared using gelatin, glycogelatin, and caseinate [6]. The
inclusion of drug in the structure provides an opportunity for taste masking and avoids the need for
drinking water [7]. Several products of chewable gels and dosage forms are commercially available,
particularly for the delivery of vitamins [8], mineral supplements [9], nutrition [10], as well as for the
treatment of osteoporosis [11,12]. However, formulating chewable oral doses is often associated with
challenges regarding drug stability and the capacity for higher doses.

Several reports have showed the potential of 3D printing in controlling dosage [13,14], drug
combination [15–17], and proposed modification of pediatric-friendly shapes [18–21]. However, there
are limited examples of using 3D printing for fabrication of patient-specific chewable oral dosage
forms. Stereolithographic 3D printing can also produce gel tablets [22]; however, developing oral
dosage forms with this approach is hindered by the difficulty of acceptance by regulatory bodies of
necessary polymer initiators required for 3D printing. Fused deposition modeling (FDM) 3D printing
has also been used to produce child-friendly shapes and has achieved improved taste-masking [18].
In a recent report, Goyanes et al. (2019) provided personalized chewable formulations prepared by
direct ink writing of pectin-based gel for the treatment of maple syrup urine disease. Such an approach
requires a formulation change to accommodate each model drug.

Embedded 3D printing (e-3DP) is an emerging technology that allows the free form fabrication of
multiminerals with complex structures. The method involves extruding a viscoelastic ink (embedded
phase) using a deposition nozzle at a predefined path into a solidifying reservoir (embedding phase).
Following printing, the reservoir is solidified usually through a curing method to form a monolithic
structure. e-3DP has been used for production of highly programmable and seamless structures such
as wearable electronics [23]. Applying this approach in the pharmaceutical field holds the opportunity
of providing a modular system of a generic matrix that embeds one or more drugs at individualized
doses to meet the need of one or a small number of patients. The aim of this work is to apply e-3DP to
pharmaceutical grade material to craft bespoke oral concept chewable dosage forms for pediatrics.
Lego™-like bricks made of chewable soft material were produced by applying novel printing patterns
of model drug suspension (embedded phase) into a liquid gelatin-based matrix (embedding phase). We
studied the impact of printing materials composition, process parameters and demonstrated the system
ability of providing bespoke dosage control and dual drug release by manipulating printing patterns.
The two model drugs (paracetamol and ibuprofen) are often used in combination or alternately for the
treatment of febrile children [24–26].

2. Materials and Methods

2.1. Materials

Ibuprofen (grade 25) was donated by BASF (Burgbernheim, Germany). Paracetamol (≥99.0%)
and gelatin were purchased from Sigma-Aldrich (Darmstadt, Germany). Glycerol EP was supplied by
J.M. Loveridge Ltd. (Andover, UK). Locust bean gum (from Ceratonia siliqia seeds) were purchased
from Sigma-Aldrich (Poole, UK). Food dyes (Brilliant Blue and Lake Allura Red) were supplied by
FastColours LLP (Huddersfield, UK).

2.2. Preparation of Embedding and Embedded Materials

Each oral dosage form was composed of ibuprofen or paracetamol powder suspension in locust
gum solution (paste) and embedding medium (gelatin-based gel).
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2.2.1. Embedding Medium

An optimized weight ratio of water: glycerol: gelatin (45:25:30) was used as a thermo-responsive
embedding medium. Initially, water was heated to 75 ◦C followed by the addition of gelatin, with
stirring, until complete dissolution.

2.2.2. Embedded Drug Paste

A solution of 2.98% w/w locust bean (at temperature 80 ◦C) was used to suspend model drug
particles in the medium. For paracetamol, suspensions (100 g) were prepared at different drug
concentrations: 20%, 30%, 40%, 50%, or 60% in locust bean solution. For ibuprofen, suspensions
(100 g) were prepared at different drug concentrations: 16%, 22%, 28%, 34%, or 40% w/w in locust
bean solution. The suspensions were colored by adding 5 mg of Brilliant Blue (paracetamol) and Lake
Allura Red (ibuprofen) and manually stirred for 2 min for homogenization. Following rheological and
experimental printing (Section 2.6), the concentrations of 40% (paracetamol) and 28% (ibuprofen) were
chosen as default for printing oral doses.

2.3. Modification of Dual FDM 3D Printer

In order to develop a process of manufacturing novel soft dosage forms via e-3DP, a MakerBot
Replicator Experimental 2X dual FDM 3D printer (MakerBot Industries, Brooklyn, NY, USA) was
modified as highlighted in Supplementary Data, Figure S1. The 3D printer has two FDM nozzle heads.
The right extruder/head of the dual 3D printer was replaced by a syringe-based liquid dispenser.
The design for the dispenser was obtained from an open-source design (Thingiverse, 2017) and the
different parts were produced by 3D printing using a M2 MakerGear FDM 3D printer and acrylonitrile
butadiene styrene (ABS) filaments (MakerGear LLC, Beachwood, OH, USA). The dispenser head was
installed and equipped with either a 2.5 mL or a 10 mL syringe. A Nema 17 1.5 A 4-lead stepper
motor (MakerBot Industries, Brooklyn, NY, USA) was connected to the motherboard using the default
housing connectors [26].

2.4. Design of Template and Pattern

The template design was produced by 3D printing using a M2 MakerGear FDM 3D printer and
ABS filaments (MakerGear LLC) and Simplify 3D software (Simplify 3D LLC, Cincinnati, OH, USA). A
LegoTM-like design was chosen to test proof-of-concept that a complex shape and a design familiar to
children could be produced using e-3DP. A LegoTM-like template was printed using polylactic acid
(PLA) filament (MakerBot). The design of the pattern for printing the paste with active substance was
prepared using Autodesk® 3ds Max® Design version 2018 (Autodesk Inc., San Rafael, CA, USA). The
design was saved in STL format and imported to Simplify 3D software (version 4.1) (Simplify 3D LLC,
Cincinnati, OH, USA). During experimentation, printing the paste with the active substance in the
desired pattern was carried out using a modified MakerBot Replicator Experimental 2X and using
Simplify 3D software. The dimensions for the embedded printing pattern were: X × Y × Z = 20 ×
29.52 × 0.45 mm and were optimized to fit within a gelatin-based Lego™-like brick (40 × 25 × 15 mm).
For 25%, 50%, and 75% printing patterns, the designs had identical X and Z dimensions whilst the Y
axis was 8.1, 15, or 22.5 mm, respectively. Printing the full design (100%) corresponded to doses of
approximately 107 and 115 mg for ibuprofen and paracetamol, respectively. In order to demonstrate
the capacity of the system for printing lower and higher doses, the printing pattern was printed at 25%,
50%, or 75% of the full design for smaller doses and the design was repeated twice (200%) or three
times (300%) to achieve larger doses. All printing patterns were printed within identical Lego™-like
templates as detailed above.

2.5. Embedded 3D Printing Process

Two methods of embedding the printing patterns in the gelatin matrix were performed:
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2.5.1. One-Step Embedded 3D Printing

To embed a drug suspension pattern into warm gelatin, the embedding medium was first heated
to approximately 70 ◦C and cast into a LegoTM shape template and placed on the printing plate of the
3D printer heated to 75 ◦C. Parameters (positions, dimensions, printing speed, extrusion multiplier)
were programmed in the Simplify3D software. Prior to printing the embedded layer(s), the building
platform was heated to 75 ◦C and gelatin was poured into the template. The G-code was modified to
allow the needle tip to start extrusion at a height of 4 mm from the bottom of the design. The extrusion
multiplier was set at 10.0 and the size of the needle was G16. The printing patterns were assessed at
the following needle speeds: 50, 55, 60, or 65 mm/min.

2.5.2. Multi-Step Embedded 3D Printing

Embedding the drug into the structure was performed using three steps: (i) casting liquid gelatin
solution (6 mL) inside the template and left to cool to solidify; (ii) printing the drug-paste (embedded
phase) on the surface of the semi-solid gelatin; and (iii) covering the drug-paste with a second portion
(5 mL) of liquid gelatin. In order to allow the printing of two model drugs at two separate specific
levels, the printing was carried out by casting 4 mL of embedding phase followed by paracetamol
printing and then an additional 3 mL of embedding phase. Following the printing of the ibuprofen
layer, a final layer of gelatin (4 mL) was cast.

The following settings were used: retraction distance 1 mm, retraction speed 1200 mm, extrusion
width manual 0.4 mm, outline direction: inside to outside, and movement speed x − y 500 mm/min
and z:150 mm/min. Infill printing speeds of 45, 50, 55, or 60 mm/s and extrusion multiplier of 3×, 5×,
or 10×, and luer lock needle head with different nozzle sizes of G15, G16, and G17 (McMaster Ltd.,
Chicago, IL, USA) were screened. Following the analysis of a range of different printing parameters,
the following parameters, 55 mm/min, nozzle size G16, and extrusion multiplier 5×were chosen as
default to print different paracetamol and ibuprofen doses.

2.6. Rheological Studies of Embedded Material

A shear Physica MCR 102 rheometer (Anton Paar, Ostfildern, Germany) was used in oscillation
mode with a parallel plate configuration (plate diameter = 25 mm). The gap between the plate and the
base was set at 0.5 mm. An amplitude sweep test was performed to determine the linear viscoelastic
region (LVR). Afterwards, frequency sweep tests were performed at a strain amplitude of 1% (well
within the LVR region) and an angular frequency range from 100 to 0.1 rad/sec. Measurements were
taken at room temperature. Power law fit was used in the linear shear thinning area of the obtained
rheological data to measure the shear-thinning index (n) and the consistency coefficient (k):

η = kγˆ(n−1) (1)

where η is the viscosity, γ is the shear rate, and k is the consistency coefficient which measures the
material’s resistance to flow at low rate.

2.7. Scanning Electron Microscopy (SEM)

The surface and cross-sections of drug loaded oral dosages were assessed using a Quanta-200
SEM microscope at 20 kV. Samples were coated under vacuum with a gold coater JFC-1200 Fine Coater
(Jeol, Tokyo, Japan). In addition, photographs of tablets were acquired using a Canon EOS-1D Mark IV
(Canon Ltd., Tokyo, Japan).

2.8. Drug Contents Using HPLC

A HPLC method was used for simultaneous detection of paracetamol and ibuprofen. Agilent 1260
HPLC system (Agilent Technologies, Waldbronn, Germany) was employed using 35:65 v/v mixture of
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0.1% orthophosphoric acid solution (pH 2.2) and acetonitrile as a mobile phase and a Kinetex 3.5 µm
XB-C18 (100 × 4.6 mm) column (Phenomenex, Aschaffenburg, Germany). An injection volume of
2.0 µL at wavelength 210 nm, column temperature of 45 ◦C and a flow rate of 0.5 mL/min was used.
The retention times were 1.9 and 4.2 min for paracetamol and ibuprofen, respectively, and the stop time
was 5 min. A calibration curve for each of paracetamol (up to 500 mg/L) and ibuprofen (up to 320 mg/L)
was plotted and yielded linearity regression co-efficients of R2 = 0.9987 and 0.9990 with limits of
detection of 22.2 and 11.2 mg/L and limits of quantification of 37.4 and 73.8 mg/L for paracetamol and
ibuprofen, respectively.

2.9. Dissolution Test for Oral Doses

To study in vitro theophylline release for 3D printed oral dosages, an AT 7 Smart USP II dissolution
test apparatus (Sotax AG, Aesch, Switzerland) was used. Each oral dose contained a dual dose of
80 mg ibuprofen and 200 mg paracetamol. A dissolution medium of 900 mL phosphate buffer BP
(pH 7.2) at 37 ± 0.5 ◦C with a paddle speed of 50 rpm was used for 2 h. The dissolution medium was
chosen according to USP 31 monograph for ibuprofen tablets [27]. Each experiment was carried out in
triplicate. Samples were collected at 0, 5, 10, 15, 20, 25, 30, 35, 40, 45, 50, 60, 70, 80, 90, 100, 110, and
120 min intervals and drug concentration was determined using HPLC as specified in Section 2.8.

2.10. Statistical Analysis

To assess the relative influences of needle size, speed of needle movement, and extrusion multiplier,
standard multiple linear regression was applied using IBM SPSS Statistics software version 25 (Chicago,
IL, USA). Initial data analysis indicated no violation of the assumptions of normality, linearity,
multicollinearity, and homoscedasticity.

3. Results and Discussion

3.1. Development of Embedded Phase for Pharmaceutical e-3DP

To achieve a successful e-3DP, both the embedding and embedded phases need to meet specific
criteria. The embedded phase is usually required to be: (i) a shear-thinning yield stress fluid [28]; (ii) a
controllable flow from the nozzle; (iii) immersible/low miscibility with embedding phase, (iv) of equal
or similar density to the embedding phase; and (v) chemically compatible with the embedding material.
Moreover, the embedding phase (often referred to as a matrix) should have thixotropic properties or
be curable and solidify or increase in viscosity following the embedding process. Satisfying these
stringent criteria is a major challenge to apply this emerging method in the pharmaceutical field.

In this work, e-3DP enabled the encapsulation of model drugs in pre-specified shapes into an
embedding material. Figure 1 illustrates the production of the proposed embedded dosage form. We
adapted pharmaceutical materials to match the technical needs of e-3DP, which often requires the use
of heat- or UV light-curable materials [29,30] to increase the rigidity of the embedding phase to solid or
semi-solid states. Although these processes might yield a functional material, they are likely to face
significant regulatory and commercial hurdles when approval is sought for oral use. Therefore, an
alternative approach was tested using widely available, biodegradable, and commonly used approved
excipients: gelatin and glycerol [31,32]. The combination of these excipients yields a matrix that is
semi-solid at room temperature, but liquified at 75 ◦C when in contact with the printing plate. The
inclusion of glycerol provides a sweet taste and facilitates the matrix dissolution in the gastric medium.
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solution) of increasing concentrations was prepared and the rheological behavior of these 
suspensions was assessed (Figure 2). In general, the viscosity of gum and suspensions decreased with 
increasing shear rate (Figure 2) and reflected the shear-thinning behavior of the inks used. The gum 
(drug-free) showed a viscosity with a consistency coefficient (k) value of 1.7235 Pa.S corresponding 
to blank suspensions. However, following the addition of paracetamol and ibuprofen, the k values 
increased reflecting the increase in viscosity of these suspensions (28% ibuprofen and 40% 
paracetamol, corresponding to k values of 17.022 and 10.304 Pa.S, respectively). At these drug 
concentrations, a consistent flow was maintained when the suspension-filled syringe was loaded 
onto the 3D printer. However, a further increase in the concentration of ibuprofen or paracetamol in 
the suspension resulted in an excessive rise in the viscosity of the suspension; therefore, rendering 
the suspension non-extrudable under the printing conditions. Hence, optimized concentrations of 
40% paracetamol and 28% ibuprofen were used as default conditions for printing. The shear-thinning 
behavior of gum has been reported in previous studies and is linked to the entanglement of the 
polymeric chains in the solution [34]. This observation was supported by the results of the rheological 
study carried on the solutions containing either ibuprofen or paracetamol. This rheological behavior 
can be attributed to the β-D-mannose backbone with (1,6) linked α-D-galactose substitution, where 
mannose units within the structures have been proposed to allow self-assembly. 

Figure 1. Schematic of production of embedded 3D printing of an oral dosage form using a LegoTM-like
design as a template. Drug paste (embedded phase) is extruded in a pre-determined path into a
gelatin-based matrix (embedding phase) to yield a chewable dosage form.

Locust bean gum, a non-anionic polysaccharide biopolymer that is extracted from Carob tree
seeds [33], has been used as a suspending agent for the embedded phase. The fabrication process
was carefully developed to achieve a balance between the ease of flow of the embedded ink from the
nozzle and the rapid solidification on/within the embedding phase upon application. To optimize this,
a series of paracetamol and ibuprofen pastes (drug particle suspension in Locust bean gum solution)
of increasing concentrations was prepared and the rheological behavior of these suspensions was
assessed (Figure 2). In general, the viscosity of gum and suspensions decreased with increasing shear
rate (Figure 2) and reflected the shear-thinning behavior of the inks used. The gum (drug-free) showed
a viscosity with a consistency coefficient (k) value of 1.7235 Pa.S corresponding to blank suspensions.
However, following the addition of paracetamol and ibuprofen, the k values increased reflecting the
increase in viscosity of these suspensions (28% ibuprofen and 40% paracetamol, corresponding to k
values of 17.022 and 10.304 Pa.S, respectively). At these drug concentrations, a consistent flow was
maintained when the suspension-filled syringe was loaded onto the 3D printer. However, a further
increase in the concentration of ibuprofen or paracetamol in the suspension resulted in an excessive
rise in the viscosity of the suspension; therefore, rendering the suspension non-extrudable under the
printing conditions. Hence, optimized concentrations of 40% paracetamol and 28% ibuprofen were
used as default conditions for printing. The shear-thinning behavior of gum has been reported in
previous studies and is linked to the entanglement of the polymeric chains in the solution [34]. This
observation was supported by the results of the rheological study carried on the solutions containing
either ibuprofen or paracetamol. This rheological behavior can be attributed to the β-d-mannose
backbone with (1,6) linked α-d-galactose substitution, where mannose units within the structures have
been proposed to allow self-assembly.
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Figure 2. Impact of (A) paracetamol and (B) ibuprofen concentration on the rheological behavior of the
applied ink (embedded phase).

3.2. Single- and Multi-Stage e-3DP

Printing patterns were specifically designed to be included within gelatin-based Lego™-like
bricks (Figure 1). The printing pattern is composed of a series of repeated parallel lines and right
angles to create sufficient space between the paralleled lines to be filled with gelatin. The design
was proposed to fit within 3 mm margins in the gelatin bricks. Initially, a single stage e-3DP was
assessed (Figure 3A). However, this resulted in the formation of irregular lines and deviation from the
pre-defined path (Supplementary data, Figure S2) as well as unreproducible printing patterns in each
product (Supplementary data, Figure S3).
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Figure 3. e-3DP process was carried out using (i) Single-stage printing: a 3D printed template (A1) is
initially filled with gelatin-based matrix liquid at 70 ◦C (B1) and the drug paste is extruded instantly
into the the liquified matrix (C1). The template is then cooled to room temperature (D1), and (E1) oral
dosage form is extracted from the template; or (ii) Two stage printing: (A2) template is initially filled
with gelatin-based matrix liquid at 70 ◦C and (B2) the template is cooled to room temperature, (C2) the
drug paste is extruded onto the surface of the solidified gelatin-based matrix and (D2) the secondary
layer of gelatin matrix is cast on the template surface, (E2) following cooling to room temperature, the
dosage form is extracted.

In order to generate a more reproducible extrusion that mimics the printing patterns as per CAD
design, an alternative multi-stage printing method was devised (Section 2.4), where the embedded
phase (ink) is extruded on the surface of an initial layer of gelatin that is cast prior to printing. The
dosage form is completed by applying a secondary layer of gelatin (Figure 3B) to fully seal the
embedded phase within the gelatin matrix. This method yielded an improved printing path (Figure 4).
An explanation for such improvement might a reduced resistance of the ink flow from the nozzle into
atmosphere air (compared to gelatin solution) which prevented irregularity in the final printed drug
patterns. Several printing parameters were assessed to define the optimized printing parameters with
least variability in dosing.
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Figure 4. Photographs of (A1) side, (A2) front, and (A3) back view of Lego™-like soft gelatin with
embedded paracetamol dose. SEM images of (B1) cross-section embedding and embedded matrix and
(B2) surface of gelatin-based matrix.

3.3. Impact of Printing Parameters on Drug Dosing Amount and Accuracy

The impact of the speed of movement of the printer nozzle is highlighted in Figure 5 and Table 1,
where reducing the speed of printing generally resulted in an increase in the amount of dispensed
paracetamol using the same printing patterns. This might be a result of extrusion of a larger amount of
material (at the same flow rate) with a longer time available to complete the shape. When a larger
needle size was used, it resulted in extrusion of higher doses with reduced resistance from the increased
internal diameter of the needle.
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One important factor in dose dispensing is the extruder multiplier (an empirical value that is 
proportional to the extrusion rate), which appeared to determine the doses dispensed for each needle 
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lump. An optimized extrusion multiplier of 5×, a needle size of G16 (internal diameter of 1.3 mm) 
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Figure 5. Impact of process setting on printing pattern of paracetamol paste (embedded phase):
extrusion multiplier (A1) 3, (A2) 5, and (A3) 10. Speed of needle head: (B1) 45, (B2) 50, (B3) 55, and
(B4) 60 mm/min. Needle size (C1) G15, (C2) G16, and (C3) G17.

Table 1. Impact of needle size, extrusion multiplier, and speed of the needle movement on the dose
paracetamol in mg (100% of printing pattern).

Extrusion
Multiplier *

Needle Size
G15 (1.52 mm)

±SD
SD%

Needle Size
G16 (1.34 mm)

±SD
SD%

Needle Size
G17 (1 mm)
±SD

SD%

3× 90.8 ± 4.3 4.7% 47.4 ± 4.2 5.1% 56.5 ± 6.9 12.2%
5× 140.3 ± 23.3 16.6% 103.6 ± 2.1 2% 73.3 ± 4.4 6%
10× 300.8 ± 9.4 3.12% 116.6 ± 7.2 6.2% 165.2 ± 22.4 13.6%

Speed
(mm/sec) **

60 175.5 ± 9.0 5.1% 51.8 ± 9.1 17.6% 59.2 ± 6.7 11.3%
55 140.3 ± 23.3 16.6% 103.6 ± 2.1 2% 73.3 ± 4.4 6%
50 165.8 ± 6.2 3.7% 143.2 ± 16.9 11.8% 133.0 ± 7.3 5.5%
45 181.4 ± 11.0 6.1% 191.5 ± 17.2 9% 194.0 ± 21.3 10.9%

* The speed of the nozzle movement was fixed at 55 mm/sec. ** Extrusion multiplier was fixed at 5×.

One important factor in dose dispensing is the extruder multiplier (an empirical value that is
proportional to the extrusion rate), which appeared to determine the doses dispensed for each needle
size (Table 1). It is essential to co-ordinate these process parameters to achieve successful printing.
For instance, a fast-moving needle with a limited extrusion rate will result in incomplete and voided
structure, while a slow moving needle with an exaggerated extrusion rate will result in an overfilled
lump. An optimized extrusion multiplier of 5×, a needle size of G16 (internal diameter of 1.3 mm) and a
needle speed of 55 mm/sec yielded the most reproducible printing patterns with the narrowest standard
deviation (SD% = 2%). Hence, these parameters were selected as a default setting for further testing.
Under these settings, reproducible doses of 116.6 mg and 107.4 mg of paracetamol and ibuprofen,
respectively, were achieved.

To quantify the relative impact of these different printing parameters, standard multi-linear
regression was used and yielded the following equation:

Dispensed dose (mg) = 267.36 + 17.4 ExM − 6.88 V + 105.4 Ø (2)
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where ExM is extrusion multiplier, V is the speed of needle movement (mm/sec), and Ø is the inner
diameter of needle (mm). The equation highlights that dispensed dose is increased by a larger extrusion
multiplier and needle size and is reduced by a faster needle speed. The multiple regression model
indicated that extrusion multiplier (standardized coefficient β = 0.572, p < 0.002) and needle speed
(β = −0.499, p < 0.005) are the most influential factors, followed by needle size (β = −0.374, p < 0.05).
The model was able to describe 67.6% of the variance (F (3, 17) = 11.824, p < 0.0005). Other process
factors such as retraction amount and speed may also influence the dispensed dose.

In order to establish the ability of the system to produce a different range of doses, the printing
pattern was clipped or duplicated at different proportions (Figure 6). For instance, to achieve smaller
doses, printing patterns were trimmed reduced to 25%, 50%, or 75% to cover dose ranges of 16–77 mg
and 12–76 mg of paracetamol and ibuprofen, respectively. To achieve higher doses, the printing design
was repeated following the same printing path twice or three times followed by an elevation of height
at 0.5 mm after each layer (Table 2). Figure 6 shows rendered images and photographs of the printed
patterns using this approach for both paracetamol and ibuprofen. For both model drugs, good linearity
[R2 = 0.9804 (paracetamol) and 0.9976 (ibuprofen)] was achieved between the percentage of printed
patterns and the achieved doses. The negative intercept values in the trendline equations suggest that
there is a reduced extruded ink in small size designs, e.g., at 25% of design pattern. This could be a
direct result of the shear-thinning behavior of the ink, where dynamic viscosity is high at the beginning
of the printing process before it is reduced as ink flow continues. Another source of variation in the
dispensed dose could result from resistance to ink flow by the layer already extruded from the needle
nozzle while printing the next layer. This could be mitigated by careful adjustment of the height that
the needle travels on z-axis following deposition of each layer. For this technology to be adopted in a
clinical setting, the precision of dosing needs to be improved. This could be achieved by enhancing the
retraction mechanism in both nozzle design and software.Pharmaceutics 2019, 11, x FOR PEER REVIEW 12 of 16 
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Table 2. Dosing of paracetamol and ibuprofen using different percentages of the printing pattern.

Printing
Pattern

Paracetamol
Dose

(mg) ±SD
SD%

Ibuprofen
Dose

(mg) ± SD
SD%

25% 16.1 ± 2.7 16.9% 12.1 ± 1.0 8.1
50% 61.7 ± 5.1 8.2% 44 ± 1.9 4.4
75% 77 ± 12.2 15.8% 77 ± 4.0 5.2
100% 116.7 ± 7.0 6.0% 107.4 ± 12.1 11.3
200% 259.4 ± 16.8 6.5% 260.3 ± 23.6 9.1
300% 329.8 ± 6.4 2% 411.9 ± 19.2 4. 7

The system enables different printing patterns for dose titration without the need for altering
the concentration of the embedded phase or changing the formulation or the volume of the external
embedding phase. Such a challenge is often faced when relatively large drug loading needs to be
incorporated in gel structure.

3.4. Drug Release from 3D Printed Oral Doses

Another important aspect for an age-appropriate dosage form is the ability to accommodate
different drugs in a minimal number of doses. Paracetamol and ibuprofen have frequently been used in
combination for management of numerous pediatric conditions such as fever, post-operative pain, and
pain relief [35–38]. The concept described herein has potential clinical utility under circumstances when
combined rather than alternate therapy is required. The ability of the technology to easily produce drug
combinations at variable ratios in a single oral dosage form is of great interest. In addition, reducing
the number of individual medicines into a single dosage form is appealing to families, minimizing
the need to adhere to several drug administrations which can lead to missed, omitted, or dual doses.
Figure 7 demonstrates ibuprofen and paracetamol release from gelatin Lego™-like bricks. The pH of
the dissolution medium was selected as recommended by USP pharmacopial monograph for ibuprofen
and was within the reported range of salivary pH in healthy individuals [39]. Upon introduction in
dissolution medium, the gelatin-based matrix will dissolve quickly, leaving a paste of printed drug
patterns to dissolve at a slower rate.Pharmaceutics 2019, 11, x FOR PEER REVIEW 13 of 16 
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fluids (pH 7.2) using USP II dissolution test (n = 3, 50 rpm, error bar represents standard deviation).
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It is interesting to highlight that both drugs were released at similar rate despite the relatively higher
solubility of paracetamol compared to ibuprofen at intestinal pH (approximately 20.9 versus 3.9 g/L,
respectively) [40,41]. This may be due to the slow dissolution of locust bean gum, a galactomanon
that acts as a gel former in the embedded phase. It is likely that the release patterns of both drugs
were governed by drug diffusion through diffusing spaces within the network of macromolecular
chains [42,43]. In the future, it will be possible to manipulate drug release by applying different ‘ink’
matrixes to accommodate for different release patterns.

One potential advantage of applying e-3DP for production of chewable products is the possibility
of encapsulation of drug paste in an acceptable gelatin matrix. Although some of the embedded
materials are likely to be in contact with taste buds in the tongue, the system can potentially reduce
the extent and the duration of such interaction, hence providing some advantage for bitter drugs.
Another important novelty aspect in this concept dosage form is its modular nature that can include
individualized drugs (single or combination) and doses in a single chewable form, hence offering
the possibility for more complex dosing regimens and high levels of individualization. For example,
the possibility of titrating the relative doses of paracetamol and ibuprofen in a single dosage form is
an advancement on the current options available for circumstances in which combination therapy
is indicated.

4. Conclusions

We have demonstrated the potential of using e-3DP for the delivery of bespoke concept chewable
soft dosage forms for use in different age groups including children. The soft nature and sweet taste
of the matrix may help patients with swallowing difficulties or palatability challenges. Compared to
traditional oral disintegrating tablets and soft gels, the method allows independent design of both shell
and core materials without modifying the external embedded matrix composition. In addition, by
manipulating the geometry of printing patterns, simultaneous dosing and drug release of two different
active pharmaceutical ingredients was achieved. Moving forward, the use of other liquid inks as an
embedding phase (for example, hydrogels, suspension of nanoparticles, therapeutic biologics) offers
the possibility of extending e-3DP printing to plethora of patient-specific oral drug delivery systems.

Supplementary Materials: The following are available online at http://www.mdpi.com/1999-4923/11/12/630/s1.
Figure S1. Modification of dual FDM 3D printer to accommodate a liquid/semisolids dispenser (right) in
combination with FDM 3D printer head (left). Figure S2. Soft dosage forms with paracetamol paste inside (blue
line) fabricated via one-step e-3DP with different printing speeds: (A) 50, (B) 60, (C) 65, and (D) 70 mm/min.
Figure S3. Soft dosage forms with paracetamol inside (blue line) fabricated via one-step e-3DP with printing speed
of 55.0 mm/min.

Author Contributions: Investigation, K.R., K.A.S., and M.C.; Formal analysis, B.T.A. and A.I.; Investigation, R.H.;
Supervision and writing—review and editing, M.P.; Software, writing—original draft preparation, visualization,
and supervision, M.A.A.

Funding: This research received no external funding.

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

References

1. Liu, F.; Ranmal, S.; Batchelor, H.K.; Orlu-Gul, M.; Ernest, T.B.; Thomas, I.W.; Flanagan, T.; Tuleu, C.
Patient-centred pharmaceutical design to improve acceptability of medicines: Similarities and differences in
paediatric and geriatric populations. Drugs 2014, 74, 1871–1889. [CrossRef]

2. Ranmal, S.R.; Cram, A.; Tuleu, C. Age-appropriate and acceptable paediatric dosage forms: Insights into
end-user perceptions, preferences and practices from the Children’s Acceptability of Oral Formulations
(CALF) Study. Int. J. Pharm. 2016, 514, 296–307. [CrossRef] [PubMed]

3. Turner, M.A.; Catapano, M.; Hirschfeld, S.; Giaquinto, C.; Global Research in Paediatric. Paediatric drug
development: The impact of evolving regulations. Adv. Drug Deliv. Rev. 2014, 73, 2–13. [CrossRef] [PubMed]

http://www.mdpi.com/1999-4923/11/12/630/s1
http://dx.doi.org/10.1007/s40265-014-0297-2
http://dx.doi.org/10.1016/j.ijpharm.2016.07.054
http://www.ncbi.nlm.nih.gov/pubmed/27863675
http://dx.doi.org/10.1016/j.addr.2014.02.003
http://www.ncbi.nlm.nih.gov/pubmed/24556465


Pharmaceutics 2019, 11, 630 14 of 15

4. Madathilethu, J.; Roberts, M.; Peak, M.; Blair, J.; Prescott, R.; Ford, J.L. Content uniformity of quartered
hydrocortisone tablets in comparison with mini-tablets for paediatric dosing. BMJ Paediatr. Open 2018, 2,
e000198. [CrossRef] [PubMed]

5. Saimbi, S.; Madden, V.; Stirling, H.; Yahyouche, A.; Batchelor, H. Comparison of Hydrocortisone 10 Mg
Tablets: Tablet Hardness Optimised for Adult Use Has Negative Consequences for Paediatric Use. Arch. Dis.
Child. 2016, 101, e2. [CrossRef] [PubMed]

6. Hanawa, T.; Watanabe, A.; Tsuchiya, T.; Ikoma, R.; Hidaka, M.; Sugihara, M. New oral dosage form for
elderly patients: Preparation and characterization of silk fibroin gel. Chem. Pharm. Bull. (Tokyo) 1995, 43,
284–288. [CrossRef] [PubMed]

7. Dairaku, M.; Togashi, M. Development of Air Push Jelly Formulation. Yakuzaigaku (J. Pharm. Sci. Technol.
Jpn.) 2005, 65, 209–214.

8. Wagner, C.L.; Shary, J.R.; Nietert, P.J.; Wahlquist, A.E.; Ebeling, M.D.; Hollis, B.W. Bioequivalence Studies
of Vitamin D Gummies and Tablets in Healthy Adults: Results of a Cross-Over Study. Nutrients 2019, 11.
[CrossRef]

9. Adult Multivitamin Gummies Tablet, Chewable. Available online: https://www.webmd.com/drugs/2/drug-
163130/adult-multivitamin-gummies-oral/details (accessed on 2 May 2019).

10. Koga, C.C.; Lee, S.Y.; Lee, Y. Consumer Acceptance of Bars and Gummies with Unencapsulated and
Encapsulated Resveratrol. J. Food Sci. 2016, 81, S1222–S1229. [CrossRef]

11. Imai, K. Alendronate sodium hydrate (oral jelly) for the treatment of osteoporosis: Review of a novel, easy to
swallow formulation. Clin. Interv. Aging 2013, 8, 681–688. [CrossRef]

12. Kunisaki, C.; Tanaka, Y.; Kosaka, T.; Miyamoto, H.; Sato, S.; Suematsu, H.; Yukawa, N.; Sato, K.; Izumisawa, Y.;
Akiyama, H.; et al. A Comparative Study of Intravenous Injection Form and Oral Jelly Form of Alendronate
Sodium Hydrate for Bone Mineral Disorder after Gastrectomy. Digestion 2017, 95, 162–171. [CrossRef]
[PubMed]

13. Isreb, A.; Baj, K.; Wojsz, M.; Isreb, M.; Peak, M.; Alhnan, M.A. 3D printed oral theophylline doses with
innovative ‘radiator-like’ design: Impact of polyethylene oxide (PEO) molecular weight. Int. J. Pharm. 2019,
564, 98–105. [CrossRef] [PubMed]

14. Okwuosa, T.C.; Soares, C.; Gollwitzer, V.; Habashy, R.; Timmins, P.; Alhnan, M.A. On demand manufacturing
of patient-specific liquid capsules via co-ordinated 3D printing and liquid dispensing. Eur. J. Pharm. Sci.
2018, 118, 134–143. [CrossRef] [PubMed]

15. Oblom, H.; Zhang, J.; Pimparade, M.; Speer, I.; Preis, M.; Repka, M.; Sandler, N. 3D-Printed Isoniazid Tablets
for the Treatment and Prevention of Tuberculosis-Personalized Dosing and Drug Release. AAPS Pharm. Sci.
Tech. 2019, 20, 52. [CrossRef] [PubMed]

16. Pereira, B.C.; Isreb, A.; Forbes, R.T.; Dores, F.; Habashy, R.; Petit, J.B.; Alhnan, M.A.; Oga, E.F. ‘Temporary
Plasticiser’: A novel solution to fabricate 3D printed patient-centred cardiovascular ‘Polypill’ architectures.
Eur. J. Pharm. Biopharm. 2019, 135, 94–103. [CrossRef] [PubMed]

17. Sadia, M.; Isreb, A.; Abbadi, I.; Isreb, M.; Aziz, D.; Selo, A.; Timmins, P.; Alhnan, M.A. From ‘fixed dose
combinations’ to ‘a dynamic dose combiner’: 3D printed bi-layer antihypertensive tablets. Eur. J. Pharm. Sci.
2018, 123, 484–494. [CrossRef] [PubMed]

18. Scoutaris, N.; Ross, S.A.; Douroumis, D. 3D Printed “Starmix” Drug Loaded Dosage Forms for Paediatric
Applications. Pharm. Res. 2018, 35, 34. [CrossRef]

19. Preis, M.; Oblom, H. 3D-Printed Drugs for Children-Are We Ready Yet? AAPS Pharm. Sci. Tech. 2017, 18,
303–308. [CrossRef]

20. Awad, A.; Trenfield, S.J.; Gaisford, S.; Basit, A.W. 3D printed medicines: A new branch of digital healthcare.
Int. J. Pharm. 2018, 548, 586–596. [CrossRef]

21. Alhnan, M.A.; Okwuosa, T.C.; Sadia, M.; Wan, K.W.; Ahmed, W.; Arafat, B. Emergence of 3D Printed Dosage
Forms: Opportunities and Challenges. Pharm. Res. 2016, 33, 1817–1832. [CrossRef]

22. Martinez, P.R.; Goyanes, A.; Basit, A.W.; Gaisford, S. Fabrication of drug-loaded hydrogels with
stereolithographic 3D printing. Int. J. Pharm. 2017, 532, 313–317. [CrossRef] [PubMed]

23. Khan, S.; Ali, S.; Bermak, A. Recent Developments in Printing Flexible and Wearable Sensing Electronics for
Healthcare Applications. Sensors (Basel) 2019, 19. [CrossRef] [PubMed]

http://dx.doi.org/10.1136/bmjpo-2017-000198
http://www.ncbi.nlm.nih.gov/pubmed/29637186
http://dx.doi.org/10.1136/archdischild-2016-311535.17
http://www.ncbi.nlm.nih.gov/pubmed/27540196
http://dx.doi.org/10.1248/cpb.43.284
http://www.ncbi.nlm.nih.gov/pubmed/7728934
http://dx.doi.org/10.3390/nu11051023
https://www.webmd.com/drugs/2/drug-163130/adult-multivitamin-gummies-oral/details
https://www.webmd.com/drugs/2/drug-163130/adult-multivitamin-gummies-oral/details
http://dx.doi.org/10.1111/1750-3841.13274
http://dx.doi.org/10.2147/CIA.S37199
http://dx.doi.org/10.1159/000458755
http://www.ncbi.nlm.nih.gov/pubmed/28214864
http://dx.doi.org/10.1016/j.ijpharm.2019.04.017
http://www.ncbi.nlm.nih.gov/pubmed/30974194
http://dx.doi.org/10.1016/j.ejps.2018.03.010
http://www.ncbi.nlm.nih.gov/pubmed/29540300
http://dx.doi.org/10.1208/s12249-018-1233-7
http://www.ncbi.nlm.nih.gov/pubmed/30617660
http://dx.doi.org/10.1016/j.ejpb.2018.12.009
http://www.ncbi.nlm.nih.gov/pubmed/30579852
http://dx.doi.org/10.1016/j.ejps.2018.07.045
http://www.ncbi.nlm.nih.gov/pubmed/30041029
http://dx.doi.org/10.1007/s11095-017-2284-2
http://dx.doi.org/10.1208/s12249-016-0704-y
http://dx.doi.org/10.1016/j.ijpharm.2018.07.024
http://dx.doi.org/10.1007/s11095-016-1933-1
http://dx.doi.org/10.1016/j.ijpharm.2017.09.003
http://www.ncbi.nlm.nih.gov/pubmed/28888978
http://dx.doi.org/10.3390/s19051230
http://www.ncbi.nlm.nih.gov/pubmed/30862062


Pharmaceutics 2019, 11, 630 15 of 15

24. Luo, S.; Ran, M.; Luo, Q.; Shu, M.; Guo, Q.; Zhu, Y.; Xie, X.; Zhang, C.; Wan, C. Alternating Acetaminophen
and Ibuprofen versus Monotherapies in Improvements of Distress and Reducing Refractory Fever in Febrile
Children: A Randomized Controlled Trial. Paediatr. Drugs 2017, 19, 479–486. [CrossRef] [PubMed]

25. Paul, I.M.; Sturgis, S.A.; Yang, C.; Engle, L.; Watts, H.; Berlin, C.M., Jr. Efficacy of standard doses of Ibuprofen
alone, alternating, and combined with acetaminophen for the treatment of febrile children. Clin. Ther. 2010,
32, 2433–2440. [CrossRef] [PubMed]

26. Wong, T.; Stang, A.S.; Ganshorn, H.; Hartling, L.; Maconochie, I.K.; Thomsen, A.M.; Johnson, D.W. Combined
and alternating paracetamol and ibuprofen therapy for febrile children. Evid. Based Child Health 2014, 9,
675–729. [CrossRef]

27. Convention, U. United States Pharmacopia 31-NF; Unider States Pharmacopial Convention: Rockville, MD,
USA, 2007.

28. Grosskopf, A.K.; Truby, R.L.; Kim, H.; Perazzo, A.; Lewis, J.A.; Stone, H.A. Viscoplastic Matrix Materials for
Embedded 3D Printing. ACS Appl. Mater. Interfaces 2018, 10, 23353–23361. [CrossRef]

29. Muth, J.T.; Vogt, D.M.; Truby, R.L.; Menguc, Y.; Kolesky, D.B.; Wood, R.J.; Lewis, J.A. Embedded 3D printing
of strain sensors within highly stretchable elastomers. Adv. Mater. 2014, 26, 6307–6312. [CrossRef]

30. Truby, R.L.; Wehner, M.; Grosskopf, A.K.; Vogt, D.M.; Uzel, S.G.M.; Wood, R.J.; Lewis, J.A. Soft Somatosensitive
Actuators via Embedded 3D Printing. Adv. Mater. 2018, 30, e1706383. [CrossRef]

31. Foox, M.; Zilberman, M. Drug delivery from gelatin-based systems. Expert. Opin. Drug Deliv. 2015, 12,
1547–1563. [CrossRef]

32. Young, S.; Wong, M.; Tabata, Y.; Mikos, A.G. Gelatin as a delivery vehicle for the controlled release of
bioactive molecules. J. Control. Release 2005, 109, 256–274. [CrossRef]

33. Kennedy, J.R.; Kent, K.E.; Brown, J.R. Rheology of dispersions of xanthan gum, locust bean gum and mixed
biopolymer gel with silicon dioxide nanoparticles. Mater. Sci. Eng. C. Mater. Biol. Appl. 2015, 48, 347–353.
[CrossRef] [PubMed]

34. Alves, M.M.; Antonov, Y.A.; Goncalves, M.P. Phase equilibria and mechanical properties of gel-like
water-gelatin-locust bean gum systems. Int. J. Biol. Macromol. 2000, 27, 41–47. [CrossRef]

35. Kokki, H. Nonsteroidal anti-inflammatory drugs for postoperative pain: A focus on children. Paediatr. Drugs
2003, 5, 103–123. [CrossRef] [PubMed]

36. Malya, R.R. Does combination treatment with ibuprofen and acetaminophen improve fever control? Ann.
Emerg. Med. 2013, 61, 569–570. [CrossRef]

37. Sjoukes, A.; Venekamp, R.P.; van de Pol, A.C.; Hay, A.D.; Little, P.; Schilder, A.G.; Damoiseaux, R.A.
Paracetamol (acetaminophen) or non-steroidal anti-inflammatory drugs, alone or combined, for pain relief
in acute otitis media in children. Cochrane Database Syst. Rev. 2016, 12, CD011534. [CrossRef]

38. Wong, T.; Stang, A.S.; Ganshorn, H.; Hartling, L.; Maconochie, I.K.; Thomsen, A.M.; Johnson, D.W. Cochrane
in context: Combined and alternating paracetamol and ibuprofen therapy for febrile children. Evid. Based
Child Health 2014, 9, 730–732. [CrossRef]

39. Baliga, S.; Muglikar, S.; Kale, R. Salivary pH: A diagnostic biomarker. J. Indian Soc. Periodontol. 2013, 17,
461–465. [CrossRef]

40. Rivera-Leyva, J.C.; Garcia-Flores, M.; Valladares-Mendez, A.; Orozco-Castellanos, L.M.; Martinez-Alfaro, M.
Comparative Studies on the Dissolution Profiles of Oral Ibuprofen Suspension and Commercial Tablets
using Biopharmaceutical Classification System Criteria. Indian J. Pharm. Sci. 2012, 74, 312–318. [CrossRef]

41. Shaw, L.R.; Irwin, W.J.; Grattan, T.J.; Conway, B.R. The effect of selected water-soluble excipients on the
dissolution of paracetamol and Ibuprofen. Drug Dev. Ind. Pharm. 2005, 31, 515–525. [CrossRef]

42. Parvathy, K.S.; Susheelamma, N.S.; Tharanathan, R.N.; Gaonkar, A.K. A simple non-aqueous method for
carboxymethylation of galactomannans. Carbohydr. Polym. 2005, 62, 137–141. [CrossRef]

43. Sierakowski, M.R.; Milas, M.; Desbrieres, J.; Rinaudo, M. Specific modifications of galactomannans. Carbohydr.
Polym. 2000, 42, 51–57. [CrossRef]

© 2019 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/10.1007/s40272-017-0237-1
http://www.ncbi.nlm.nih.gov/pubmed/28523589
http://dx.doi.org/10.1016/j.clinthera.2011.01.006
http://www.ncbi.nlm.nih.gov/pubmed/21353111
http://dx.doi.org/10.1002/ebch.1978
http://dx.doi.org/10.1021/acsami.7b19818
http://dx.doi.org/10.1002/adma.201400334
http://dx.doi.org/10.1002/adma.201706383
http://dx.doi.org/10.1517/17425247.2015.1037272
http://dx.doi.org/10.1016/j.jconrel.2005.09.023
http://dx.doi.org/10.1016/j.msec.2014.12.040
http://www.ncbi.nlm.nih.gov/pubmed/25579932
http://dx.doi.org/10.1016/S0141-8130(99)00117-8
http://dx.doi.org/10.2165/00128072-200305020-00004
http://www.ncbi.nlm.nih.gov/pubmed/12529163
http://dx.doi.org/10.1016/j.annemergmed.2012.10.025
http://dx.doi.org/10.1002/14651858.CD011534.pub2
http://dx.doi.org/10.1002/ebch.1979
http://dx.doi.org/10.4103/0972-124X.118317
http://dx.doi.org/10.4103/0250-474X.107062
http://dx.doi.org/10.1080/03639040500215784
http://dx.doi.org/10.1016/j.carbpol.2005.07.014
http://dx.doi.org/10.1016/S0144-8617(99)00137-X
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Materials 
	Preparation of Embedding and Embedded Materials 
	Embedding Medium 
	Embedded Drug Paste 

	Modification of Dual FDM 3D Printer 
	Design of Template and Pattern 
	Embedded 3D Printing Process 
	One-Step Embedded 3D Printing 
	Multi-Step Embedded 3D Printing 

	Rheological Studies of Embedded Material 
	Scanning Electron Microscopy (SEM) 
	Drug Contents Using HPLC 
	Dissolution Test for Oral Doses 
	Statistical Analysis 

	Results and Discussion 
	Development of Embedded Phase for Pharmaceutical e-3DP 
	Single- and Multi-Stage e-3DP 
	Impact of Printing Parameters on Drug Dosing Amount and Accuracy 
	Drug Release from 3D Printed Oral Doses 

	Conclusions 
	References

