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Bone structures facilitate the regeneration and repair of bone tissue in regions
where it has been damaged or destroyed, either temporarily or permanently.
Therefore, the bone’s fatigue strength and durability are crucial to its efficacy and
longevity. Several variables, such as the construct’s material qualities, design, and
production procedure, loading and unloading cycles, and physiological
conditions influence the endurance life of bone constructs. Metals, ceramics,
and polymers are all routinely utilized to create bone substitutes, and each of
these materials has unique features that might affect the fatigue strength and
endurance life of the final product. The mechanical performance and capacity to
promote bone tissue regeneration may be affected by the scaffold’'s design,
porosity, and pore size. Researchers employ mechanical testing under cyclic
loading circumstances as one example of an experimental approach used to
assess bone construction endurance. These analyses can give us important
information about the stress-strain behavior, resistance to multiple loading
cycles, and fatigue strength of the new structure. Predicting the endurance
life of the developed construct may also be possible with the use of
simulations and numerical analyses. Hence, in order to create reliable and
efficient constructs for bone tissue engineering, it is crucial to understand
their fatigue strength and durability. The purpose of this study is to analyze
the effective parameters for fatigue strength of bone structures and to gather the
models and evaluations utilized in endurance life assessments.
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1 Introduction

In tissue engineering (TE), scaffold materials or biocompatible
constructions serve as a foundation for the development of new
tissue (Dorozhkin, 2015). New tissue is grown in place of injured or
missing tissue by cultivating cells on these constructs and feeding
them nutrition and growth factors (Esmaeili et al., 2023). Organ
failure, musculoskeletal diseases, and trauma injuries are just some
of the multiple ailments that might benefit from the adoption of
functional tissue replacements, which is why TE was developed (Li
etal., 2021; Ameri et al., 2023). Scaffolds for fresh bone development
are 3D structures, and metals, ceramics, polymers, and composites,
along with natural materials, are common examples of
biocompatible and bone-regenerating materials used (Seraji and
Bajgholi, 2022; Chen and Li, 2022). Medical techniques like bone
grafting make use of bone scaffolds to aid in the healing and
restoration of injured bones (Niu et al, 2023). Scaffolds may
support cells structurally and let in the fluids and nutrients that
are critical for cell development and tissue regeneration (Malekshahi
et al., 2018; Dixon and Gomillion, 2022).

Multiple crucial factors influence bone scaffolding performance,
including but not limited to structural and interior design,
mechanical properties, material biocompatibility and non-
toxicity, osteoinduction, and osteoconduction (Wu et al., 2022).
Key mechanical performance aspects in constructing bone
structures for TE applications include total strength under
compression, modulus of elasticity, fatigue performance, creep
behavior, and crack formation (Mirzaali et al., 2022).

Fatigue behavior occurs when a material is subjected to repeated
stress or cyclic loading over an extended length of time (Putra et al.,
2023). In engineered materials, including metals, polymers,
ceramics, and composites, this is a typical occurrence that may
lead to the initiation of cracks, the propagation of fractures, and
eventually the collapse of the component (Kedir and Lemu, 2023;
Mousavinasab et al., 2016; Zhang et al., 2023). Repeated application
of cyclic loads or stress levels leads to plastic deformation and the
development and propagation of tiny fractures in a component or
structure (Wang et al., 2023). A steady spread of these fissures may
cause extensive damage and the ultimate collapse of the structure.

The fatigue performance and durability of bone substitutes
made by various manufacturing technologies have been examined
through multiple studies in recent years, while their summarized
results suggest that a rough surface is the principal cause of fracture
initiation and, accordingly, lowering the endurance limit (Fang et al.,
2022; Bakhtiari et al., 2023). Determining the connected pore
network for promoting vascularization and the stable mechanical
properties of an implanted bone construct lets you guess how long
the structure will last (Li et al., 2016; Adekoya et al.,, 2023). It is also
essential to investigate the mechanical response and fatigue
performance of the porous scaffold (Tavakolinejad et al., 2023).

Researchers are trying to investigate a material’s fatigue behavior
and endurance life by putting it through a series of fatigue tests to see
how many cycles it can tolerate before breaking (Jasemi et al., 2022).
Recent studies suggest that developing bone constructs from robust
and long-lasting materials utilizing efficient manufacturing
strategies will minimize fatigue failure in crucial structures,
considering the fatigue behavior of materials (Elahinia et al,

20165 Song et al., 2023; Behseresht and Park, 2024).
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This review discusses several aspects of the fatigue behavior and
durability of bone substitutes, considering both theoretical and
experimental methods. The role of natural and synthetic
polymers in bone tissue engineering, and their various strengthen
strategies have been reviewed. In addition, effective criteria for
extending the endurance life of bone constructs are studied.

2 Prolonging endurance life and
durability

Bone substitutes are often utilized to assist and direct the
formation of new bone tissue in TE (Christy et al., 2020). Since
the constructs must be robust enough to endure the mechanical
stresses and strains placed on them throughout the healing process,
their mechanical properties are critical for efficient bone
regeneration (Beheshtizadeh et al., 2022). A bone scaffold’s
mechanical endurance limit is critical since it is the maximum
stress that will not cause the scaffold to break after a specified
number of loading cycles (Zhao et al., 2023). In a fatigue test, for
example, the endurance limit is determined by subjecting the
scaffold to a series of loading and unloading cycles until it fails
(Bakhtiari et al., 2023). The fatigue limit of a bone construct may be
calculated by determining the minimum number of loading cycles at
which failure occurs.

As a major goal of tissue engineering (TE), developing suitable
substitutes to accelerate the bone regeneration process could be
further enhanced if the design and manufacturing of the scaffold are
based on the patient’s specific conditions (Ghanad et al., 2023;
Soleymani et al., 2023). Considering that the mechanical properties
of bones vary under different physiological conditions, it is essential
to choose the optimal scaffold parameters, including material,
manufacturing technology, interior and exterior architecture,
physical and biological performance, and osteogenic potential
(Yu et al., 2022).

When designing and selecting suitable scaffolds for bone
regeneration, understanding the durability limit of a bone
scaffold is essential. Structures having a higher endurance limit
are more suited to load-bearing applications, such as bone
regeneration in weight-bearing bones, since they can resist
greater mechanical loads and strains (Entezari et al, 2020).
Scaffolds having lower endurance limits, on the other hand, may
be more suited to non-load-bearing applications, such as minor
bone deformity correction. Bone scaffolds, irrespective of the
material, may be changed and their endurance limit enhanced by
including the properties described in Table 1.

2.1 Synthesis, manufacturing, and treatment
techniques

The fatigue performance and endurance limit of bone
substitutes depend on the synthesis protocols of the raw
materials utilized, as well as the manufacturing and treatment
processes used (Ahmadi et al, 2022). Widely used primary
substances in developing bone scaffolds include ceramics,
polymers, metals, and composites. Moreover, the synthesis

procedures include a range of techniques, including sol-gel,
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TABLE 1 Items affecting the endurance life of bone constructs.

Metals, ceramics, polymers, hydrogels, and composites are used for scaffolding, while each of them
varies in properties and features

The pores’ amount and size, along with their size distribution, could be various, depending on the
materials and manufacturing process. Generally, higher porosity diminishes endurance

Interconnectivity is defined as the degree of connection among pores in the developed bone
substitutes. Generally, higher interconnectivity could enhance the endurance life and the

10.3389/fbioe.2024.1417440

Explanation Reference

Putra et al. (2023)
Baptista and Guedes
(2021)

Hou et al. (2022)

construct’s capability to resist fatigue

The shape, geometry, and dimensions of the developed bone substitutes could affect the load

Yu et al. (2020)

distribution on the structure and control the stress concentration

The surface of the developed bone constructs usually affects the implant’s success. Parameters like

Dave and Gomes (2019)

chemical composition and surface roughness are affecting cell attachment and the interaction with

Type, amplitude, frequency, and conditions of mechanical loading on the developed bone

surrounding tissues

Ladner et al. (2022)

constructs could affect the endurance life of the bone constructs

\[e} Item

1 Materials used in fabricating bone
constructs

2 Scaffold porosity

3 Interior structure and

Interconnectivity

4 Exterior structure and geometries

5 Surface-depended performance

6 The amplitude and conditions of load

7 Synthesizing and manufacturing
techniques

precipitation, sintering, electrospinning, and 3D printing (Harish
et al., 2023; Ghanad et al., 2023).

In ceramics, the synthesis process involves the combination of
powders, shaping the material, and then exposing it to high
temperatures in order to produce densification (Dadkhah et al,
2023; Akrami et al., 2023). The selection of synthesis parameters,
including temperature, duration, and environment, has a vital
impact on the microstructure and mechanical characteristics of
the ceramic bone replacement (Asar et al., 2020).

Polymers are synthesized using procedures such as polymerization,
cross-linking, and mixing. The selection of monomers, initiators, and
reaction conditions significantly impacts the mechanical strength,
flexibility, and breakdown rate of the polymer (Balla et al, 2021).
Natural polymers such as chitin, chitosan, collagen, alginate, hyaluronic
acid, gelatin, and etc. (Guo et al,, 2021) are used along with synthetic
polymers, such as polyvinyl alcohol (PVA), Polylactic acid (PLA), poly
glycolic acid (PGA), poly (lactic-co-glycolic) acid (PLGA), Polyethylene
glycol (PEG), and etc. in bone TE applications (Javid-Naderi et al.,
2023). Although natural and synthetic polymers are recognized as most
usage materials in bone scaffolding, it is notable that they should
strengthen before final usage.

Recalling that natural polymers are less resistant in mechanical
loading and stress compared to the synthetic polymers, it is essential
to enhance its performance. Previous studies showed that blending
the natural and synthetic polymers is an available option for
enhancing mechanical performance of structures, designed and
manufactured for bone scaffolding (Zou et al., 2019; Sionkowska,
2011). While this technique could be effective in improving the
physical and mechanical properties of natural polymers, but
mineralization could not be occurred. Generally, to enhance the
mechanical performance of natural polymers, especially for
applications like bone scaffolding, several strategies can
be employed.

Combining natural polymers with synthetic polymers or other
reinforcing materials can significantly improve mechanical
properties. For instance, hybrid natural fiber-reinforced polymer
composites have shown enhanced strength and durability (Nurazzi
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The techniques that are used for synthesizing the powders, hydrogels, polymers, etc. Are as
essential as the techniques used for manufacturing the scaffolds

Laird et al. (2021)

etal,, 2021). Also, treating natural fibers with chemicals can improve
their adhesion to the polymer matrix, increasing strength and
reducing water absorption. This can lead to better mechanical
performance and durability.

Incorporating nanomaterials such as carbon nanotubes or
graphene can enhance the mechanical properties of natural
polymers. These nanomaterials can improve tensile strength,
thermal stability, and overall durability (Wong et al, 2021).
Incorporating nanomaterials into natural polymers can
significantly enhance their mechanical properties, making them
more suitable for demanding applications. Carbon Nanotubes
(CNTs), Graphene, nano clays-which are layered mineral silicates
that can improve the barrier properties, thermal stability, and
mechanical strength of polymers-and metal oxide nanoparticles,
including titanium dioxide and zinc oxide, which can enhance UV
resistance, mechanical strength, and thermal stability (Baig
et al.,, 2021).

Regarding the mechanisms of enhancement, it could be claimed
that three primary mechanisms are involved as reinforcement,
interfacial interaction, and thermal stability. Nanomaterials act as
reinforcing agents, distributing stress more evenly throughout the
polymer matrix. This leads to improved tensile strength and
durability. Also, the large surface area of nanomaterials allows for
better interaction with the polymer matrix, improving adhesion and
mechanical properties. Nanomaterials can enhance the thermal
stability of polymers by acting as heat sinks, thereby improving
the material’s resistance to thermal degradation.

On the other hand, using bioinspired polymers, such as those
mimicking the structure of natural materials like mussel-inspired
catechol chemistry, can improve mechanical properties and
durability (Omidian et al, 2023). Also, functionalizing natural
polymers with specific chemical groups can enhance their
mechanical properties and compatibility with synthetic polymers.
This can lead to better performance in composite materials (Nurazzi
et al., 2021). These solutions can help overcome the limitations of
natural polymers, making them more suitable for demanding
applications like bone scaffolding.
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In addition to the polymers, metals used in bone replacements
are often produced using casting, powder metallurgy, or additive
manufacturing methods (Yamanoglu et al., 2021). The mechanical
characteristics and biocompatibility of the metal implant are
influenced by multiple synthesis factors, including alloy
composition, heat treatment, and post-processing (Dinita et al.,
2023). Manufacturing bone structures from composite materials
is applicable, employing various techniques depending on the
material composition.

Manufacturing processes dictate the overall composition and
design of bone replacements. Typical manufacturing techniques are
molding, 3D printing, and electrospinning. Molding procedures
include the process of transforming the raw materials into the
intended shape by using molds (Altan et al, 2001). This
procedure is applicable to ceramics, polymers, and composites.
The molding parameters, including pressure, temperature, and
cooling rate, have an essential influence on the density, porosity,
and mechanical characteristics of the bone replacement (Rodriguez-
Contreras et al., 2021).

The use of 3D printing in the production of biomedical facilities,
including biosensors and medical equipment, has attracted considerable
interest, while its usage in developing tissue scaffolds and specifically
bone substitutes is our focus in this content. It provides the ability to
exert meticulous control over the internal composition and
permeability, thereby facilitating the production of implants tailored
to individual patients (Wang et al, 2021). The mechanical
characteristics and pore architecture of the bone replacement are
influenced by the printing parameters, including layer thickness,
printing speed, and material composition (Zhang et al, 2018). 3D
printing methods via their various forms, including but not limited to
extrusion-based 3D printing (robocasting), selective laser sintering
(SLS), and fused deposition modeling (FDM), are applicable to
develop hydrogel-, metal-, and polymer-based scaffolds and their
composites with ceramic materials (Jurczak and Lach, 2023), as they
are applicable in other various fields.

Also, electrospinning is a method used to produce fibrous scaffolds;
the process involves the placement of polymer fibers onto a collector
(Brown et al, 2016). The electrospinning parameters, including
polymer concentration, voltage, and distance between the collector
and the spinneret, have an impact on the diameter, alignment, and
mechanical characteristics of the scaffold fibers.

However, treatment procedures are also used to improve the
mechanical characteristics, biocompatibility, and bioactivity of bone
substitutes (Kumar et al, 2020). Conventional treatment methods
include heat treatment, surface modification, and coating deposition.
Heat treatment involves exposing the bone substitutes to carefully
regulated cycles of heating and cooling (Unune et al, 2022). This
procedure has the potential to enhance the crystallinity, phase
composition, and mechanical strength of the material (Li et al., 2024).

Surface modification methods, such as plasma treatment,
chemical etching, and hydrothermal treatment, modify the
surface characteristics of the bone replacement (Nobles et al.,
2021). These alterations may augment cell adhesion, facilitate
bone ingrowth, and increase the overall biocompatibility of the
implant (Foroushani et al., 2022). Some coating deposition methods,
such as physical vapor deposition (PVD) and plasma spraying, are
used to provide bioactive coatings onto the surface of bone
substitutes (Kravanja and FinSgar, 2022; Huang et al, 2022).
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These coatings have the ability to facilitate the integration of
bone with the implant, release chemicals that promote biological
activity, and enhance the overall long-term functionality of
the implant.

The mechanical performance of bone scaffolds may be
significantly influenced by surface features such as roughness and
surface chemistry (Dave and Gomes, 2019). An increase in surface
roughness may enhance the coefficient of friction, resulting in
enhanced mechanical stability (Zhou et al, 2023). Surface
treatments, such as coatings or modifications to the surface’s
texture, might change the way the scaffold interacts with other
materials, thereby improving its resistance to fatigue and increasing
its endurance limit (Pesode and Barve, 2023). Enhancing the
roughness of the scaffold’s surface may facilitate the development
of bone into it, thereby enhancing stability and lowering the
likelihood of fatigue-induced failure.

2.2 Design and geometry of bone scaffold

The structural characteristics of a bone scaffold, including the
dimensions and configuration of its pores, may greatly influence the
way stresses are distributed inside the scaffold (Ali et al., 2020).
Improving the design of the scaffold may result in a more effective
distribution of material, less concentration of stress, and improved
resistance to fatigue (Alaneme et al., 2022; Seraji et al., 2022). The
scaffold’s pore size plays a critical role in facilitating the infiltration
of cells and extracellular matrix, as well as the exchange of nutrients
and waste (Wang et al., 2023). Moreover, the morphology of the
pores may influence both the structural integrity of the scaffold and
the arrangement of cells and matrix materials inside it. By
optimizing the scaffold’s structure, its mechanical stability may
be enhanced, stress concentrations can be avoided, and the
likelihood of fractures and collapses can be decreased (Xue et al.,
2023). An appropriately engineered scaffold may endure several
loading and unloading cycles without experiencing any damage.

The optimal geometric characteristics of bone scaffolds, such as
pore size and shape, are contingent upon the particular application and
materials used (Kennedy et al, 2023). Nevertheless, there exist
overarching principles that may augment the endurance threshold
and fatigue resistance of bone scaffolds. It is crucial to optimize the
scaffold’s porosity, which represents the proportion of air space inside
its walls (Sousa et al,, 2023). Increased porosity promotes cell infiltration
and nutrition transport, while excessive porosity may impair
mechanical integrity. Hence, it is essential to achieve a harmonious
equilibrium between permeability and durability. Figure 1 shows the
most crucial factors in bone scaffolding fatigue strength.

The mechanical performance of the scaffold is significantly
affected by the size and shape of its pores (Zheng et al., 2021).
The size of the pores impacts the distribution of stress, the
absorption of nutrients, and the infiltration of cells. Ideally, bone
scaffolds should have a pore size ranging from 100 to 500 um to
maximize nutrition and cell transport (Jodati et al., 2020). Pores with
a spherical or cylindrical shape that are interconnected with other
pores promote better cell adhesion, proliferation, and even pressure
distribution (Xu et al., 2021). Furthermore, the interconnected pore
network is crucial for effective stress dispersion and the diffusion of
nutrients and waste products throughout the scaffold (Benam et al.,
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The most crucial factors in fatigue strength of bone scaffolds, including but not limited to loading factors, materials, implanting conditions, interior

and exterior architecture.

2024). Maximizing pore interconnectivity ensures uniform stress
distribution within the scaffold.

Designing bone scaffolds to maximize endurance limit and
fatigue strength involves considering various criteria, such as
intended use, biological compatibility, and mechanical demands
(Bakhtiari et al.,, 2023). The effective Young’s modulus model is a
commonly used equation that takes into account how pore shape
and size influence the mechanical properties of the scaffold (Gryko
et al., 2022). Equation 1 provides the formula for this calculation.

Pore

Eeff :f X Ematrix (1)

x Pore + matrix

The effective modulus of a bone scaffold, denoted as E, £ f>can be
calculated using Equation 4. This equation takes into account the
shape factor (f), the Young’s modulus of the matrix (E,,¢rix ), and the
volume fractions of pores and matrix (pore and matrix, respectively)
(Foroughi and Razavi, 2022). Determining the porosity of a bone
scaffold is an important aspect of its design, and it can be calculated
using Equation 2.

Matrix Volume
Total Scaffold Volume

Porosity = |1 x 100 (2)

3 Finite element analysis of bone
substitutes

Material qualities, design, and manufacturing procedures all
influence the fatigue behaviors of materials (Zadpoor, 2019). The
finite element analysis (FEA) analysis of bone constitutes is a
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computer-based modeling approach used to assess their
structural behavior and endurance life (Abdullah, 2020). Finite
elements are used to break down the scaffold into more
manageable chunks. To forecast the fatigue performance and
endurance life of the bone substitutes under varying loading
circumstances, researchers study each component separately
(Zhao et al.,, 2021). Computer models of the scaffolding can be
used to guess its mechanical properties, how damage will be caused,
and when it will finally break from overuse (Hedayati et al., 2016;
Gheibi et al., 2017).

Bone substitute models are reconstructed using 3D images of
their internal porosity and microarchitecture to characterize their
shape and material qualities (Melancon et al, 2017). Elastic
modulus, yield strength, and fatigue limit are only a few of the
material parameters specified by reference to experimental data
(Pang et al, 2014). The model is then made to simulate the
actual physiological loading environment by defining the type,
magnitude, and frequency of the
usually by FEA.

Several damage models may mimic the fatigue that builds up in

loading  circumstances,

the construction material after repeated loading and unloading
(Jasemi et al., 2022). Fatigue crack propagation and eventual
failure may be predicted with the use of damage mechanics
models like the Paris Law (Zhou et al,, 2023). Charts and figures
show the mechanical reaction and internal damage to the structure.
Researchers use the results to better understand how fatigue damage
builds up inside the scaffold material and how to develop a scaffold
that is resistant to fatigue failure (Xiong et al., 2020).

A bone substitute’s expected behavior may be better predicted by
modeling fatigue behavior before actual testing (Hedayati et al.,

frontiersin.org


https://www.frontiersin.org/journals/bioengineering-and-biotechnology
https://www.frontiersin.org
https://doi.org/10.3389/fbioe.2024.1417440

Seraji et al.

2016). It is a cheap way to figure out whether a bone substitute can
take the weight you want it to for the long haul. The results of the
simulation show how small changes in design or different choices of
materials can affect how well a structure holds up over time. This
information can be used to promote the best-engineered solutions
that have the highest fatigue resistance and overall structure
effectiveness (Ryan et al., 2009). Insights on how to improve the
performance and durability of scaffolds while reducing their weight
and cost may be gained via the use of FEA, which analyzes the
behavior of individual parts and their interactions (Zhou
et al., 2018).

4 Verifying the FEA with biomechanics
in vitro tests

Biomechanical testing is a laboratory technique used to analyze
bone substitutes’ mechanical characteristics, such as fatigue
behavior and endurance life (Johnson and Keller, 2008). The
method entails repeatedly loading and unloading the scaffold to
mimic the pressures it would face in a living organism.
Biomechanical testing is a multi-stage method in which a
testing machine is used to provide a regulated load to the
scaffold once it has been properly constructed and erected
(Ryan et al, 2008). Depending on the test methodology, the
load could be administered continuously or cyclically, and its
intensity and repetition rate may change (Ban et al, 2020).
Information on the developed construct’s deformation, stress
and strain distribution, and failure mechanisms is gathered
during testing (Zhang et al., 2022). The prepared scaffold could
be just an injectable hydrogel, playing a crucial role as a carrier for
drug delivery approaches (Goodarzi et al., 2020), or various 2D and
3D scaffolds (Xu et al., 2022). Scaffold mechanical parameters,
including stiffness, strength, and fatigue behavior, are calculated
after collecting and analyzing this information (Wang et al., 2023).

It is recommended that researchers investigate more about how
to make bone substitutes that last longer and function better by
conducting biomechanical testing and examining the fatigue
behavior of these devices (Wang et al.,, 2021). For instance, they
may determine weak points in the bone structure and devise
methods to strengthen them so that they do not give way under
cyclic loads. In light of this, biomechanical testing, such as
compression, tension, and bending testing, is an invaluable tool
for evaluating the mechanical characteristics of bone constructs and
refining their design for enhanced performance and longevity
(Alaneme et al., 2022).

Given the need for long-term safety in the human body, it is
anticipated that metallic cellular scaffolds would have exceptional
fatigue characteristics. Zhao et al. (2016) investigated the effect of
cell morphology on the compressive fatigue performance of Ti-6Al-
4V mesh arrays produced using electron beam melting (EBM). The
findings of their study suggest that the fatigue mechanism observed
in the three types of meshes (cubic, G7, and rhombic dodecahedron)
is primarily attributed to the combined effects of cyclic ratcheting
and fatigue crack propagation on the struts. They noted that the
presence of a rough surface and the existence of pores inside the
struts had a substantial negative impact on the compressive fatigue
strength of the struts (Zhao et al., 2016). The authors identified cyclic
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ratcheting and the start and spread of surface fractures as two fatigue
mechanisms of metallic cellular structures (Zhao et al., 2016).

In addition to researching cell transport for bone tissue
engineering, Zhao et al. (2010) developed calcium phosphate
cement scaffolds that exhibited improved resistance to fatigue
When reinforced with 15 wt.%
20 wt% polyglactin fibers, the flexural strength of calcium

and fracture. chitosan and
phosphate control in quick fracture rose to 26 MPa, which was
much higher than the previous threshold of 10 MPa. The control
specimens made of calcium phosphate only reached 5 MPa after
being subjected to 2 x 10° cycles of cyclic loading, but the specimens
constructed of calcium phosphate-chitosan fiber reached 10 MPa
after passing through the loading process. The calcium phosphate-
chitosan-fiber failure specimens had an average stress-to-failure of
9 MPa, but the calcium phosphate control had only 5.8 MPa (Zhao
etal., 2010). This significant difference in stress-to-failure values was
observed. As a result, the authors were able to demonstrate that the
constitution of the construct that they had established had an impact
on the behavior of weariness.

Utilizing direct ink writing (DIW) to create titanium scaffolds
with hierarchical porosity and human bone-like characteristics,
Slamecka et al. (2023) shed light on the high-cycle fatigue
behavior of these materials when evaluated under cyclic loads
typical of bone implants. Extrusion of a powder suspension (ink)
with a high solid content is the basis of their approach (Figure 2A).
Sintering is needed to fuse the powder particles and decrease the
material’s porosity for the DIW-fabricated components. This means
that DIW can construct hierarchically porous structures with pores
of varying lengths, such as digitally controlled interstrand pores
(often a fraction of millimeters in size) and sintering-state-
controlled intra-strand pores (often tens to hundreds of
micrometers in size).

The authors reported that cylindrical porous structures
measuring 13 mm in diameter and 20 mm in height were
constructed using argon-atomized titanium spherical powder that
was obtained through sieving (Slamecka et al, 2023). These
structures had the same basic base cell design as shown in
Figures 2B-E. After meticulously grinding and polishing the top
and bottom surfaces of the scaffolds that were eligible for mechanical
testing-24 compact and 21 porous-to a height of 14 mm, they
conducted quasi-static and fatigue compression tests to verify the
necessary flat and parallel surfaces (Figures 2F,G). Also, they used a
servohydraulic testing system with a 10 kN load cell and a crosshead
speed of 0.5 mm/min to conduct quasi-static testing on three
samples per series.

The compactly designed scaffolds exhibited big grains (92 +
18 um, Figure 2H) and a limited amount of intra-strand porosity
(5.9%), which consisted of tiny, evenly distributed closed pores and
isolated pore networks with an uneven shape (Figure 2I), as a result
of almost full sintering and noticeable grain development. Grain size
was lower (53 + 11 pm, Figure 2H) and intra-strand porosity was
14.3% in the porous-designed scaffolds that only passed through the
middle step of the intermediate sintering state.

They reported that there was a single enormous open-branched
pore network (the green pore in Figure 2]) that ran the length of the
strand and made up 88% of the intra-strand pore space; a small
number of isolated networks with entrance sizes of less than 50 pm
made up 7%, and closed pores made up 5% (Figure 2]). In all scaffold
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FIGURE 2

(A) Schematic representation of direct ink writing (DIW) process; scaffold design: (B) top view, (C) lateral view, (D) virtual model; The provided photos
show representative macroscopic views of (E) a titanium scaffold that has been printed and dried, as well as sintered scaffolds (F) before and (G) after
undergoing a fatigue test. The macrocrack is indicated by a dotted line. (H) Cross-sections of strands displaying pores and equiaxed alpha Ti grain
microstructure; uCT volume depiction of the pore space inside the strands for scaffolds with (I) dense and (3) porous design. The identified pores are
shown using distinct colors. The detailed views in the bottom right show the pores in red and the connections in grey. Box plots illustrate the distributions
of (K) volumes and (L) sphericities of the pores. The images show the surface structures of (M) compact and (N) porous design scaffolds. The color bar
represents the vertical position measured in micrometers. (O) The mechanical behavior in compression that is almost static and (P) repetitive. The stress-
life (S—N) curves are shown with dashed lines representing the 95% confidence interval bands. Displayed are SEM pictures illustrating strand fatigue failure
in (Q, S) compact, as well as (T, U) porous design scaffolds. The arrows are marked to indicate (A) a fracture at the junction of the strands and (B) secondary

cracks at the sintering necks. Reprinted with permission from Slamecka et al., (2023).

types, the pore networks had two to six neighbors per pore, with
three being the most common number of connections (Figures 21,]).

For porous-designed scaffolds, the existence of pore networks
caused a long tail to appear in the distributions of pore volume (size)
(Figure 2K) and sphericity (Figure 2L), with the furthest outlier
indicating an open pore network. The two sintering settings
produced distinct scaffold types, one with almost completely
dense strands and the other with open network porosity, as
confirmed by the noticeable morphological and quantitative
variations in intra-strand porosity.

Upon their research, surface morphologies were changed as a
consequence of varying sintering conditions. The surface complexity
was greater in porous design scaffolds (Sdr = 1.8 + 0.4) compared to
compact design scaffolds (Sdr = 0.6 + 0.1), according to topographic
assessments of the strand surfaces (Sldmecka et al., 2023). This was
associated with a significantly increased quantity of surface-visible,
individually-sintered powder globules (Figures 2M,N).

There was a noticeable difference between the compact and
porous design scaffolds in terms of their quasi-static stress-strain
responses. The porous design scaffolds exhibited a more gradual rise
in stress beyond the elastic regime, as well as a slower drop in load-
bearing capacity after achieving maximum strength (Figure 20).
Figure 2P displays the S-N curves for the porous design scaffolds and
the compact design scaffolds. Significantly, the findings disprove the
commonly held belief that the fatigue life of titanium porous
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structures improves with decreasing porosity, and the results
show that compact design scaffolds withstand fatigue cycling
nearly an order of magnitude less than porous design scaffolds.
This has important implications for additive manufacturing of
porous metallic structures in general.

The two varieties of scaffolds often collapsed because a shear
band formed at a 45-degree angle to the loading direction. Figures
2Q-U show that scaffolds with a porous design had much more
tortuosity in the fracture route across the strands, but otherwise the
fatigue micro-mechanisms were same. The surface/near-surface
intra-strand pores and the concave surface remains of the
sintering necks were the preferred sites for crack nucleation. At
the macroscopic level, the highest theoretical tensile stress zone is
located at the intersections of the two perpendicular strands, where
many fractures have already begun to form. The strands would
sometimes come loose due to fractures that developed around the
junctions (Figure 2Q). Figures 2T,U show that porous-designed
scaffolds generally had very substantial intra-strand porosity, which
allowed cracks to propagate through the sintering necks between
particles on the meso-scale (Slamecka et al., 2023).

Senatov et al. (2016) investigated the effects of polylactic acid
(PLA) and PLA-blended with 15 wt% hydroxyapatite (HA)
employing a technique called fused filament manufacturing.
Figures 3A-C depict the computer model, the cut-away model,
and the bone constructs. They claimed that the standard pore size
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(A) Computer-aided designed (CAD) model; (B) CAD cut-away model; and (C) 3D-printed PLA/HA construct; (D) Microstructure of PLA-based
porous bone construct before and after cyclic loading; (E) Structure of PLA porous bone construct after 4,000 cycles loading; (F) Structure of PLA/HA
porous bone construct after 4,000 cycles loading; Reprinted with permission from Senatov et al. (2016).

for scaffolds is 700 pm, and their porosity is 30% by volume. When the load was increased, the micropores inside the printed
Researchers examined the 3D porous scaffolds’ modulus of  layers collapsed, and the scaffold portions distorted locally. As seen
elasticity, sample height, elastic deformation, stored energy, and  in Figure 3D, fatigue caused little fractures to appear in the flexing
structural properties during low-cycle testing (Senatov et al., 2016).  layers, which subsequently grew into a larger one and eventually
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FIGURE 4
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(A) A description of a prosthetic device for the foot and ankle that includes bionic porous scaffolds, which serve both biological and biomechanical

purposes; (B) The prosthetic device incorporates specially designed porous scaffolds; (C) The scaffolds are created using Electron Beam Melting (EBM)
and are tested for compression and fatigue resistance. The SEM was used to examine the fracture morphologies of the scaffold after fatigue testing; (D)
Struts exhibiting fatigue fractures; (E, F) A close examination of the fracture section reveals two distinct morphologies. The first morphology, labelled

as |, consists of striation areas that indicate the beginning and propagation of the crack. The second morphology, labelled as I, is characterized by dimple
regions where the crack ultimately breaks. (G) Initiation of cracks from surface irregularities. (H=K) The stress distribution of the modelled scaffold is
visualized using colored patterns in a FEA, highlighting the progression of maximum primary stress. The designed model exhibits a more homogeneous
distribution of stress. The CT-reconstructed model reveals that stress is localized at the base of the uneven surface. Reprinted with permission from Liu

et al,, (2023).

brought down the whole structure. Fracture resistance was higher in
the early stages of cyclic loading for PLA/HA porous scaffolds.
Cyclic loadings inhibited the formation of cracks in HA particles
(Senatov et al., 2016).

Averett et al. (2011) performed fatigue tests at 3 and 30 Hz and
discovered that when ceramic nanoparticles were added to PLA/
nanoclay, the materials behaved similarly. The material was
destroyed because of the way in which the shift occurred. The
crack was spreading at an angle of 45° to the direction of the applied
force. Figures 3E,F show that the destruction often started around
the pillar (bottom left corner of the sample).

Researchers found that cyclic loading led to crack development,
crack propagation, loss of height, pore collapse, delamination,
bending, and shear in the printed layers. The inclusion of
dispersed HA particles decreased the rate of defect accumulation.
A stronger fracture resistance was found for PLA/15%HA porous
scaffolds during cyclic loading at a stress of 21 MPa, suggesting their
potential use as implants for trabecular bone replacement (Averett
et al,, 2011).

In order to achieve the requirements of long-term bone
implantation, Liu et al. (2023) offers a selective approach to
finding the optimal structural form and fatigue life for implanted
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scaffolds. The scaffolds were made using additive manufacturing
EBM using Ti-6Al-4V after a new mathematical technique was used
for their design. Scaffolds with a fatigue life more than 10° at a stress
level of 0.2 were guaranteed after Micro-CT, FEA, and SEM showed
the failure mechanism of the scaffolds under high cycle fatigue.
Results showed that fatigue life was improved without a compromise
in porosity when scaffolds with bigger unity size helped to limit
notch locations for crack initiation.

At the interface between the prosthesis and human bone, bionic
porous scaffolds enable the migration of nutrients and bone
ingrowth, and they deliver compatible biomechanics to support
the body’s weight with compression loads. This allows for ankle joint
movement, as shown in Figure 4A. The continuous surface was built
using two kinds of scaffold units, gyroid (G) and diamond (D),
which were created using the MATLAB R2020a program using
generic STL files. Models of porous scaffolds D and G, with their
corresponding unit cells indicated, are shown in Figure 4B. The
samples created by EBM for studies, such as Micro-CT and
mechanical testing, are shown in Figure 4C.

Studies showed that the rough surfaces with bonded powder are
the origin of fatigue fractures in scaffolds (Xiong et al., 2020). Figures
4D-G show a similar phenomenon, with radial flow striation

frontiersin.org


https://www.frontiersin.org/journals/bioengineering-and-biotechnology
https://www.frontiersin.org
https://doi.org/10.3389/fbioe.2024.1417440

Seraji et al.

radiating from the bonded powder’s root to the struts’ center. After
that, a striped streamline form was subtly created via the process of
long-term cycling.

A crucial component of fatigue damage to scaffolds is the local
buckling of rough surfaces (Hou et al., 2022). Results showed that
modeled scaffolds demonstrate a consistent distribution of stress at a
load condition of 0.4 stress level. The CT-reconstructed scaffolds, on
the other hand, shows that the rough surface causes a significant
concentration of stress in abrupt bends. At the critical site of crack
nucleation and initiation, as seen in SEM fracture morphologies of
Figures 4D-G, the FEA results likewise exhibit a prominent notch
effect with significant roughness. The coupling forces of buckling
and bending dictate the deformation of the struts in most AM-
fabricated cellular structures (Dave and Gomes, 2019), as shown in
Figures 4H-K.

5 Fatigue behavior models for bone
substitutes

A variety of models and mathematical formulae may be used in
order to define the fatigue behavior and durability of bone
replacements. These models and formulas are dependent on the
material attributes, design, and loading conditions of the bone
substitute products.

5.1 Coffin-Manson model

Metal and polymer fatigue lives may be predicted using the
Coffin-Manson model approach (Putra and Machmud, 2020). The
Coffin-Manson equation establishes a relationship between the
strain range (Ae) of a material and the number of load cycles (N)
needed to cause failure at a given stress amplitude (o). This equation
Equation 3 can be adjusted to take into account the elastic modulus,
strain, and pore size distribution of bone constructs.

x L (3)
of

L,
Ae

N =

Where the fatigue strength of the material is 0, and b and c are
constants. The model presupposes that there is a linear relationship
between the logarithm of the strain range and the logarithm of the
number of cycles before failure (Bakkar et al., 2021). The lifetime of a
material under cyclic loads may be predicted with the help of this
model. Tt is possible to predict the number of failure cycles given
information about the strain range and fatigue strength of the
material (Bakkar et al, 2021). With this data in hand, engineers
can create long-lasting products that are up to code. It is possible
that the model may be used to represent bone substitutes in medical
contexts, despite its more common usage in the design of metal and
polymer components for aerospace, automotive, and biomedical
applications (Abraham and Venkatesan, 2023).

Gong et al. (2017) conducted a study to investigate the low-cycle
fatigue characteristics of 3D-printed PLA scaffolds with a porosity of
60% and two distinct pore geometries. The study employed strain-
controlled loading and utilized the Coffin-Manson model for
analysis (Figures 5A,B). Both types of specimens’ experience
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strain softening following the initial cyclic hardening. The bone
constructs possessing circular pores demonstrate a consistent ability
them
advantageous choice for bone repair applications. With respect to

to withstand fatigue-induced damage, making an
the accrual of inelastic deformation, it can be observed that the
triangular scaffold exhibits a higher degree of sensitivity to cyclic
loading. The enhanced fatigue properties of the scaffold containing
circular pores can be attributed to the uniform distribution of
mechanical stress and the reduction of stress concentration

resulting from the incorporation of circular pores (Figures 5C-F).

5.2 The Weibull distribution

The Weibull distribution is a useful statistical model for
describing the probability distribution of a material's or
component’s fatigue life (Pedrosa et al, 2020). There is a
correlation between the number of load cycles (N) and the
chance of failure for a given stress amplitude (o) in the Weibull
distribution function (Pedrosa et al., 2020). Bone constructs’
susceptibility to failure under different stress conditions may be

predicted using this approach Equation 4.

Phure = 1€ 4

N represents the number of load cycles required for failure,
whereas N is an experimental constant that indicates the number of
cycles needed for failure in 63.2% of the specimens. The Weibull
modulus, denoted as m, characterizes the form of the probability
distribution function (Pgjre) (Pedrosa et al., 2020).

The Weibull distribution was found to be helpful in evaluating
the durability of bone scaffolds subjected to cyclic loading (Luis
et al., 2019; Heidari et al., 2020). If researchers have access to the
fatigue life distribution function of the scaffold, they may forecast
the probability of failure after a certain number of loading cycles.
They perform fatigue tests on a group of bone substitutes,
documenting the number of cycles until failure for each sample.
They then use statistical techniques to get the values for Ny and m
required to fit the data into the Weibull distribution function
(Mahmoud et al., 2021). Bone substitutes can be made better
with the help of the Weibull distribution, which can direct the
selection of materials and the geometry of the scaffold. If the
probability of failure increases with the number of loading cycles,
as indicated by the distribution function, then the design can be
modified to reduce the likelihood of fatigue failure (Wilkie and
Galasso, 2021).

Prakash et al. (2021) aimed to examine the mechanical reliability
and in vitro bioactivity of porous scaffolds made from a combination
of HA and PLA using 3D printing technology. Their experiments
were conducted to investigate the impact of varying weight
percentages of HA in a PLA matrix, infill density, and post-
printing thermal stimulus on the flexural and compressive
strength. Furthermore, the optimal selection of input parameters
was identified in order to fabricate the test specimens for reliability
analysis based on the observed mechanical properties.

They reported that this was accomplished by employing the
Weibull distribution. Additionally, an investigation was conducted
on the fracture morphology of the porous scaffolds made from
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FIGURE 5
Coffin-Manson relation-fitted AE,—N; curves: (A) a sample of triangle-shaped pores; (B) a sample of circles-shaped pores. Uniaxial compressive test

simulations: (C) stress distribution of triangular-pored PLA scaffolds; (D) stress distribution of circular-pored PLA scaffolds; (E) plastic strain distribution of
triangular-pored PLA scaffolds; and (F) plastic strain distribution of circular-pored PLA scaffolds; Reprinted with permission from Gong et al. (2017).

PLA/HA. Their study’s findings underscore the significant  demonstrated  exceptional  growth,  proliferation, and
influence of processing parameters on the mechanical properties  differentiation of osteoplastic cells. The authors claimed that, in
of 3D-printed porous scaffolds. Moreover, the in vitro examination ~ addition to these findings, the Weibull distribution analysis
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supports the notion that the printed porous scaffolds exhibit
mechanical reliability (Prakash et al., 2021).

5.3 The miner's rule

Miner’s rule is an empirical model commonly used to
estimate the wear and tear on a material or component after
repeated loading and unloading (Hectors and De Waele, 2021).
The rule is based on the premise that repeated loadings cause
cumulative damage until a material or component fails. Bone
scaffolds can have their fatigue life estimated using Miner’s rule
under a variety of loading scenarios. The rule gives a ballpark
figure Equation 5 for how many times a material may be loaded
and unloaded before breaking. The cumulative damage that is
caused by the load cycles is represented by the symbol ZN;, where
N; represents the number of loading cycles that have occurred at
stress level i, f represents the fatigue life of the material at stress
level i, and N; represents the number of stress levels (Li et al.,
2023). The Ni/N; ¢ parameter is calculated by dividing the total
number of loading cycles by the lifespan of the material at that
particular stress level. According to the rule, a material or
component will fail due to cumulative damage if the sum of
the ratios between the number of loading cycles and the number
of cycles to failure for each stress level is more than 1. This rule
applies to all stress levels.

R/ <1
> N, (5)

The fatigue life of a bone structure may be estimated using
Miner’s rule for a range of loading circumstances. The scaffold
should not be used for the application if the expected number of
loading cycles is less than or equal to the number of cycles that are
expected to harm the bone replacement. On the other hand, Miner’s
rule makes the erroneous assumption that every loading cycle is
equally harmful. Using the Coffin-Manson model or the Weibull
distribution in conjunction with Miner’s rule may provide a more
accurate estimate of the fatigue life of bone scaffolds (Jiang
et al.,, 2022).

6 Future perspectives

With a better understanding of the fatigue characteristics of
load-bearing bone scaffolds, it is possible to optimize the design,
material selection, and fabrication of bone structures to meet the
specific needs of individual patients. This notion revolves around
the production of implants that accurately correspond to an
individual’s anatomical and biomechanical needs. Paying close
attention to fatigue qualities paves the path for custom-made
implants that excel in both structural optimization and fatigue
resistance.

Implementing this technique can effectively decrease the
occurrence of implant failures, mitigate problems, and enhance
patient comfort and overall quality of life. Moreover, the
incorporation of cutting-edge manufacturing methods, such as
3D printing, offers the potential to create patient-specific
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scaffolds with precisely tailored fatigue-resistant characteristics.
The integration of technology and the study of fatigue enables
the achievement of optimal performance and lifespan tailored to
the specific requirements of each patient.

As mechanical performance of the scaffold and cell surrounding
niche plays a crucial effect in tissue regeneration and repairing
procedure (Mirabdali et al., 2024), it is anticipated that developing
new FEA models for predicting loading and unloading cycles in
bone scaffolds could results in predicting of osteogenesis and the
success of bone structures. In addition, investigating the fatigue
characteristics of bone scaffolds also facilitates the exploration of
broader applications in clinical settings and the attainment of
regulatory endorsement. As our comprehension of scaffold
fatigue resistance improves, we may establish standardized testing
methodologies to guarantee the safety and efficacy of these materials
in load-bearing applications. This accelerates the process of
obtaining regulatory approval, hence increasing the availability of
new scaffold designs for widespread clinical utilization. Moreover,
possessing comprehensive fatigue data can enhance the assurance of
healthcare practitioners and regulators, hence fostering broader
scaffolds feasible substitutes for

recognition of bone as

conventional materials.

7 Conclusion

The fatigue performance of bone scaffolds is a crucial
determinant in their successful clinical use for bone regeneration
and substitution. The mechanical properties of bone scaffolds are
greatly influenced by a range of parameters, including structural
characteristics such as pore size, interconnectivity, and distribution,
as well as material variables including composition, degradation
rate, and manufacturing process. To create strong and dependable
procedures for engineering bone tissue, it is necessary to have a
thorough grasp of the elements that determine how these scaffolds
withstand fatigue. Improving the fatigue strength of bone scaffolds
may be achieved by selectively choosing materials and adjusting
mechanical parameters. This can result in favorable healing results.

The endurance limit and fatigue strength of bone scaffolds are
controlled not only by the mechanical characteristics of the implant,
but also by the quality of the surrounding tissue and the
physiological factors of the host. The fatigue behavior of a
scaffold is also heavily influenced by its implantation location,
particularly the bone quality, microarchitecture, and stress
loading in that area. The microstructure, porosity distribution,
interconnectedness, and pore size of the scaffold have all been
shown to affect its fatigue life. Scaffolds with large pore sizes and
limited interconnectivity may experience delayed failure due to
fracture propagation. On the other hand, scaffolds with minimal
pore size and high interconnectivity exhibit extended fatigue life by
resisting fracture propagation. Therefore, considering various
aspects such as structural and material qualities, surrounding
tissue quality, host physiological parameters, and implantation
location is crucial in understanding and improving the fatigue
behavior of bone scaffolds, ultimately leading to the development
of biocompatible scaffolds with superior endurance limits and
fatigue performance.

frontiersin.org


https://www.frontiersin.org/journals/bioengineering-and-biotechnology
https://www.frontiersin.org
https://doi.org/10.3389/fbioe.2024.1417440

Seraji et al.

Author contributions

AS: Conceptualization, Methodology, Writing—original draft,
Data
Software, Visualization. RN: Conceptualization, Methodology,
draft,
Writing-review and editing. AK: Formal Analysis, Investigation,

curation, Formal Analysis, Investigation, Resources,

Project administration, Supervision, ~Writing-original

Methodology, Resources, Writing-original draft. AD: Methodology,
Resources, Software, Writing-original draft. VK: Data curation,

Formal Analysis, Visualization, Writing-original draft. FS:

Conceptualization, Formal Analysis, Writing-review and editing.
KT: Investigation, Methodology, Writing—original draft. DM:

Conceptualization, Project administration, Supervision,

Writing-review and editing.

References

Abdullah, M. A. (2020). Topology optimization of acetabular cup by finite element
simulation. Int. J. Eng. Manag. Sci. 5 (2), 22-34. doi:10.21791/ijems.2020.2.4

Abraham, A. M., and Venkatesan, S. (2023). A review on application of biomaterials
for medical and dental implants. Proc. Institution Mech. Eng. Part L ]. Mater. Des. Appl.
237 (2), 249-273. doi:10.1177/14644207221121981

Adekoya, G. ], Ezika, A. C., Adekoya, O. C,, Sadiku, E. R., Hamam, Y., and Ray, S. S.
(2023). Recent advancements in biomedical application of polylactic acid/graphene
nanocomposites: an overview. BMEMat 1 (4), e12042. doi:10.1002/bmm2.12042

Ahmadi, M., Tabary, S. B., Rahmatabadi, D., Ebrahimi, M., Abrinia, K., and Hashemi,
R. (2022). Review of selective laser melting of magnesium alloys: advantages,
microstructure and mechanical ~characterizations, defects, challenges, and
applications. J. Mater. Res. Technol. 19, 1537-1562. doi:10.1016/j.jmrt.2022.05.102

Akrami, N., Ghanad, M., Keil, P., Bradtmiiller, H., Hansen, M. R, Kargozar, S., et al.
(2023). Microstructural properties and in vitro dissolution of microporous bioactive 13-
93B3 glass powders synthesized via solution combustion synthesis. J. Non Cryst. Solids
615, 122425. doi:10.1016/j.jnoncrysol.2023.122425

Alaneme, K. K., Kareem, S. A, Ozah, B. N, Alshahrani, H. A., and Ajibuwa, O. A.
(2022). Application of finite element analysis for optimizing selection and design of Ti-
based biometallic alloys for fractures and tissues rehabilitation: a review. J. Mater. Res.
Technol. 19, 121-139. doi:10.1016/j.jmrt.2022.05.001

Ali, D., Ozalp, M., Blanquer, S. B., and Onel, S. (2020). Permeability and fluid flow-
induced wall shear stress in bone scaffolds with TPMS and lattice architectures: a CFD
analysis. Eur. J. Mech. B Fluids 79, 376-385. doi:10.1016/j.euromechflu.2019.09.015

Altan, T., Lilly, B., and Yen, Y. (2001). Manufacturing of dies and molds. CiRP Ann. 50
(2), 404-422. doi:10.1016/s0007-8506(07)62988-6

Ameri, a., Ahmed, H. M., Pecho, R. D. C., Arabnozari, H., Sarabadani, H., Esbati, R.,
et al. (2023). Diverse activity of miR-150 in Tumor development: shedding light on the
potential mechanisms. Cancer Cell Int. 23, 261. doi:10.1186/s12935-023-03105-3

Asar, F. ], Soleymani, F., Hooshmand, S. E., and Halimehjani, A. Z. (2020). Direct
synthesis of piperazines containing dithiocarbamate derivatives via DABCO bond
cleavage. Tetrahedron Lett. 61, 152610. doi:10.1016/j.tetlet.2020.152610

Averett, R. D., Realff, M. L., Jacob, K., Cakmak, M., and Yalcin, B. (2011). The
mechanical behavior of poly(lactic acid) unreinforced and nanocomposite films
subjected to monotonic and fatigue loading conditions. J. Compos. Mater. 45 (26),
2717-2726. doi:10.1177/0021998311410464

Baig, N., Kammakakam, L, and Falath, W. (2021). Nanomaterials: a review of
synthesis methods, properties, recent progress, and challenges. Mater. Adv. 2 (6),
1821-1871. doi:10.1039/d0ma00807a

Bakhtiari, H., Nouri, A., Khakbiz, M., and Tolouei-Rad, M. (2023). Fatigue behaviour
of load-bearing polymeric bone scaffolds: a review. Acta Biomater. 172, 16-37. doi:10.
1016/j.actbio.2023.09.048

Bakkar, M. A, Saha, R., and Das, D. (2021). Low cycle fatigue performance and failure
analysis of reinforcing bar. Metals Mater. Int. 27, 4952-4966. doi:10.1007/s12540-020-
00839-x

Balla, E., Daniilidis, V., Karlioti, G., Kalamas, T., Stefanidou, M., Bikiaris, N. D,, et al. (2021).
Poly (lactic Acid): a versatile biobased polymer for the future with multifunctional
properties—from monomer synthesis, polymerization techniques and molecular weight
increase to PLA applications. Polymers 13 (11), 1822. doi:10.3390/polym13111822

Ban, H., Zhu, J., and Shi, G. (2020). Cyclic loading tests on welded connections of
stainless-clad bimetallic steel and modelling. J. Constr. Steel Res. 171, 106140. doi:10.
1016/j.jcsr.2020.106140

Frontiers in Bioengineering and Biotechnology

10.3389/fbioe.2024.1417440

Conflict of interest

The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be
construed as a potential conflict of interest.

Publisher’'s note

All claims expressed in this article are solely those of the authors and
do not necessarily represent those of their affiliated organizations, or
those of the publisher, the editors and the reviewers. Any product that
may be evaluated in this article, or claim that may be made by its
manufacturer, is not guaranteed or endorsed by the publisher.

Baptista, R., and Guedes, M. (2021). Porosity and pore design influence on fatigue
behavior of 3D printed scaffolds for trabecular bone replacement. J. Mech. Behav.
Biomed. Mater. 117, 104378. doi:10.1016/j.jmbbm.2021.104378

Behseresht, S., and Park, Y. H. (2024). Additive manufacturing of composite
polymers: Thermomechanical FEA and experimental study. Materials 17. doi:10.
3390/mal7081912

Beheshtizadeh, N., Zarei, M., and Azami, M. (2022). Could we use metallic wood for
bone tissue engineering applications? Results Eng. 17, 100845. doi:10.1016/j.rineng.
2022.100845

Benam, S. P., Mirabdali, S., Ebrahimi, N., Daneshvar, M., Vahedi, S., Abbasifard, F.,
et al. (2024). Does flaxseed supplementation affect apo-lipoproteins? A GRADE-
assessed systematic review and meta-analysis. Prostaglandins & Other Lipid
Mediators 174, 10687. doi:10.1016/j.prostaglandins.2024.106872

Brown, T. D., Dalton, P. D., and Hutmacher, D. W. (2016). Melt electrospinning
today: an opportune time for an emerging polymer process. Prog. Polym. Sci. 56,
116-166. doi:10.1016/j.progpolymsci.2016.01.001

Chen, Y., and Li, X. (2022). The utilization of carbon-based nanomaterials in
bone tissue regeneration and engineering: respective featured applications and
future prospects. Med. Nov. Technol. Devices 16, 100168. doi:10.1016/j.medntd.
2022.100168

Christy, P. N., Basha, S. K., Kumari, V. S., Bashir, A., Maaza, M., Kaviyarasu, K., et al.
(2020). Biopolymeric nanocomposite scaffolds for bone tissue engineering
applications-a review. J. drug Deliv. Sci. Technol. 55, 101452. doi:10.1016/j.jddst.
2019.101452

Dadkhah, M., Tulliani, J.-M., Saboori, A., and Iuliano, L. (2023). Additive
manufacturing of ceramics: advances, challenges, and outlook. J. Eur. Ceram. Soc.
43, 6635-6664. doi:10.1016/j.jeurceramsoc.2023.07.033

Dave, K., and Gomes, V. G. (2019). Interactions at scaffold interfaces: effect of surface
chemistry, structural attributes and bioaffinity. Mater. Sci. Eng. C 105, 110078. doi:10.
1016/j.msec.2019.110078

Dinita, A., Neacsa, A., Portoacd, A. L, Tanase, M., Ilinca, C. N., and Ramadan, I. N.
(2023). Additive manufacturing post-processing treatments, a review with emphasis on
mechanical characteristics. Materials 16 (13), 4610. doi:10.3390/mal6134610

Dixon, D. T., and Gomillion, C. T. (2022). Conductive scaffolds for bone tissue
engineering: current state and future outlook. J. Funct. Biomaterials 13, 1. doi:10.3390/
jfb13010001

Dorozhkin, S. V. (2015). Calcium orthophosphate bioceramics. Ceram. Int. 41 (10),
13913-13966. doi:10.1016/j.ceramint.2015.08.004

Elahinia, M., Moghaddam, N. S., Andani, M. T., Amerinatanzi, A., Bimber, B. A., and
Hamilton, R. F. (2016). Fabrication of NiTi through additive manufacturing: a review.
Prog. Mater. Sci. 83, 630-663. doi:10.1016/j.pmatsci.2016.08.001

Entezari, A., Swain, M. V., Gooding, J. J., Roohani, I, and Li, Q. (2020). A modular
design strategy to integrate mechanotransduction concepts in scaffold-based bone tissue
engineering. Acta Biomater. 118, 100-112. doi:10.1016/j.actbio.2020.10.012

Esmaeili, Y., Bidram, E., Bigham, A., Atari, M., Azadani, R. N., Tavakoli, M., et al.
(2023). Exploring the evolution of tissue engineering strategies over the past decade:
from cell-based strategies to gene-activated matrix. Alexandria Eng. J. 81, 137-169.
doi:10.1016/j.a€j.2023.08.080

Fang, H., Zhu, D., Yang, Q., Chen, Y., Zhang, C., Gao, J., et al. (2022). Emerging zero-
dimensional to  four-dimensional  biomaterials for bone  regeneration.
J. Nanobiotechnology 20 (1), 26. doi:10.1186/s12951-021-01228-1

frontiersin.org


https://doi.org/10.21791/ijems.2020.2.4
https://doi.org/10.1177/14644207221121981
https://doi.org/10.1002/bmm2.12042
https://doi.org/10.1016/j.jmrt.2022.05.102
https://doi.org/10.1016/j.jnoncrysol.2023.122425
https://doi.org/10.1016/j.jmrt.2022.05.001
https://doi.org/10.1016/j.euromechflu.2019.09.015
https://doi.org/10.1016/s0007-8506(07)62988-6
https://doi.org/10.1186/s12935-023-03105-3
https://doi.org/10.1016/j.tetlet.2020.152610
https://doi.org/10.1177/0021998311410464
https://doi.org/10.1039/d0ma00807a
https://doi.org/10.1016/j.actbio.2023.09.048
https://doi.org/10.1016/j.actbio.2023.09.048
https://doi.org/10.1007/s12540-020-00839-x
https://doi.org/10.1007/s12540-020-00839-x
https://doi.org/10.3390/polym13111822
https://doi.org/10.1016/j.jcsr.2020.106140
https://doi.org/10.1016/j.jcsr.2020.106140
https://doi.org/10.1016/j.jmbbm.2021.104378
https://doi.org/10.3390/ma17081912
https://doi.org/10.3390/ma17081912
https://doi.org/10.1016/j.rineng.2022.100845
https://doi.org/10.1016/j.rineng.2022.100845
https://doi.org/10.1016/j.prostaglandins.2024.106872
https://doi.org/10.1016/j.progpolymsci.2016.01.001
https://doi.org/10.1016/j.medntd.2022.100168
https://doi.org/10.1016/j.medntd.2022.100168
https://doi.org/10.1016/j.jddst.2019.101452
https://doi.org/10.1016/j.jddst.2019.101452
https://doi.org/10.1016/j.jeurceramsoc.2023.07.033
https://doi.org/10.1016/j.msec.2019.110078
https://doi.org/10.1016/j.msec.2019.110078
https://doi.org/10.3390/ma16134610
https://doi.org/10.3390/jfb13010001
https://doi.org/10.3390/jfb13010001
https://doi.org/10.1016/j.ceramint.2015.08.004
https://doi.org/10.1016/j.pmatsci.2016.08.001
https://doi.org/10.1016/j.actbio.2020.10.012
https://doi.org/10.1016/j.aej.2023.08.080
https://doi.org/10.1186/s12951-021-01228-1
https://www.frontiersin.org/journals/bioengineering-and-biotechnology
https://www.frontiersin.org
https://doi.org/10.3389/fbioe.2024.1417440

Seraji et al.

Foroughi, A. H., and Razavi, M. J. (2022). Shape optimization of orthopedic porous
scaffolds to enhance mechanical performance. J. Mech. Behav. Biomed. Mater. 128,
105098. doi:10.1016/j.jmbbm.2022.105098

Foroushani, F. T., Dzobo, K., Khumalo, N. P., Mora, V. Z., de Mezerville, R., and
Bayat, A. (2022). Advances in surface modifications of the silicone breast implant and
impact on its biocompatibility and biointegration. Biomaterials Res. 26 (1), 80-27.
doi:10.1186/s40824-022-00314-1

Ghanad, M., Akrami, N., Keil, P., Bradtmiiller, H., Hansen, M. R., Khaki, J. V., et al.
(2023). Single-step solution combustion synthesis of porous 1393-B3 glass powders and
structural characterization via solid-state NMR spectroscopy. Ceram. Int. 49 (9),
14689-14701. doi:10.1016/j.ceramint.2023.01.061

Gheibi, S., Alipour, S., Ghiasvand, N., Jafari, F.,, Mirabdali, S. S., Kiani, A, et al. (2017).
Effects of dihydropyrano coumarins from Ferulago macrocarpa on VEGF, MMP9,
MMP2 and study of binding modes using computational methods. RJP 4, 111-111.

Gong, B, Cui, S, Zhao, Y., Sun, Y., and Ding, Q. (2017). Strain-controlled fatigue
behaviors of porous PLA-based scaffolds by 3D-printing technology. J. Biomaterials Sci.
Polym. Ed. 28 (18), 2196-2204. doi:10.1080/09205063.2017.1388993

Goodarzi, K., Jonidi Shariatzadeh, F., Solouk, A., Akbari, S., and Mirzadeh, H. (2020).
Injectable drug loaded gelatin based scaffolds as minimally invasive approach for drug
delivery system: CNC/PAMAM nanoparticles. Eur. Polym. J. 139, 109992. doi:10.1016/j.
eurpolym;j.2020.109992

Gryko, A., Prochor, P., and Sajewicz, E. (2022). Finite element analysis of the influence
of porosity and pore geometry on mechanical properties of orthopaedic scaffolds.
J. Mech. Behav. Biomed. Mater. 132, 105275. doi:10.1016/j.jmbbm.2022.105275

Guo, L, Liang, Z.,, Yang, L., Du, W., Yu, T., Tang, H,, et al. (2021). The role of natural
polymers in bone tissue engineering. J. Control. Release 338, 571-582. doi:10.1016/j.
jeonrel.2021.08.055

Harish, V., Ansari, M., Tewari, D., Yadav, A. B., Sharma, N., Bawarig, S., et al. (2023).
Cutting-edge advances in tailoring size, shape, and functionality of nanoparticles and
nanostructures: a review. J. Taiwan Inst. Chem. Eng. 149, 105010. doi:10.1016/j.jtice.
2023.105010

Hectors, K., and De Waele, W. (2021). Cumulative damage and life prediction
models for high-cycle fatigue of metals: a review. Metals 11, 204. doi:10.3390/
met11020204

Hedayati, R., Hosseini-Toudeshky, H., Sadighi, M., Mohammadi-Aghdam, M., and
Zadpoor, A. (2016). Computational prediction of the fatigue behavior of additively
manufactured porous metallic biomaterials. Int. J. fatigue 84, 67-79. doi:10.1016/j.
ijfatigue.2015.11.017

Heidari, F., Tabatabaei, F. S., Razavi, M., Lari, R. B., Tavangar, M., Romanos, G. E.,
et al. (2020). 3D construct of hydroxyapatite/zinc oxide/palladium nanocomposite
scaffold for bone tissue engineering. J. Mater. Sci. Mater. Med. 31, 85-14. doi:10.1007/
510856-020-06409-2

Hou, X, Chen, Y., Chen, F., Liu, J., Wang, T., Luo, Y., et al. (2022). The hydroxyapatite
microtubes enhanced GelMA hydrogel scaffold with inner “pipeline framework”
structure for bone tissue regeneration. Compos. Part B Eng. 228, 109396. doi:10.
1016/j.compositesb.2021.109396

Huang, X,, Chang, L., Zhao, H., and Cai, Z. (2022). Study on craniocerebral dynamics
response and helmet protective performance under the blast waves. Mater. Des. 224,
111408. doi:10.1016/j.matdes.2022.111408

Jasemi, A., Kamyab Moghadas, B., Khandan, A., and Saber-Samandari, S. (2022). A
porous calcium-zirconia scaffolds composed of magnetic nanoparticles for bone cancer
treatment: fabrication, characterization and FEM analysis. Ceram. Int. 48 (1),
1314-1325. doi:10.1016/j.ceramint.2021.09.216

Javid-Naderi, M. J., Behravan, J., Karimi-Hajishohreh, N., and Toosi, S. (2023).
Synthetic polymers as bone engineering scaffold. Polym. Adv. Technol. 34 (7),
2083-2096. doi:10.1002/pat.6046

Jiang, Z., Han, Z, and Li, M. (2022). A probabilistic model for low-cycle fatigue crack
initiation under variable load cycles. Int. J. Fatigue 155, 106528. doi:10.1016/j.ijfatigue.2021.
106528

Jodati, H., Yilmaz, B., and Evis, Z. (2020). A review of bioceramic porous scaffolds for
hard tissue applications: effects of structural features. Ceram. Int. 46 (10), 15725-15739.
doi:10.1016/j.ceramint.2020.03.192

Johnson, A. E., and Keller, T. S. (2008). Mechanical properties of open-cell foam
synthetic thoracic vertebrae. J. Mater. Sci. Mater. Med. 19, 1317-1323. doi:10.1007/
s10856-007-3158-7

Jurczak, P., and Lach, S. (2023). Hydrogels as scaffolds in bone-related tissue engineering
and regeneration. Macromol. Biosci. 23 (11), 2300152. doi:10.1002/mabi.202300152

Kedir, Y. A., and Lemu, H. G. (2023). Prediction of fatigue crack initiation under
variable amplitude loading: literature review. Metals 13, 487. doi:10.3390/met13030487

Kennedy, S. M., Amudhan, K., Robert, R. J., Vasanthanathan, A, and Pandian, A. V. M.
(2023). Experimental and finite element analysis on the effect of pores on bio-printed
polycaprolactone bone scaffolds. Bioprinting 34, €00301. doi:10.1016/j.bprint.2023.e00301

Kravanja, K. A., and Finsgar, M. (2022). A review of techniques for the application of
bioactive coatings on metal-based implants to achieve controlled release of active
ingredients. Mater. Des. 217, 110653. doi:10.1016/j.matdes.2022.110653

Frontiers in Bioengineering and Biotechnology

14

10.3389/fbioe.2024.1417440

Kumar, S., Gautam, C., Chauhan, B. S, Srikrishna, S., Yadav, R. S., and Rai, S. B.
(2020). Enhanced mechanical properties and hydrophilic behavior of magnesium oxide
added hydroxyapatite nanocomposite: a bone substitute material for load bearing
applications. Ceram. Int. 46 (10), 16235-16248. d0i:10.1016/j.ceramint.2020.03.180

Ladner, Y. D., Armiento, A. R., Kubosch, E. J., Snedeker, J. G., and Stoddart, M. J.
(2022). Optimization of loading protocols for tissue engineering experiments. Sci. Rep.
12 (1), 5094. doi:10.1038/s41598-022-08849-y

Laird, N. Z., Acri, T. M., Chakka, J. L., Quarterman, J. C., Malkawi, W. L, Elangovan,
S., et al. (2021). Applications of nanotechnology in 3D printed tissue engineering
scaffolds. Eur. J. Pharm. Biopharm. 161, 15-28. doi:10.1016/j.¢jpb.2021.01.018

Li, F, Gan, J., Zhang, L., Tan, H,, Li, E., and Li, B. (2024). Enhancing impact resistance
of hybrid structures designed with triply periodic minimal surfaces. Compos. Sci.
Technol. 245, 110365. doi:10.1016/j.compscitech.2023.110365

Li, Y., Attallah, M. M., Coules, H., Martinez, R., and Pavier, M. (2023). Fatigue of
octet-truss lattices manufactured by laser powder bed fusion. Int. J. Fatigue 170, 107524.
doi:10.1016/j.ijfatigue.2023.107524

Li, Y., Xiao, P., Li, Z., Zhou, W., Liensdorf, T., Freudenberg, W., et al. (2016). Tensile
fatigue behavior of plain-weave reinforced Cf/C-SiC composites. Ceram. Int. 42 (6),
6850-6857. doi:10.1016/j.ceramint.2016.01.068

Li, Z., Xiang, S., Li, E. N,, Fritch, M. R,, Alexander, P. G., Lin, H,, et al. (2021). Tissue
engineering for musculoskeletal regeneration and disease modeling. Handb.
Exp. Pharmacol. 265, 235-268. doi:10.1007/164_2020_377

Liu, F.,, Gan, D., Zhang, K., Zhang, P., Zhang, C, Li, S, et al. (2023). A selective
strategy for determining suitable structure and fatigue behavior study of minimal
surface scaffolds fabricated by EBM. Int. J. Fatigue 167, 107380. doi:10.1016/j.ijfatigue.
2022.107380

Luis, E., Pan, H. M,, Sing, S. L, Bastola, A. K, Goh, G. D., Goh, G. L, et al. (2019). Silicone
3D printing: process optimization, product biocompatibility, and reliability of silicone
meniscus implants. 3D Print. Addit. Manuf. 6 (6), 319-332. doi:10.1089/3dp.2018.0226

Mahmoud, D., Al-Rubaie, K. S., and Elbestawi, M. A. (2021). The influence of
selective laser melting defects on the fatigue properties of Ti6AI4V porosity graded
gyroids for bone implants. Int. J. Mech. Sci. 193, 106180. doi:10.1016/j.ijmecsci.2020.
106180

Malekshahi, Y., Gheibi, S., Ghiasvand, N., Jafari, F., Mirabdali, S., Kiani, A., et al.
(2018). Effects of prantschimgin and grandivitin from Ferulago macrocarpa on VEGF,
MMP9, MMP2 and research of binding modes using computational methods. Int.
Pharm. Acta 1, 92-93. doi:10.22037/ipa.v1il.20041

Melancon, D., Bagheri, Z., Johnston, R., Liu, L., Tanzer, M., and Pasini, D. (2017).
Mechanical characterization of structurally porous biomaterials built via additive
manufacturing: experiments, predictive models, and design maps for load-bearing
bone replacement implants. Acta biomater. 63, 350-368. doi:10.1016/j.actbio.2017.
09.013

Mirabdali, S., Ghafouri, K., Farahmand, Y., Gholizadeh, N., Yazdani, O., Esbati, R.,
et al. (2024). The role and function of autophagy through signaling and pathogenetic
pathways and Incrnas in ovarian cancer. IJPRP 253, 154899. doi:10.1016/].Prp.2023.
154899

Mirzaali, M. J., Moosabeiki, V., Rajaai, S. M., Zhou, J., and Zadpoor, A. A. (2022).
Additive manufacturing of biomaterials—design principles and their implementation.
Materials 15 (15), 5457. doi:10.3390/mal5155457

Mousavinasab, S.-M., Atai, M., Salehi, N., and Salehi, A. (2016). Effect of shade and
light curing mode on the degree of conversion of silorane-based and methacrylate-based
resin composites. J. Dent. Biomaterials 3 (4), 299-305.

Niu, Y., Chen, L, and Wu, T. (2023). Recent advances in bioengineering bone
revascularization based on composite materials comprising hydroxyapatite. Int. J. Mol.
Sci. 24 (15), 12492. doi:10.3390/ijms241512492

Nobles, K. P., Janorkar, A. V., and Williamson, R. S. (2021). Surface modifications to
enhance osseointegration-Resulting material properties and biological responses.
J. Biomed. Mater. Res. Part B Appl. Biomaterials 109 (11), 1909-1923. doi:10.1002/
jbm.b.34835

Nurazzi, N. M., Asyraf, M. R. M., Fatimah Athiyah, S., Shazleen, S. S., Rafiqah, S. A.,
Harussani, M. M., et al. (2021). A review on mechanical performance of hybrid natural
fiber polymer composites for structural applications. Polymers 13, 2170. doi:10.3390/
polym13132170

Omidian, H., Wilson, R. L., and Babanejad, N. (2023). Bioinspired polymers:
transformative applications in biomedicine and regenerative medicine. Life 13, 1673.
doi:10.3390/1ife13081673

Pang, J., Li, S., Wang, Z., and Zhang, Z. (2014). Relations between fatigue strength and
other mechanical properties of metallic materials. Fatigue Fract. Eng. Mater. Struct. 37
(9), 958-976. doi:10.1111/ffe.12158

Pedrosa, B., Correia, J. A., Rebelo, C. A., and Veljkovic, M. (2020). Reliability of
fatigue strength curves for riveted connections using normal and weibull distribution
functions. ASCE-ASME J. Risk Uncertain. Eng. Syst. Part A Civ. Eng. 6 (3), 04020034.
doi:10.1061/ajrua6.0001081

Pesode, P., and Barve, S. (2023). A review—metastable p titanium alloy for biomedical
applications. J. Eng. Appl. Sci. 70 (1), 25-36. doi:10.1186/s44147-023-00196-7

frontiersin.org


https://doi.org/10.1016/j.jmbbm.2022.105098
https://doi.org/10.1186/s40824-022-00314-1
https://doi.org/10.1016/j.ceramint.2023.01.061
https://doi.org/10.1080/09205063.2017.1388993
https://doi.org/10.1016/j.eurpolymj.2020.109992
https://doi.org/10.1016/j.eurpolymj.2020.109992
https://doi.org/10.1016/j.jmbbm.2022.105275
https://doi.org/10.1016/j.jconrel.2021.08.055
https://doi.org/10.1016/j.jconrel.2021.08.055
https://doi.org/10.1016/j.jtice.2023.105010
https://doi.org/10.1016/j.jtice.2023.105010
https://doi.org/10.3390/met11020204
https://doi.org/10.3390/met11020204
https://doi.org/10.1016/j.ijfatigue.2015.11.017
https://doi.org/10.1016/j.ijfatigue.2015.11.017
https://doi.org/10.1007/s10856-020-06409-2
https://doi.org/10.1007/s10856-020-06409-2
https://doi.org/10.1016/j.compositesb.2021.109396
https://doi.org/10.1016/j.compositesb.2021.109396
https://doi.org/10.1016/j.matdes.2022.111408
https://doi.org/10.1016/j.ceramint.2021.09.216
https://doi.org/10.1002/pat.6046
https://doi.org/10.1016/j.ijfatigue.2021.106528
https://doi.org/10.1016/j.ijfatigue.2021.106528
https://doi.org/10.1016/j.ceramint.2020.03.192
https://doi.org/10.1007/s10856-007-3158-7
https://doi.org/10.1007/s10856-007-3158-7
https://doi.org/10.1002/mabi.202300152
https://doi.org/10.3390/met13030487
https://doi.org/10.1016/j.bprint.2023.e00301
https://doi.org/10.1016/j.matdes.2022.110653
https://doi.org/10.1016/j.ceramint.2020.03.180
https://doi.org/10.1038/s41598-022-08849-y
https://doi.org/10.1016/j.ejpb.2021.01.018
https://doi.org/10.1016/j.compscitech.2023.110365
https://doi.org/10.1016/j.ijfatigue.2023.107524
https://doi.org/10.1016/j.ceramint.2016.01.068
https://doi.org/10.1007/164_2020_377
https://doi.org/10.1016/j.ijfatigue.2022.107380
https://doi.org/10.1016/j.ijfatigue.2022.107380
https://doi.org/10.1089/3dp.2018.0226
https://doi.org/10.1016/j.ijmecsci.2020.106180
https://doi.org/10.1016/j.ijmecsci.2020.106180
https://doi.org/10.22037/ipa.v1i1.20041
https://doi.org/10.1016/j.actbio.2017.09.013
https://doi.org/10.1016/j.actbio.2017.09.013
https://doi.org/10.1016/J.Prp.2023.154899
https://doi.org/10.1016/J.Prp.2023.154899
https://doi.org/10.3390/ma15155457
https://doi.org/10.3390/ijms241512492
https://doi.org/10.1002/jbm.b.34835
https://doi.org/10.1002/jbm.b.34835
https://doi.org/10.3390/polym13132170
https://doi.org/10.3390/polym13132170
https://doi.org/10.3390/life13081673
https://doi.org/10.1111/ffe.12158
https://doi.org/10.1061/ajrua6.0001081
https://doi.org/10.1186/s44147-023-00196-7
https://www.frontiersin.org/journals/bioengineering-and-biotechnology
https://www.frontiersin.org
https://doi.org/10.3389/fbioe.2024.1417440

Seraji et al.

Prakash, C,, Singh, G, Singh, S., Linda, W. L., Zheng, H. Y., Ramakrishna, S,, et al. (2021).
Mechanical reliability and in vitro bioactivity of 3D-printed porous polylactic acid-
hydroxyapatite scaffold. J. Mater. Eng. Perform. 30 (7), 4946-4956. doi:10.1007/s11665-
021-05566-x

Putra, R. U,, Basri, H., Prakoso, A. T., Chandra, H., Ammarullah, M. I, Akbar, I, et al.
(2023). Level of activity changes increases the fatigue life of the porous magnesium
scaffold, as observed in dynamic immersion tests, over time. Sustainability 15 (1), 823.
doi:10.3390/su15010823

Putra, T., and Machmud, M. (2020). Predicting the fatigue life of an automotive coil
spring considering road surface roughness. Eng. Fail. Anal. 116, 104722. doi:10.1016/j.
engfailanal.2020.104722

Rodriguez-Contreras, A., Punset, M., Calero, J. A, Gil, F. J., Ruperez, E., and Manero,
J. M. (2021). Powder metallurgy with space holder for porous titanium implants: a
review. J. Mater. Sci. Technol. 76, 129-149. doi:10.1016/j.jmst.2020.11.005

Ryan, G., McGarry, P., Pandit, A, and Apatsidis, D. (2009). Analysis of the mechanical
behavior of a titanium scaffold with a repeating unit-cell substructure.]. Biomed. Mater. Res. B
Appl. Biomater. 90 (2), 894-906. doi:10.1002/jbm.b.31361

Ryan, G. E,, Pandit, A. S., and Apatsidis, D. P. (2008). Porous titanium scaffolds
fabricated using a rapid prototyping and powder metallurgy technique. Biomaterials 29
(27), 3625-3635. doi:10.1016/j.biomaterials.2008.05.032

Senatov, F. S., Niaza, K. V., Stepashkin, A. A., and Kaloshkin, S. D. (2016). Low-cycle
fatigue behavior of 3d-printed PLA-based porous scaffolds. Compos. Part B Eng. 97,
193-200. doi:10.1016/j.compositesb.2016.04.067

Seraji, A. A., and Bajgholi, A. A. (2022). Dual role of nanoclay in the improvement of the in-
situ nanofibrillar morphology in polypropylene/polybutylene terephthalate nanocomposites.
J. Industrial Text 52, 152808372211335. doi:10.1177/15280837221133570

Seraji, A. A., Goharpey, F., and Khademzadeh Yeganeh, J. (2022). Highly crystallized
and tough polylactic acid through addition of surface modified cellulose nanocrystals.
J. Appl. Polym. Sci. 139 (37), €52871. doi:10.1002/app.52871

Sionkowska, A. (2011). Current research on the blends of natural and synthetic
polymers as new biomaterials: review. Prog. Polym. Sci. 36 (9), 1254-1276. d0i:10.1016/j.
progpolymsci.2011.05.003

Sldmecka, K., Kashimbetova, A., Pokluda, J., Zikmund, T., Kaiser, J., Montufar, E. B.,
et al. (2023). Fatigue behaviour of titanium scaffolds with hierarchical porosity
produced by material extrusion additive manufacturing. Mater. and Des. 225,
111453. doi:10.1016/j.matdes.2022.111453

Song, J., L, L, Fang, L., Zhang, E., Zhang, Y., Zhang, Z., et al. (2023). Advanced strategies of
scaffolds design for bone regeneration. BVIEMat 1 (4), e12046. doi:10.1002/bmmz2.12046

Soleymani, F., Ziyaei Halimehjani, A., Asar, F. J., and Thatcher, G. R. J. (2023).
Todocyclization of S—(homo)propargyl dithiocarbamates: Regiospecific synthesis of 2-
imino(iminium)-1, 3-dithiolanes/dithianes/dithiepanes. Tetrahedron Lett. 128, 154702.
doi:10.1016/j.tetlet.2023.154702

Sousa, J. P., Stratakis, E., Mano, J., and Marques, P. A. (2023). Anisotropic 3d scaffolds
for spinal cord guided repair: current concepts. Biomater. Adv. 148, 213353. doi:10.
1016/j.bioadv.2023.213353

Tavakolinejad, Z., Mohammadi Kamalabadi, Y., and Salehi, A. (2023). Comparison of
the shear bond strength of orthodontic composites containing silver and amorphous
tricalcium phosphate nanoparticles: an ex vivo study. J. Dent. 24 (3), 285-292. doi:10.
30476/dentjods.2022.94075.1760

Unune, D. R, Brown, G. R, and Reilly, G. C. (2022). Thermal based surface
modification techniques for enhancing the corrosion and wear resistance of metallic
implants: a review. Vacuum 203, 111298. doi:10.1016/j.vacuum.2022.111298

Wang, L., Ding, X, Feng, W., Gao, Y., Zhao, S., and Fan, Y. (2021b). Biomechanical
study on implantable and interventional medical devices. Acta Mech. Sin. 37 (6),
875-894. doi:10.1007/s10409-021-01116-9

Wang, L, Yang, ], Hu, X,, Wang, S., Wang, Y., Sun, T., et al. (2023b). A decellularized lung
extracellular matrix/chondroitin  sulfate/gelatin/chitosan-based 3D culture system shapes
breast cancer lung metastasis. Biomater. Adv. 152, 213500. doi:10.1016/j.bioadv.2023.213500

Wang, S., Tang, S., He, C.,, and Wang, Q. (2023a). Cyclic deformation and fatigue
failure mechanisms of thermoplastic polyurethane in high cycle fatigue. Polymers 15,
899. doi:10.3390/polym15040899

Wang, Y., Zhang, D., and Pan, G. (2023c). Investigating the fatigue behavior of 3D-
printed bone scaffolds. J. Mater. Sci. 58, 12929-12953. doi:10.1007/s10853-023-08831-7

Wang, Z., Wang, Y., Yan, J, Zhang, K, Lin, F, Xiang, L., et al. (2021a).
Pharmaceutical electrospinning and 3D printing scaffold design for bone
regeneration. Adv. drug Deliv. Rev. 174, 504-534. doi:10.1016/j.addr.2021.05.007

Wilkie, D., and Galasso, C. (2021). Gaussian process regression for fatigue reliability
analysis of offshore wind turbines. Struct. Saf. 88, 102020. doi:10.1016/j.strusafe.2020.102020

Wong, D., Anwar, M., Debnath, S., Hamid, A., and Izman, S. (2021). A review: recent
development of natural fiber-reinforced polymer nanocomposites. JOM 73 (8),
2504-2515. doi:10.1007/s11837-021-04749-0

Frontiers in Bioengineering and Biotechnology

15

10.3389/fbioe.2024.1417440

Wu, Y., Lu, Y., Zhao, M., Bosiakov, S., and Li, L. (2022). A critical review of additive
manufacturing techniques and associated biomaterials used in bone tissue engineering.
Polymers 14, 2117. doi:10.3390/polym14102117

Xiong, Y., Wang, W., Gao, R., Zhang, H., Dong, L., Qin, ], et al. (2020). Fatigue
behavior and osseointegration of porous Ti-6A1-4V scaffolds with dense core for dental
application. Mater. and Des. 195, 108994. doi:10.1016/j.matdes.2020.108994

Xu, B, Lee, K.-W., Li, W., Yaszemski, M. J., Lu, L., Yang, Y., et al. (2021). A
comparative study on cylindrical and spherical models in fabrication of bone tissue
engineering scaffolds: finite element simulation and experiments. Mater. Des. 211,
110150. doi:10.1016/j.matdes.2021.110150

Xu, Y., Zhang, F., Zhai, W., Cheng, S., Li, ], and Wang, Y. (2022). Unraveling of
advances in 3D-printed polymer-based bone scaffolds. Polymers 14, 566. doi:10.3390/
polym14030566

Xue, P., Guo, C., and Tan, L. (2023). Hydrogen-bonding crosslinking MXene to highly
mechanically stable and super-zincophilic host for stable Zn metal anode. Chem. Eng. J.
472, 145056. doi:10.1016/j.cej.2023.145056

Yamanoglu, R., Bahador, A., and Kondoh, K. (2021). Fabrication methods of porous
titanium implants by powder metallurgy. Trans. Indian Inst. Metals 74, 2555-2567.
doi:10.1007/s12666-021-02332-4

Yu, G, Li, Z,, Li, S., Zhang, Q., Hua, Y., Liu, H,, et al. (2020). The select of internal
architecture for porous Ti alloy scaffold: a compromise between mechanical properties
and permeability. Mater. Des. 192, 108754. doi:10.1016/j.matdes.2020.108754

Yu, Y., Wang, L., Ni, S, Li, D,, Liu, J., Chu, H. Y., et al. (2022). Targeting loop3 of
sclerostin preserves its cardiovascular protective action and promotes bone formation.
Nat. Commun. 13 (1), 4241. doi:10.1038/s41467-022-31997-8

Zadpoor, A. A. (2019). Mechanical performance of additively manufactured meta-
biomaterials. Acta biomater. 85, 41-59. doi:10.1016/j.actbio.2018.12.038

Zhang, B., Pei, X,, Zhou, C,, Fan, Y., Jiang, Q., Ronca, A., et al. (2018). The biomimetic
design and 3D printing of customized mechanical properties porous Ti6Al4V scaffold
for load-bearing bone reconstruction. Mater. Des. 152, 30-39. doi:10.1016/j.matdes.
2018.04.065

Zhang, H., Cheng, X,, Li, Y., and Du, X. (2022). Prediction of failure modes, strength,
and deformation capacity of RC shear walls through machine learning. J. Build. Eng. 50,
104145. doi:10.1016/j.jobe.2022.104145

Zhang, Y., Qing, L., Luo, G., Ahmadpoor, X., Li, X, Wu, P., et al. (2023). Variations in
deep iliac circumflex artery perforator chimeric flap design for single-stage customized-
reconstruction of composite bone and soft-tissue defect. J. Plast. Reconstr. Aesthet. Surg.
87, 273-283. doi:10.1016/j.bjps.2023.10.050

Zhao, L., Burguera, E. F,, Xu, H. H. K,, Amin, N,, Ryou, H,, and Arola, D. D. (2010).
Fatigue and human umbilical cord stem cell seeding characteristics of calcium
phosphate—chitosan-biodegradable fiber scaffolds. Biomaterials 31 (5), 840-847.
doi:10.1016/j.biomaterials.2009.09.106

Zhao, L., Yuan, P, Zhang, M., Wang, X, Qi, Y., Wang, T, et al. (2023). Preparation
and properties of porous Zn-based scaffolds as biodegradable implants: a review.
J. Mater. Sci. 58, 8275-8316. doi:10.1007/s10853-023-08561-w

Zhao, S., Li, S. J., Hou, W. T,, Hao, Y. L,, Yang, R., and Misra, R. D. K. (2016). The
influence of cell morphology on the compressive fatigue behavior of Ti-6A1-4V meshes
fabricated by electron beam melting. J. Mech. Behav. Biomed. Mater. 59, 251-264.
doi:10.1016/jjmbbm.2016.01.034

Zhao, Y., Li, P., Dong, P., Zeng, Y., and Chen, J. (2021). Investigation on 3D printing
ZrO2 implant abutment and its fatigue performance simulation. Ceram. Int. 47 (1),
1053-1062. doi:10.1016/j.ceramint.2020.08.221

Zheng, J., Zhao, H., Dong, E., Kang, J., Liu, C,, Sun, C, et al. (2021). Additively-
manufactured PEEK/HA porous scaffolds with highly-controllable mechanical
properties and excellent biocompatibility. Mater. Sci. Eng. C 128, 112333. doi:10.
1016/j.msec.2021.112333

Zhou, N., Wei, H,, Jiang, H., Cheng, Y., Yao, Y., Huang, P., et al. (2023b). Fatigue crack
propagation model and life prediction for pantographs on High-Speed trains under
different service environments. Eng. Fail. Anal. 149, 107065. doi:10.1016/j.engfailanal.
2023.107065

Zhou, S., Yan, J., Chen, ], Yan, H., Zhang, Y., Huang, J., et al. (2023a). Polydopamine/
polyethyleneimine co-crosslinked graphene oxide for the enhanced tribological
performance of epoxy resin coatings. J. Mater. Sci. and Technol. 136, 13-20. doi:10.
1016/j.jmst.2022.07.019

Zhou, X., Hsieh, S.-J., and Ting, C.-C. (2018). Modelling and estimation of tensile
behaviour of polylactic acid parts manufactured by fused deposition modelling using
finite element analysis and knowledge-based library. Virtual Phys. Prototyp. 13 (3),
177-190. doi:10.1080/17452759.2018.1442681

Zou, L., Zhang, Y., Liu, X, Chen, J., and Zhang, Q. (2019). Biomimetic mineralization
on natural and synthetic polymers to prepare hybrid scaffolds for bone tissue
engineering. Colloids Surfaces B Biointerfaces 178, 222-229. doi:10.1016/j.colsurfb.
2019.03.004

frontiersin.org


https://doi.org/10.1007/s11665-021-05566-x
https://doi.org/10.1007/s11665-021-05566-x
https://doi.org/10.3390/su15010823
https://doi.org/10.1016/j.engfailanal.2020.104722
https://doi.org/10.1016/j.engfailanal.2020.104722
https://doi.org/10.1016/j.jmst.2020.11.005
https://doi.org/10.1002/jbm.b.31361
https://doi.org/10.1016/j.biomaterials.2008.05.032
https://doi.org/10.1016/j.compositesb.2016.04.067
https://doi.org/10.1177/15280837221133570
https://doi.org/10.1002/app.52871
https://doi.org/10.1016/j.progpolymsci.2011.05.003
https://doi.org/10.1016/j.progpolymsci.2011.05.003
https://doi.org/10.1016/j.matdes.2022.111453
https://doi.org/10.1002/bmm2.12046
https://doi.org/10.1016/j.tetlet.2023.154702
https://doi.org/10.1016/j.bioadv.2023.213353
https://doi.org/10.1016/j.bioadv.2023.213353
https://doi.org/10.30476/dentjods.2022.94075.1760
https://doi.org/10.30476/dentjods.2022.94075.1760
https://doi.org/10.1016/j.vacuum.2022.111298
https://doi.org/10.1007/s10409-021-01116-9
https://doi.org/10.1016/j.bioadv.2023.213500
https://doi.org/10.3390/polym15040899
https://doi.org/10.1007/s10853-023-08831-7
https://doi.org/10.1016/j.addr.2021.05.007
https://doi.org/10.1016/j.strusafe.2020.102020
https://doi.org/10.1007/s11837-021-04749-0
https://doi.org/10.3390/polym14102117
https://doi.org/10.1016/j.matdes.2020.108994
https://doi.org/10.1016/j.matdes.2021.110150
https://doi.org/10.3390/polym14030566
https://doi.org/10.3390/polym14030566
https://doi.org/10.1016/j.cej.2023.145056
https://doi.org/10.1007/s12666-021-02332-4
https://doi.org/10.1016/j.matdes.2020.108754
https://doi.org/10.1038/s41467-022-31997-8
https://doi.org/10.1016/j.actbio.2018.12.038
https://doi.org/10.1016/j.matdes.2018.04.065
https://doi.org/10.1016/j.matdes.2018.04.065
https://doi.org/10.1016/j.jobe.2022.104145
https://doi.org/10.1016/j.bjps.2023.10.050
https://doi.org/10.1016/j.biomaterials.2009.09.106
https://doi.org/10.1007/s10853-023-08561-w
https://doi.org/10.1016/j.jmbbm.2016.01.034
https://doi.org/10.1016/j.ceramint.2020.08.221
https://doi.org/10.1016/j.msec.2021.112333
https://doi.org/10.1016/j.msec.2021.112333
https://doi.org/10.1016/j.engfailanal.2023.107065
https://doi.org/10.1016/j.engfailanal.2023.107065
https://doi.org/10.1016/j.jmst.2022.07.019
https://doi.org/10.1016/j.jmst.2022.07.019
https://doi.org/10.1080/17452759.2018.1442681
https://doi.org/10.1016/j.colsurfb.2019.03.004
https://doi.org/10.1016/j.colsurfb.2019.03.004
https://www.frontiersin.org/journals/bioengineering-and-biotechnology
https://www.frontiersin.org
https://doi.org/10.3389/fbioe.2024.1417440

	Finite element analysis and in vitro tests on endurance life and durability of composite bone substitutes
	1 Introduction
	2 Prolonging endurance life and durability
	2.1 Synthesis, manufacturing, and treatment techniques
	2.2 Design and geometry of bone scaffold

	3 Finite element analysis of bone substitutes
	4 Verifying the FEA with biomechanics in vitro tests
	5 Fatigue behavior models for bone substitutes
	5.1 Coffin-Manson model
	5.2 The Weibull distribution
	5.3 The miner’s rule

	6 Future perspectives
	7 Conclusion
	Author contributions
	Conflict of interest
	Publisher’s note
	References


