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ABSTRACT: Human bone holds an inherent capacity for repairing itself from trauma
and damage, but concerning the severity of the defect, the choice of implant placement is
a must. Additive manufacturing has become an elite option due to its various
specifications such as patient-specific custom development of implants and its easy
fabrication rather than the conventional methods used over the years. Additive
manufacturing allows customization of the pore size, porosity, various mechanical
properties, and complex structure design and formulation. Selective laser melting, powder
bed fusion, electron beam melting, and fused deposition modeling are the various AM
methods used extensively for implant fabrication. Metals, polymers, biocrystals,
composites, and bio-HEA materials are used for implant fabrication for various
applications. A wide variety of polymer implants are fabricated using additive
manufacturing for nonload-bearing applications, and β-tricalcium phosphate, hydrox-
yapatite, bioactive glass, etc. are mainly used as ceramic materials in additive
manufacturing due to the biological properties that could be imparted by the latter. For decades metals have played a major role
in implant fabrication, and additive manufacturing of metals provides an easy approach to implant fabrication with augmented
qualities. Various challenges and setbacks faced in the fabrication need postprocessing such as sintering, coating, surface polishing,
etc. The emergence of bio-HEA materials, printing of shape memory implants, and five-dimensional printing are the trends of the era
in additive manufacturing.

1. INTRODUCTION
When damage occurs, the human body can repair itself via
biological mechanisms within the body.1 But when the
degeneration of bones happens beyond its critical capacity,
external assistance is needed. Though traditional approaches
like autografts, allografts, and xenografts can eliminate these
problems, various unsought scenarios like the rejection of the
foreign body and allergic responses and transmission of disease
can occur.2 To counterbalance this, various types of
biomaterials are used for the fabrication of scaffolds and
implants that can replace human bone such as bioactive glass,
various types of ceramics, and metals like titanium (Ti) alloys,
stainless steel, cobalt-chromium (Co-Cr) alloys, etc.3 The main
challenge for developing implants using biomaterials is that
they should meet many requirements such as biocompatibility,
proliferation, a suitable surface for cell attachment, and a
porous structure for the transport of nutrients. Also, when a
scaffold is used for bone regeneration, the cellular structures
must possess adequate strength and capacity to absorb high-
impact energy.4

Various conventional methods have been used for the
fabrication of implants over the years such as casting,5

electrospinning,6 injection molding,7 etc. The mechanical
properties, loading of growth factors, and drug-releasing
efficiency depend greatly on the porosity and pore structure

of the implant fabricated. It is not an easy task to develop
implants with precisely controlled pore size and the special
distribution of these interconnected pores with desired
geometry.8 It is always a challenge to prepare bioscaffolds
and implants using these methods that possess the ability to
mimic at least to some extent the properties of an extracellular
matrix (ECM) that can prompt cell differentiation and
proliferation since the implants have to effectuate the
bridging/repairing of damaged bone sites.9 Implants with
fitting biochemistry and nanoscale topology to heal the trauma
are also a rigorous task in conventional methods. It is needed
to have multistructural and multiple-performance implants
with multimaterials that can mimic natural bone structure in all
aspects, whose fabrication is a strenuous task in conventional
methods.10 Another problem of conventional methods is the
long duration it takes for the fabrication of an implant and its
postprocessing. Patient-specific implants are an arduous task,
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and their design change can imply the work from scratch.11

While fabricating the implants using metal alloys for load-
bearing application, the latter will be stiffer than the host bone
which can induce stress shielding that can instigate
osteoporosis at the area of minimum stress.12 In orthopedic
oncology, though modular endoprosthesis is an option for
young patients with malignant bone tumors, the availability of
custom-made modular implants for unusual sites, such as the
pelvis, is not high. Moreover, when limb salvage surgery is
done using conventional implants for the tumors at joints or
physis, it can lead to arthroplasty sacrifice of the joints.13 The
amount of waste materials formed by various conventional
methods, especially subtractive technologies, is huge since it
needs a lot of cutting and shaping for a patient-specific
implant.14 For these reasons, additive manufacturing has been
preferred for improving surgical results.
Additive manufacturing is the process of layer-by-layer

fabrication of structures using metals, polymers, ceramics, or
composites with a computer-aided program. ASTM defines
additive manufacturing (AM) as a process of joining materials
to make objects from 3D model data, usually layer upon
layer.15 In a virtual environment, the surface file is sliced, and
the AM machine makes a tool path for structures with the aid
of those files, which in turn is added layer by layer to make a
three-dimensional structure.16 The development of function-
ally graded material is possible in AM, and improvement of
certain properties of the desired compound could be done in
this way.17 Without additional tooling or manufacturing costs,
greater customization of the product is possible, and a design-
to-component direct translation takes place.18 With an easier
method to design even complex structures, with the aid of
computer technology, even hollow or lattice structures can be
designed.19 When a correction of the structure is needed, only
the design must be changed in the software to optimize the
structure. Maximum utilization of the raw material helps to
avoid large waste production and makes the process more cost-
effective.20 With quick processing using less manpower, the
development of the product is very fast.21 Considering the
medical field, the main challenge we are facing in implantation
is patient-to-patient-specific implants with biocompatibility

and a high rate of precision.22 Completely customized
products with this specification are produced in additive
manufacturing, and the greatest possibility of the preparation
of the porous structure is possible which cannot be provided
by other conventional methods.23

The history of additive manufacturing goes up to 1983 when
the first form of additive manufacturing, stereolithography, was
introduced by Charles Chunk Hull who used UV light to
photocure a liquid polymer in a layer-by-layer manner. As the
down layer was hardened, further layers were added in the
same manner, and the desired form was produced.24 Though
the patent was granted for this system in 1986, it took years to
develop it further, avoiding the limitations faced in the process.
The second process that developed further was selective laser
sintering (SLS) in 1986 by Dr. Beaman and an undergraduate
student Carl Deckard.25 Around the same time, Scott and his
wife Lisa Crump developed a fused deposition modeling
(FDM) in which a thermoplastic was heated and deposited on
a substrate in a layer-by-layer manner.26 Inkjet printing was
introduced by Roy Sanders in 1994 which was a developed
form of stereolithography with the difference that hot
thermoplastic wax was used to build the sample. High-
resolution models were formed using this new machine which
gained popularity in the jewelry industry within no time.27

Direct metal laser sintering (DMLS) was performed using
machinery only by the end of 1994. Dr. Hans J. Langer and Dr.
Hans Steinbichler developed this new machine, and they could
sinter metal powder such as Cobalt (Co), Aluminum (Al),
Nickel (Ni), Stainless steel (SS), and Ti alloys.28 The growth
of AM technology took a new turn when laser-engineered net
scanning (LENS) was proposed in New Mexico in the year
1997. A high power laser was used to melt the metal, and it got
deposited on the substrate. Since both the base and head are
made mobile, only in selected areas will the metal mold get
deposited.27 Electron beam melting (EBM) was also developed
around this time. Arcam AB developed this method, and the
procedure was to shoot an electron beam only on the selected
areas of a powder bed which will eventually melt and a layer is
formed. The process is repeated until the desired product is
obtained. Ever since. EBM has been used in the production of

Figure 1. Milestones in the growth of AM.
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biomedical implants and the aerospace industry.29 The journey
of additive manufacturing continues with a higher growth rate
in the automotive, aerospace, and medical industries.
The general mechanism for the designing and fabrication of

complex structures through additive manufacturing30 is
depicted below.

1) A computer aid design is made using the help of a CAD
file - generation of the geometry of the part.

2) Conversion of the file formed into a printing format -
Standard Tessellation Language (.STL) file format is
used for this purpose. This file defines the surface
geometry using a no. of triangular facets.

3) Slicing of the model - the STL model is sliced into cross-
sectional layers since AM is the layer-by-layer
fabrication.

4) Tool path generation and G-code for formation -
considering factors such as counters, zigzag, etc. as infill
patterns and residual stress evolution, the tool path is
created and the tool path is converted into G-code.
Thus, the path for fabrication is created.

5) Setting up of the machine into an appropriate printing
condition - Many variables need to be taken care such as
the layer thickness, traveling speed, the type of material
to be used, support type, the temperature of the build
plate, etc.

6) Layer by layer of the printing of the material - since the
printing is automated, it is very easy to print and less
monitoring is needed.

7) Postprocessing of the material prepared - it is not
needed for all the AM techniques. When photosensitive
resins are used (such as in SLA), curing is needed. If the
support form is used, that also gets removed in this step.
After the postprocessing, the printed material is ready for
application.

2. ADDITIVE MANUFACTURING METHODS
2.1. Vat Photopolymerization. In Vat photopolymeriza-

tion, the objects are developed by solidifying a liquid
photosensitive resin using ultraviolet (UV) light. While
securing cohesion from photopolymer, the material gains
mechanical and clinical properties desired of a scaffold.31 Vat
polymerization includes various methods such as Stereo
Lithography Apparatus (SLA), Digital Light Processing

(DLP), and Continuous Liquid Interface Production
(CLIP).32 The surface printed part of the product in this
method gives a more finished product since the printed part is
dipped in a monomer liquid. This method is mainly used for
the production of ceramic-based implants, but the sedimenta-
tion of the latter is the main challenge faced, resulting in the
nonuniform density of implants.33

In SLA, the photopolymer liquid is allowed to be exposed to
the laser beam in a nitrogen or argon gas atmosphere. The
material, after interacting with the laser undergoes photo-
polymerization and eventually hardens to become part of the
solid layers. A support plate or print bed that is used in the
base layer is removed when the first layer is scanned. Material
that has not undergone photopolymerization remains in liquid
form, and the penetration of the light-treated sample into that
of the nonpolymerized sample can cause the production of a
distorted structure. Unexposed sample here cannot be reused
or treated as supporting material.34 Allowing the customization
of the product, it is a fast and cheaper printing technique and
can provide more control of local techniques.35 The usual
thickness of the layer is in the range of 20−100 μm, and this
range can provide a fine resolution and powder flowability. If
the particle size is large, it results in poor resolution, and if the
particle size is small, agglomeration due to van der Waals force
takes place. Since sintering and melting temperatures are
absent here, this process can provide a rather smooth surface.
Another drawback of this method is the lack of available
photopolymers for the process. Mixing composites like
hydroxyapatite (HAP) in an optimum measurement with
photopolymers is widely used now in this method to overcome
the above-mentioned problem.36

Another Vat Polymerization method is DLP where UV or
blue light projections of the object’s cross-sectional image are
used for polymerization instead of a laser. This method
provides a better resolution of around 70 μm, and the
processing speed is much faster.37 With a low consumption of
energy and less use of organic solvents, this process can
provide sophisticated designs with high printing accuracy.38

Continuous Digital Light Processing (cDLP) is the better
version of DLP because it makes use of a continuous digital
projection of images of each layer to create a smoother
transition from one layer to the next, which offers the product
with a higher resolution and smoother surface and rather easy

Figure 2. Various additive manufacturing methods.
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manufacturing.39 In CLIP, the bottom of the container accepts
the UV light and the layer gets cured. Though vat
photopolymerization provides the product with a good surface
finish and high accuracy, the postprocessing is very lengthy.40

Studies have been done on using CLIP-manufactured
biocompatible resins for drug delivery applications,41 dental
occlusal devices,42 etc.

2.2. Material Extrusion. Material extrusion (ME) uses a
single material or a number of materials that are either in a
liquid state, viscous gel, or amorphous solid to form a
continuous filament. Here, a heated nozzle is used to fill the
sample, and the sample gets deposited layer by layer. The main
advantage of this method is that there will not be unused
powder material since a secondary nozzle is provided to add
supporting material with inferior qualities to that of the main
model material which could be removed once it serves the
purpose.43 The most used technique of this method is fused
filament fabrication (FFF) or the fused deposition method
(FDM), where the filaments are squeezed from one or more
extruders after heating thermoplastic materials. The molten
polymers are then deposited on a platform, which is fused to
form a 3D structure. FDM is widely investigated in fabricating
ceramic, metal, and polymer composites.44 When metal or
ceramics are used, they must be premixed with polymers,
followed by extruding in feedstock filament for additive
manufacturing. After the process, the polymer used as a binder
must be removed at a high temperature, followed by sintering.
The thickness of the layer, its width and orientation, and the
air gap between the layers are important parameters that need
to be attended to while choosing this method.45,46 Though the
low cost, simplicity of the process, and high speed are the
benefits of this method,47,48 interlayer distortion, layer-by-layer
appearance, poor surface quality, very law resolution, and fewer
no. of materials to be used in this method are the main
drawbacks here.49 Another disadvantage observed in this
method is that the bonding strength in the building direction
decreases significantly since the heated material is deposited on
the previous layer that has already been cooled off.50 The
anisotropic mechanical behavior is shown by most of the
products, since the components used are not melted fully
before they undergo additive manufacturing. Another negative
impact is the detrimental effect of the high degree of
temperature that affects the bioactive sample. To avoid this,
the scaffold undergoes bioactive agent postfabrication.51

Wet Spinning Based Extrusion is another material extrusion
method that uses only very low temperatures, and so it finds a
solution to most of the temperature-related challenges brought
about by fused filament fabrication. The biological and
mechanical properties of the scaffold can be improved by
mixing the polymer with bioglass or ceramics.52

Direct ink writing (DIW) is also an ME method where
liquid-based suspensions are used, and the base material is
thinned using water or other suitable solvents before extrusion.
Fluid materials like pastes, solutions, and hydrogels are
extruded through the nozzle with the help of a piston or a
screw system or by pneumatic pressure. The rheological
properties and viscosity of the ink used are crucial here.53 The
slurry is carefully selected to target specific mechanical and
biological behaviors of the resulting scaffold. The thinning
medium plays the double role of transforming the powder into
a slurry form and binding the powder particles together. Water
can be used as an ideal solvent that does not bring about
toxicity for bioactive agents.54 ME is used for the fabrication of

implants widely due to the simplicity in production, ease of
development of material, and manufacturing of scaffolds with
the finest details within a shorter time even by modulating the
porosity.55 Studies have proved that polycaprolactone
(PCL),56 polylactic acid (PLA),57 poly(lactic acid-co-glycolic
acid) (PLGA),58 bioglass,59 etc. could be made use of in this
method for the successful fabrication of scaffolds.

2.3. Binder Jetting. It is one of the main methods used in
AM for the engineering of bone tissue engineering scaffolds.
Binder jetting (BJ) uses powder materials and an adhesive for
manufacturing implants. In the first step, a uniform thin layer
of powder bed consisting of a ceramic, metal, or polymer is
formed with the help of a roller. Then a binder in liquid form is
printed into a powder bed and then forms a product layer by
layer, which acts as a glue that can provide temporary strength
to the binding part. At the curing temperature of the binder,
further heat treatment is given to provide greater strength for
the product.60 The size of the nozzle, extrusion rate, printing
speed, viscosity of the ink, particle size distribution, porosity of
the powder, and morphology are the main factors that must be
considered here. The usual powder size range is 10−50 μm.
The resolution of the product is determined by the precise
delivery of the binder.61 Metals, ceramics, etc. can be used in
this method both in the form of wet and dry powder. Since the
large particles give greater flowability and low surface area, they
are used in dry binder jetting, whereas the small particles are
used for wet binder jetting since those particles which are
made into slurry provide easy absorption of moisture due to
large surface area.62

Fast and efficient, this method offers more flexibility and a
high tolerance for designing and printing complex implant
structures, mostly in ceramics.63 Without the help of a support
structure, a wide range of materials could be printed with
higher scalability. This method is mainly used to prepare only
large-size implant materials due to its easy fabrication with the
help of thousands of jets that can work parallelly.60 The ability
to incorporate functionally graded materials64 and bioinks
loaded with drugs65 makes this method more acceptable in
implant fabrication. The main challenges of this method are
low printing resolution, very low precision, surface roughness,
and weak binding between layers.66

2.4. Powder Bed Fusion. This process consists of thin
layers made of very fine powders that are spread well to make a
platform. A laser beam or binder is used to make such a film,
and subsequent layers are rolled up one above the other. The
powder size distribution and packing have to be taken into
account since it determines the density of the printed part.67

The liquid binder can be used for higher temperatures, but the
laser method can be applied only to low-melting powders.
Selective laser sintering (SLS) can be applied to a variety of
metals, alloy powders, and polymers. Selective laser melting
(SLM) is done only on a few metals such as aluminum and
steel. SLM can provide superior mechanical properties since
here the powder is melted at an elated temperature, which
leads to a complete fusing. SLS does not give this result since
the powder is not melted fully but allows the fusion of the
powder only on the surface but not the entire powder. Other
advantages offered by SLM methods are the easy fabrication of
the product, greater flexibility, and near-net-shape produc-
tion.68

Layer thickness, hatch spacing, scanning speed, and
characteristics of laser powder are important parameters to
be considered when the SLM method is followed because they
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can influence the volumetric energy density that can heat the
powder. Balling can take place when the energy is insufficient
due to low laser power, large layer thickness, and high scanning
speed that cause a lack of wetting of the molten pool.69 On the
other hand, if the scanning speed is low and laser power is
high, the result would be extensive material evaporation. Lack
of fusing of adjacent species could result from poor hatch
spacing which in turn results in the porosity of the product.
Another problem faced by this method is the condensation of
volatilized materials that prevent the proper delivery of laser
power.70

An actual melting is not triggered in SLS, but the
temperature is raised by using a laser source below the melting
point of the powder chosen. The advantage of this method is
that avoiding of a temperature up to the melting point helps to
preserve the microspace between the powdered particles that
can provide a porous structure to the material formed. So
careful optimization and choice of apt grain sizes are very
important to develop a desired product. Studies have proved
that the SLS method can produce structures with macropore
resolution of 400 μm and interparticle spacing of 50 μm.71
Scaffolds produced via this method possess higher density and
greater mechanical characteristics.72

The Electron Beam Melting (EBM) process works with the
same principle as that of the SLM method. The only difference
is that the former uses an electron beam as an energy source,
while the latter depends upon laser energy. The main
advantage of this method is that EBM can provide greater
resolution and accuracy.73

PBF provides an advantage in printing complex structures
since the unused powder can act as a support material that can
help to withstand the high temperature during the process. To
achieve the desired mechanical and physical properties of the
product, the quality of the laser powder, layer thickness, and
scan speed are to be optimized. Usually, the process is carried
out in a closed environment to avoid oxidation especially when
the work is carried out on Ti and Al.74 Polymers, ceramics,
metals, or alloys can be feedstocks for the fabrication of
implants using PBF for load-bearing applications. It provides
ease of fusing implants and bones because of the option to
fabricate implants with a definable degree of surface roughness
and desired lattice structure, and it makes this method more
acceptable. Though fine resolution and high quality of printing
are the advantages of this method, slow process, high cost, and
high porosity of the product are the main disadvantages that
need to be rectified in this area.75

2.5. Sheet Lamination. In the sheet lamination (SL) AM
process, instead of metal powder or wire, foil is used as the
feedstock. The 3D objects are formed with the help of energy
sources, such as lasers or ultrasound. In ultrasonic consol-
idation, the interfaces of the metal sheet stacks are diffused
with the help of ultrasonic waves. The desired geometry via the
cutting process is done before treatment with ultrasonic waves
(form-then-bond method). In the bond-then-form method,
cutting is done after manufacturing. Since the frictional heat is
produced at the interface of the sheets, the temperature in the
coalesced region increases gradually. To avoid its effect on the
product, before each layer is formed, a slight cooling is
allowed.76 SL can be classified into laminated object
manufacturing (LOM) and ultrasonic additive manufacturing
(UAM). Processing of multimetals is possible in SL.77 The
resolution of the print depends on the printing speed, cross-
hatch size, laser power, and temperature applied during the

process. Among all the AM processes, SL is the least accurate
method and is used for very few applications in the medical
field, but the process is fast and cost-effective.78 Unlike other
AM methods, no postprocessing is to be followed, and the
parts have high durability. This method has been used for
processing simpler prototypes and casting molds without the
help of a supporting structure. Metal-filled tapes, papers,
ceramics, and polymer composites are usually used in this
method.79

2.6. Direct Energy Deposition. Direct Energy Deposition
(DED) is mainly applied to the preparation of high-
performance superalloys. Either a laser or an electron beam
is used to melt the implant surface that eventually fuses while
cooling. A higher amount of energy is used for this process,
and a layer-by-layer fusion of the material takes place which
helps to fill the crack effectively that could be formed during
manufacturing.45 The use of multiple materials and multiple-
axis deposition is allowed in this method. High-speed and large
work envelopes are offered in this method, and this method is
applied for the manufacturing of larger components. Less
manufacturing time and cost with high mechanical properties
can bring about a controlled microstructure and accurate
composition control.80

There can be three types of processing using the laser beam,
such as laser engineered net shaping (LENS), laser cladding,
and laser melt injection. LENS is a direct laser deposition
technique in which the feedstock could be a powder, wire, or
filament to form a three-dimensional unit. A high-power laser
of about 4 kW is used which is then focused onto the
converging point where the powder sample is delivered using
an argon pressurized nozzle.81 In the laser method, a melt
injection powder form is used, and in laser cladding a wire type
material is used.
In the electron beam DED process, an electron beam is used

to melt the scaffold surface. All of the manufacturing
parameters, including the mechanical properties, porosity,
surface roughness, and geometrical properties, are optimized
and controlled using software that can direct the fabrication of
sound parts. Scanning algorithms are created as required for
the geometry, and using the software minimum and maximum
beam currents are controlled, beam scan repetition time is
maintained throughout the manufacturing, the speed of the
electron beam and distance between the scan lines are
adjusted, and the hatch pattern line order and rotation angle
of consecutive hatches are controlled. Studies have proved that
the elevated build temperature in this process is responsible for
lower residual stresses of the products.82 Superalloys,83 Ti-
based alloys,84 Co-based alloys,85 etc. could be used for
implant fabrication via this method. This method gained its
acceptance due to the ability to utilize the fabrication of
structurally graded materials with varying porosity at various
parts of the component.86

2.7. Material Jetting. Material jetting (MJ) is a process in
additive manufacturing where the liquid materials are sprayed
using an extruder, and the tiny droplets thus formed get
solidified when light falls into them. The support that is used is
removed by using a solvent. The main advantage of this
process is that with the help of different extruders, various
materials can be used at the same time for the formation of the
desired product. The material jetting process can be further
classified into drop-on-demand (DOD), nanoparticle jetting
(NPJ), and polyjets (PJ). In the DOD, the materials are
injected for layer formation. As the name describes, nano-
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particles are used in NPJ as feedstock, and very thin layers are
formed by jetting them. PJ printing is similar to inkjet printing
where the materials sprayed get cured immediately with the aid
of a UV light source.87 Usually, photopolymers, metals, and
ceramics are used for this method. Though this process
provides products with higher accuracy, the mechanical
properties are very poor.88

Another classification given for MJ is inkjet printing and
multijet modeling. In inkjet printing, the liquid droplets follow
a predetermined path to be printed and solidified in a layer-by-
layer manner. Either a pressurized system or a thermal system

can be used for the extrusion of the droplet.89 Ink viscosity,
extrusion temperature, and pulse frequency determine the
resolution of the printed sample. The usual nozzle size is 10−
30 μm, and the volume of the material deposited could be
controlled along with its position. High-speed printing is
possible, and the versatility of the printed material is the beauty
of this process.90 The main advantage of this method is that
even biological materials like proteins and nucleic acid could
be printed along with nanoparticles, ceramics, and various
polymers such as biological, structural, and conductive
polymers.91,92

Figure 3. Schematic representations of a) Vat photopolymerization, b) Material jetting, c) Binder jetting, d) Material extrusion, e) Sheet
lamination, f) Direct energy deposition, g) Powder bed fusion.
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On the other hand, multijet modeling includes multiple
numbers of nozzles to extrude the materials, and the
simultaneous deposition of these materials is possible to create
a printed sample. A support material is needed while printing,
which is to be removed using a water jet or by peeling off after
the process is done.93 The peculiarity of this method is that
printing complex objects is possible with high resolution and
accuracy and with a smooth surface finish. Using mechanical
planarization helps maintain the exact layer thickness by
removing excess material. The development of controlled
bioactive surfaces and cellular scaffolds is the main application
of this method.94 MJ is used nowadays for the preparation of
scaffolds for tissue engineering,22 customized anatomical
models,95 and lifestyle wearable products.96

3. MATERIALS USED IN ADDITIVE MANUFACTURING
OF ORTHOPEDIC IMPLANTS

On account of patient-specific implants, the material chosen
for AM should be able to withstand structural and
morphological tailoring. Biofunctionality of the material is
another factor that is to be considered along with the
mechanical properties that are comparable to human bone.97

Figure 4 represents various materials used in additive
manufacturing and its applications.

3.1. Polymers. Polymers are used in orthopedic scaffolds
for nonload-bearing applications such as craniomaxillofacial
scaffolds based on their degradation rate and mechanical
properties.106 They have been mainly used for the replacement
of trabecular bone since it has a compressive strength similar to
this bone, as well as moderate degradation, and a pore size that
can provide interconnectivity with bone tissue.107 Though
widely used, polymers still have a great way to go because of
their lack of mechanical stability and controlled porosity. Even
though conventional methods such as electrospinning,106

freeze-drying,108 laser machining,109 etc. can enhance the
properties of the polymers tailored, a satisfactory improvement
cannot be brought about by these methods. For example, in

the gas-foaming method, porosity cannot be controlled, while
cell seeding becomes inefficient in the freeze-drying method.
Wastage of raw materials and a higher processing time are
other setbacks for these methods.110

AM is sought after today to overcome these challenges.
Polymers can be used for additive manufacturing by using
various techniques such as BJ, ME, PBF, and vat photo-
polymerization. In SLA, photopolymer resins are usually used
by activating them using UV radiation, which can enhance the
polymerization.111 Dhandapani et al. developed a cortical
screw with PLGA using FDM with porous interconnections
that could provide a native bone effect, bear the stress-shield
effects, and was biodegradable. A 5 ×10 mm screw stem could
be printed using AM without any deformities and with 45% fill
density and 259 × 207 μm pore dimension that helped the
screw to mimic the natural bone in biocompatibility and
mineralization studies, and the in vivo studies showed less
immunogenicity and more neovascularization compared to
nonporous screws. The porous interconnectivity provided by
the fabrication reduced the Young’s modulus to 482.79 MPa in
comparison with the usually used Ti (110 GPa).112

Patient-specific implants have been proposed by Espalin et
al., who prepared scaffolds that could replace femur and cranial
bones with the aid of FDM using poly(methyl methacrylate)
(PMMA). While varying the porosity from 50 to 70%, it was
observed that the compressive strength varied from 7 to 16
MPa and the stiffness decreased from 248 to 165 MPa.113

Mota et al. attempted to develop scaffolds using subtractive
rapid prototyping (SRP) using poly[(R)-3-hydroxybutyrate-co-
(R)-3-hydroxy hexanoate) (PHBHH) with a laydown pattern
of 0−45°, pore size down to 115 μm, and fiber diameter down
to 47 μm that could not be achieved by other conventional
methods that possessed a compressive strength of 0.84 MPa,
and the tests proved that the aligned fibrous structure with
desired porosity showed up to 36% of seeding efficiency in the
biological evaluation, and the scaffold proved to enhance bone
regeneration.114 PCL was used by Mazzoli et al. for preparing a

Figure 4. Various materials used in AM and examples for various implants fabricated a) cranial prosthesis fabricated using Ti-6Al-4V. Adapted with
permission from ref 98. Copyright 2016, Elsevier, b) mandibular reconstructed using Ti-6Al-4V. Adapted with permission from ref 99. Copyright
2018, Springer Nature, c) scapular prosthesis manufactured with Ti-6Al-4V. Adapted with permission from ref 100. Copyright BioMed Central, d)
acetabular cup fabricated using Co-Cr alloy. Adapted with permission from ref 101. Copyright 2013, Elsevier, e) maxillofacial reconstruction with
the help of Ti. Adapted with permission from ref 102. Copyright 2022, Springer Nature, f) vertebra fabricated with Ti-6Al-4V. Adapted with
permission from ref 103. Copyright 2006, Elsevier, g) Femur bone reconstructed using Mg. Adapted with permission from ref 104. Copyright 2020,
Elsevier, h) tibia bone implant fabricated using Ti. Adapted with permission from ref 105. Copyright 2016, Elsevier.
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scaffold via SLS that can be used for skeleton damage repair
with tailored porosity (500 μm) and interconnectivity that can
transfer nutrients and aid in bone development in a controlled
manner. The scaffold showed 47.66% porosity that could be
obtained by the SLS method and 3.6 MPa strength that falls
within the range of trabecular bone.115 Kosorn et al.
incorporated poly(3-hydroxybutyrate-co-3-hydroxy valerate)
(PHBV) to increase various properties of PCL while preparing
scaffolds using FDM for cartilage regeneration. Addition of
PHBV to PCL in FDM reduced the pore size from 205 to 191
μm. It was observed that the oxygen plasma treatment of the
scaffold increased the surface roughness from 39 to 99 nm, and
the hydrophilicity of the scaffold observed via contact angle
measurements changed from 86° to 102°, which in turn
enhanced cell proliferation, and the compressive strength of
the sample was also high with the blending of PHBV (8.34
MPa for 50% PHBV and 15 MPa for 75% PHBV).116

Polyamide 2200 (PA2200) was used by Sing et al. for
fabricating a three-dimensional scaffold, and the in vitro studies
suggested that the scaffold is a good choice for skull repair. The
increase in laser power from 50 to 70%, increased the strength
of the porous part, and the compressive strength was observed
to be 8.85 MPa, and the scaffold had a desired porosity of 1.2
× 1.2 mm2.117

PCL/Chitosan (Ch) scaffold was introduced by Dong et al.
with a pore size of 325 μm and 62.4% porosity with a higher
compressive strength of 6.7 MPa that is similar to cancellous
bone and was effective in subchondral bone defect repair. The
live-dead cell assay showed that the scaffold is effective in cell
survival, retention, and even distribution due to the higher
hydrophilicity provided by the successful printing of a hybrid
scaffold via FDM.118 Since the matrix can incorporate the
properties of the various substituents included, Naghieh et al.
experimented with adding electro-spun PCL-gelatin to
polylactic acid (PLA) while fabricating the scaffold using
FDM, and the pore size of the scaffold was observed to be 350
μm with a porosity of 40% since the addition of the former
reduced the hydrophobicity of PLA and improved both the
mechanical and biological properties of the scaffold.119

Nyberg et al. doped PCL with Bio-Oss (BO) granules and
Decellularized Bone Matrix (DBM) and fabricated the scaffold
instead of using HAP/β-tricalcium phosphate (β-TCP) that
are usually used to increase the biocompatibility and the
apatite formation of the implant. The results gave a better
apatite formation and osteoinduction than the latter, which is
attributed to the presence of the collagen phase and the greater
number of BO/DBM on the surface that was possible due to
AM printing. Ca/DNA deposition was found to be 60 and 64
ng/ng for BO/DBM, whereas it was 17 and 35 ng/ng for
HAP/β-TCP. The samples were fabricated with a strut
thickness of 460 μm and pore size of 800 μm with 60%
porosity. This porosity range reduced the compressive strength
from 250 to 32 MPa for the scaffold.120 Wang et al. successfully
fabricated a polyether ether ketone (PEEK) scaffold to replace
the tumor-affected chest wall, and the clinical analysis was
done on 18 patients. The success of the study shows the future
of AM techniques in the medical field. The tensile strength of
the samples was 89 MPa, and the elastic modulus was 2.8 GPa.
A reduction in fabrication time was observed (30 h) compared
to conventional Ti implants (2 weeks). The patients were
under observation for 12 months after the implantation, and
the results were satisfactory since the implants performed their
functions well. As the tumor area in the chest wall of each

patient was different, patient-specific production could be done
with the aid of additive manufacturing.121

The fused filament fabrication (FFF) method was used by
Singh et al. to prepare PLA scaffolds for smaller fracture repair.
The apatite formation was observed in the porous structure
and the sample with 40% porosity showed maximum apatite
formation within 28 days, which was possible due to the pore
structure that allowed the transport of nutrients, but it could
not withstand the compressive strength studies effectively and
showed a reduction in compressive strength by 22.2% within
28 days of incubation which proved that the specimen cannot
be used for load-bearing applications but is restricted to small
fracture repair.122 Xiong et al. incorporated different weight %
of tantalum (Ta) to PCL to improve the osteoinductive
properties of the scaffold using the ME method. The scaffold
possessed 450−440 μm porosity, and as the weight % of Ta
increased, the porosity slightly changed. The porous structure
had evenly distributed Ta particles due to AM fabrication that
improved the biological properties of the scaffold, while the
10% Ta incorporated sample showed the best results.123 The
fabrication of a spinal fusion implant using PEEK and silicon
nitride (SN) with the aid of FDM was reported by Du et al.
where they successfully developed a triply periodic minimal
surface structure (TPMS) with a large surface area that can
contribute an equal distribution of stress under load-bearing
conditions. They observed that the elastic modulus of the 30%
porous sample fell in the region of human trabecular bone
(734 MPa), and its sheer strength was 8.09 MPa. A study of
the damping properties of the implant showed no catastrophic
fracture but a remarkable recovery upon unloading. The
biological studies provided enhanced biomineralization activity
and a positive cellular response.124 PHBHH and cellulose
nanocrystals (CNC) were used by Giuibilini et al. for the
preparation of a scaffold with proper control of the
macroporosities that cannot be achieved by conventional
methods. Good dimensional accuracy (up to 95%) was
observed for the scaffold with a macroporosity of around
300 μm, and no delamination or collapsing of layers was
observed. Since the degradation studies showed almost no
degradation for up to one month, it makes this scaffold a
suitable candidate for medium-to-long duration usage.125 An
attempt to fabricate a 3D-printed scaffold using silk fibroin and
HAP via ME was done by Milazzo et al. in 2023. The
printability of the scaffold with this composition was proven
for the first time, and the structural stability was proven by the
studies on elastic modulus where the sample showed
immediate recovery within 1 s and a minor growth of moduli

Figure 5. a) 3-D image for the reconstruction of the chest wall
affected with a sternum tumor, b) AM fabricated PEEK implant fixed
on the patient, and c) image of the chest CT after implantation.
Adapted with permission from ref 121. Copyright 2019, Elsevier.
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over time. The addition of silk increased the compressive
strength of the sample from 1.3 to 10.1 MPa and a Young’s
modulus from 58 to 189 MPa.126 Various PAEK composites,
including carbon fiber reinforced polymers, were taken into
consideration for AM fabrication by Yap et al. They used FFF
and SLS for the fabrication of these, and the increased
properties of the implants were reported. It was observed by
them that SLS could provide better polymer interdiffusion and
provided better polymer chain mobility, which in turn elevated
the bond strength of the product. Infusing of carbon fibers into
polymer matrix resulted in the increased porosity of the
scaffold.127

Table 1 summarizes some of the studies performed over the
years using additive manufacturing of polymers for orthopedic
applications.

3.2. Ceramics. Though metal implants are a permanent
solution for the critical size defect, wear resistance, corrosion,
and leaching of toxic metal ions are the main challenges that
could be caused by these implants. The choice of ceramics is a
better alternative for this problem since it shows tissue
tolerance, biocompatibility, and resistance to wear. Moreover,
ceramics could even induce a biological response to the
scaffold mainly due to its capacity for apatite formation.128 AM
allows the fabrication of ceramic implants with a porous
structure and sufficient strength that can provide a better
biological response.129 Following are various ceramic materials
used in AM for orthopedics.
3.2.1. β-Tricalcium Phosphate. β-Tricalcium phosphate (β-

TCP) is one of the ceramics used widely for bone regeneration
applications since it is bioresorbable, can be replaced by new
bone formed, and has a high osteoinductive potential. Since β-

TCP is brittle, it is used only for nonload-bearing applications.
Moreover, the resorption rate is very high, which makes the
scaffold useful only for short-term applications.130 To counter-
balance these problems additive manufacturing has been
used.131

Cipitria et al. used FDM for the additive manufacturing of
scaffolds using PCL with β-TCP. Bone morphogenetic
proteins were added to it, and the studies proved that these
new scaffolds effectively help in bone regeneration and site-
specific distribution of proteins due to the presence of 70%
porosity and the results were exactly equivalent to autografts
transplantation.132 To overcome the less mechanical strength
of β-TCP, Fielding et al. proposed a new way by doping silica
and zinc oxide to β-TCP. The structure with interconnected
macropores with a pore size of 500 μm and compressive
strength of 10.21 was fabricated. The doping process was
found to increase the compressive strength of the latter to
250% more, and it had better biological properties for effective
use in bone regeneration applications.133 Park et al.
incorporated β-TCP with PCL to prepare dental bone
implants with a pore size of 400 μm and pore distance of
300 μm via rapid prototyping (RP), and the addition of 70% β-
TCP reduced the compressive strength from 9 to 3 MPa,
which made it a good candidate for dental application and
increased the biological activity and wettability of the scaffold
which in turn enhanced the cellular activity. The osteogenic
differentiation was higher for the β-TCP-added scaffold, and
the mechanical properties were similar to natural teeth.134

Davila et al. used FDM for the fabrication of a β-TCP/PCL
bone scaffold with 54% porosity and 447 μm pore size with the
addition of 30% of β-TCP. The presence of β-TCP increased

Table 1. Various Polymers Used in Additive Manufacturing for Orthopedic Implant Applications

material year AM method application specification author

PMMA 2010 Fused deposition modeling Cranial bones and
femur replacement

50−70% porosity to help transport nutrients and biochemical signals Espalin et
al.113

PCL 2015 Selective laser sintering Skeleton damage
repairing

Tailored porosity of 500 μm and interconnectivity Mazzoli et
al.115

PCL/PHBV 2016 Fused deposition modeling Cartilage
regeneration

Incorporation of PHBV for a faster cartilage regeneration with an
increased compressive strength from 8.34 to 15 MPa

Kosorn et
al.116

PA2200 2016 Selective laser sintering Skull repairing 1.2 × 1.2 mm2 porous structure with high compressive strength of
8.85 MPa

Sing et al.117

PCL/Chitosan 2017 Fused deposition modeling Subchondral bone
defect repair

Higher compressive strength (6.7 MPa) and porosity of 325 μm than
pure PCL

Dong et al.118

PHBHH 2017 Subtractive rapid prototyping Bone regeneration Aligned fibrous structures with a compressive strength of 84 MPa and
good cytocompatibility

Mota et al.114

PLA/PCL-
Gelatin

2017 Fused deposition modeling Bone regeneration Reduction of the hydrophobicity of PLA by the addition of PCL-gelatin
mixture.

Naghiesh et
al.119

PCL doped
with BO/
DBM

2017 Fused deposition modeling Bone regeneration Better Ca/DNA deposition due to the printing of BO/DBM than PCL/
HAP and PCL/TCP (60/64 ng/ng compared to 17/35 ng/ng)

Nyberg et
al.120

PLA 2019 Fused filament fabrication Small fracture repair Porous structure with 40% porosity that enhanced cell attachment and
tissue growth

Singh et al.122

PEEK 2019 Fused deposition modeling Chest wall
reconstruction

Fabrication of implant within 30 h and its successful implantation on 18
patients

Wang et al.121

PLGA 2020 Fused deposition modeling Cortical screws Porous interconnections with 45% fill density that provided
biodegradability to samples

Dhandapani et
al.112

PCL 2021 Material extrusion Bone tissue
engineering

Incorporation of evenly distributed Ta for better osteoinductive
properties

Xiong et al.123

PEEK/SN 2023 Fused deposition modeling Spinal fusion
implant

TPMS structure with a sheer strength of 8.09 MPa Du et al.124

PHBH/CNC 2023 Fused filament fabrication Scaffold fabrication Controlled macroporosity of 300 μm with no degradation for up to one
month

Guibilini et
al.125

Silk fibroin/
HAP

2023 Direct ink writing Microprosthetic
applications

The first attempt to fabricate a scaffold with 3D-printed SF Milazzo et
al.126

PAEK polymer
composites

2023 Fused filament fabrication
and Selective laser sintering

Biomedical
applications

Superior surface quality by SLS method compared to FFF Yap et al.127
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the compressive strength from 40.72 to 84.3 MPa for 20% and
78.2 MPa for 30% of β-TCP respectively, which proved that it
could be used for cancellous bone regeneration applications.135

Shim et al. in the year 2017 printed a “guided bone
regeneration membrane” using β-TCP and PCL for patients
suffering from alveolar bone defects. It showed a higher elastic
modulus (213 MPa) than collagen (12 MPa), which was
usually used for this application. Better bone regeneration than
collagen membrane (1.5 times higher) which was observed
both in vitro and in vivo makes the AM fabricated sample a
good replacement for collagen.136 For mandibular reconstruc-
tion, Lee et al. proposed a DED-modeled scaffold with a
double porous layer using PCL/β-TCP composite that showed
acceptable potential for bone regeneration, and the design of
the scaffold was done in a way that increased the rigidity of
fixation to native bone. The results were proven in vivo, and
even the wing structure that kept the scaffold in place could be
customized according to the defect of the bone. The bilayer
provided the mechanical support cortical bone-like layer (300
μm pore size) and allowed new bone growth from native bone
into the other layer that acted like a cancellous bone layer (600
μm pore size), thus achieving both mechanical properties as
well as osteogenesis. Though the studies faced many
shortcomings such as the absolute volume of the new bone
formed was remarkably less than the previous studies, the
mechanical defects could be covered with this new
approach.137

3.2.2. Hydroxyapatite. HAP has been the choice of
scientists for bone grafts due to its excellent biocompatibility,
osteoconductive nature, and nontoxicity. It possesses a lower
solubility than other calcium phosphate ceramics like β-TCP.
However, it has a lower fracture toughness and lower load-
bearing capacity.138 AM methods can improve the mechanical
properties of the HAP.
The incorporation of polypropylene fumarate (PPF) into

PCL/HAP was done by Buyuksungur et al. to increase the
compressive strength and cell adhesion. The scaffold
developed had a pore size of 350 μm with 35% porosity,
which was easily achieved using FDM. HAP addition increased
the compressive strength of the scaffold from 22.8 to 33.7
MPa. So, the successful fabrication of the scaffold that could
replace the human trabecular bone was done. By the addition
of mesenchymal stem cells from rabbit bone marrow, the in
vitro and in vivo studies showed better osteochondral tissue
formation than a pure PCL/HAP scaffold with a 14-fold
increase in cell viability than the latter.139 Since apatite and
wollastonite can provide excellent biocompatibility, Tcacencu
et al. made the scaffold using AW/PLA by the combination of
two AM methods BJ and FFF. First, they binder jetted AW,
and then PLA discs were formed using FFF followed by
thermal bonding of the two discs. The composite structures
were thus formed, and the studies proved that the scaffold
could replace cortical and cancellous bones. Excellent
vascularization and osseointegration were shown in both in
vitro and in vivo studies. No delamination was observed, and
the new bone formed was bound together in and around the
scaffold inserted.140 Ramu et al. proved that human femur
bone repairing can be done using a polyamide/HAP implant
fabricated using SLS with up to 70% porosity, and the implant
could withstand the physical activities of a normal person. The
tensile strength (24.3 MPa) and compressive strength (28.1)
tests also were satisfactory.141 A poly(vinyl alcohol) (PVA)/
HAP hybrid structure with a rough and porous surface was

fabricated for fast osseointegration. Deposition of the
subsequent layers that are 0.3 mm thick was possible via
FDM, and the compressive strength studies gave values (2−12
MPa for various concentrations of HAP) similar to that of
human trabecular bone.142

Oledapo et al. introduced a poly ether-ether-ketone
(PEEK)/HAP scaffold modeled using FDM which showed
better differentiation and proliferation than the pure PEEK
scaffolds when tested with an alkaline phosphatase solution.
Osseointegration and bioactivity also showed a higher resulting
rate. The pore structure of the scaffold could help in body fluid
transport as well as to retain mechanical robustness under
load-bearing conditions, and it was observed that the complex
lattice structures were retained even after 40 cycles, which
increases its acceptance in the medical device industry.143 To
improve the properties of PLA and to make it more
biocompatible and bioactive, Nazeer et al. developed a scaffold
with a PLA/Chitosan/HAP composite scaffold using FDM.
The surface activity of the scaffold increased eventually, which
was observed with a substantial decrease of the water contact
angle (from 80.2 to 38.1°) and a higher rate of proliferation of
bone cells was observe, and the samples were proven to be
noncytotoxic.144 Manzoor et al. developed an FDM-printed
PEEK/HAP scaffold and another scaffold with doped HAP
(Zn and Sr) that could be used for dental applications.
Reductions in tensile strength (67.9 to 51.5/47.9 MPa) and
percentage elongation (12.8 to 8.9/8.4) due to doped (Sr/Zn)
HAP addition were observed. The results proved that the in
vitro bioactivity of the inert PEEK-modeled scaffold increased
with the addition of HAP and its doping. Since the printed
samples showed good print quality, patient-specific implants
for orthopedic and dental applications could be custom-
prepared using the parameters mentioned in the study.145

Zhang et al. proposed a scaffold made of PLA/HAP using
FDM, which showed both the properties of PLA and HAP
where the addition of HAP reduced the compressive strength
from 45 to 15 MPa and increased the bioactivity of PLA. Since
the brittleness of HAP reduces its acceptability in clinical
applications, incorporation of PLA with it in AM fabrication
reduced the brittleness, and it showed 4.44% of postbreak
shrinkage which showed the sample is mechanically compat-
ible. Biological evaluations showed cell attachment on the
rough surface, and in vivo studies showed that all the
micropores of the composite scaffolds were filled with bone
tissues that developed anew. Maturation of bone tissues was
observed within the scaffold, and the discovery of the haversian
canal indicated the success of the AM-fabricated scaffold.146

Park et al. in the year 2021 introduced a PCL/HAP scaffold
with a higher protein adsorption and cell adhesion. The
printed scaffold showed a smooth surface, while the oxygen
plasma and NaOH treatment provided a rougher surface.
Reduction in strut dimension due to the addition of HAP
increased the pore size of the sample, and the bone-like
microenvironment provided by HAP nanoparticles induced
osteogenic differentiation.147 For the rapid regeneration of the
damaged bone, a HAP/Chitosan/Genipin hybrid scaffold was
developed by Zafeiris et al. using DIW for the first time. The
pore size of the sample was 600 μm, and the scaffolds with
various print speeds could achieve an open porosity similar to
that of human cancellous bone (50−90%). The inflammatory
response that is usually caused by traditional implants could be
avoided using this scaffold. The microporous surface could
improve the cell-scaffold interaction, and the modulus values
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were higher than 0.6 GPa (for cancellous bone it is between
0.1 and 2 GPa), and the hardness was observed to be 0.25 GPa
which was obtained through the 3D printing of the
microporous structure.148 The studies reported by Xia et al.
proposed a scaffold with HAP/PCL using the SLS method
with 70% porosity. The microporous structure formed showed
a pore size of 600 μm and a compressive strength of 3.17 MPa
had a higher degree of cell proliferation up to 109% even on
day 1, which increased significantly as the day passed which
was possible because of the successful printing of HAP with
PCL, and the scaffold could be used for nonload bearing
applications.149 The fabrication of a vancomycin microsphere
incorporated PLA/HAP scaffold by Li et al. proved the
efficiency of AM in scaffold fabrication. FDM was used for the
fabrication of the scaffold, and an even and accurate
distribution of drug-loaded microsphere avoided ineffective
bacteriostatic concentration which was possible due to the
double nozzle 3-D printing technology. The experimental
study on the animal proved the scaffold to be bone
regenerative and without any fibrosis, inflammatory cell
infiltration, or necrosis, and the regenerated bone gradually
replaced the scaffold.150

3.2.3. Bioactive Glass. Various types of bioactive glasses
have been used for tissue engineering and drug delivery
applications due to their easier bone-bonding ability (apatite
formation) and biocompatibility.151 Though bioactive glass can
form a strong interfacial bond with the bone, its fracture
toughness is still high which it makes less applicable for load-
bearing sites.152

A successful development of mesoporous bioglass (MBG)/
PHBHH was done by Yang et al. using inkjet printing, and the
printability of the material provided symmetrical microporous
struts with a pore size of 423 μm, and mesoporous interfaces
also were observed. The average porosity was 63.8%, and
bioactivity studies gave a successful result in the formation of
apatite within 7 days of immersion of the scaffold in the
simulated body fluid (SBF). The addition of MBG gave a
larger surface area due to which the cell adhesion capacity is
also increased, which is attributed to the hydrophilicity and
roughness provided by MBG.153 Sun et al. doped Mg to

wollastonite and a 3D printed scaffold for the first time with a
400 μm pore size and 63% porosity. The scaffold showed a
compressive strength of 65 MPa, and the in vitro studies
proved that the 3D porous biostructure showed the attachment
of cells into pore struts. The real-time in vivo analysis resulted
in new bone formation within 6 weeks with the presence of the
haversian canal and blood vessels, which indicates the
accomplishment of desired results via AM.154 A well-ordered,
mesoporous scaffold using bioglass and PVA binder was
suggested by Wu et al. The scaffold prepared using the BJ
method showed controlled drug delivery and excellent apatite
formation with 60% porosity. The compressive strength (16.10
MPa) and toughness (155.13 MPa) of the scaffold were
satisfactory, and the 3D printed scaffold retained the bulk
scaffold morphology even after the compressive strength test,
which is attributed to the AM method that could provide a
continuous uniform pore structure and binding of MBG
particles and PVA together. Another advantage of AM was
observed in the increase in compressive strength 200-fold to
the scaffold prepared via polyurethane foam templating. The
bioactivity was observed within 3 days in SBF, and the
presence of a 5 nm-sized mesoporous channel provided an
opportunity for controlled drug delivery.155 The intercon-
nected porous structure incorporating magnesium hydroxide
(Mg(OH)2) into a PCL scaffold was proposed by Abdal-hay et
al. for osteoporotic fracture fixation, and it was the first attempt
to incorporate Mg(OH)2 into AM. The scaffold had a 700 μm
pore size and the dispersion of Mg(OH)2 nanoparticles not
only acted as a nanofiller but also provided a rigid morphology
that determined the mechanical properties of the implant. The
increase in the efficiency of apatite formation that can lead to
enhanced osteoblast activity has been attributed to the
bioactive Mg(OH)2 release.156 The scaffold with 500 μm
pore size prepared by Wu et al. incorporated calcium silicate
(CS) into PCL with an excellent result on cell adhesion and
viability. The decellularization resulted in a higher rate of cell
proliferation and differentiation than the untreated one as well
as providing a more uniform alignment of the seeded cells.157

Table 2 summarizes various additive manufacturing works
performed on ceramics.

3.3. Ti-6Al-4V. A greater paradigm in the use of additive
manufacturing products in the medical field is the application
of meta-biomaterials which are produced at the micro or nano
level for enhanced results in mimicking mechanical, morpho-
logical, and biological characteristics of native bone tissue for
bone tissue regeneration, osseointegration, and tissue implant
interface stability.159 The experimental study proved that these
meta-biomaterials can show a better elastic modulus, most
likely that of cortical bone and a better flexural stiffness and
strength than human bone. These characteristics were closely
related to the pore size and the specific surface area.160 Ti and
its alloys are highly used in additive manufacturing since they
can be prepared with less cost and minimum waste, while the
commercially available implants are very costly.161 Since it can
provide a good strength to weight ratio and perfect
cytocompatibility, it is used widely for implant fabrication in
AM.162 It was observed that the cooling rate can affect the
formation of the α′-martensitic phase because, after the heat
treatment procedure when the solution is cooled, the faster
cooling rate gives a greater amount of this phase, and a full α′
phase is formed when the water cooling method at 650 °C/s is
used. The peculiarity of this product was that it possessed a
greater strengthening effect in material but less ductility.163

Figure 6. a) PLA/HAP bone scaffold fabricated using FDM, b)
scaffolds with various pore structures, c) implantation of the scaffold
at the bone defect, d) scaffold after a month. Adapted with permission
from ref 146. Copyright 2021, Elsevier.
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A lower elastic modulus (13 GPa) is shown by the Ti-6Al-
4V alloys fabricated by Nune et al. into open cellular three-
dimensional structures using EBM which are much more
similar to human cortical bone. These open cellular structures
enhanced the cell growth rather than its counterpart and were
observed to be conducive for cell proliferation, differentiation,
and protein synthesis, which could be due to the topography of
the surface of the strut provided by AM. The higher seeding
efficiency was attributed to the gradient mesh structure with a
600 μm pore size that provided a greater interaction of the
cells. The greater observation of the study was that the
different stages of cell maturity could coexist in the mesh
structure.164 Studies done by Van Bael et al. proved that the
porous Ti-6Al-4V structure allowed the cells to proliferate
more densely at the corners. When the DNA studies and
metabolic activities were conducted, it was proven that the
scaffolds with 1000 μm porosity had a higher living cell
density, and the compressive stiffness of the samples of various

porosities ranged from 454 MPa to 2.7 GPa. From their
finding, it was observed that the larger pores avoid cell
occlusion, and the small pore size (500 μm) helps in initial cell
attachment, and it was proven that the latter is beneficial for
cell growth.165

Though the highly porous structure allows a smooth flow of
nutrients, as the porosity increases, it affects the mechanical
strength, cell seeding efficiency, and absorption capacity of the
structure. Manufacturing of the 3D gradient structures could
overcome the above-mentioned disadvantages.166 An extensive
study done by S. A. Yavari et al. proved that various surface
modifications on the AM fabricated Ti-6Al-4V structure
including acidic, alkali, and anionic modifications can improve
the apatite formation and enhance the properties of the 3D
structure such as modulation of mechanotransduction and
stimulation of differentiation of cells toward the osteogenic
lineage with improved cell proliferation, and thus a higher rate
of bone regeneration is easily observed.167 It is also noted by

Table 2. Various Ceramics Used in Additive Manufacturing for Orthopedic Implant Applications

material year AM method application specification author

Bio glass/PVA 2011 Binder jetting Bone regeneration Multifunctional scaffold with hierarchical pore architecture Wu et al.155

β-TCP/SiO2/
ZnO

2012 Binder jetting Nonload bearing implants Increase in compressive strength up to 250% due to the addition of
SiO2/ZnO

Fielding et
al.133

β-TCP/PCL 2013 Fused deposition
modeling

Bone regeneration 70% porosity with controlled release of proteins Cipitria et al.132

HAP/PCL 2013 Selective laser sinter-
ing

Bone scaffold Microporous and interconnected structure with 70% porosity Xia et al.149

MBG/PHBHH 2014 Inkjet printing Bone regeneration Mesoporous interfaces with Improved bioactivity within 7 days Yang et al.153

β-TCP/PCL 2016 Rapid prototyping Dental bone tissue engineering The addition of 70% β-TCP with a pore size of 400 μm to provide
increased hydrophilicity and bioactivity

Park et al.134

β-TCP/PCL 2016 Fused deposition
modeling

Bone tissue regeneration Improved compressive strength of 84.3 MPa Davila et al.135

Mg-doped wol-
lastonite

2016 Material extrusion Skull defect repair Scaffold with 400 μm pore size and 65 MPa compressive strength Sun et al.154

β-TCP/PCL 2017 Material extrusion Regeneration of the damage
caused by the alveolar bone
defect

Better bone regeneration (1.5 times higher) than usually used
collagen membrane

Shim et al.136

PCL/HAP/PPF 2017 Fused deposition
modeling

Bone regeneration Enhanced compressive modulus (22.8 to 33.7 MPa) and a 14-fold
increase in cell viability

Buyuksungur et
al.139

Apatite-Wollas-
tanite/PLA
scaffold

2018 Fused filament fabri-
cation and binder
jetting

Cortical and cancellous bone
replacement

Fusing of two scaffolds developed via two AM methods to impart
the characteristics of both materials

Tcacencu et
al.140

PA/HAP 2018 Selective laser sinter-
ing

Femur bone repairing 70% porous scaffold to withstand mechanical stress Ramu et al.141

PLA/HAP 2019 Fused deposition
modeling

Bone regeneration Rough and porous surface structure to improve cell adhesion Oladapo et
al.142

Calcium silicate/
PCL

2019 Material extrusion Bone regeneration 3D printed scaffold with decellularisation properties that allowed
cell proliferation and differentiation

Wu et al.157

PEEK/HAP 2020 Fused deposition
modeling

Orthopedic applications Better adhesion and proliferation Oladapo et
al.143

PLA/Chitosan/
HAP

2020 Fused deposition
modeling

Bone scaffold Improved performance for tissue engineering due to the reduction
in water contact angle from 80.2 to 38.1°

Nazeer et al.144

PCL/Mg(OH)2 2020 Material extrusion Osteoporotic fracture fixation Rigid morphology of the 3D printed sample with the incorporation
of nanoparticles and enhanced osteoblast activity due to
Mg(OH)2 release

Abdal-hay et
al.156

PCL/ β- TCP 2020 Direct energy deposi-
tion

mandibular reconstruction Potential to reconstruct canine mandible Lee et al.137

PEEK/HAP 2021 Fused deposition
modeling

Orthopedic and maxillofacial
applications

Reduction in tensile strength (67.9 to 47.9 MPa) and improved in
vitro bioactivity for PEEK

Manzoor et
al.145

PLA/HAP 2021 Fused deposition
modeling

Cancellous bone regeneration 4.44% of postbreak shrinkage and osteo-regeneration in vivo with
the formation of Haversian canal

Zhang et al.146

PCL/HAP 2021 Fused deposition
modeling

Bone replacement Reduction in strut dimension and higher protein adsorption and
cell adhesion

Park et al.147

HAP/Chitosan/
Genipin

2021 Fused deposition
modeling

Cancellous bone replacement 600 μm porous structure that provided no inflammation response
with the implant

Zafeiris et al.148

Vancomycin/
PLA/HAP

2023 Fused deposition
modeling

Femur bone regeneration Accurate and even distribution of the microsphere in the pores of
the scaffold

Li et al.150

Strontium incor-
porated β-TCP

2023 Digital light process-
ing

Bone regeneration Scaffold with 80% porosity and 1.44 MPa compressive strength Shan et al.158
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scientists that the affinity of Ti alloys toward gases like
Nitrogen, Oxygen, Hydrogen, etc. makes the AM product
more brittle. Since we desire to achieve implants that can
replace human bone, this case has to be taken care of during
manufacturing to avoid a reduction in ductility. Chemical
surface modifications could avoid this problem to keep the
structure intact.168 Though the AM fabricated porous structure
helps bone regeneration, the inaccuracy in manufacturing leads
to the reduction of porosity and pore size which can negatively
affect the desired result, and this conclusion was proved by S.
Arabnejad et al.169 Another criterion to facilitate the pore-
structured AM products is that the pore size should be at least
three times greater than the grain size of the powder used.
While making a study of the relationship between the grain size
and the porosity using the SLM process in additive
manufacturing, Zhang et al. fabricated samples with porosities
ranging from 200 to 450 μm and a Young’s modulus of 16−85
GPa. Though SLM provided the microstructure with a
martensitic phase containing both α and β phases, the high
cooling rate of SLM caused the increase in β phase, and they
encountered the problem of adiabatic shear band fracture.170

Though Ti-6Al-4V is highly acceptable for implant
fabrication due to its biocompatibility, the high modulus of
the material becomes a hindrance at some points to choosing it
for bone regeneration applications. If β stabilizing elements
such as Ta, Nb, Zr, and Mo are added, Young’s modulus could
be reduced, thus making the implant patient-specific.171

Results have been reported with such alloys which exhibit
good biocompatibility and lower modulus for Ti13Nb13Zr,172

Ti29Nb13Ta4.6Zr,173 and Ti35Nb5Ta7Zr.174 Another study
performed by Chai et al. proved that using a 6-channel
perfusion electrodeposition system, it is possible to produce
three-dimensional calcium phosphate (CaP)/Ti-6Al-4V hy-
brids exhibiting distinctive physicochemical properties that can
enhance in vitro osteoprogenitor cells and in vivo ectopic bone
formation capabilities that can facilitate a successful skeletal
repairing because the coating of CaP can get dissolved into and
become converted into biological apatite.175 It was observed
that the tensile properties of the Ti-6Al-4V samples were
greatly affected by the stress relief heat treatment because the

slip transfer that takes place during heat treatment in the
manufacturing process increases the ductility of the sample.
The directionality of the product during AM also has a great
impact on the fracture mechanism due to the different build
orientations.176

Synthesis of products with a minimal surface area was a leap
in the production of implants, especially using Ti-6Al-4V,
because various properties of bone could be mimicked by using
this method. Bobbert et al. successfully prepared such
compounds using SLM and observed that the product has a
relatively low elastic modulus similar to that of trabecular bone
and a higher yield stress than cortical bone. These character-
istics would help the implant avoid stress shielding and provide
strong mechanical support for the desired bone regeneration
and osseointegration. Another observation was that the
biomaterials developed by them showed extremely high fatigue
resistance which could withstand up to 1 × 106 load cycles, and
the permeability values measured for it (4.9 × 10−11 to 4.8 ×
10−10 m2 at a pressure difference of 9000 Pa) were in the range
of normal trabecular bone.159

The study done by Croes et al. proved that Ti-6Al-4V
implants fabricated using direct metal printing which was
further coated with chitosan (Ch) using electrophoretic
deposition provided a better bone regeneration capacity. The
research was done by loading chitosan with silver (Ag) and
vancomycin. Because Ag has antibacterial properties, though
they developed Ch/Ag-coated implants, the results were not
satisfactory since the sample could not reduce the infection
effectively, rather promoting osteoclast formation and bone
remodeling which is a clear example that the biofunctionaliza-
tion of the AM fabricated implants always do not give a
positive result, and the choice of materials for biofunctionaliza-
tion of AM fabricated samples is a crucial step to take.178 Ben
et al. used Ti-6Al-4V and Co-Cr-Mo alloys to prepare dental
prostheses with an accurate fit between implant and framework
with greater mechanical properties (for e.g.; tensile yield
strength 1050−1200 MPa). It was observed that as the
porosity decreased, the hardness of the implant increased, and
the hardness of the SLM fabricated sample was higher than
that of the cast sample due to the rapid cooling taking place

Figure 7. Porous Ti fragment fabricated to treat a skull defect. a) Computer model of the defect, b) skull model to be treated, c) fabricated portion
using Electron Beam Melting, d) EBM implanted sample. Adapted with permission from ref 177. Copyright 2011, Elsevier.
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during the process. It was also noted that the additive
manufacturing of the alloy reduced the corrosion rate than the
cast sample.179 Murr et al. could develop a total hip
replacement component with various specific characteristics
such as high specific strength. The femoral hip stem they
fabricated contained a lower-density central foam core and
higher-density outer foam, and the studies proved that the
porosity is closely related to Young’s modulus since the sample
with 83% porosity had a Young’s modulus of 1 GPa where that
of 56% porosity showed a Young’s modulus of 10 GPa.29 The
animal studies done by Lee et al. proved that the screws they
AM fabricated using Ti-6Al-4V showed higher osteogenesis
and microroughness. It was observed that the failure load of
AM fabricated screw increased three times higher within 2
weeks of implantation, and the shear stress of the screw after 2
weeks was 1.27 MPa which was much higher than a
conventional screw (0.27 MPa). The new bones developed
at a faster rate, and the bonding force was higher which was
attributed to the surface roughness brought about by AM.180

Biofunctionalization of Ti-6Al-4V implants using Ag nano-
particles was done by van Hengel et al. to improve bacterial
infection prevention and the longevity of the implant. One of
the reasons for these results was the substantial increase in the
surface area to a factor of 3.75 through SLM fabrication and
without inducing any cytotoxicity; the implant prevented the
colony formation of bacteria both in vitro and ex vivo. The
release of Ag particles seemed to take place at a faster rate
within 24 h which eventually reduced to smaller doses over a
month.181 SLM was used by Yao et al. in 2020 to prepare
auxetic bone screws, and they observed that the change in
auxetic structure changed the mechanical properties rapidly.
So, the patient-specific design of the screw is possible with the
help of AM parameters, and the printed screw did not show
any interlayer differentiation stipulating complete melting of
the powder material used. As the wall thickening varied from
0.8 to 1.6 mm, the tensile strength varied from 81 to 621.56
MPa.182 Pedicle screws developed using the same method, and
materials also showed the novel property of expanding under
greater tensile strength, which shows that the implant can
avoid pulling out under similar conditions, and the pull-out
force increased from 6.29% to 14.46%. The sample could
resume the distortion once unloading was done, which could
minimize the damage to the bone. The porosity provided by
the AM method was a factor for osseointegration and increased
fixation stability.183 Arabnejad et al. introduced a new structure
that could mimic the femoral bond effectively, avoiding the
secondary shielding and improving mechanical strength. It was
noted that as the porosity increased, the strength of the
structure also increased, and a 70% porous structure showed
87.85 MPa strength. This fully porous material could mimic
the bone tissues, and mechanical properties could be tuned.
The in vivo studies they had done proved that the bone implant
built had only less amount of femur surface strain.184 Polak et
al. fabricated an orthopedic plate screw via conventional as well
as AM methods to compare the results. The findings
emphasized that the SLM fabricated screws had greater
bending strength (3.07 N m) than the conventionally
fabricated screws (2.57 N m). The implant-maintained fracture
stability and underwent a shorter plastic deformation.185

Fabrication of dental implants with the help of DMLS using
Ti-6Al-4V illustrated the characteristics of a good implant
when the pore size of the sample fabricated was 1000 μm
rather than 650 μm. The stiffness of the implants was reduced

as the porosity increased, and this resulted in a lesser defect
volume of the sample with 1000 μm porosity that also can be
attributed to the higher rate of cell attachment and
proliferation obtained in the latter. When the porosity of the
implant increased from 30 to 35%, the peri-implant microstrain
increased up to 51.67%, which provided a favorable
biomechanical environment to the implant.186 Table 3
summarizes different additive manufacturing methods used in
the fabrication of implants using Ti-6Al-4V.

3.4. Magnesium Alloys. Since Mg is a bioresorbable and
biocompatible material with the lightest weight structure and a
density closer to that of natural bone (1.74 g cm−3), this
alkaline earth metal has been used in AM. The Young’s
modulus of Mg alloy ranges between 41 and 45 GPa, which is
similar to the human bone that helps in avoiding the stress-
shield effect.188 However, the higher corrosion rate of Mg has
been an unsolved problem for scientists over the years.
Introducing rare earth elements into Mg alloy can avoid the
negative impacts that Mg could produce due to corrosion and
make it a more suitable candidate for additive manufacturing
since it can improve mechanical properties.189 AM of Mg
alloys is still not developed fully, because it is not easy to
prepare the Mg alloy powder for the fabrication of Mg
implants. Moreover, Mg alloys possess a high tendency to
oxidize and have high vapor pressure and low vapor
temperature.190 Wang et al. performed a study about these
problems and developed a new Mg alloy which includes Mg-
Nd-Zn-Zr metals (JDBM alloy); the additive manufacturing of
the latter could overcome the above-mentioned problems, and
the compressive strength and Young’s modulus of the samples
fell within the region of human cancellous bone (0.2−80 MPa
and 0.01−2 GPa). Clinical application of the samples could be
proven by the biodegradation studies, and the surface
treatment with dicalcium phosphate dihydrate increased the
biological capacity of the sample.191

Farag et al. developed a bone scaffold with the addition of
gelatin on magnesium phosphate (MgP) using the paste
extrusion deposition (PED) method to increase the mechan-
ical properties, and the studies proved that the addition of <6%
of gelatin gave a compressive strength of 16.7 MPa. The
samples also showed more hydrophilicity with enhanced cell
affinity (spreading out of cells within 30 min of incubation)
and drug release kinetics with a sustained drug release
throughout 30 days.192 One of the studies done on magnesium
electron (WE43) powder after manufacturing using the SLM
method proved that the structure formed could be
biodegradable, and the porous structure was built with a
pore size of 600 μm. The higher cooling rate provided by SLM
allowed the formation of smaller grain sizes. The mechanical
studies (Young’s modulus: 700−800 MPa) and the cytotox-
icity studies proved it to be a better alternative for natural
bone. Though corrosion was observed in the sample, hydrogen
evolution was observed to be less than the other conventionally
fabricated samples, which is attributed to the topology of the
AM sample and the formation of a passive layer of Mg(OH)2
on the surface was observed which could act as a protective
layer.193 An anterior cruciate ligament screw was developed by
Antoniac et al. with the help of FFF using Mg/PLA/vitamin E
composite. The printing provided perfect adhesion between
the layers and a well-maintained interconnection between the
layers. Without any agglomerations of the particles, desired
morphology was observed.194 Ho et al. used the friction stir
process to prepare Mg and nanoscale HAP to make a
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composite, and they achieved a significant grain size refine-
ment reducing from 7.76 to 2.2 μm, and the in vitro studies
using SBF proved that they could achieve corrosion resistance
with an ICORR value 1.95 μA/cm2 and Rp 5.18 × 104 ohm that
is attributed to the reduced grain size.195 The introduction of a
strontium (Sr) substituted MgP/PCL implant was done by
Golafshan et al., and the printing procedure avoided nucleation
of cracks, and fusing of struts at the junctions also was
observed owing to the printability of the composite, and the
change in elastic properties was less than 5% over 50 cycles
making the sample a good implant for tough areas. The in vivo
studies proved bone regeneration properties of the implant
with higher durability and toughness. Bone growth was
observed even at the center of the scaffold with 12% of new
bone tissue and 15% of degradation of the implant observed
over six months.196 To reduce the mechanical imbalance of the
pure Mg implants, Xie et al. introduced a new implant using
Mg-Nd-Zn-Zr alloy designed and developed using SLM, which
showed a compressive yield strength value of 54.80 MPa. The
implant had a large surface area-to-volume ratio due to 3D
printing which provided a degradation rate of 0.039 g/day, so
the antibacterial properties could be observed with higher
bacterial inhibition and greater resistance to implant-related
infections.197 Dong et al. introduced a new Mg-Zn bone
scaffold fabricated using the DIW method with a microporous
structure, and the corrosion studies showed that the Mg-Zn
alloy’s corrosion rate was 81% less than pure Mg scaffold.
However, the elastic modulus (448.8 MPa) and yield strength
(14.5 MPa) were higher than those of the latter. The
mechanical properties were similar to that of the trabecular
bone, and the cytocompatibility results were satisfactory.198

MgP scaffold produced by Lee et al. was reported to give a
good drug delivery response, bioactivity, and load-bearing
capacity with greater cell proliferation and osteogenic differ-
entiation. The scaffolds with a 400 μm pore size showed a
compressive modulus of 30 MPa and compressive strength of
4.8 MPa which fall into the range of human cancellous bone,
and it was observed that these values were achieved without
any postprocessing. It was also proven that this sample had
greater loading and release of the drug than other conven-
tionally fabricated and sintered samples since it allowed 93%
loading of the sample and slow release of it, while the other
samples had less loading (26%), and its faster release (88.5%
was released over a month while the 3D printed sample’s drug
release was 60% at the same time).199 The studies done by
Meininger et al. proved that the incorporation of Sr2+ ions into
the MgP composite gave an increase in the porosity from 20 to
23%, which is near the maximum porosity that could be

achieved in LPBF and improved osteoblast activity and cell
growth and bone ingrowth.200 Another study reported by
Kopp et al. was on WE43 alloy where they fabricated a
microporous scaffold with the aid of LPBF that showed long-
term stability with an increase in the percentage of content of
rare earth alloy from 7.6 to 8.6%.201 PLA-Mg composite
implant fabrication was suggested by Bakshi et al. for hard
tissue engineering and with the aid of FDM, and implants with
varying concentrations of Mg were obtained with a pore size of
779 μm, and interconnected pores were observed. Though the
3D printed implants showed superior mechanical properties,
the biodegradation of the scaffolds was satisfactory which
could be obtained by the controlled porosity achieved in FDM.
It also allowed maintenance of the cell integrity and
proliferation observed after 24 h.202 Table 4 summarizes
various Mg implants fabricated using AM methods.

3.5. Iron Alloys. Additively manufactured iron implants
have been used for potential biodegradable applications
compared to Mg and Zn because of their ability to design
porous structures and patient-specific implants.204 They also
possess better mechanical properties and a longer life frame
which make them an apt candidate for load-bearing
applications.205 In 2013 Chou et al. successfully printed a
craniofacial scaffold using Fe-Mn alloy, and the biological
studies based on it proved that the scaffold could be used for
biological applications. 36.3% open porosity obtained by the
sample through AM helped in stress relaxation, and the yield
strength of the 3D printed sample reduced from 239 to 106.07
MPa than the sintered and rolled sample made using the same
composition. The live dead cell assay showed not only a high
density of cells attached to the surface but also the infiltration
of cells within the porous parts.206 Zhang et al. produced a
Fe3O4/MBG/PCL composite scaffold for bone regeneration
with 400 μm pore size and 60% porosity, and the inclusion of
Fe induced excellent hyperthermia, and apatite formation
could be observed due to the presence of bioglass. The
compressive strength was observed to be 13−16 MPa similar
to human trabecular bone, and even after treatment with SBF,
the samples retained the compressive strength. It also showed
excellent anticancer drug delivery in a controlled manner with
30% of drug release within a day and slow release within up to
10 days.207 Fe scaffolds coated with HAP nanoparticles were
prepared by Yang et al. in 2018, and the studies proved that the
high porosity (67.5%) of the scaffold and its cytocompatibility
make it a novel scaffold for bone tissue engineering without the
leaching of Fe ions. The Young’s modulus (1.25 GPa) and
compressive strength (141.25 MPa) values of the implant show
its load-bearing applicability.208 In the same year, Li et al. used

Table 5. Various Fe Alloys Used in Additive Manufacturing for Orthopedic Implant Applications

Metal alloy Year
AM

method applications specifications author

Fe-Mn 2013 Inkjet
printing

Craniofacial scaffold Cytocompatibility and pore infiltration of cells with 36.3% porosity and
reduction of yield strength from 239 to 106 MPa

Chou et
al.206

Fe3O4/ MBG/
PCL

2014 Binder
jetting

Trabecular bone
replacement

Excellent hyperthermia and anticancer drug delivery (30% within a day) Zhang et
al.207

Fe scaffold with
HAP
nanocoating

2018 Binder
jetting

bone tissue engineering
for load-bearing
applications

67.5% porosity with young’s modulus and compressive strength within the
range of human bone making it usable for load-bearing cases

Yang et
al.208

Fe 2018 Direct
metal
printing

Trabecular bone
replacement

Interconnected pore structure with cytocompatibility and biodegradation of the
sample with 3.1% reduction within 28 days with a corrosion rate of 1.18 mm/
year

Li et
al.209

Fe 2021 Material
extrusion

Trabecular bone
replacement

Porous iron scaffold with 7.2 MPa yield strength and 0.6 GPa elastic modulus Putra et
al.210
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the direct metal printing method for the fabrication of porous
iron scaffolds with a controlled topology, 749 μm pore size,
73% porosity, and a smooth surface which showed the
mechanical properties of trabecular bone with desired
cytocompatibility. The biodegradability of the sample (3.1%
reduction within 28 days with a corrosion rate of 1.18 mm/
year) was attributed to the grain refinement topological design
obtained via AM.209 The porous iron scaffold prepared by
Putra et al. in 2021 showed a higher biodegradability, yield
strength (7.2 MPa), and elastic modulus (0.6 GPa) than that
of the conventionally prepared scaffold with a static corrosion
rate of 0.05 mm/year.210 Table 5 summarizes various AM used
for the fabrication of Fe implants.

3.6. Zinc Alloys. Zinc is an essential element of the human
body. Zinc has been used for biomedical applications due to its
high biocompatibility and degradability. Using the SLM
method, the cardiovascular stents prepared by Wen et al. had
higher mechanical properties such as higher hardness (42HV),
elastic modulus (23 GPa), and elongation (10.1%) properties.
Good densification (over 99.50) was produced due to the
optimized laser energy and overlap remelting that happened
during AM fabrication. When the top part had a smooth
surface, the side surfaces were more rough,and solidified
balling particles were observed. Sandblasting was used as
postprocessing.211 The near-net-shaped zinc scaffolds pro-
duced by Cockerill et al. were seen to be highly biocompatible,
and cell proliferation and adhesion were observed at a faster
rate with high cell viability due to the intercellular connection.
As the pore size of the samples varied (from 900 μm to 2 mm
with 22 and 65% porosity), yield strength also varied (11 to 6
MPa). Corrosion products were observed only on the surface
and were not intruded into the pores, and the corrosion rate
was 85 μm/year. The scaffold could mimic trabecular bone and
avoid the stress-shield effects of the surroundings.212 Wen et al.
introduced the LPBF method for the preparation of the zinc
scaffold for the replacement of trochanter bone. Though they
could achieve printing the densified scaffold (almost 100%)
with a pore size of 300 μm and 43.8 HV hardness, many
problems were encountered in the process. The surface quality
of the samples was very poor due to overheating and recoil
force of evaporation, and postprocessing was required for a
uniform and smooth surface.213 To avoid these drawbacks,
another attempt was made by Qin et al. to prepare a porous
zinc scaffold for bone replacement using Zn-WE43 composites.
It was observed that they showed a high densification (over
99.47%) and tensile strength (335.4 MPa). Though the
compressive strength (73.2 MPa) and Young’s modulus (2.48
GPa) were satisfactory, the elongation was only 1%. The
reason for this was the rapid cooling which resulted in the
formation of fine grains.214 Voshage et al. incorporated Mg

alloys to Zn and using LPBF fabricated the scaffold which
showed significant differences from pure Zn scaffolds due to
the addition of Mg. The relative density increased to 99.5%
with 381 MPa tensile strength and 4.2% elongation, and the
samples showed approximately no plastic deformation after
breakage. The compressive strength (19.12 MPa) and Young’s
modulus (0.65 GPa) of the scaffold show that this AM process
could be used for the fabrication of Zn implants.215 Table 6
summarizes various AM methods used in the fabrication of Zn
implants for biomedical applications.

3.7. Additive Manufacturing of bio-HEA Implants.
Though various metals and their alloys like Ti-6Al-4V have
been used in implant fabrication over the years, the main
disadvantages of these materials are the corrosion of the metal,
leaching of ions from the metal alloy, and high stress
shielding.216 High Entropy Alloys (HEA) were first reported
by Yeh et al. in 2004 which are composed of five or more (up
to 13) metals in near to equimolar ratio for advanced
properties and applications.217 HEAs result in lattice distortion
that can reduce the microstructure to a substantial amount,
which in turn can affect the physical chemical and mechanical
properties. Easier to understand and analyze, these have
proposed a novel approach to conventional alloy formation.218

Bio-HEAs are an answer to alloys with both biocompatibility
and desired mechanical properties for the fabrication of
implants. Mo-Ta-Nb-Ti-Zr,219 Ti-Zr-Hf-Cr-Mo, and Ti-Zr-Hf-
Co-Cr-Mo HEAs220 are some of the alloys of these types used
in implant fabrication.
Ishimoto et al. used SLM for the development of Ti-Nb-Ta-

Zr-Mo alloy for the implant fabrication, and the use of AM
helped in avoiding elemental segregation due to the high
cooling rate that could be provided by SLM that is unable to
be achieved with other conventional methods. A unique
solidified microstructure was obtained without any cracks, and
the dense structure was with <0.5% porosity. The proof stress
was shown to be 1690 MPa, which is remarkably higher than
other cast alloys. The Young’s modulus 140 GPa and all these
benefits are attributed to the rapid cooling effect that can be
provided by the SLM process. The biocompatibility results also
were satisfactory.221 A coating on Ti-6Al-4V using Co-Cr-Fe-
Ni-Mo HEA with the aid of laser cladding was provided by
Deng et al. Using of the AM method provided a nonuniform
microstructure and the grain refinement provided an increased
microhardness of 885.5 HV0.2 which was 1.66 times greater
than the arc-melted alloy. Laser cladding of the sample
provided an increased wear and corrosion resistance to the
substrate with better ICORR (9.87 × 10−8 A·cm−2) and ECORR
(−0.329 V vs SCE) values.222 Ti-Nb-Ta-Zr-Mo HEA was
fabricated by Feng et al. via SLM, and the method used
allowed the suppression of elemental segregation and

Table 6. Various Zn Alloys Used in Additive Manufacturing for Orthopedic Implant Applications

metal year AM method applications specifications author

Pure Zn 2018 Selective laser
melting

Cardiovascular
stents

Higher mechanical properties such as hardness (42 HV), elastic modulus (23
GPa), ultimate strength (114 MPa), elongation (10.1%)

Wen et
al.211

Zn 2019 Laser powder
bed fusion

Trochanter bone
replacement

Densified porous scaffold (almost 100%) with a rough surface Wen et
al.213

Zn-WE43
composite

2019 Laser powder
bed fusion

Porous bone
scaffold

High densification (over 99.47%) and tensile strength (335.4 MPa) Qin et
al.214

Zn 2020 Fused deposition
modeling

Trabecular bone
replacement

Porous scaffold (65% porosity) with high biocompatibility and cell viability Cockerill et
al.212

Zn-Mg alloy 2022 Laser powder
bed fusion

Bone scaffold Relative density greater than 99.5% and formation of brittle phase due to the
incorporation of Mg

Voshage et
al.215
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fabrication of alloy with a fine grain size of 5.14 μm. The
samples had 93% BCC phase composition and the Young’s
modulus of the sample was observed to be near to human
trabecular bone.223 Kumar et al. developed Ti-Ta-Nb-Mo-Zr
HEA using μ-plasma arc AM for knee implant applications, and
the studies proved the sample to be corrosion resistant with
excellent biocompatibility having a cell viability of 92% even
after 72 h. The samples formed had two body-centered cubic
(BCC) microstructures and two minor interdendritic struc-
tures, and the use of AM technique prevented the formation of
other phases as well as the decomposition of the BCC phase.
The leaching of ions was reduced considerably up to 57 ppb,
which was reported as 10000 ppb in previous studies.224

Gokcekaya et al. fabricated Ti-Zr-Hf-Nb-Ta-Mo HEA using
LPBF, and the ultracooling provided by the AM method
suppressed the elemental segregation, and only the BCC phase
could be observed in XRD analysis with a single crystalline-like
structure. Higher yield stress (1355−1426 MPa) and lower
Young’s modulus (88.6 GPa) were observed in the LPBF
sample than in the cast sample owing to the advantages of AM
methods. Excellent cytocompatibility of the sample makes it a
good candidate for orthopedic applications.225 Ta-Ti-Nb-Zr
HEA was proposed by Zhao et al. for the scaffold fabrication,
and DIW was used to achieve the same. Varying the Zr content
resulted in decreasing the pore size from 51.1% to 46.9% and
the density from 78.6 to 88%. The mechanical properties also
could be regulated in the same manner, and it was observed
that it possessed higher mechanical strength (149.98 MPa) and
lower elastic modulus (0.64 GPa) than Ta scaffolds prepared
by conventional methods. the cell proliferation study and live−
dead cell assay proved the samples to be biocompatible, and
the method provided a low-cost fabrication of implants with
these properties.226 Table 7 summarizes various bio-HEA
implants fabricated by using AM.

3.8. Additive Manufacturing of Other Metal Implants
and Composites. Ti-24Nb-4Zr-8Sn alloy was used by Zhang
et al. in 2014 for the fabrication of an acetabular hip cup using
selective laser melting which was the first one to be reported of
the kind using SLM. By adjusting the laser scan speed, the
density and the hardness of the implant could attain the
desired values, and it was observed that by decreasing the scan
speed, density could be increased, and the sample was
fabricated with 99.3% density and 10% ductility. Due to the
high oxygen content of the starting powder, the implant could
avoid pronounced super elastic discomfort.161 Porous Ta
implants prepared by Ballla et al. with the aid of LENS showed
superior biocompatibility than Ti implants with a similar
porous structure, so the bone cell adhesion was easier and

more effective. The porosity of the implant was tailored by
varying the laser energy input. The localized melting followed
by solidification during the process effectively provided the
particle bonding and reduced the brittleness of the sample, and
the elastic modulus was observed between 2 and 20 GPa which
could not be achieved by other conventional methods. Since
the surface energy of these implants was higher, the early
integration of the bone tissues was observed.227 Habijan et al.
in 2013 proposed a Nickel-Titanium (Ni-Ti) alloy implant
using SLM, and the studies proved that the porous implant is a
good carrier of mesenchymal stem cells, and the nickel ion
leaching was much very less for the additively manufactured
implant, and a reduction of 258 ng/mL to 101 ng/mL was
obtained by reducing the laser beam diameter to 61 μm from
128 μm.228
To increase the implant stability and bone anchorage,

Stenlund et al. fabricated the implant with Co-Cr-Mo alloy by
doping Zr to it. The sample had high surface roughness, and
the surface thickness appeared to be 50 nm. In the in vivo
studies, it was observed that there was a condensation of bone
cells at the surface of the implant placed in the femur and in
the tibia, and remodeling of the cortex at the top and endosteal
bone growth was obvious.229 Instead of Ti-6Al-4V alloy which
is usually used for the fabrication of implants, Jahadakbar et al.
designed the implant for mandibular reconstruction using Ni-
Ti alloy, and the results showed that allowing 45.7% porosity
gave the stiffness of the implant equivalent to the surrounding
bones and the implant was a better solution for vascularization
and rapid healing than the former. The study was done by
preparing the implants using both the material by maintaining
the same Young’s modulus (12 GPa), and the porous structure
of the Ti-6Al-4V sample failed when the stress shield study was
done.230 To compare the osseointegration response of Co-Cr
alloy implant to Ti-6Al-4V, Shah et al. designed Co-Cr
implants using EBM. The observations showed that bone in-
growth in both implants was similar, which confirmed that
EBM did not reduce the biological capacity of the Co-Cr alloy,
but the Co-Cr implants had rougher surfaces. Due to this, a
higher osteocyte density also was observed at the periphery of
the implant in the in vivo studies.231 It was a novel invention to
prepare the scaffold using calcium sulfate hemihydrate
(plaster) by incorporating RBC3200 epoxy resin into the
porous implant formed using powder bed binder jetting. The
elastic modulus of the scaffold was 6.2 MPa and 0.31 mm2/s
thermal diffusivity. But it remains as a concept, not a final
product, since many of the parameters that concern the bone
could not be achieved with this model (for e.g. compressive
strength was only 11.7 MPa).232 Though scientists still

Table 7. Various bio-HEA used in AM for Implant Fabrication

alloy year AM method application specification author

Ti-Nb-Ta-
Zr-Mo

2021 Selective laser
melting

Implant
fabrication

Biocompatible alloy with proof strength of 1690 MPa Ishimoto et
al.221

Co-Cr-Fe-
Ni-Mo

2022 Laser cladding Implant coating Increased microhardness of 885.5HV0.2 due to strain refinement strengthening Deng et al.222

Ti-Nb-Ta-
Zr-Mo

2023 Selective laser
melting

Implant
fabrication

93% BCC phase composition with suppressed elemental segregation Feng et al.223

Ti-Ta-Nb-
Mo-Zr

2023 μ-plasma arc additive
manufacturing

Knee implant
applications

A substantial decrease in leaching of ions to 57 ppb with a corrosion rate of 12
mm/year at a pH of 7.4 SBF solution

Kumar et
al.224

Ti-Zr-Hf-
Nb-Ta-
Mo

2023 Laser powder bed
fusion

Implant
formation

Higher yield stress (1355−1426 MPa) and lower Young’s modulus (88.6 GPa)
with suppressed elemental segregation

Gokcekaya et
al.225

Ta-Ti-Nb-
Zr

2023 Direct ink writing Scaffold
fabrication

Higher mechanical strength (149.98 MPa) and lower elastic modulus (0.64
GPa) than Ta scaffolds fabricated using conventional methods

Zhao et al.226
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consider Ti-6Al-4V as a better choice for total hip replacement,
it usually faces some disadvantages, such as stiffness mismatch
and poor wear resistance. It was a novel attempt to incorporate
Ti-6Al-4V into the Ni-Ti alloy to fabricate a single hip implant
so that the former could overcome the limitations and achieve
a shape memory effect, wear resistance, and super elasticity.
These dissimilar materials gave an interconnected porous
structure with a 400 μm pore size, and the shear stress studies
showed a value of 33.2 MPa, which shows a good mechanical
interlocking between them.233

Tilton et al. proposed the fabrication of proximal humerus
fracture fixation plates using stainless steel with the help of
LPBF. The new implant reduced the risk of screw cut-out and
varus collapse (tibial loosening). Higher hardness (49%) was
observed for the implant than the forged 316L SS due to the
fast cooling during LPBF, which leads to increased micro-
hardness and refined microstructure. They could develop the
design considering the patient’s anatomy, fracture type, and
bone quality within a short period of 24 h, which shows the
advantage of AM.235 To increase the biocompatibility and
mechanical properties of the PEEK scaffold, Jung et al. coated
the 3D-printed sample with Ti. The enhanced tensile strength
(84.1 MPa) of the scaffold was ascribed to the higher
crystallinity provided to the scaffold due to the elevated
temperature during AM fabrication, and this value was higher
than the scaffolds prepared by other conventional methods.
The larger surface area created via AM and the surface
chemical composition helped in an early initial cell attachment
of the scaffold to the body, which led to faster proliferation and
differentiation due to the possibility of direct cell-cell-cell
communication. The results were proved in vivo which showed
that the modified topography and chemical composition of the
surface helped in faster cell proliferation and differentiation,
and after 12 weeks of implantation, the new bond formation
could be observed.236

Graphene is a two-dimensional nanoscale material that could
be synthesized via chemical vapor deposition and electro-
chemical and mechanical exfoliation methods.237 Though
conventional methods such as soft lithography and direct
writing are used to make 2D structures, they face a lot of
drawbacks such as limitations in using a variety of substrates,
high operational costs, high defect density, and additional
etching process make these methods less desirable. AM can
overcome these difficulties in a more desirable way, where a
computer-aided program directs the process, and even the
complex structures could be developed which otherwise would

be very difficult to achieve. With high resolution, effective
products could be developed that can be fabricated according
to the needs of the end-user requirements with superior
mechanical properties. Among various additive manufacturing
methods, the PBF method is the most accepted method for
graphene-based synthesis compared to the others. The
composites thus formed possess a higher amount of
mechanical, thermal, and optical properties with greater
chemical stability that is not possessed by individual
components.238 With excellent biocompatibility, cell seeding,
viability, and mobility, Chen et al. prepared 3D thermoplastic
polyurethane (TPU)/PLA/graphene oxide (GO) nanocompo-
sites with 3D structures using additive manufacturing
methods.239

Studies have proved that a double deposition of the filament
can improve the interaction between the matrix and the
composite, and thus higher mechanical properties are shown
that are more related to the bone tissue.240 Arif et al. in the
year 2020 successfully developed scaffolds with PEEK, carbon
nanotubes, and graphene, and the results showed that the
product formed had better dimensional stability, and the
tensile strength could be modified by varying the nanostruc-
tures’ weight ratio. It was also noted that the printing
dimensions can greatly affect the mechanical properties. The
density of vertically fabricated samples (1.27 g/cm3) was
higher than horizontally fabricated ones (1.15 g/cm3). It is
because of the good degree of compaction of layers in the
vertical phase due to the less deposition time in the XY plane
that is still in a molten state.241 It was suggested by Larsson et
al. in 2022 that Zr-based bioglass (Zr59.3Cu28.8Al10.4Nb1.5)
could show biocompatibility similar to that of Ti alloys, and
the fabrication of the bone implant with the former was done.
When the laser power was higher (95 W), crystalline phases
were formed in the samples, and the surface roughness was
reduced from 11.6 to 4.6 μm. Higher laser power also caused a
reduction in unmelted powder particles on the surface thus
providing a better spreading of powder bed over the melted
one. The cytocompatibility studies showed no significant
toxicity, and irrespective of the surface roughness, proliferation
of the cells was observed.242 A novel metal composition Ti-
35Nb-7Zr-5Ta was suggested by Nadammal et al. where they
fabricated the scaffold with the aid of L-PBF with more than
98.5% of theoretical density. The samples fabricated could
obtain the elongation to break at a higher rate as 25%. The
samples could employ a passivation behavior while undergoing
corrosion studies, and the values were much better than
commercially pure Ti (ECORR: −0.16 to −0.25 and ICORR:0.25
to 0.033) implying that the samples can be a potential
replacement for various metal alloys in AM for future
applications in orthopedics. The cytotoxicity analysis of the
metal composites indicated that the samples could enhance the
cell growth without any toxicity even after 7 days, and
fluorescence analysis exhibited a large number of live cells.243

Another paper published by Gurbova et al. conducting a
theoretical study of the above-mentioned metal composites
proved that this composite is a good candidate for the
fabrication of orthopedic internal fixation devices.244 Corona-
Castuera et al. were able to fabricate a partial hip prosthesis
with the aid of DMLS using stainless steel powder following
the patient’s anatomy. The sample fabricated possessed a
density of 0.72 g/cm3, and the elastic modulus was observed to
0.25 GPa for a simple gyroid structure and 0.95 GPa for
double gyroid structure.245

Figure 8. Various steps of tibia implant formation using 316L SS; a)
design of tibia intramedullary implant, b) optimized form, and c)
implant after selective laser melting. Adapted with permission from ref
234. Copyright 2019, Elsevier.
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Electrospinning has been used over the years for the
fabrication of scaffolds with the aid of polymer composites and
ceramic materials. It allows the fabrication of porous scaffolds
that can enhance osteogenesis.246 Though it is said that all
polymers can be electrospun, in an actual scenario this is not
possible always. Another problem faced in electrospinning is
the use of various polymer composites, which will not give a
desired result if the composites are not completely miscible.
Electrospinning is also a time bound task, and the scaffold
fabricated usually lacks tensile strength which minimizes its
application to nonload bearing implants.247 Usage of polymer
composites in AM can overcome these limitations. Mushtaq
Alam et al. reported various PLA-ceramic composite implants
fabricated with the aid of ME. Biphasic calcium phosphate,248

β-TCP/α-Al2O3,
249 ZrO2,

250 ZrO2/Al2O3,
251 DyPO4,

252 etc.
had been used to reinforce PLA. Usage of 5% biphasic calcium
phosphate gave a stable product with good cell viability and
biocompatibility. Reinforcement of β-TCP with alumina
allowed its usage up to 20% which was not possible in the
previous experiment with biphasic calcium phosphate, and they
could achieve an infill density of 100%. Even the tensile
strength of the samples was improved to a higher extent. ZrO2
added PLA implants were fabricated with uniform dispersion
of the former, and defect-free shapes could be obtained via
FDM. Though the addition of ZrO2 reduced the mechanical
properties, bonelike characteristics were maintained by the
samples to a great extent. ZrO2 reinforcement with alumina
gave the structure with an infill pattern of 350−450 μm, and an
increment in the hardness was observed. The better results
obtained by the studies encouraged them to fabricate various
prototypes of clavicle bone, clavicle hook plate, and various
screws, which shows the success of fabrication of the implant
via FDM. Addition of DyPO4 not only enhanced the various
mechanical properties but allowed the bioimaging of the AM
fabricated sample that would be a breakthrough in the real-
time analysis. Table 8 summarizes various metal implants and
composites fabricated by using AM.

4. DISCUSSION
Bone consists of both organic (collagen types I, III, and IV and
fibrillin) and inorganic (HAP) components. Human bones are
of two types: compact bone (cortical bone), which is almost
solid with less porosity (10−30%), and trabecular bone
(cancellous bone), which has a porosity between 50 and
90%. Accordingly, their mechanical properties also differ.73

The compressive strength of cancellous bone is 5−10 MPa, but
for cortical bone it is 100−230 MPa. Young’s modulus of both

bones also differ to a large extent. Trabecular bone possesses
very little Young’s modulus (0.05−0.10 GPa), whereas it is
17−20 GPa for cortical bone.253 Polymers, metals, ceramics, or
biocomposites can be used for implant fabrication for
orthopedic trauma. With personalization and precision im-
plants are to be fabricated that have the potential for nutrient
and cell permeability and bone growth along with mechanical
properties similar to that of human bone to avoid the stress-
shield effect.254,246 Bone healing with the aid of implants goes
through various steps as follows.255

AM is used for the fabrication of implants due to its unique
features in printing patient-specific implants with mechanical
properties similar to those of human bone. Varying the scan
speed and other parameters while printing can alter the
characteristics of the fabricated materials. Freedom of design,
controlled porosity, and printing complex structures with
microarchitecture give more opportunities for the fabrication
of desired products with more precision.256 Though there are
various types of methods in AM fabrication, only a few are
widely used in implant fabrication. SLS and SLM are mainly
used for the fabrication of metal implants. SLS can provide
high material utilization without any support structure with a
high print speed. However, it lacks a powder surface finish, and
postprocessing is needed before using the structure implant
applications.257 SLM provides a more accurate product with
smooth surfaces, and a variety of materials can be used for the
fabrication of even complex structures. Misalignment of the
layers due to high temperature during the fabrication and low
speed for printing are the difficulties faced during the
fabrication.258 EBM has also been used widely in manufactur-
ing implants, since the production of dense materials is
possible via EBM with high efficiency and product strength.
Postprocessing is needed after the fabrication of implants since
the surface finish is very poor and it takes a long time to print
the material.259 Another fabrication method widely used in AM
implants is FDM due to its ability to have scalable products
with high surface finish, better mechanical strength and with
low investment cost and cost-to-size ratio a wide range of
materials can be printed using simple manufacturing
techniques.8

Among the materials used for AM, metal AM of Ti-6Al-4V,
Fe, Zn, Mg, 316L SS are most widely used (about 75%) since
these can provide long-term stability and mechanical proper-
ties such as elasticity and high strength similar to the human
bone adjusting the parameters of 3D printing.22 However, the
lack of tribological properties can cause inflammation of the
implanted area, and the leaching of toxic ions can have a

Figure 9. Various steps in bone healing with the aid of implants.
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negative impact on metal implant surgery. Incorporation of
biomaterials during printing or coating can induce biochemical
properties to these implants that can reduce rejection of
implants and the leaching of metal ions and corrosion.260 Since
ceramics can offer biocompatibility, bone conductivity,
resorption, and corrosion resistance, HAP, β-TCP, bioglass,
etc. have been used for AM implant fabrication and coating of
metal fabricated implants. Yet they have high elastic modulus,
insufficient fracture strength, and inadequate fracture tough-
ness.261 The choice of polymers for scaffold fabrication is due
to their biodegradability, biocompatibility, nontoxicity, cell
affinity, ease of availability, and bioactivity (for natural
polymers). However, they are used for nonload bearing
applications or need to be incorporated with metals or
ceramics to improve their properties since the main drawback
of polymers is the lack of mechanical properties that match
human bone.262

5. CHALLENGES AND FUTURE PERSPECTIVES OF
ADDITIVE MANUFACTURING OF ORTHOPEDIC
IMPLANTS

Though orthopedics has gained much from the area of additive
manufacturing both economically and medically, there are
many difficulties encountered while developing an implant
through this procedure. It is challenging to prepare a patient-
specific implant for load-bearing application without any flaws
from start to postprocessing. The main challenges that are
faced in AM are lack of resolution, surface finish, and layer
bonding in microscale manufacturing, which require post-
processing techniques such as sintering. The limited materials
available for 3D printing also make it less usable for utilizing
this technology in various industries. Since each of the
parameters used can affect the finishing of the structure and
both mechanical as well as biological properties, the
optimization consumes a lot of time with the option to
increase the mechanical properties.45 Columnar grains and
periodic cracks may form during the heating and eventual
cooling in AM methods, which can affect the nanostructure
properties of the materials that are used in additive
manufacturing with the preferred topological shape of the
scaffold.73 Another problem experienced by the additive
manufacturing process is the deformation that could be
formed due to repeated treatment of the scaffold with high
energy and successive sudden cooling. As a solution for this
problem, scientists suggest postheat treatment after the
additive manufacturing process. This helps to modify and
stabilize the microstructure and improve its performance by
relieving stress.263 Nonequilibrium solidification in the
procedure needs to be attended to by formulating new
compositions of the material matrix rather than depending on
the powder metallurgy industry to buy metal powder
compositions.264 Since the test standards for the comparison
of the manufactured implants are still limited, it is difficult to
compare the printed parts by various additive manufacturing
techniques. Standards are to be developed in the areas of
design, development, and experimental parts.265 Fabrication of
thin-walled and hollow structures also is still at stake since the
deformation of the structure can take place on layer-by-layer
formation due to the difference in temperature of the
successive layers. It can also lead to the formation of a void
in the structure resulting in reduced interconnection.45

Dimensional correctness is another area that needs attention
while fabricating the implants. Studies have reported that it is

an arduous task to do the precision in the Z-direction since the
control of various parameters such as powder densification,
solidification evaporation, etc. can affect the desired out-
come.266 Measures are to be taken to scale up the production
of implants with better resolution and precision via AM.
Once these problems have been rectified, AM could provide

implants for even larger bone defects that are patient-specific,
and its intraoperative guidance would help to avoid implant
failure. Since AM-fabricated products can provide strength and
elastic properties similar to that of human bone, AM products
can improve human life to a greater extent.267 Including
antibiotics, carbonaceous materials, antimicrobial polymers,
etc. can increase the clinical application of scaffolds.8

Fabrication of a porous scaffold providing new bone infiltration
can increase implant stability. Incorporating finite element
analysis and image mapping in AM opens new areas for the
orthopedic implant industry.268 To date, only single-cell print
implant products have been developed, and the development
of implants that can replace physiologically functional bone
marrow will be a crucial step in this area. Incorporating
artificial intelligence in topology optimization of the internal
structure of bone can be a powerful tool in AM.269 Research
works have been started on 3D printing of anatomical models
and other materials from biomass270,271 and other natural
products.272,273 More development and studies in this area can
lead to the development of implants using biomass. Though in
its infancy, studies have emerged on the development of 4-
dimensional shape memory smart scaffolds274 and complex
and curved 5-dimensional scaffolds.275 Advancement of these
technologies could bring about a solution for complex and
stronger implant fabrication and can open up the path for next-
generation biomaterials.

5.1. Melt Electro Writing (MEW). It is one of the newest
AM methods used in biomedical applications, where the three-
dimensional structure is fabricated with the aid of an electric
field that melts the polymer under consideration. Intricate
structures are created with the precise control of the scaffold’s
geometry. Application of the electrodynamic forces onto the
nozzle that contains molten polymer creates charged droplets
that are deposited on to the surface according to the designed
structure.276 Unlike the electrospinning method, there is no
formation of a Taylor cone, and no whipping of droplets takes
place, whereas the layer formation in MEW begins only when
the molten polymer connects to the collector. Applied voltage
and the viscosity of the polymer play a crucial role in the
fabrication process along with the nozzle to collector
distance.277 The superiority of this technique toward FDM is
that ultrafine fibers can be created that can fabricate complex
structures with precision.278 This method has been successfully
used in the development of drug delivery systems and implant
fabrication. PCL279 and its various composites,280 PLA,281,282

poly(dioxanone)283 etc. have been used in MEW.
5.2. Two-Photon Polymerization. Two-Photon Polymer-

ization (multiphoton lithography) (TPP) is the AM method
that utilizes the possibility of two photon absorption.284 The
photosensitive liquid resin absorbs two photons simultaneously
that are emitted via laser or infrared rays and excited to higher
state wherein the polymerization occurs. The main peculiarity
of this method is the fast and precise printing of complex three-
dimensional structures.285 Liquid polymeric acrylates and
epoxides etc. are the main feedstocks in TPP.286 Submicron
sized scaffolds and microneedle arrays287 have been prepared
via this method, and ossicular prostheses288 also have been
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reported fabricated via this method. Kampleitner et al. reported
a TPP fabricated scaffold using methacrylated poly(D,L-lactide-
co-ε caprolactone), and both the in vitro as well as in vivo
evaluations were successful. The tailor-made scaffolds
possessed a 20% of compression recovery and were observed
to be a good candidate for biodegradable scaffold.289

5.3. 4-D Printing. 4-D printing is considered to be “3-D
printing and time” where the fabrication of implants take place
with the aid of computer fabricated design, 3-D printing, and
smart materials. In 3-D printing where the focus is on XYZ
planes, 4-D printing takes into consideration the time
dimension too. Dynamic structures are built incorporating
smart materials that can transform its shape when external
stimuli such as heat, light, electric field, or humidity are
applied.290 The 4-D printed products can have various
properties such as self-adaptability, expandability as well as
shrinkage, and self-assembling ability. 3-D digital data are used
for smart design, and shape-memory polymers or alloys are
used to create dynamic structures that can switch shape for
self-repairing and self-regeneration.291 After the images are
captured and the required format is converted into a CAD file,
the smart material is printed which can grow over time on the
human body. This provides endless possibilities in fabrication
of custom-made implants that can offer intelligent materials to
deal with bone-related problems, and it can reduce the
materials needed and its difficulty in assembling the parts.292 4-
D printing is the advanced version of 3-D printing to fabricate
complex and flexible structures by keeping time as the fourth
dimension. The same printing methods and devices can be
used for layer-by-layer fabrication of implants that are
responsive to stimuli to expand and reshape in human
body.293 The materials used for fabrication include polymers
that are temperature sensitive, photoresponsive, and ionic
interactive. It was reported by Grinberg et al. that the 4-D
printed implant prosthesis using barium titanate and
polyamide 11 can respond to an electromagnetic stimulus.
Studies proved that the prosthesis could withstand the
mechanical strain that a human knee can go through.294

Ghalayaniesfahani et al. developed a shape memory structure
using PLA and poly(butyl succinate), and this biobased
sandwich structure could withstand greater elongation at break
had a 96% recovery ratio.295 Liu et al. developed a 4-D printed
craniofacial implant, and the guided bone regenerative
membrane they developed using PCL and poly(glycerol
sebacate) (PGS) and coated with polydopamine (PDA) for
mussel adhesion was a success both in vitro and in vivo. The
vertical bone defect was treated effectively since flexibility of
the implant helped in maintaining the curvature of the alveolar
bone. Since the vertical bone defect could be treated effectively
these types of implants indicate a promising future in bone
defect treatments.296

Figure 10. Various stages of PCL MEW: a) the square wave pattern
in the XY direction at various time durations (2:0.1, 3:0.002, 4:0.005
m min−1 and SC - straight line speed, ST - turning speed), b) scaffold
fabricated via MEW, c) stacked fibers, d) intertwined fibers, e)
scaffold with 90° orientation, f) scaffold with 60° orientations.
Reproduced with permission from ref 276. Copyright 2011, John
Wiley and Sons.

Figure 11. Various stages of the in vivo analysis of a 4-D printed PCL-PGS implant coated with PDA for vertical bone defects. Reproduced with
permission from ref 296. Copyright 2021, Elsevier.
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The main challenges faced in this area are the lack of
availability of the smart materials and its compatibility in the
human body. Moreover, all of the available smart materials
cannot be used in all of the printing procedures due to its
response to external stimuli like temperature. It was reported
that the usual AM methods used for implant fabrication such
as FDM, DLP, DIW, SLA, and SLS could be used in 4-D
implant fabrication. But the difficulties faced while using these
methods are the environmental response of the material
printed. Since FDM like methods can impart a high
temperature, this can affect the fabrication of the smart
material. Another negative impact of using these methods is
that the low resolution of the products fabricated via these
methods may affect the applicability of these 4-D printed
implants. Since the actuation of the smart materials depends
on printing parameters too, introducing a multistimuli
response also is difficult. Fabrication of multimaterials as well
as composites responding to various stimulus can really open
up a new chapter in implant fabrication.297

5.4. 5-D Printing. 5-D printing is the most advanced
version of AM which is still in its development stage. 5-D
printing offers the possibility of printing in five axes by moving
the printhead in five different angles along with the plateau on
which the structure is printed. This helps in printing most
complex structures with curved layers that cannot be achieved
via 3-D printing. Creating weak points are avoided by curved
layers and stronger structures that are three to five times
stronger than 3-D printed structures built in this manner with
25% less materials.298 The 5-D printing machine is reported to
have five degrees of freedom (two rotational axes along with
three axis of movement).299 This method can make use of the
3-D CAD file and design and printing materials but should be
provided with a dynamic plateau instead of static one. It has
the potential to fabricate human bone that has complex and
curved structures with more strength than 3-D printing since
both the print head as well as the plateau are moving.300 But
the actualization of this procedure is rather at its infancy due to
the high cost of the printing machine as well as difficulties in
maintenance and lack of personnel trained for this. By tackling
this problem in an effective manner, 5-D printed scaffolds can
be available to patients in an easier way.301

5.5. 6-D Printing. Another future work that could be
looked forward to is the combination of 4-D and 5-D printing.
It would be printing of the curve-shaped scaffolds making use
of the five-dimensional technology that also can provide
intelligent surfaces with a shape response that could be
provided according to the environmental stimuli. This can help
the fabrication of a well-designed implant that really is efficient
to meet the patient’s requirements. The materials using for this
fabrication are smart materials that contain multiple
intelligences, and this method can provide greater accuracy
to the implants.302 This concept was introduced by
Georgantzinos et al., and they believe the actualization of
this procedure could bring about stronger products within
minimal manufacturing time and greater adaptability. They
propose that this method can help in printing of even the most
complicated structures with minimal raw materials and greater
flexibility. 6-D printing using nanoreinforced polymers can aid
in more applicability.303

6. CONCLUSION
This review briefly discusses the most promising additive
manufacturing technology in the area of orthopedics. For the

past few decades, the contribution of additive manufacturing
toward the development of various implants and scaffolds has
been noteworthy. Among the various additive manufacturing
methods, the most used ones for manufacturing orthopedic
implants are binder jetting, fused deposition modeling,
selective laser melting, selective laser sintering, and electron
beam melting. Various materials such as metals, polymers, and
ceramics have been used for the fabrication of implants;
depending upon the specificity of the patient, the choice of raw
materials diversifies. For the scaffolds that are to be
bioresorbable, the most used raw materials are bioceramics/
polymer composite, and for nonload bearing applications
polymers are the best choice. For load-bearing applications like
knee joints, hip replacements, etc. metal alloys like Ti-6Al-4V,
stainless steel, etc. are the most preferred implants. Since every
parameter used in additive manufacturing can directly decide
the features of the implant, the correct choice of each
parameter is of utmost importance. Manufacturing of implants
using fused deposition modeling, direct ink writing, material
extrusion etc. have reported to reduce the corrosion of
implants and control the tensile strength and Young’s modulus
of the metal implants. Fused deposition modeling is an
extensively used manufacturing method for polymer implants
that enhances the properties of polymers and controls the
bioresorbability and drug delivery. Functionalized implants to
avoid undesired bacterial and other microbial infections and
enhanced bioactivity can offer a long life to the AM fabricated
implants. Bio-HEA implants are one of the fast-growing areas
in recent years, and the implants developed show better
mechanical as well as biological properties, and this type of
implant can avoid many of the problems faced by implants
fabricated using other metal alloys. New composite systems are
yet to be developed that can handle both the biological and
mechanical properties of human bone in the closest proximity.
The development of materials with tunable interfaces can bring
about smart implants with improved degradation resistance.
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BO - Bio-Oss
β-TCP - β-Tricalcium phosphate
CLIP - Continuous Liquid Interface Production
DBM - Decellularized Bone Matrix
DED - Direct Energy Deposition
DIW - Direct ink writing
DLP - Digital Light Processing
DMLS - Direct metal laser sintering
DOD - Drop-on-demand
ECM - Extracellular matrix
EBM - Electron beam melting
FDM - Fused deposition modeling
FFF - Fused filament fabrication
HAP - Hydroxyapatite
LOM - Laminated object manufacturing
LENS - Laser Engineered Net Shaping
LPBF - Laser powder bed fusion
ME - Material extrusion
WE43 - Magnesium Elektron
Mg(OH)2 - Magnesium hydroxide
MgP - Magnesium phosphate
(MJ) - Material jetting
MBG - mesoporous bio glass
NPJ - Nanoparticle jetting
PA2200 - Polyamide 2200
PBF - Powder bed fusion
PCL - Polycaprolactone
PHBHH - Poly[(R)-3-hydroxybutyrate-co-(R)-3-hydroxy
hexanoate)
PJ - Polyjets
PLA - Polylactic acid
PDLGA - Poly(lactic acid-co-glycolic acid)
PEEK - Poly ether-ether-ketone
PHBV - Poly(3-hydroxybutyrate-co-3-hydroxy valerate)
PMMA - Poly(methyl methacrylate)
PPF - Polypropylene fumarate
SLA - Selective laser apparatus
SLS - Selective laser sintering
SBF - Simulated body fluid
SRP - Subtractive rapid prototyping
UAM - Ultrasonic additive manufacturing
316L SS - 316L stainless steel
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