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Microfabrication Methods for Biodegradable
Polymeric Carriers for Drug Delivery

System Applications: A Review
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Abstract— A drug delivery system is used for targeting drugs
to specific cells. Various drug carriers, that also reduce the
side effects of unbound drugs, have been introduced and com-
mercialized in the pharmaceutical field. Among them, synthetic
biodegradable polymers have received much attention attributed
to their low toxicity, controllable biodegradation rates,
manufacturability, and low costs. This paper reviews the salient
characteristics of biodegradable polymers as drug carriers
and their microfabrication methods. The reviewed microfab-
rication methods include laser micromachining, rapid proto-
typing, replication, emulsification, microfluidic fabrication, and
X-ray-lithography-based methods. For these microfabrica-
tion methods, critical dimensions, feature variety, solvent
compatibility, production throughput, and tooling requirements
are also summarized. [2014-0070]

Index Terms— Drug delivery systems (DDS), drug
carriers, biodegradable polymers, poly-capro-lactone (PCL),
poly(lactic-co-glycolic acid) (PLGA), microfabrication, laser
micromachining, rapid prototyping, replication, emulsification,
microfluidics, x-ray-lithography.

I. INTRODUCTION

WHILE NUMEROUS drugs have been developed in
pharmaceutical research areas, unbound drugs involve

several critical problems, including poor solubilities in the
human body, potential tissue damages from extravasation, a
rapid breakdown of plasma concentration of drugs, and the
lack of selectivity for target cells [1]–[3]. To ameliorate these
problems drug delivery systems (DDS) have drawn significant
attention in recent years. Various particulate drug carriers have
been developed and utilized in DDS which can offer targeted
drug delivery and controlled drug release at desired therapeutic
levels [4]. However, the use of high quantities of carriers can
lead to problems of carrier toxicity, effects on metabolism, and
difficulties in carrier eliminations [3]. Therefore, the selection
of appropriate carriers plays an important role in DDS.
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Attributed to advantages in biocompatibility, controllable
biodegradation rates, manufacturability, and low costs, var-
ious synthetic biodegradable polymers have already been
successfully used in commercial DDS. This paper reviews
the salient characteristics of biodegradable polymers as drug
carriers in section II. The biodegradable polymeric carriers
can be fabricated by various microfabrication methods, such
as laser micromachining, rapid prototyping techniques, repli-
cation techniques, emulsification, microfluidic fabrication, and
x-ray-lithography-based methods, which are reviewed in detail
in section III.

II. BIODEGRADABLE POLYMERIC CARRIERS FOR DDS

A. Synthetic Biodegradable Polymers

Synthetic polymers are known to have the characteris-
tics of structural stability, ease of processing, and con-
trollability in drug release [5]. Synthetic polymers, such
as polyanhydrides, polyamides, phosphorous-based polymers,
and biodegradable polymers have been utilized to develop
polymeric particles for drug delivery [6]. Among the different
classes of biodegradable polymers, poly-capro-lactone (PCL),
polyglycolic acid (PGA), polylactic acid (PLA), and
poly(lactic-co-glycolic acid) (PLGA) are generally used
as building blocks. These biodegradable polymers are
biocompatible, as approved by the United States Food and
Drug Administration (US FDA) for biomedical devices, such
as scaffolds for tissue engineering (in the case of PCL, PGA,
PLA, PLGA), temporary prostheses (PCL, PLA, PLGA), and
drug delivery vehicles (PCL, PLA, PLGA).

These biodegradable polymers are suitable for sustained
drug release applications, attributed to their slow biodegrad-
ability for prolonged periods [7], [8]. The PCL compound
is dissolved by hydrolysis of its ester linkages in the human
body, and the rate of degradation is very slow typically taking
2-3 years to dissolve [7]. Since it has a very low toxicity, low
cost, and slow degradation rate, it is suitable for long-term
implantable devices, such as drug carriers and sutures [9]. The
PCL polymer also has an excellent biocompatibility, making it
suitable material for scaffolds to assist tissue and cell growth
during formation of artificial organs for tissue engineering [9].

Various PLGA compounds undergo hydrolysis in the body,
producing biodegradable metabolite monomers (namely, lactic
acid and glycolic acid). The human body effectively deals with
these two monomers, and therefore, there is only a minimal
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carrier toxicity for implantable devices [10]. As a result,
PLGAs have received significant attention in drug delivery and
biomedical applications [6], and several pharmaceutical com-
panies have already commercialized PLGA-based DDS [4].
The biodegradability of PLGAs can be adjusted by changing
the proportion of PLA and PGA in the co-polymer. The
PLGA (85:15) polymer containing 85% L-lactic acid (LA)
and 15% glycolic acid (GA) degrades in approximately
5–6 months. On the other hand, PLGA (75:25) and
PLGA (50:50) polymers take 4-5 months and 1–2 months,
respectively for degradation [7].

B. Drug Loading and Release

The task of loading drugs in biodegradable polymers is
generally performed by the following three methods:
(1) surrounding the drug with biodegradable polymer shells
to form drug-encapsulated carriers or laminating a solid or
gelled drug layer with top and bottom biodegradable polymer
films to fabricate drug-entrapped carriers, (2) mixing drugs
in a biodegradable polymer solution to create a homogenous
mixture and then emulsifying to fabricate drug-incorporated
carriers, and (3) soaking pre-fabricated biodegradable poly-
mer particles in a drug solution to fabricate drug-adsorbed
carriers [11]–[17].

The mechanisms of the drug release process are slightly
different for each of the three methods of drug loading.
In the case of the drug-encapsulated or entrapped carriers,
the drug release occurs mainly by a diffusion process from
the core across the polymeric wall or by a direct effluence
to the outside of the carrier [12]. A burst release can occur
when the degradation rate of the biodegradable polymer shell
is much higher than the diffusion rate [13]. In the case of
the drug-incorporated carriers, the drug release occurs by the
diffusion process as well as by the erosion of the biodegradable
polymer [14]. If the diffusion rate of the drug is faster than
the erosion rate of the biodegradable polymer, the drug release
occurs by diffusion; otherwise it occurs by erosion [15]. In the
case of the drug-adsorbed carriers, the drug release occurs
mainly by diffusion [16]. The drug release processes are also
affected by the molecular weight and the functional group of
the polymer, the shape of the carriers, and the loaded volume
of the drugs [5], [17].

C. Examples of DDS

Biodegradable polymers have already been successfully
used in several commercial DDS [4]. The FDA-approved
DDS using biodegradable polymeric carriers are summarized
in Table I.

III. COMMON MICROFABRICATION METHODS

FOR BIODEGRADABLE POLYMERS

A. Laser Micromachining

Laser micromachining is a single-step process and a
non-contact method used to pattern biodegradable polymeric
materials [18]. Since the biodegradable polymers are
sensitive to a heat [7], minimizing the thermal damage

TABLE I

EXAMPLES OF DDS IN THE MARKET

to materials is important in patterning microstructures.
The most popular lasers used for micromachining are
the ultra-violet (UV) lasers which have various sources,
such as excimer, argon-ion, tripled and quadrupled
neodymium-doped yttrium aluminum garnet (Nd: YAG),
fluorine, helium–cadmium, metal vapor, and nitrogen [19].
The emitted photon energy from a UV laser is high which
can break the chemical bonds of irradiated polymers directly.
This photochemical process can minimize the heating effects
compared to the photothermal process in other lasers,
and thus the thermal damage to non-irradiated parts can
be minimized [20]. This characteristic makes UV laser
micromachining very appealing for microfabrication of
biodegradable polymers. Another approach is the pulsed
CO2 laser [21]. The CO2 laser rapidly heats up the polymer,
which leads to melting and vaporization of the material.
Therefore, it is important to consider the thermal properties
of the biodegradable polymers being laser machined.
An alternative tool is the solid-state femtosecond lasers with a
near infrared (NIR) wavelength. These femtosecond lasers can
reduce the interaction time of the lasers and materials, and the
influence of the heat conduction around the micromachined
area can almost be ignored [18], [22], [23].

Figure 1(a) shows a microhole in a PCL polymeric film
etched by a UV laser, and Fig. 1(b) shows a microhole
etched by a femtosecond laser [18]. The results show minimal
melting and debris along the edges, but the features are
somewhat rough. The irregularities in the shape of the hole are
attributed to the non-circularity of the original laser beam. The
micromholes have sizes of tens of micrometers. Figure 1(c)
shows the cutting line in a PCL polymeric surface fabricated
by a CO2 laser [21].

The melted line solidifies on the surface along the cutting
line. The width of the melted line is 128 µm. Nevertheless, the
edges are better defined when compared to those of UV lasers
and femtosecond lasers.
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Fig. 1. SEM images of PCL polymeric surfaces ablated with laser
micromachining. (a) Microhole etched by UV laser with exposure energy of
14 mJ [18], (b) microhole etched by femtosecond laser with exposure energy
of 0.4 mJ [21], and (c) cutting line fabricated by CO2 laser with melted line
of 128 µm [21].

Fig. 2. SEM images of cut surface of PCL scaffold fabricated by direct
deposition method. (a) Top view of PCL scaffold and (b) side view of
PCL scaffold [26].

Laser micromachining is a one-step process and sol-
vent free method used to pattern polymeric materials.
However, thermal damages to surrounding areas hinder accu-
rate control of critical dimensions, limiting its applications.

B. Rapid Prototyping

Rapid prototyping techniques have been used to fabricate
structures with complex geometries which include laminated
parts [20]. The fabrication process is usually assisted
by computer-aided design (CAD) for arbitrary shapes.
The common methods include direct deposition [24]–[26],
three-dimensional printing [27]–[30], and stereolitho-
graphy [31]–[33].

Direct deposition is essentially micro-scale extrusion [24].
A pressure assisted micro-syringe is used to create a
biodegradable polymer scaffold with micro-scale porosity [25].
Figure 2 shows PCL scaffolds fabricated using micro-extrusion

Fig. 3. Schematic setup of 3DP system [28].

of PCL filaments, resulting in a resolution of several hun-
dred microns [26]. Three-dimensional scaffolds can also be
easily made by stacking 2D layers. However, the geometry
is limited since a structure has to be fabricated by stacking
filaments [20].

Three-dimensional printing (3DP) fabricates parts by a
layered printing process. From a CAD of a desired part, a slic-
ing algorithm draws detailed information for every layer [27].
Figure 3 shows the schematic setup of a 3DP process [28].
Each layer begins with a thin distribution of powder spread
over the surface of a powder bed. Using a technique of ink-jet
printing or spray coating, a binder material selectively joins
particles where the structure is to be formed. A piston which
supports the powder bed and the stage lowers so that the
next powder layer can be spread and selectively joined. This
layer-by-layer process is repeated until the part is completed.
Unbound powder serves as a support material during the
process and is removed after fabrication. The scaffold systems
can encapsulate drugs and can be used for drug carrying
purposes [28]. The 3DP method has a distinct advantage in
feature variety, which increases its potential for industrial
applications from the micro scale to the macro scale. However,
most of 3DP systems are not suitable for micro-scale parts,
which limits the applicability of this method for the fabrication
of small particulate drug carriers [29], [30].

Laser stereolithography is similar to 3DP, and the difference
is working in a liquid environment [31], [32]. Figure 4 shows
a schematic setup of a laser stereolithography process [33].
A 3D model designed with CAD is numerically converted
into a series of sliced 2D layers with an equal thickness. Each
sliced file is to control a motorized x–y–z platform immersed
in a liquid photopolymer. The liquid polymer is selectively
exposed to a focused laser light, and forms a solid. The
elevator platform moves downward according to the design
after each layer is solidified.

The most desirable characteristic of rapid prototyping
techniques is shaping complex geometries, which can be
assisted by CAD. The layer-by-layer stacking process is good
for fabricating 3D scaffolds for tissue engineering. However,
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Fig. 4. Schematic setup of laser stereolithography system [33].

the size of the stacked filaments which is determined by the
nozzle diameter is hard to decrease [28]. The sizes of these
nozzles with inner diameter can be as small as 20 µm [30].
Therefore, the applicability for fabrication of micron scale
devices is restricted. The throughput of rapid prototyping
techniques is relatively low compared to other microfabrication
methods, due to the time required for the completion of
product with the layer-by-layer process.

C. Replication

Replication techniques including nanoimprinting lithogra-
phy and soft lithography are widely used microfabrication
methods for biodegradable polymers [34]. The underlying
principle is the replication of a microfabricated mold, which
has the inverse geometry of desired polymeric structure. The
mold can be expensive, but the replication step can be applied
many times. A variety of geometric shapes can be fabricated
in these techniques [35]. The multi layered polymer structures
with polygonal shapes can also be fabricated [36]. Therefore,
the replication techniques have attracted much interest in
fabricating DDS carriers [37].

Nanoimprinting lithography is widely used to transfer micro
patterns from a master mold onto a polymeric substrate at
a proper pressure and temperature [38]. A typical nanoim-
printing lithography process is composed of four major steps,
as shown in Fig. 5 [39], [40]: (1) heating the mold and
substrate, (2) embossing microstructure patterns, (3) cool-
ing the mold and substrate, and finally (4) demolding the
microstructure by opening the mold. After the major steps,
the resulting polymer film with a surface pattern is peeled
off easily.

In soft lithography, an elastomeric stamp with patterned
structures on its surface is used to generate patterns and
structures. The polydimethylsiloxane (PDMS) elastomer
including a liquid silicone rubber base and a curing agent
can be mixed and poured to a master mold. The PDMS is
heated and solidified with a few hours, and a PDMS stamp
is peeled off from the master mold. The polymeric solution
which is mixed with solvent is poured on the silicon wafer.
The PDMS stamp is then applied to the silicon wafer with
little force. The solvent is evaporated at room temperature for
24 hours and the formed polymeric film is peeled off from

Fig. 5. Schematic of nanoimprinting lithography process [40].

Fig. 6. SEM images of imprinted PCL patterns. (a) PDMS stamp and (b) PCL
film with surface relief structures fabricated by solvent assisted molding. Scale
bars in 5 µm [20].

the stamp. The polymeric film has the surface relief structures
which are the same structures on the master mold. Figure 6(a)
shows the PDMS stamp and Figure 6(b) shows the generated
PCL micro patterns, while the walls are slightly distorted [20].
This distortion is attributed to the remaining internal stress
caused by adhesion between PCL and the PDMS stamp at the
corners and to the lack of robustness of the material itself.
The minimum feature size is 50 nm, corresponding to the
resolution of conventional e-beam lithography which is used
for fabricating the master mold [20].

In addition to these replication techniques, biodegradable
polymeric nano and microparticles can be fabricated by
the PRINT (Particle Replication In Nonwetting Templates)
process, which utilizes the low surface energy of novel fluo-
ropolymeric molds [41]. The molds are solidified from liquid
perfluoropolyether (PFPE) which are photochemically cross-
linked polymers at room temperature. These elastomeric molds
are then used to fabricate a variety of organic particles with a
high resolution, as shown in Figs. 7(a) and 7(b) [42], [43].
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Fig. 7. SEM images of PLGA microparticles fabricated by the PRINT
process. (a) Cubes with size of 2 µm and (b) center fenestrations particles
with size of 3 µm [43].

Note that the critical step to be considered in all replication
processes is the release process which is separating the final
structures from the mold. Because the surface conditions and
geometry of the microstructures have an influence on the
demolding process, the release of final polymeric structures
is very critical for the quality of fabricated patterns [34].
Nevertheless, inexpensive tool cost and high throughput make
these replication techniques one of the most popular
microfabrication methods for biodegradable polymers.

D. Emulsification

The emulsification (or emulsion-evaporation) technique is
the simplest method of forming nanoparticles [44], [45]. This
method involves dissolving the polymer in a volatile organic
solvent such as acetone or dichloromethane, and pouring this
solution into a rapidly stirred second aqueous solution, result-
ing in emulsification. The volatile solvent rapidly evaporates,
leaving behind hardened polymeric particles suspended in the
stirred second solution. The stirring condition can control the
sizes of particles with ranges from 50 nm to 50 µm [44]–[47].
These particles are filtered or freeze-dried to collect free-
flowing powder of particles [46]. This type of emulsion,
where an organic solvent-based internal phase is poured into
an aqueous external phase, is a water-in-oil emulsion, and
spherical shapes are fabricated.

To load drugs in the biodegradable polymeric carriers,
drugs need to be added at the internal phase. This process is
straightforward when drugs are soluble in an organic solvent,
as the therapeutic substances can simply be added to the
internal phase along with the polymers [47]. When drugs and
polymers are not soluble in the same solvent, additional steps
are needed [46]. One method is using multiple solvents in
the internal phase, creating a three-phase emulsion. Drugs
are solubilized in an aqueous solution and emulsified in the

polymer solution to create an external phase. The polymeric
particles containing drugs are then emulsified in a second
aqueous solution, fabricating the double emulsions [47].

The throughput of emulsification can be somewhat higher
than that of replication techniques, because of the simplicity
of forming particles. The only required tools are a beaker
and mixer to stir the solution. However, conventional emul-
sification techniques used to fabricate drug carriers have
disadvantage in non-uniform sizes. One potentially approach
to overcome the limitation is the use of microfluidic devices,
producing highly controlled and uniform emulsion-based
templates, which in turn, can be used for the fabrication of
microparticles.

E. Microfluidic Fabrication

Advances in microfluidics have presented exciting oppor-
tunities to improve the fabrication of particulate drug
carriers [48]. Since microfluidic approaches to droplet for-
mation use flows at low Reynolds number, fluid streams are
laminar and easily controlled [49]. These stable flows can fab-
ricate highly-controlled emulsions, resulting in microparticles
with uniformsizes [50]. Microfluidic chips are easily fabricated
using standard soft lithography techniques [51].

As an example, two continuous and immiscible streams
(i.e., oil and water) are infused into two separate inlets, as
shown in Figs. 8(a) and 8(b) [52]. The monodisperse droplets
could be generated at the junction where the two streams meet
due to high shear stress, as shown in Figs. 8(c) and 8(d). The
droplet sizes observed in this study ranges from 20 to 100µm,
and other studies show the sizes of droplet diameters ranging
from 50 nm to 800 µm [53]–[58]. Compared to the double
emulsions from the emulsification method, multiple compo-
nents are easily generated by a single-step emulsification in
the microfluidic device. By introducing the second stream, the
droplet could be re-encapsulated to form oil-in-water (W/O/W)
double emulsions which are useful for preparing core-shell
structures [54]. The DDS of monodisperse double emulsions
that have various inner components could then be fabricated
with precise control over their volume. These particles are
attractive since they can be used to co-deliver two drugs
with distinct effects. In addition to double emulsions, Janus
particles, which have interesting anisotropic structure and are
difficult to prepare using conventional methods, could be
readily fabricated in a microfluidic platform [54].

Several advantages make the microfluidic fabrication one
of the most successful methods in the field of DDS.
Microfluidics can be used to synthesize a wide variety of
materials [11]. Microfluidics can be easily scale-up for high
throughputs [4], [51]. Other advantages includes: rapid mix-
ing of reagents, homogeneous reaction environment, flexibil-
ity for multi-step reaction design, processing accuracy and
efficiency, good heat transfer properties due to high surface-
to-volume ratio, ease of miniaturization, and cost savings from
reduced consumption of reagents [55]–[58]. The throughput is
extremely high when materials for the fabricating DDS carriers
are supplied continuously (∼50,000 particles with the size
of 20 µm fabricated per second in one fabrication lot) [51].
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Fig. 8. (a) Schematic illustration of the procedure to fabricate monodisperse
polymer microparticles. (b) Optical microscopy image showing the orifice of
the flow-focusing region generating droplets of dichloromethane (DCM) in
water. (c, d) SEM images of monodisperse PLGA microparticles [52].

With the emulsification techniques, the microfluidic fabri-
cation techniques are the most popular methods to fabricate
drug encapsulated droplets, which can easily achieve the mass
production of DDS. A drawback is that only the spherical
shapes can be fabricated.

F. X-Ray-Lithography-Based Methods

Since x-ray synchrotron irradiation was first demonstrated
for use in exposing a thick resist layer in 1976 [59], deep x-ray
lithography has been utilized for the fabrication of microstruc-
tures with a high aspect ratio (HAR) and significant structural
height. This is based on combining synchrotron radiation
lithography, electroplating, and plastic molding (in German,
Lithographie, Galvanoformung, Abformung (LiGA)) [60].
For the microfabrication of biodegradable polymeric car-
riers, x-ray-lithography-based methods have also been
investigated [61], [62]. It was shown that the poly-L-lactide
acid (PLLA) and PCL polymers which have poly(lactides)
can be patterned by x-ray synchrotron irradiation. Using an
alkaline solution as the developer, the irradiated biodegradable
polymers can be dissolved and non-irradiated parts can be the
structures.

Fig. 9. SEM images of microstructures made of biodegradable polymers.
(a, b) Top and side view of fabricated PCL microstructures. (c) Side view
of fabricated PLGA (85:15) microstructures. (d) PCL structures are made
of 3 layers of laminated films. (e) Microstructure with smooth surface and
(f) microstructure with porous surface [63].

Shapes and sizes of structures can be varied correspond-
ing to the gold mask used for the x-ray-lithography. The
minimum feature size is approximately 50 nm, and large
and small shapes can be fabricated in the same batch. The
fabrication results of the x-ray synchrotron irradiation process
for microstructures made of the PCL polymer are shown
in Figs. 9(a) and 9(b), and microstructures made of PLGA
(85:15) polymer are shown in Fig. 9(c) [63]. The PCL struc-
tures are made of 3 layers of laminated PCL polymeric film as
shown in Fig. 9(d). Figures 9(e) and 9(f) show various surface
morphologies of biodegradable polymers. The morphology is
controlled by the exposure. The exposure dose to the structure
is 0.05 KJ/cm3 in the case of the smooth surface in Fig. 9(e),
and 1 KJ/cm3 in the case of the porous surface in Fig. 9(f).

While this method can be used to fabricate multiple-
layered polymeric structures with arbitrary shapes, the limited
accessibility to x-ray synchrotron irradiation facilities hinders
this method for being a common microfabrication method.
In addition, some exposure of x-ray to drugs can affect their
characteristics, which requires further studies.

G. Summary of Microfabrication Methods
for Biodegradable Polymers

In this section, various microfabrication techniques for
biodegradable polymeric drug carriers were reviewed. The
important characteristics of each fabrication method are sum-
marized in Table II. By employing appropriate fabrication
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TABLE II

CHARACTERISTICS OF MICROFABRICATION METHODS FOR BIODEGRADABLE POLYMERS

techniques, considering the critical dimensions, feature variety,
solvent compatibility, throughput, and tool costs, inexpen-
sive and reliable microfabrication of micro and meso-scale
DDS can be achieved.

IV. DISCUSSIONS

The purpose of drug delivery system is delivering the
functional carriers of drug at the target area of the human body
with suitable bioavailability. To enhance the bioavailability of
drugs, two of the features are required: (1) sustained drug
delivery for specific therapeutic levels and (2) targeted drug
delivery to avoid the side effects of drug in unwanted parts of
the human body.

The first requirement can be met by the choice of appro-
priate carrier materials of DDS. This paper reviewed the
salient characteristics of biodegradable polymers as a carrier
material.

Various biocompatible polymers can be designed with dif-
ferent biodegradation rates, and the release time of loaded
drugs can be controlled to achieve a sustained release of
drugs and to maintain a desired therapeutic level. This paper
reviewed various microfabrication techniques for biodegrad-
able polymeric devices as drug carriers. The reviewed micro-
fabrication methods allow fabricating a plethora of shapes
and sizes of biodegradable polymeric devices for carrying
drugs. The microfabrication methods reviewed are the laser
micromachining, rapid prototyping, replication, emulsification,
microfluidic fabrication, and x-ray-lithography-based methods.
Among them, the emulsification and microfluidic fabrication
methods are the most promising methods for DDS fabrication.
A drawback is that only spherical shapes can be fabricated.
On the other hand, the x-ray-lithography-based methods under
development can fabricate other shapes.

To achieve a true targeted drug delivery, an actuation
method is necessary, since the polymers have no self-
propelling property. Several approaches are investigated by

various researchers, and a noteworthy new approach is using
bio-actuators to achieve the locomotion or actuation of
drug delivery system [64]–[66]. This bio-actuation method
requires no external power. One particular example is using
tumor tracing bacteria as actuators for a solid-tumor targeted
delivery [67]. The topic on actuation is beyond the scope of
this paper and not treated here.

V. CONCLUSIONS

This paper reviewed characteristics of biodegradable
polymers as drug carriers. Attributed to advantages in biocom-
patibility, controllable biodegradation rates, manufacturability,
and low costs, the biodegradable polymers show a great
possibility for DDS. The microfabrication methods reviewed
in detail were the laser micromachining, rapid prototyp-
ing, replication, emulsification, microfluidic fabrication, and
x-ray-lithography-based methods. By employing appropri-
ate microfabrication techniques, inexpensive and reliable
microfabrication of micro and meso-scale DDS can be
achieved.
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[21] B. Stępak, A. J. Antończak, M. Bartkowiak-Jowsa, J. Filipiak,
C. Pezowicz, and K. M. Abramski, “Fabrication of a polymer-based
biodegradable stent using a CO2 laser,” Archives Civil Mech. Eng.,
vol. 14, no. 2, pp. 317–326, 2014.

[22] S. Baudach, J. Bonse, J. Krüger, and W. Kautek, “Ultrashort pulse laser
ablation of polycarbonate and polymethylmethacrylate,” Appl. Surf. Sci.,
vols. 154–155, pp. 555–560, Feb. 2000.

[23] S. Katayama, M. Horiike, K. Hirao, and N. Tsutsumi, “Structure induced
by irradiation of femtosecond laser pulse in dyed polymeric materials,”
J. Polym. Sci. B, Polym. Phys., vol. 40, no. 24, pp. 2800–2806, 2002.

[24] R. Landers and R. Mülhaupt, “Desktop manufacturing of complex
objects, prototypes and biomedical scaffolds by means of computer-
assisted design combined with computer-guided 3D plotting of polymers
and reactive oligomers,” Macromolecular Mater. Eng., vol. 282, no. 1,
pp. 17–21, 2000.

[25] G. Vozzi, C. Flaim, A. Ahluwalia, and S. Bhatia, “Fabrication of
PLGA scaffolds using soft lithography and microsyringe deposition,”
Biomaterials, vol. 24, no. 14, pp. 2533–2540, 2003.

[26] I. Zein, D. W. Hutmacher, K. C. Tan, and S. H. Teoh, “Fused depo-
sition modeling of novel scaffold architectures for tissue engineering
applications,” Biomaterials, vol. 23, no. 4, pp. 1169–1185, 2002.

[27] B. M. Wu, S. W. Borland, R. A. Giordano, L. G. Cima, E. M. Sachs,
and M. J. Cima, “Solid free-form fabrication of drug delivery devices,”
J. Controlled Release, vol. 40, nos. 1–2, pp. 77–87, 1996.

[28] B. C. Gross, J. L. Erkal, S. Y. Lockwood, C. Chen, and D. M. Spence,
“Evaluation of 3D printing and its potential impact on biotechnology
and the chemical sciences,” Anal. Chem., vol. 86, no. 7, pp. 3240–3253,
2014.

[29] J. E. Trachtenberg, P. M. Mountziaris, J. S. Miller, M. Wettergreen,
F. K. Kasper, and A. G. Mikos, “Open-source three-dimensional printing
of biodegradable polymer scaffolds for tissue engineering,” J. Biomed.
Mater. Res. A, vol. 102, no. 12, pp. 4326–4335, 2014.

[30] G. Vozzi, A. Previti, D. De Rossi, and A. Ahluwalia, “Microsyringe-
based deposition of two-dimensional and three-dimensional polymer
scaffolds with a well-defined geometry for application to tissue engi-
neering,” Tissue Eng., vol. 8, no. 6, pp. 1089–1098, 2002.

[31] T. Hagiwara, “Recent progress of photo-resin for rapid prototyping,
‘resin for stereolithography’,” Macromolecular Symp., vol. 175, no. 1,
pp. 397–402, 2001.

[32] M. N. Cooke, J. P. Fisher, D. Dean, C. Rimnac, and A. G. Mikos, “Use
of stereolithography to manufacture critical-sized 3D biodegradable
scaffolds for bone ingrowth,” J. Biomed. Mater. Res. B, Appl. Biomater.,
vol. 64B, no. 2, pp. 65–69, 2002.

[33] A. K. Au, W. Lee, and A. Folch, “Mail-order microfluidics: Evaluation
of stereolithography for the production of microfluidic devices,” Lab
Chip, vol. 14, no. 7, pp. 1294–1301, 2014.

[34] W. Ryu, R. J. Fasching, M. Vyakarnam, R. S. Greco, and F. B. Prinz,
“Microfabrication technology of biodegradable polymers for intercon-
necting microstructures,” J. Microelectromech. Syst., vol. 15, no. 6,
pp. 1457–1465, 2006.

[35] P.-C. Wang, S.-J. Paik, S. Chen, S. Rajaraman, S.-H. Kim, and
M. G. Allen, “Fabrication and characterization of polymer hollow
microneedle array using UV lithography into micromolds,” J. Micro-
electromech. Syst., vol. 22, no. 5, pp. 1041–1053, 2013.

[36] L. Peng, Y. Deng, P. Yi, and X. Lai, “Micro hot embossing of
thermoplastic polymers: A review,” J. Micromech. Microeng., vol. 24,
no. 1, p. 013001, 2014.

[37] H. Shinohara, H. Goto, T. Kasahara, and J. Mizuno, “Fabrication of a
polymer high-aspect-ratio pillar array using UV imprinting,” Microma-
chines, vol. 4, no. 2, pp. 157–167, 2013.

[38] M. Heckele, W. Bacher, and K. D. Müller, “Hot embossing—The
molding technique for plastic microstructures,” Microsyst. Technol.,
vol. 4, no. 3, pp. 122–124, 1998.

[39] M. Worgull, J.-F. Hétu, K. K. Kabanemi, and M. Heckele, “Hot emboss-
ing of microstructures: Characterization of friction during demolding,”
Microsyst. Technol., vol. 14, no. 6, pp. 767–773, 2008.

[40] A. Kolew, D. Münch, K. Sikora, and M. Worgull, “Hot embossing
of micro and sub-micro structured inserts for polymer replication,”
Microsyst. Technol., vol. 17, no. 4, pp. 609–618, 2011.

[41] J. P. Rolland, B. W. Maynor, L. E. Euliss, A. E. Exner, G. M. Denison,
and J. M. DeSimone, “Direct fabrication and harvesting of monodis-
perse, shape-specific nanobiomaterials,” J. Amer. Chem. Soc., vol. 127,
no. 28, pp. 10096–10100, 2005.

[42] S. E. Gratton, P. D. Pohlhaus, J. Lee, J. Guo, M. J. Cho, and
J. M. DeSimone, “Nanofabricated particles for engineered drug ther-
apies: A preliminary biodistribution study of PRINT nanoparticles,”
J. Controlled Release, vol. 121, nos. 1–2, pp. 10–18, 2007.

[43] E. M. Enlow, J. C. Luft, M. E. Napier, and J. M. DeSimone, “Potent engi-
neered PLGA nanoparticles by virtue of exceptionally high chemother-
apeutic loadings,” Nano Lett., vol. 11, no. 2, pp. 808–813, 2011.

[44] S. Xiong, X. Zhao, B. C. Heng, K. W. Ng, and J. S. Loo, “Cellular uptake
of poly-(D,L-lactide-co-glycolide) (PLGA) nanoparticles synthesized
through solvent emulsion evaporation and nanoprecipitation method,”
Biotechnol. J., vol. 6, no. 5, pp. 501–508, 2011.

[45] Y. Liu and X. Deng, “Influences of preparation conditions on particle
size and DNA-loading efficiency for poly(DL-lactic acid–polyethylene
glycol) microspheres entrapping free DNA,” J. Controlled Release,
vol. 83, no. 1, pp. 147–155, 2002.

[46] A. J. Halliday, S. E. Moulton, G. G. Wallace, and M. J. Cook, “Novel
methods of antiepileptic drug delivery—Polymer-based implants,” Adv.
Drug Del. Rev., vol. 64, no. 10, pp. 953–964, 2012.

[47] I. D. Rosca, F. Watari, and M. Uo, “Microparticle formation and
its mechanism in single and double emulsion solvent evaporation,”
J. Controlled Release, vol. 99, no. 2, pp. 271–280, 2004.

[48] W. J. Duncanson, T. Lin, A. R. Abate, S. Seiffert, R. K. Shah,
and D. A. Weitz, “Microfluidic synthesis of advanced microparticles
for encapsulation and controlled release,” Lab Chip, vol. 12, no. 12,
pp. 2135–2145, 2012.

[49] G. F. Christopher and S. L. Anna, “Microfluidic methods for generating
continuous droplet streams,” J. Phys. D, Appl. Phys., vol. 40, no. 19,
pp. 319–336, 2007.

[50] Y.-J. Lin, C.-H. Lee, and G.-B. Lee, “Droplet formation utilizing
controllable moving-wall structures for double-emulsion applications,”
J. Microelectromech. Syst., vol. 17, no. 3, pp. 573–581, 2008.

[51] M. R. Kendall, D. Bardin, R. Shih, P. A. Dayton, and A. P. Lee,
“Scaled-up production of monodisperse, dual layer microbubbles using
multi-array microfluidic module for medical imaging and drug delivery,”
Bubble Sci. Eng. Technol., vol. 4, no. 1, pp. 12–20, 2012.



18 JOURNAL OF MICROELECTROMECHANICAL SYSTEMS, VOL. 24, NO. 1, FEBRUARY 2015

[52] Q. Xu et al., “Preparation of monodisperse biodegradable polymer
microparticles using a microfluidic flow-focusing device for controlled
drug delivery,” Small, vol. 5, no. 13, pp. 1575–1581, 2009.

[53] L. L. A. Adams, T. E. Kodger, S.-H. Kim, H. C. Shum, T. Franke,
and D. A. Weitz, “Single step emulsification for the generation of
multi-component double emulsions,” Soft Matter, vol. 8, no. 41,
pp. 10719–10724, 2012.

[54] Z. Nie, W. Li, M. Seo, S. Xu, and E. Kumacheva, “Janus and ternary
particles generated by microfluidic synthesis: Design, synthesis, and self-
assembly,” J. Amer. Chem. Soc., vol. 128, no. 29, pp. 9408–9412, 2006.

[55] A. J. deMello, “Control and detection of chemical reactions in microflu-
idic systems,” Nature, vol. 442, no. 7101, pp. 394–402, 2006.

[56] M. J. Bassetti, A. N. Chatterjee, N. R. Aluru, and D. J. Beebe, “Devel-
opment and modeling of electrically triggered hydrogels for microfluidic
applications,” J. Microelectromech. Syst., vol. 14, no. 5, pp. 1198–1207,
2005.

[57] T. S. Shim, S.-H. Kim, and S.-M. Yang, “Elaborate design strategies
toward novel microcarriers for controlled encapsulation and release,”
Particle Particle Syst. Characterization, vol. 30, no. 1, pp. 9–45, 2013.

[58] D. Dendukuri and P. S. Doyle, “The synthesis and assembly of poly-
meric microparticles using microfluidics,” Adv. Mater., vol. 21, no. 41,
pp. 4071–4086, 2009.

[59] E. Spiller, D. E. Eastman, R. Feder, W. D. Grobman, W. Gudat, and
J. Topalian, “Application of synchrotron radiation to X-ray lithography,”
J. Appl. Phys., vol. 47, no. 12, pp. 5450–5459, 1976.

[60] E. W. Becker, W. Ehrfeld, P. Hagmann, A. Maner, and D. Münchmeyer,
“Fabrication of microstructures with high aspect ratios and great struc-
tural heights by synchrotron radiation lithography, galvanoforming, and
plastic moulding (LIGA process),” Microelectron. Eng., vol. 4, no. 1,
pp. 35–56, 1986.

[61] O. Wollersheim et al., “Quantitative studies of the radiation chemical
behaviour of PMMA and poly(lactides),” Nucl. Instrum. Methods Phys.
Res. B, vol. 97, no. 1, pp. 273–278, 1995.

[62] Y. Li and S. Sugiyama, “X-ray lithography fabrication of poly-L-lactides
microstructures,” in Proc. 17th Int. Symp. Micro-NanoMechatron.
Human Sci. (MHS), Nagoya, Japan, Nov. 2006, pp. 1–4.

[63] D. I. Cho et al., “Trends in drug-delivery-system microfabrication and a
new scalable technology using X-ray synchrotron irradiation,” in Proc.
IEEE TRASNDUCERS, Barcelona, Spain, Jun. 2013, pp. 1603–1608.

[64] R. Bogue, “The development of medical microrobots: A review of
progress,” Ind. Robot, Int. J., vol. 35, no. 4, pp. 294–299, 2008.

[65] Y. Sowa and R. M. Berry, “Bacterial flagellar motor,” Quart. Rev.
Biophys., vol. 41, no. 2, pp. 103–132, 2008.

[66] T. Minamino, K. Imada, and K. Namba, “Molecular motors of the
bacterial flagella,” Current Opinion Struct. Biol., vol. 18, no. 6,
pp. 693–701, 2008.

[67] S. J. Park et al., “New paradigm for tumor theranostic methodol-
ogy using bacteria-based microrobot,” Sci. Rep., vol. 3, Dec. 2013,
Art. ID 3394.

Dong-il Dan Cho received the B.S. degree from
Carnegie Mellon University, Pittsburgh, PA, USA,
in 1980, and the M.S. and Ph.D. degrees from the
Massachusetts Institute of Technology, Cambridge,
MA, USA, in 1984 and 1988, respectively. From
1987 to 1993, he was an Assistant Professor with
Princeton University, Princeton, NJ, USA. Since
1993, he has been with the Department of Elec-
trical and Computer Engineering, Seoul National
University, Seoul, Korea, as a Professor, where he is
also the Director of the Biomimetic Robot Research

Center.
His research interests are in MEMS, sensors, controls, and robotics. His

active research and development resulted in over 300 scientific articles in
English and over 100 patents. He served as a member of the International
Federation of Accountants (IFAC) Technical Board from 2002 to 2005 and
as the Vice Chair of the IFAC Technical Board from 2008 to 2014. Since
2014, he has been a Council Member of IFAC. He has served as an Editor
and a Senior Editor of the IEEE JOURNAL OF MICRELECTROMECHANICAL

SYSTEMS since 1992 and 2012, respectively. He was also a founding Editorial
Board Member of the IOP Journal of Micromechanics and Microengineering
from 1991 to 1996. He served as the President of the MEMS Research
Association of Korea from 2003 to 2007. He was inducted into the National
Academy of Engineering of Korea in 2009, where he currently holds the
highest membership level.

Hyung Jung Yoo received the B.S. degree from
the School of Electrical Engineering and Computer
Science, Kyungpook National University, Daegu,
Korea, in 2010, and the M.S. degree in electri-
cal engineering and computer science from Seoul
National University, Seoul, Korea, in 2012, where
he is currently pursuing the Ph.D. degree with the
Department of Electrical and Computer Engineering.
His research interests include bacteria-based drug
delivery system and fabrication of microelectro-
mechanical systems for biomedical applications.



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 0
  /ParseDSCComments false
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo false
  /PreserveFlatness true
  /PreserveHalftoneInfo true
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Remove
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
    /Arial-Black
    /Arial-BoldItalicMT
    /Arial-BoldMT
    /Arial-ItalicMT
    /ArialMT
    /ArialNarrow
    /ArialNarrow-Bold
    /ArialNarrow-BoldItalic
    /ArialNarrow-Italic
    /ArialUnicodeMS
    /BookAntiqua
    /BookAntiqua-Bold
    /BookAntiqua-BoldItalic
    /BookAntiqua-Italic
    /BookmanOldStyle
    /BookmanOldStyle-Bold
    /BookmanOldStyle-BoldItalic
    /BookmanOldStyle-Italic
    /BookshelfSymbolSeven
    /Century
    /CenturyGothic
    /CenturyGothic-Bold
    /CenturyGothic-BoldItalic
    /CenturyGothic-Italic
    /CenturySchoolbook
    /CenturySchoolbook-Bold
    /CenturySchoolbook-BoldItalic
    /CenturySchoolbook-Italic
    /ComicSansMS
    /ComicSansMS-Bold
    /CourierNewPS-BoldItalicMT
    /CourierNewPS-BoldMT
    /CourierNewPS-ItalicMT
    /CourierNewPSMT
    /EstrangeloEdessa
    /FranklinGothic-Medium
    /FranklinGothic-MediumItalic
    /Garamond
    /Garamond-Bold
    /Garamond-Italic
    /Gautami
    /Georgia
    /Georgia-Bold
    /Georgia-BoldItalic
    /Georgia-Italic
    /Haettenschweiler
    /Impact
    /Kartika
    /Latha
    /LetterGothicMT
    /LetterGothicMT-Bold
    /LetterGothicMT-BoldOblique
    /LetterGothicMT-Oblique
    /LucidaConsole
    /LucidaSans
    /LucidaSans-Demi
    /LucidaSans-DemiItalic
    /LucidaSans-Italic
    /LucidaSansUnicode
    /Mangal-Regular
    /MicrosoftSansSerif
    /MonotypeCorsiva
    /MSReferenceSansSerif
    /MSReferenceSpecialty
    /MVBoli
    /PalatinoLinotype-Bold
    /PalatinoLinotype-BoldItalic
    /PalatinoLinotype-Italic
    /PalatinoLinotype-Roman
    /Raavi
    /Shruti
    /Sylfaen
    /SymbolMT
    /Tahoma
    /Tahoma-Bold
    /TimesNewRomanMT-ExtraBold
    /TimesNewRomanPS-BoldItalicMT
    /TimesNewRomanPS-BoldMT
    /TimesNewRomanPS-ItalicMT
    /TimesNewRomanPSMT
    /Trebuchet-BoldItalic
    /TrebuchetMS
    /TrebuchetMS-Bold
    /TrebuchetMS-Italic
    /Tunga-Regular
    /Verdana
    /Verdana-Bold
    /Verdana-BoldItalic
    /Verdana-Italic
    /Vrinda
    /Webdings
    /Wingdings2
    /Wingdings3
    /Wingdings-Regular
    /ZWAdobeF
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 600
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 600
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 400
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 5.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create PDFs that match the "Required"  settings for PDF Specification 4.0)
  >>
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


