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Abstract: The damping system ensured by the osteochondral (OC) unit is essential to deploy the forces
generated within load-bearing joints during locomotion, allowing furthermore low-friction sliding
motion between bone segments. The OC unit is a multi-layer structure including articular cartilage,
as well as subchondral and trabecular bone. The interplay between the OC tissues is essential in
maintaining the joint functionality; altered loading patterns can trigger biological processes that could
lead to degenerative joint diseases like osteoarthritis. Currently, no effective treatments are available to
avoid degeneration beyond tissues’ recovery capabilities. A thorough comprehension on the mechanical
behaviour of the OC unit is essential to (i) soundly elucidate its overall response to intra-articular
loads for developing diagnostic tools capable of detecting non-physiological strain levels, (ii) properly
evaluate the efficacy of innovative treatments in restoring physiological strain levels, and (iii) optimize
regenerative medicine approaches as potential and less-invasive alternatives to arthroplasty when
irreversible damage has occurred. Therefore, the leading aim of this review was to provide an overview
of the state-of-the-art—up to 2022—about the mechanical behaviour of the OC unit. A systematic
search is performed, according to PRISMA standards, by focusing on studies that experimentally assess
the human lower-limb joints” OC tissues. A multi-criteria decision-making method is proposed to
quantitatively evaluate eligible studies, in order to highlight only the insights retrieved through sound
and robust approaches. This review revealed that studies on human lower limbs are focusing on
the knee and articular cartilage, while hip and trabecular bone studies are declining, and the ankle
and subchondral bone are poorly investigated. Compression and indentation are the most common
experimental techniques studying the mechanical behaviour of the OC tissues, with indentation also
being able to provide information at the micro- and nanoscales. While a certain comparability among
studies was highlighted, none of the identified testing protocols are currently recognised as standard for
any of the OC tissues. The fibril-network-reinforced poro-viscoelastic constitutive model has become
common for describing the response of the articular cartilage, while the models describing the mechanical
behaviour of mineralised tissues are usually simpler (i.e., linear elastic, elasto-plastic). Most advanced
studies have tested and modelled multiple tissues of the same OC unit but have done so individually
rather than through integrated approaches. Therefore, efforts should be made in simultaneously
evaluating the comprehensive response of the OC unit to intra-articular loads and the interplay between
the OC tissues. In this regard, a multidisciplinary approach combining complementary techniques,
e.g., full-field imaging, mechanical testing, and computational approaches, should be implemented
and validated. Furthermore, the next challenge entails transferring this assessment to a non-invasive
approach, allowing its application in vivo, in order to increase its diagnostic and prognostic potential.

Keywords: human; osteochondral unit; articular cartilage; subchondral bone; trabecular bone;
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1. Introduction

The human osteochondral (OC) unit is a multilayer structure composed of hyaline
cartilage, here referred to as articular cartilage (AC), subchondral bone (SB), and trabecular
bone (TB) (Figure 1). This complex structure limits contact pressure within the joints of
the musculoskeletal system and distributes the surface load to the underlying bone, while
still allowing a sliding motion between bone segments [1]. While the AC covering the joint
surface provides low-friction motion, each layer of the OC unit contributes to the overall
mechanical stiffness of the joint surface and undergoes different levels of strain during
locomotion [2-4].

Osteochondral unit

Figure 1. Scheme of the osteochondral unit structure, with particular focus on the knee joint, i.e.,
proximal tibia.

Maintaining the joint functionality relies on the homeostasis of the OC tissues, i.e., the
synergic mechanical crosstalk between cartilaginous and mineralised tissues [5,6]. Despite
the fact that there is not yet a full understanding of the factors promoting or impairing the
homeostasis—and, consequently, the mechanical response—of the OC tissues, evidence
suggests that changes in tissue strain levels may alter biochemical signals among tissues, as
supported by mechano-regulation theories [7,8]. Traumatic events and the onset of patholo-
gies such as osteoarthritis (OA) (for detail about the burden of OA see Appendix A.1) can
induce alterations in the strain distribution across the OC tissues, modifying the biochemi-
cal signals that regulate cellular functions [9] and, therefore, producing changes in the main
features, i.e., structure and composition, of the OC tissues [10-12]. AC tissue degradation,
characterised by the loss of superficial proteoglycans (PGs), degradation of collagen fibres,
and an increase in interstitial fluid, leads to fibrillation of the AC surface, which is the first
visible sign of the pathology onset [13,14]. A significant increase in the remodelling of the
SB tissue has also been reported [15]. Over time, these changes degrade the mechanical
behaviour of the OC unit, further exacerbating alterations in strain levels [16] and, finally,
leading to changes beyond tissues’ recovery capabilities. A non-physiological mechanical
environment leads chondrocytes to stimulate catabolic activity [17,18] with the consequent
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degeneration of the tissue via PG depletion, increased tissue permeability, and destruction
of the collagen network [19,20]. AC delamination occurs, leading to joint space narrow-
ing and, ultimately, surface denudation [21]. Microfractures and neovascularisation take
place in the SB, triggering a reparative response with inflammation, leading, over time, to
subchondral sclerosis, osteophytosis, and cystic lesions [22-25].

As no effective treatments are currently available, a comprehensive understanding of
the OC unit’s biomechanics is essential to (i) elucidate its overall response to intra-articular
loads and, most importantly, (ii) assess the efficacy of proposed treatments in restoring
physiological levels of strain before irreversible damage occurs. Additionally, an in-depth
knowledge of the mechanical behaviour of the whole OC unit is crucial for the development
of tissue engineering approaches as an alternative to arthroplasty for severely altered OC
units, with consequent impaired joint function.

An examination of the literature reveals a lack of recent reviews specifically addressing
the OC unit, although there is a very recent review focusing on the human AC [26]—in
which the authors conclude by stating that there are still open gaps in understanding the
biomechanical properties of the tissue, and that future studies need to investigate them at
different dimensional scales—and three others on the biomechanics and mechanobiology
of the TB [27-29], suggesting that the study of the biomechanics of both healthy and
pathological TB remains an important way of understanding tissue complexity.

This systematic review aimed to provide an overview of the current trends and evi-
dence achieved through experimental techniques in studying the mechanical behaviour
of the OC unit. Firstly, a brief paragraph is included to provide foundational knowledge
on the constitutive models developed until 2000 for describing the mechanical behaviour
of the OC tissues. Despite the introductory nature of this first section, the reported infor-
mation is essential for a thorough understanding of the findings presented in this review.
Secondly, the results of a systematic search are reported, with a specific focus on the studies
that evaluated the mechanical behaviour of the OC tissues comprising the human lower-
limb joints, i.e., hip, knee, and ankle, through experimental testing. Studies conducted
between January 2000 and December 2022 were identified via a search on online electronic
databases. Data from eligible studies are retrieved, i.e., by focusing on (i) the type of
tissue, (ii) the experimental test, (iii) the dimensional scale, and (iv) the constitutive models
used to describe the mechanical behaviour of the tissues. Through the implementation
of a multi-criteria evaluation approach—which considered methodology, data processing,
and constitutive models—the reliability and reproducibility of each study were assessed.
Then, the current trends in the evaluation of the OC unit are reported, revealing (i) which
lower-limb joints and OC tissues are the most investigated and (ii) the main constitutive
models and parameters describing the mechanical behaviour of the OC tissues. Last, a brief
paragraph is included, highlighting the main techniques that can be employed to perform
a comprehensive assessment of the OC unit, e.g., to investigate the correlations between
tissue structure or composition and its mechanical behaviour.

By establishing the current understanding and identifying the areas lacking in OC unit
biomechanics knowledge, along with considering recent proposed approaches to address
the gaps through advancements in imaging technologies and experimental techniques, it
may be possible to elucidate the comprehensive response of the OC unit and to under-
stand how degenerative pathologies impair its features. This knowledge could improve
the diagnosis of joint pathologies and drive tissue engineering approaches towards the
development of multi-layer scaffolds better mimicking the response of the OC unit.
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2. Constitutive Models of the Last Century

The mechanical behaviour of biological tissues—defined as response to external me-
chanical stimuli—is strictly dependent on their structure and composition and represents a
critical aspect determining their in vivo functions. Therefore, its understanding is essen-
tial to explain the standard physiology of the tissues, properly understand the onset and
progression of pathologies, and, thus, pave the way for the improvement of treatments
and tissue engineering approaches dealing with these kinds of diseases. The mechani-
cal behaviour of tissues—including the osteochondral ones—is generally explained by
using constitutive models describing the peculiar trend of the experimental data. Be-
sides mathematical laws, such models are defined by boundary conditions—describing
the environment surrounding the tissue, e.g., the bound between the AC and the under-
lying bone tissue, or some of the peculiarities of the testing technique—and theoretical
assumptions—e.g., describing the tissue structure and composition. By considering the
aim of this systematic review, in the following we reported the main constitutive models
applied to study the mechanical behaviour of the OC tissues. A brief description of these
models was provided in order to supply the basic knowledge required to better understand
the findings retrieved from the systematic review. An exhaustive discussion about the
peculiarities, advantages, and limitations of the constitutive models reported in this section
can be found by following the references provided.

Several constitutive continuum models have been proposed to describe the mechanical
behaviour of AC, SB, and TB before failure, i.e., when subjected to normal physiological
conditions. These models aim to describe the relationship between the applied load and the
resulting tissue deformation at load levels the tissue can withstand without being damaged,
i.e., no assumptions are made regarding unrecoverable deformation or failure of the tissue.

The simplest model is the linear elastic model. It assumes that the tissue deforms
proportionally to the applied load. The knowledge of the elastic constants—the number
of independent parameters depending on the material symmetry (isotropic/transversely
isotropic/orthotropic/anisotropic)—allows the description of a perfectly linear mechanical
response [30]. Nonlinear responses of the tissue can be predicted by using hyperelastic
models [31]. These models assume that the tissue response is derivable from a strain energy
density function. Different strain energy density functions have been used in the following
models [32]: the neo-Hookean model [33]; the polynomial model [34]; the Fung model [35];
the Odgen model [36]; the Yeoh model [37]; the Arruda—Boyce model [38]; and the Gent
model [39]. Whatever the definition of the function, tissue deformation depends on the
applied load and does not depend on the loading rate. The aforementioned approaches
have been used to describe the mechanical behaviour of the mineralised tissues of the OC
unit [40] or the instantaneous response to indentation and the equilibrium response of the
AC [41-43].

More complex models have been proposed to describe the mechanical response of both
mineralised and cartilaginous tissues. Mineralised tissues are viscoelastic materials show-
ing time-dependent mechanical properties [44—47]. The time-dependent response of the TB
is only significant at high strain rates or under constant loads over time [45,48-51]. There-
fore, either poroelastic models [52,53] or viscoelastic models [54,55] have been proposed
to describe the time-dependent mechanical behaviour of the TB under such conditions.
As models other than the two mentioned families have been used since the year 2000,
the papers in which these models are described, and to which the reader must refer for
details, are also cited here to provide a complete background [56-60]. On the other hand,
the time-dependent response of the AC [61,62], due to tissue structure, cannot be neglected
except for instantaneous and equilibrium conditions (see previous paragraph). Therefore,
viscoelastic models have been proposed to describe the AC response over time [62,63].
However, a theory which separately considers the two phases of the AC soon became the
focus of model development. Indeed, the isotropic biphasic model (in detail, an incompress-
ible linearly elastic isotropic porous matrix filled with an incompressible nondissipative
fluid) used to describe the mechanical response of the AC dates from 1980 [64]. This
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model is conceptually different from the poroelastic model [56], but the two models are
equivalent under the assumption of incompressible constituents and quasistatic small
deformations [65]. From an experimental point of view, they can predict the behaviour
of the tissue in response to the stress—relaxation test [66,67]. The isotropic biphasic model
has been evolved into a linear transversely isotropic biphasic model [68] to describe the
anisotropic mechanical properties of AC. However, some inconsistencies between model
predictions and the observed equilibrium and stress relaxation behaviour of AC have been
reported [69].

In the isotropic biphasic model, the materials parameters are constant. The viscoelastic
behaviour is determined by “the diffusional drag of relative motion of the interstitial fluid
with respect to the solid matrix” [64]. Therefore, this model, as well as the mentioned linear
transversely isotropic evolutions, overlooks the fact that the matrix shows an intrinsic
viscoelasticity [70]. To describe the flow-independent viscoelasticity of the AC, the biphasic
model has been modified, first by making the solid phase viscoelastic in shear and elastic
in bulk deformation [71], and then by making the solid phase viscoelastic in both shear and
compression [72].

None of these models take into account the negatively charged glycosaminoglycan
chains, referred to as fixed charges. The interaction between fixed charges and mobile
ions are responsible for mechano-electrochemical phenomena, i.e., the attraction of fluid
into the tissue during swelling and the associated osmotic pressure [73,74]. The inclusion
of an ion phase, specifically monovalent cations (Na*) has led to the development of the
triphasic model [75]. This model has been further developed to include the fixed charges
(quadriphasic model), i.e., by considering the porous solid to be electrically charged [76].

This brief description of the constitutive models proposed to describe the mechani-
cal behaviour of the tissues as continua has intentionally neglected the damage criteria,
which identify the limit working conditions of individual tissues, as the following part
of this paper mainly focuses on the mechanical response of the tissues under non-critical
loading conditions.

3. Methods
3.1. Eligibility Criteria

This review specifically focused on scientific studies that investigate the mechanical
behaviour of the tissues composing the OC unit of human lower-limb joints—i.e., their
response to mechanical stimuli—by experimental approaches, and those that describe them
by the mechanical parameters proper of specific constitutive models fitting the experimental
force—displacement (or stress—strain) data. The following criteria were used to include
scientific studies: (i) tissues must be retrieved from human hip, knee, or ankle joints;
(ii) experimental design must be aimed at determining the mechanical behaviour of the
retrieved tissue, i.e., studies employing mechanical techniques and mechanical protocols
to stimulate cells and/or tissue engineering constructs during culture were excluded;
(iii) experimental data must be reported, i.e., computational studies relying on experimental
findings retrieved from previous studies were not considered eligible; (iv) experimental data
must not already be published in previous reports, i.e., studies reporting data previously
published with the purpose of addressing a different research question were excluded; and
(v) constitutive model/s must be used to compute the mechanical properties of tissues
from experimental data.

3.2. Search Strategies

The present systematic search was performed on online electronic databases—PubMed,
Scopus, and Web of Science Core Collection—according to the PRSIMA statement [77] (see
Figure 2 for the PRISMA flow diagram; the PRISMA checklist is provided in the Supplemen-
tary Materials). The search queries specific to each database are reported in the Appendix A
(see Table A1 of Appendix A.2). Scientific studies from January 2000 to December 2022
were included in this review if they met the eligibility criteria (see Section 3.1). Abstracts,
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reviews, letters, comments to the editor, protocols and recommendations, editorials, and
guidelines were excluded, together with scientific studies not written in English.

3.3. Study Selection

The achieved lists of studies were firstly submitted to public reference managers—i.e.,
Mendeley, www.mendeley.com; Rayyan, rayyan.qcri.org—to eliminate duplicates. Studies
were then screened by two reviewers (M.Be and G.M.), considering the title and abstract.
Any disagreement in the screening process was discussed by all authors and the thought of
the majority of the authors was considered as the decision-making choice.

3.4. Extraction of the Data

Data from eligible studies were retrieved and tabulated according to the clustering
reported in Table 1. Studies were clustered according to their type—i.e., modelling, method-
ological, investigative, or comparative—in order to properly evaluate the quality of their
main features, which depend on such a type (see Section 3.5 and Appendix A—Table A2).
In addition, the type of studies was also considered as a suitable indicator for suggesting
which aspects should be addressed in the future by studies focusing on the OC unit’s
mechanical behaviour. In this regard, the temporal trend of the eligible studies—clustered
according to (i) the joint from which the tissues were retrieved and (ii) the evaluated
tissue/s—could also provide information for indicating future research directions.

Table 1. Insight retrieved from eligible studies.

Insight

Description

Reference

Title and publication year

Joint

Anatomical site/s—i.e., hip, knee, or ankle—from which tissue samples were excised

Tissue

Type/s of tissue/s—i.e., AC, SB, TB—evaluated

Type of study

Modelling, i.e., a study proposing a new constitutive model or updating an existing one,
moreover providing an experimental application

Methodological, i.e., a study proposing a new experimental approach, or evaluating how the
tissues” response varies depending on the testing parameters

Investigative, i.e., a study evaluating the mechanical parameter/s of tissue/s by investigating
distribution across the sample geometry, or a dependence on joint/s or on donor/s

Comparative, i.e., a study investigating how a pathological disease, or a specific treatment,
modifies the mechanical response of tissue/s compared to control /healthy condition

Layers

Whether a study focused on single tissues or evaluated the mechanical behaviour of the whole
osteochondral unit. The latter option means that the mechanical behaviour of multiple layers was
investigated and modelled simultaneously

Mechanical test

Type of experimental approach applied to investigate tissue behaviour, e.g., compression,
indentation, tensile, and shear test

Dimensional scale

Scale—i.e., millimetric, mm; micrometric, um; and/or nanometric, nm—at which the mechanical
behaviour of tissue/s was evaluated

Constitutive model/s

Mathematical model/s used to compute the mechanical parameters of tissue/s; moreover, type
and numerosity of such parameters were also retrieved

Mechanical properties

Values of the mechanical parameters, strictly dependent on the constitutive model used to fit the
experimental data, e.g., Young’s modulus (elastic), creep (viscous), shear storage modulus
(dynamic), dissipated energy (plastic behaviour). Moreover, the numerosity of the computed
parameters was also noted.

Data processing

Highlights presence and reliability of statistical data analysis. Meaning of the analysis depends
on the type of study, as follows: goodness of fit for modelling studies; accuracy and precision of a
method for methodological studies; and benchmarking and power analysis for comparative and
investigative studies
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Therefore, the distribution over time of the eligible studies, classified according to the
reported insight, was determined considering the publication year (Reference), by applying
a moving average filter, with a sliding window of length 3, across neighbouring elements.

3.5. Systematic Assessment of the Scientific Quality of the Studies

With the purpose of quantitatively evaluating eligible studies, the adaptation of a
specifically designed method [78] was proposed. To define the scientific quality of research
studies, the use of a multi-criteria decision analysis method is requested [79]. The Best
Worst Method (BWM) allows to perform such an analysis by few comparisons among the
metrics defined, according to the decision-maker’s perspective [79]. By setting the weights
of these metrics—computed according to a minmax model—and after summarizing their
extent in a global information—Aggregated Quality—the BWM allows a direct comparison
between eligible studies. Specifically focusing on the adaptation of the BWM to this sys-
tematic review, the following steps were carried out. First, the features (i) methodology,
i.e., exhaustivity of the experimental approaches, (ii) data processing, and (iii) constitutive
model/s (see Table 1) were assigned to a three-level rating, i.e., low, mid, and high (details
reported in Appendix A—Table A2). The choice of focusing on such specific features lies
in the fact that—according to the authors’ expertise—these aspects are the ones primarily
defining the reliability of the studies focused on the evaluation of the OC tissues” mechanical
behaviour. Second, the global weights of the features were computed by defining numerical
coefficients—with values related to the preference of the best and of the worst metrics over
the others—and, consequently, by minimizing their maximum absolute difference [78].
Third, the ratings thus obtained were gathered in an aggregated score—Aggregate Quality
Score, in the range between 0 (lowest performance) and 2 (highest performance)—according
to the BWM. Details about the weights of the evaluated features and of the scoring sys-
tem are reported in Appendix A (Appendix A.3 and Table A2). To highlight the most
reliable experimental studies performed on the OC mechanical behaviour until now, the
eligible studies with the highest methodology score were discussed, and their findings
were tabulated. Therefore, information about (i) the testing techniques, (ii) the range of
the parameters describing the mechanical behaviour of the tissue/s, and (iii) the impact
of pathologies was discussed, differentiated by tissue, constitutive model—i.e., elastic,
hyperelastic, viscoelastic, plastic, and dynamic—and by the investigated dimensional scale.

4. Results and Discussion
4.1. Selection of the Studies

The initial literature search recovered 5804 studies. Of those, 3169 studies were
identified using Scopus, 1906 using Web of Science, and 729 were found on PubMed.
Aiming to eliminate duplicates, articles were run through Mendeley and Rayyan, removing
1902 studies. The remaining articles—i.e., 3902—were then screened considering their title
and abstract, resulting in 3699 studies discarded. The full text of the leftover 203 articles was
then reviewed, allowing for the removal of 73 additional studies due to non-compliance
with the eligibility criteria. The remaining studies—i.e., 130—were, finally, investigated.
The overall process is detailed in Figure 2, which maps out the number of records identified,
included, and excluded, as well as the reasons for exclusion. The review was registered to
the OSF registers (doi:10.17605/OSFE.IO/BDCX]).
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)

Identification

[

]

Screening

Eligibility

Included

Records identified through
database searching
(n=5804)

A 4

Records after
duplicates removed
(n=3902)

Records removed
due to duplicate
(n=1902)

A 4

\ 4

Full-text articles assessed
for eligibility
(n=203)

Records excluded based on
title and abstract
(n=3699)

A 4

Studies included in
quantitative synthesis
(n=130)

Figure 2. PRISMA flowchart for the eligibility of studies.

4.2. Trend over Time of Eligible Studies

A4

Full-text articles excluded
after a complete evaluation
(n=73)

The experimental studies investigating the mechanical behaviour of the OC tissues
belonging to human lower-limb joints show an increase over time (“Total” series in Figure 3,
which shows the temporal trend of studies divided by tissue or joint). By focusing on the
investigated tissue, the majority of eligible studies assessed the mechanical response of AC
(54%), followed by TB (42%), and SB (4%). An increase over time of the studies evaluating
AC is suggested, while TB and SB studies seem to have reached an overall stable trend

since 2016.
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Figure 3. Distribution of eligible studies (total) over time. Studies are further clustered by considering
the investigated tissue (top graph) and the joint from which samples are retrieved (bottom graph). A
discontinuity in the line means that there are no eligible studies in a range of three years, centred on
the year for which the point is missing.

Concerning the joint from which tissues are retrieved, the knee seems to be the most
common articulation (60%), followed by the hip (36%) and the ankle (5%). The number of
studies focusing on knee OC tissues suggests an increase over time, while studies on hip
and ankle joints show a decreasing and stable trend, respectively.

According to these findings, the increase in studies focusing on the knee and on AC is
the primary factor contributing to the suggested gradual rise in the mechanical assessment
of OC tissues. Therefore, some mechanical evaluations are still missing, i.e., ankle tibial AC,
hip acetabular SB, and ankle talar TB. Clearly, the most studied tissues and joints are the
most harvestable ones, with a large articular surface, e.g., a lot of articular tissue can be har-
vested from joint arthroplasty, where replacements of hips and knees are far more common
than of ankles; SB is thinner than AC and TB and, therefore, more difficult to be tested (see
Section 4.4). This evidence does not imply that there are less important tissues or joints but,
conversely, that there is a gap worth investigating. For example, the SB has been shown
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to be a possible target for preventive measures of OA [80], while, in relation to the ankle,
total arthroplasty has recently gained interest [81]. Therefore, scientists should prove that
results regarding specific tissues and sites can be generalised and should advance experi-
mental techniques to reach more difficult—in terms of testability—tissues and articulations,
eventually reaching the exploration of the whole OC unit (see Sections 4.3—4.5 and 5).

Regarding the Aggregate Quality Score of the eligible studies, its temporal trend—
differentiated by tissue and joint—is reported in Figure 4. Besides the few discontinuities
highlighted by the studies focusing on the SB and the ankle, no visual differences among
tissues and joints are suggested in terms of Aggregate Quality Score.

Tissue

3

é —e— Articular Cartilage

S —e—Subchondral Bone

g Trabecular Bone

=2

o0 Total

o

5]

© 0\
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Figure 4. Distribution, over the years, of the Aggregate Quality Score of eligible studies, clustered
by tissue (top graph) and joint (bottom graph). A discontinuity in the line means that there are no
eligible studies in a range of three years, centred on the year for which the point is missing.

The temporal trend of the Aggregate Quality suggests an initial and progressive
increase up to 2012-2013, from which a stable tendency seems to be reached. Starting
from 2018 to 2019, the trend decreased instead, suggesting the implementation of less
rigorous studies, i.e., overall of those investigating AC tissue and knee, more numerous
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(see Figure 3). By considering the range of the Aggregate Quality—i.e., between 0 and
2—and the scores obtained by the studies herein defined as eligible, the majority of them
reached a score above the mid-level, i.e., 38% between 1 and 1.5 and 38% between 1.5 and
2, highlighting an overall good scientific quality of the experimental assessment of the OC
tissues” biomechanics.

By looking at the Aggregate Quality Score of a specific study, it can be decided if
more or less confidence should be given to the provided results. On the other hand, the
scores can be used for selecting the most reliable and replicable studies of interest. A large
amount of eligible studies (80 out of 130) did not reach the highest Aggregate Quality
Score, e.g., because of lacking details about the testing protocol or missing/not suitable
statistical analysis. Indeed, the scoring system herein proposed can also be useful as a guide
considering the following fundamental, but still often missed, aspects: (i) experimental
protocols should be designed and presented in a reliable and repeatable manner, allowing
for a comparison among different studies; (ii) statistical analysis should be consistent to
the specific design of the study, e.g., non-parametric methods should be preferred on
parametric ones any time that assumptions on statistical distributions are not verified; (iii) a
power analysis on sample size should be provided a priori or, at least, its absence should
be properly discussed as a main limitation in arguing about the evidences achieved by
the study.

As reported at the end of Section 3.5—and moreover considering that methodology
is the feature primarily defining the Aggregate Quality of a study—in the following, the
insights from eligible studies reaching the highest methodological score are reported,
mainly differentiated by tissue, mechanical response, and investigated scale.

4.3. Articular Cartilage

The mechanical behaviour of AC has been investigated primarily at the millimetre
scale, with very few studies evaluating the response of the tissue at the microscale. The
main mechanical features retrieved from studies focusing on the mechanical response of AC
are related to its elastic behaviour (Table 2). In this regard, and despite AC response being
described frequently as a linear elastic material, different assumptions and, thus, models
are used to compute the relative mechanical properties of the tissue. The Hayes model is
used to describe the tissue’s instantaneous elastic response, i.e., by defining the indentation
of AC as a mixed boundary problem satisfying the field equations of the linear theory
of elasticity for homogeneous, isotropic materials [41]. While the linear elasticity—and
its relative parameters—can be derived from the analysis of experimental data obtained
by different experimental techniques—i.e., tensile, shear, compressive, and indentation
tests—the Hayes model is applied only to indentation-derived data.

Also regarding the evaluation of AC elastic behaviour, the biphasic [82,83] and the
poro-viscoelastic fibril-network reinforced [84-86] models describe the response of the tis-
sue more exhaustively, considering equilibrium phenomena. The biphasic model describes
AC as a homogeneous binary mixture of an incompressible, isotropic, linearly elastic solid
and an incompressible, inviscid fluid. In addition, such a model is based on the following
assumptions, i.e., (i) the AC is a uniform layer of the biphasic material of thickness h,
(if) AC is bonded to the calcified-SB substrate, and (iii) the calcified-SB substrate is rigid and
impervious to fluid flow. As the main outcome, the biphasic model provides the aggregate
modulus of AC, representing the elastic behaviour of the tissue at equilibrium, i.e., once the
viscosity related to both flow-dependent and independent phenomena are exhausted [69].
Despite mainly being included in the optimisation of the fitting procedure, additional
parameters that can be retrieved by applying the biphasic model are Poisson’s ratio and
the hydraulic permeability of the tissue [87]. The experimental tests providing boundary
conditions suitable to verify the hypotheses of the biphasic model are indentation and
compression, applied through a porous indenter or septum, respectively, and by creep or
stress-relaxation protocols [88].
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The poro-viscoelastic fibril-network reinforced model can be considered as a refine-
ment of the previous model, in the effort of overcoming the main limitation related to
the assumption that fluid-dependent phenomena are the only phenomena responsible for
AC viscoelasticity. In this regard, such a model describes the contribution of the collagen
network and of the non-fibrillar matrix—i.e., PGs saturated with fluid—separately, there-
fore considering their different role in withstanding the external load [88]. Moreover, the
poro-viscoelastic fibril-network reinforced model defines the matrix as being supported
by a network of nonlinear fibrils distributed in the radial, circular, and vertical directions.
Consequently, the response to compressive stress is provided only by the non-fibrillar ma-
trix, while the response to tensile and shear stress lies in the contributions of both fibrillar
and non-fibrillar components. Through the application of such a constitutive model, it is
possible to compute parameters related to the elastic response of AC, i.e., the fibril network,
and the non-fibrillar matrix modulus, but also to calculate the permeability of the tissue.
Moreover, the poro-viscoelastic fibril-network reinforced model allows the investigation
of rate-dependent phenomena through testing protocols based on multi-step solicitations.
The experimental tests employed to retrieve the parameters of such a model are compres-
sion and indentation—this last one is associated with a finite element approach [86,89],
particularly by applying protocols based on stress—relaxation.

According to the above reported findings, the elastic behaviour of AC at the millimetre
scale has been primarily evaluated by indentation [8§9-98] and compression [92,98-106],
followed by tensile [93,107] and shear [103] tests (Table 2).

The combination of water and collagen contents accounted for approximately 25% of
the variability in the compressive modulus [102]. Additionally, the compressive modulus
depends on the rate of loading, which can induce a significant increase in its value [102].
Repetitive loading, such as that experienced during long-distance running, results in water
exudation, as indicated by a decrease in T1rho relaxation times [100], positively correlated
with water content, as measured using Magnetic Resonance Imaging (MRI) [108,109]. The
local composition of AC determines its strain level, which has been demonstrated to be
both depth-dependent and anatomical region-dependent [103].

Regarding the instantaneous modulus of AC, methodological studies suggest to
properly define the boundary conditions of indentation tests, i.e., by defining experimental
protocols based on nominal deformation and, moreover, considering the possible bias
induced by different indenter diameters [90,98,107] (Table 2). In addition, the instantaneous
modulus depends on the testing technique, providing higher values in the case of the tensile
test, compared to confined and standard compression [107]. As reported for the elastic
modulus, the instantaneous modulus also exhibits significant heterogeneity across articular
surfaces [104]. With the purpose of providing methodologies suitable to investigate the
AC’s mechanical response through routine clinical assessments, the outcomes achieved
using the arthroscopic ultrasound method show results to be significantly correlated with
the AC instantaneous modulus [96].

Besides instantaneous response, the equilibrium behaviour of AC—which can be
computed using different constitutive models [86,110]—also strongly depends on the
anatomical location [107], moreover being depth-dependent—at least considering the tissue
tensile behaviour [93]. Regarding possible relations between AC structure/composition
and its response, significant correlations were found (i) between the collagen orientation
angle and the strain-dependent fibril network modulus and (ii) between the nonfibrillar
matrix modulus and the PG content [111]. In the perspective of providing potential non-
mechanical approaches evaluating the AC mechanical behaviour, quantitative MRI—i.e.,
through T1 and T2 relaxation times—can indirectly provide information on the tissue
equilibrium modulus, as well as its site-dependent variations [105]. Moreover, optical
spectroscopy based on the visible and near infrared range—retrieved using an arthroscopic
approach—successfully predicted the AC equilibrium modulus [94].
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Table 2. Experimental studies focusing on AC elastic behaviour at the millimetre scale.
Strain- .
e Strain- Non- Tibri
: Dependent  Initial ey Equilibrium
Type Experimental E%gfltrltcg'zr Shear Electromechanical Instantaneous  Instanta- Fibril dEF}‘;le)l:ﬁent FR}[’:&L&: A or
. Anatomical . Dimensional Stiffness Modu- PP Poisson’s . Elastic neous Network ggregate e
Reference StOfd Pathology Joint Position Teillmlque Scale Model (N/mm) N{odu- lus Quantitative Ratio Strain 1o Tus Elastic Modu- Netvsﬁork Mlndu- Modulus, Condition
udy (Mode) us, MP. Parameter Eo, (MPa) Modu- 1 Modu- us, Eoo or H
E (MPa) (MFa) o, (MPa Mot E: (i) lus m aba)
us E, £ a T MPa
(MPa) E¢ (MPa) (MPa)
Femoral
Condyle;

Kurkijarvi Tibial Compression No
etal. In None K Plateau; (stress— mm LE - - - - - - - - - - - 0.90 £+ 0.43 disease
[105] Patella; relaxation)

Trochlear
Groove
103+ 1.6
(indenter);
64 £13

(unconfined
compres-
sion); 14.4

Jeffrey .  £35
. Femoral Indentation; LEI (indenter, _ _ _ _ _ No
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* = Data derived from graph. - = Data not reported. Type of study: In = Investigative. Co = Comparative. Me = Methodological. Pathology: OA = Osteoarthritis. Joint: H = Hip.
K =Knee. Constitutive model: B = Biphasic. FRPVE = Fibril-reinforced poro-viscoelastic. LE = Linear elastic. LEI = Linear elastic isotropic.
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The changes induced in AC response at the millimetre scale by pathological conditions
were primarily investigated by considering the impact of OA (Table 2). In this regard,
a significant effect of OA has been highlighted in terms of the AC instantaneous modu-
lus [89,91,92]. In more detail, the AC initial and strain-dependent instantaneous modulus
significantly decrease with the tissue degree of degeneration [89,91,92], e.g., by considering
the Mankin [92] and the OARSI score [89,91]. These findings were ascribed mainly to
changes in AC composition and structure, i.e., PG content and collagen orientation, both
correlating with the initial instantaneous modulus [91]. By considering the perspective
of retrieving arthroscopic findings about the AC mechanical response and composition, a
quantitative parameter related to the elastic response and to the streaming potential of the
tissue [112] is able to differentiate the degree of degeneration of AC [97].

The equilibrium response of AC is also strictly dependent on the pathological condition
of the tissue, which significantly decreases with the OARSI score [20,89,91,95], suggesting
that the alterations induced by OA are attributed to the deep relationships existing between
the AC equilibrium modulus and both the structure and composition of the tissue, i.e., the
PG content and collagen orientation angle [89,91].

The detrimental impact of OA is additionally highlighted by considering the pa-
rameters retrieved through the poro-viscoelastic fibril-network reinforced model, which
separately describes the elastic behaviour of the collagen network and of the non-fibrillar
matrix, comprising the tissue. In more detail, the initial fibril network modulus and
non-fibrillar matrix modulus of AC are lower in early and advanced OA, compared to
a non-pathological condition [89,91]. Moreover, significant relationships between such
parameters and the instantaneous modulus of AC were also highlighted [92]. According to
these findings, and also taking into account the heterogeneity of AC, the distribution of
strains within the tissue—assessed using an in situ mechanical test, performed within an
MR device—were demonstrated to be highly depth-dependent, moreover reflecting the
severity of OA [106].

Through the employment of a complex constitutive model, such as the poro-viscoelastic
fibril-network reinforced model, it is possible to compute not only parameters related to the
elastic response of the different phases of AC, but also to the permeability of the tissue [110]
(Table 3).

The permeability of AC is correlated with mechanical and electromechanical param-
eters describing the elastic response of the tissue [112] and is primarily investigated by
studies evaluating the impact of OA [89,91,92,111,112]. In this regard, experimental studies
highlighted that AC’s initial permeability is significantly related to the depth-dependent
PG content, as well as to the collagen orientation angle [91]; furthermore, the coefficient
describing the trend of strain-dependent permeability is correlated with both collagen
orientation angle [91] and collagen content [111]. Being sensitive to both the structure and
the composition of the tissue, it is not surprising that AC permeability is related to OA’s
degree of degeneration [89,91,111].

Aiming to better describe the elastic response of AC to the extremely large de-
formation at which the tissue is subjected, hyperelastic constitutive models have been
employed [113-115] (Table 4). In this regard, neo-Hookean, Yeoh [113,114], Veronda West-
mann [114], and Gent [115] are the models proposed. The neo-Hookean and Yeoh models
assume AC to be an isotropic and incompressible material, in which a strain energy func-
tion determines the relationship between shear modulus, principal strains, and the initial
modulus of the tissue. Concerning the Verona Westmann model, its application assumes
a uniaxial deformation of an isotropic and incompressible material [114]. This model
describes the exponential dependence of stress on stretch by two independent parameters,
i.e., a nonlinearity parameter and the shear modulus at zero strain [116]. The Gent model
proposes a hyperelastic strain energy density function to describe the strain-stiffening
phenomenon of soft materials [117]. Moreover, the Gent model can be further extended to
interpret the molecular arrangement of collagen fibres in soft tissues [118].
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Table 3. Experimental studies investigating the AC poro-viscoelastic properties at the millimetre scale.

Strain- s ilibri
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Dependent PP Non- 21e
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Indentation
Mékels et al. [111] In; Co OA H Feﬁ“"ffl (stress— mm FRPVE - - 0.59 =+ 0.48 0.61 + 0.61 0.23 +0.22 - (366 i}{;‘@ x 17.26 + 14.64 OA
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Plateau relaxation) regions grade > 0)
Femoral Indentation; Trend across Area sur-
Sim et al. [92] Co 0A K Condyle; Compression mm LEL (Hayes); 454 10+ - 13.0 £20% - 13+02% - different - rounding
Tibial (stress— FRPVE regions abnormal
Plateau relaxation) g cartilage
Remaining
Femoral Indentation; Trend across normal
Sim et al. [92] Co 0A K Condyle; CO‘('S‘EZS;“’“ mm LEL(Hayes)  70+1.0 ; 185+20% - 11402% - different - ;‘;;‘,gl“al;;
Plateau relaxation) reglons (ICRS
grade 0)
Indentation
(stress— ( )
i . Tibial relaxation; LEI (Hayes); 56.09 + 15.42 + 1.19 + 0.33) x
Ebrahimi et al. [89] Co OA K Plateau dynamic mm FRI’\;}IE 6.44 £+ 4.85 33.20 0.41 £0.37 12.34 0.35£0.28 1.19 + 0.56 10-15 3.36 £ 2.07 OARSI 0-1
mechanical
analysis)
Indentation
i (15.94 + 47.45)
- N Tibial relaxation; LEI (Hayes); 50.05 £ 18.29 + - E
Ebrahimi et al. [89] Co OA K Plateau dynamic mm FRPVE 042 +£1.34 28.01 0.07 £0.17 13.89 0.10 £+ 0.05 0.42 £0.25 % 10-15 419 £3.78 OARSI 2-3
mechanical
analysis)
Indentation
(e (20.88 + 20.34)
. Tibial relaxation; LEI (Hayes); 21.68 + 8 -
Ebrahimi et al. [89] Co OA K Plateau dynamic mm FRPV}]IE 0.00 +0.76 1412 0.002 £ 0.07 7.65 % 6.00 0.05 + 0.04 0.21 +£0.15 « 10-15 3.52 +4.45 OARSI 4
mechanical
analysis)
. Only Only
Inzi:f?etlzgl_on significant significant
. . . correlations correlations
Ebrahimi et al. [91] Co 0A K pribial T maton mm LEL(Hayes):  01-120+ - 0.01-0.9* - 0.15-0.80 * 0.65-2.1* with the with the OARSI0-1
mechanical components of components of
analysis) the tissue are the tissue are

reported reported
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Table 3. Cont.
Despf(r:\ic;:nt Strain- Non: Equilibrium
. Instantaneous Initial Fibril Dependent e or iti Permeability
Type s Experimental . " . Instanta- e Fibrillar Initial .
Reference of Pathology  Joint Aggis?:?(;;al Technique Dméecglﬂonal Model M oEdllaleSC Eo neous 1\5112%(1’3; NFeltthvr(lxlrk Matrix ﬁgﬁl laltse Permeability, k Des::;e;cy Condition
Study (mode) (MPa) M(Eilii’:llscli E¢ (MPa) Modulus, glo‘(iﬁll‘,‘:)' Eeq or Hy (m*/N's) Coefficient, M
MPa) E¢ (MPa) m (MP2)
. Only Only
In?;‘:é:;‘_on significant significant
. . . correlations correlations
Ebrahimi et al. [91] Co 0A K pribial i mm LEI (Hayes): 0.1-3.0* - 0.01-0.35 * - 0.10-020*  0.20-0.80* with the with the OARSI 23
mechanical components of components of
analysis) the tissue are the tissue are
reported reported
N Only Only
In?;‘:::‘_on significant significant
. P, ) correlations correlations
Ebrahimi et al. [91] Co 0A K pribial i mm LEL(Hayes) 0120+ - 0.01-010* - 001-015*  0.10-050* with the with the OARSI 4
mechanical components of components of
analysis) the tissue are the tissue are
reported reported
* = Data derived from graph. - = Data not reported. Type of study: In = Investigative. Co = Comparative. Pathology: OA = Osteoarthritis. Joint: H = Hip. K = Knee. Constitutive model:
B = Biphasic. FRPVE = Fibril-reinforced poro-ciscoelastic. LEI = Linear elastic isotropic.
Table 4. Experimental studies applying hyperelastic constitutive models to evaluate the AC mechanical behaviour at the millimetre scale.
. Experimental . . C1 Veronda C1 Veronda
Type of . Anatomical perim Dimensional Shear Modulus  C10 Constant ~ C20 Constant o,
Reference JP Pathology  Joint iy Technique Model Westmann Westmann Condition
Study Position (Mode) Scale (MPa) (MPa) (MPa) (MPa) (au)
Femoral HE (neo-Hookean;
Henak et al. [114] In None H Head; Compression mm Vi da W ’ 5.32 +2.32 - - 0.34 +0.24 6.55 +2.07 No disease
Acetabulum eronda Westmann)
Femoral HE (neo-Hookean;
Robinson et al. [113] Co OA K Condyle; Compression mm mi((;oh())o ean; 6.0+ 1.6 1.7 £0.8 39+34 - - No disease
Tibial Plateau
Femoral HE (neo-Hookean;
Robinson et al. [113] Co OA K Condyle; Compression mm neYoe()h(;o ean; 46+ 18 1.1+£0.8 20+15 - - OA
Tibial Plateau
Only
Khajehsaeid et al. [115] Co OA K Femoral Tensile mm HE (Gent) normalised - - - - OA
Condyle values were
reported

- = Data not reported. Type of study: In = Investigative. Co = Comparative. Pathology: OA = Osteoarthritis. Joint: H = Hip.

K = Knee.

Constitutive model: HE = Hyperelastic.
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The main mechanical parameter provided by the above-reported models is the shear
modulus [113-115], which can be retrieved by both compressive [113,114] and tensile
tests [115]. Compared to the neo-Hookean model, the Veronda Westman model accurately
predicted peak contact stress, average contact stress, contact area, and contact patterns
developed by testing AC in compression [114]. Regarding how pathologies impair AC
response, shear modulus, and both the Yeoh and Veronda Westmann models, constitutive
parameters are significantly correlated with tissue structural parameters [113] and degen-
eration [113,115], endorsing the employment of such models to quantitatively assess the
impact of OA on AC hyperelastic behaviour.

The time-dependent response of AC has been investigated considering its highly
viscous response, mainly related to both fluid-dependent and -independent phenomena
(Table 5). In this regard, (i) the initial, transient response of AC is attributable to the collagen
network re-arrangement, (ii) the time-dependent creep or stress-relaxation is primarily
related to the interstitial fluid flow, and, finally, (iii) the equilibrium response is dependent
on the properties of the extracellular matrix, ECM. With the purpose of assessing AC’s
viscoelasticity, testing protocols based on creep are employed, therefore replicating the
functioning of the tissue. Creep and creep rate are correlated with AC stiffness [119] and
Young’s modulus [119,120]. In addition, the viscous strain induced within AC is linearly
correlated with the Young modulus of the tissue; furthermore, it is hypothesised that a
variation of such a strain could be linked to the permeability of the tissue [120].

Besides simple parameters [119,120], the viscoelastic behaviour of AC can be modelled
by an isotropic viscoelastic constitutive law, which assumes that the components of the
dilatation and deviatoric part of the stress tensor are decoupled [121]. In addition to the
parameters related to the AC elastic behaviour, the viscosity coefficient of the tissue is
significantly lower in pathological—i.e., affected by OA—than healthy conditions, moreover
highlighting a relationship between such a coefficient and the grade of OA [121].

The assessment of AC plasticity can also provide information improving the knowl-
edge about the degeneration of the tissue. In more detail, the strength of the tissue [93] and
the energy of deformation [102] are the parameters investigated (Table 6).

Besides its relationship with the elastic modulus of the tissue, the energy of deformation—
computed as the area underlying the loading curve, up to maximum compressive deformation—
is correlated with the structural features of AC, i.e., thickness and water and collagen
content [102]. Furthermore, the tensile strength of AC is site- and depth-dependent, high-
light a significant decrease with age [93].

By considering the in vivo scenario at which AC is exposed, investigating the dynamic
response of the tissue can represent a key aspect aiming to better understand not only its
complex behaviour but, moreover, the impact of degenerative pathologies. The dynamic
behaviour of AC was primarily investigated using compressive and indentation techniques,
in particular applying testing protocols with a frequency falling in a range of (0.001 - 88)
Hz [89,91,122], even if the most used value is 1 Hz [94-96,105] (Table 7).

The dynamic modulus is the most often computed parameter, in particular by assum-
ing AC to be an elastic and isotropic material [89,91,94,96]. The dynamic modulus of AC is
correlated with the equilibrium modulus of the tissue [105] and, most importantly, with
clinical findings [94,105]. In more detail, both quantitative MRI parameters—e.g., T1 and
T2 relaxation times [95,105]—and the findings of optical spectroscopy—based on the visible
and near infrared range [94]—are significantly related to the AC dynamic modulus.

The storage and loss modulus are additional parameters used to describe the dynamic
behaviour of AC, in this case assumed to be a viscoelastic material [122]. By considering
this approach, it is possible to elucidate the contribution of elasticity and viscosity to the
comprehensive response of AC. In this regard, the storage modulus is at least double the
loss modulus, suggesting that elasticity leads the response of the tissue. Moreover, the
extent of both moduli depends on the frequency of the compressive stress [89,91,122].
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Table 5. Experimental studies evaluating the time-dependent behaviour of AC at the millimetre scale.

Type of Anatomical Experimental Dimensional Viscosity
Reference M Pathology  Joint . Technique Model Creep (mm) Creep Rate Coefficient, Condition
Study Position Scale
(Mode) n (MPas)
Indentation
Femoral (stress—
Barker et al. [120] In None K Cogc}yle; relaxatl(?n; mm VE - 257-1352 * - No disease
Tibial dynamic
Plateau mechanical
analysis)
VE (model
_ . only for the
Thambyah et al. [119] In None k Tibial Indentation mm elastic 0.05-0.23 - - No disease
Plateau (creep) . .
behaviour, i.e.,
LEI Hayes)

. Femoral . .
Richard et al. [121] Co; Mo OA H Head Indentation mm VE - - 218.7 + 150.6 No disease
Richard et al. [121] Co; Mo OA H F;“;ggal Indentation mm VE - . 36.0 +41.4 OA

* = Data derived from graph. - = Data not reported. Type of study: In = Investigative. Co = Comparative. Mo = Modelling. Pathology: OA = Osteoarthritis. Joint: H = Hip. K = Knee.
Constitutive model: VE = Viscoelastic.
Table 6. Experimental studies evaluating the plasticity of AC at the millimetre scale.
Type of . Anatomical Experimental Dimensional Strength Energy of -
Reference Study Pathology Joint Position Technique (Mode) Scale Model (MPa) Deformation (m]) Condition
Femoral (strgsegl—ssel;leatf;ttion' 0.1-21* Alteration
Temple et al. [93] In; Co Aging K . . mm P o - induced by
Condyle dynamic mechanical (Tensile) the age
analysis) &
Burgin et al. [102] In None H Femoral Head Compression mm P - 755+ 1.8 No disease

* = Data derived from graph. - = Data not reported. Type of study: In = Investigative. Co = Comparative. Joint: H = Hip. K = Knee. Constitutive model: P = Plastic.
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Table 7. Experimental studies evaluating the dynamic behaviour of AC at the millimetre scale.
Type of s Anatomical Experimental Dimensional Shear Storage Modulus, Loss Modulus, Dynamic Modulus, .
Reference Sytrl’xdy Pathology  Joint Position TechrI:ique (Mode) Scale Model G’ (l%[Pa) G” (MPa) y Egyn (MPa) Condition
Femoral
Kurkijarvi et al. [105] In None Iglondyl.e, lelal‘ Comp ression mm D - - 7.83 £3.59 No disease
ateau; Patella; (stress—relaxation)
Trochlear Groove
Femoral Indentation
Liukkonen et al. [96] In; Me None Ce o (stress-relaxation; dynamic mm D - - 0.1-10* No disease
ondyle - .
mechanical analysis)
Indentation
Rautiainen et al. [95] Co OA Tibial Plateau (stress-relaxation; dynamic mm D - - 6.8+ 1.7 Early OA
mechanical analysis)
Indentation
Rautiainen et al. [95] Co OA Tibial Plateau (stress-relaxation; dynamic mm D - - 1.9+23 Advanced OA
mechanical analysis)
Femoral .
. Indentation
Afara et al. [94] In None Con;llylte, Tl_blal (stress-relaxation; dynamic mm D - - 8.0 + 3.5 (0.80—15.13) No disease
Trochleaafé;’o ove mechanical analysis)
Compression (Dynamic A =254 0.6 MPa and 4.8 £ 1.0 (range, .
Temple et al. [122] In None Femoral Head Mec%anical AnZlysis) mm D B o501+ 125 MPa 30-72) 8 - No disease
Indentation
Ebrahimi et al. [89] Co OA Tibial Plateau (stress-relaxation; dynamic mm D - - 6.87 +2.57 OARSI 0-1
mechanical analysis)
Indentation
Ebrahimi et al. [89] Co OA Tibial Plateau (stress-relaxation; dynamic mm D - - 3.69 + 2.07 OARSI 2-3
mechanical analysis)
Indentation
Ebrahimi et al. [89] Co OA Tibial Plateau (stress-relaxation; dynamic mm D - - 1.67 £ 1.08 OARSI 4
mechanical analysis)
Only the correlation
Indentation coefficients with
Ebrahimi et al. [91] Co OA Tibial Plateau (stress-relaxation; dynamic mm D - - structure and OARSI 0-1
mechanical analysis) composition of AC are
reported
Only the correlation
Indentation coefficients with
Ebrahimi et al. [91] Co OA Tibial Plateau (stress-relaxation; dynamic mm D - - structure and OARSI 2-3
mechanical analysis) composition of AC are
reported
Only the correlation
Indentation coefficients with
Ebrahimi et al. [91] Co OA Tibial Plateau (stress—relaxation; dynamic mm D - - structure and OARSI 4

mechanical analysis)

composition of AC are
reported

* = Data derived from graph. - =
K = Knee. Constitutive model: D = Dynamic.

Data not reported. Type of study: In = Investigative. Co = Comparative. Me = Methodological. Pathology: OA = Osteoarthritis. Joint: H = Hip.
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Considering the possibility of using the dynamic behaviour as an indicator of AC
structure and composition, the dynamic modulus is significantly correlated with the PG
content and the collagen orientation angle [91]. As a consequence of such sensitivity, the
dynamic modulus is significantly correlated with the OARSI score, i.e., being significantly
reduced by early and advanced OA [89].

The mechanical response of AC was also evaluated at the micrometre scale, but only
by very few studies [16,103,106] (Table 8). The micro-indentation technique is applied to
investigate the viscoelastic and the dynamic behaviour of the tissue [16]. In this regard, the
elastic, storage, and loss moduli of AC decreased significantly with the progression of OA;
moreover, both the storage and loss moduli significantly decreased with age. Interestingly,
a significant negative correlation was found between the AC storage modulus and the SB
elastic modulus, supporting a deep link between such tissues.

Besides standard techniques, volumetric approaches are used to investigate—at a mi-
croscale level—the elastic behaviour of AC and the strain distribution within the tissue [103,106].
By using epi-fluorescence microscopy during bi-axial tests, it was highlighted that femoral AC
is characterised by a higher elastic and shear modulus—and, consequently;, it is subjected to
lower axial and shear strain—compared to tibial AC, suggesting regional differences in the
response of the tissue, even at the microscale level [103]. This finding was also highlighted by
the compressive response of AC, investigated using a volumetric approach, employing MRI;
moreover, such an approach allowed the authors to highlight a depth-dependent distribution of
the compressive strain, with an extent that increases significantly through OA progression [106].

By looking at Tables 2-8, the range of mechanical parameters appears wide, even in the
presence of similar, or even identical, mechanical testing modes, dimensional scales, and consti-
tutive models (this finding can be also extended to SB and TB, as can be seen in the following
paragraphs). This evidence can mainly be ascribed to the intrinsic tissue inhomogeneity and
inherent variability of the samples. On the other hand, some of these differences may also arise
from variations in the experimental procedures concerning tissue preparation and conditioning.
Such differences can result in significant variations in the mechanical properties of the tissue,
particularly when considering highly hydrated tissues like AC. Therefore, efforts to standardize
testing protocols wherever possible are essential to carry out reliable studies that can serve as
benchmarks, although the exploration of novel approaches is needed to address emerging research
needs (e.g., strain rate changes, if representing quasi-static vs. dynamic vs. impact loading).

4.4. Subchondral Bone

The SB has received relatively less attention compared to the other OC tissues. This is
likely because the SB forms a thin layer—up to 1.5 mm in thickness [123]—between AC and
TB, preventing the extraction of thick specimens for mechanical assessments. In fact, the
few studies focusing on the human SB in the last century have been performed on samples
ranging from a few tenths of a millimetre to a millimetre in thickness [124-126]. It should
be pointed out that the morphology of the tissue—characterised by a three-dimensional
microchannel network—makes the results very sensitive to the porosity of the tissue, an
aspect that is not taken into account. Therefore, more recent studies investigated the
mechanical properties of the SB using micro- and nano-indentation tests [127].

The Oliver-Pharr method [128]—which assumes an elastic unloading response—was
generally employed to determine the elastic modulus and hardness of the SB, considered to
be a single-phase material [16,129,130]. The available data suggested a moderate correlation
between the elastic modulus of SB and the age of the donor [16] (Table 9). Additionally,
it has been found that the presence of pathologies such as OA alters the features of the
SB, changing its mechanical properties; nevertheless, the relative trend does not appear
to be monotonic. The remodelling process induced by early OA can affect the degree of
mineralisation of the SB [23,131] (Table 9), which probably contributes to the observed
dispersion in the collected data. In late OA, when morphological changes have already
occurred and bone remodelling has slowed down [132], there appears to be an increase in
the SB elastic modulus [16].
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Table 8. Experimental studies evaluating the mechanical behaviour of AC at the micrometre scale.
. . . . Elastic or Young Shear Storage
Reference Type of Pathology Joint Anatomical Experimental Dimensional Model Modulus, Strain Modulus, Loss”Modulus, Condition
Study Position Technique (Mode) Scale E (MPa) G’ (MPa) G” (MPa)
Femoral . . 0.01-0.40
Wong et al. [103] In None K Condyle; Tibial Sheaz Test; Clomlz}-essmn mm, um (strain) LE 0.1-0.9 (compressive); - - No disease
Plateau (stress-relaxation) 0.01-0.50 (shear)
Anisotropic
Femoral elasticity; depth- .
Griebel et al. [106] In; Co OA K Condyle; Tibial Compression mm, pm dependent - 0.0-0.12 - - l?)gférAer;tegzﬁes
Plateau distribution of y
strain
Femoral Indentation (Dynamic
Peters et al. [16] Co OA; Aging K Condyle; . ynam pm VE; D 0.04-8.13 - 0.90 +0.10 * 0.01-3.23 * ICRS grade 0
_ Mechanical Analysis)
Tibial Plateau
Femoral Indentation (Dynamic
Peters et al. [16] Co OA; Aging K Condyle; . ynam pm VE; D 0.04-8.13 - 0.57 +0.07 * 0.01-3.23 * ICRS grade 1
_ Mechanical Analysis)
Tibial Plateau
Femoral Indentation (Dynamic
Peters et al. [16] Co OA; Aging K Condyle; . ynam pm VE; D 0.04-8.13 - 0.27 +0.07 * 0.01-3.23 * ICRS grade 2
Tibi Mechanical Analysis)
ibial Plateau
Femoral Indentation (Dynamic
Peters et al. [16] Co OA; Aging K Condyle; Mechanical A yl . pm VE; D 0.04-8.13 - 0.11 £ 0.05* 0.01-3.23 * ICRS grade 3
Tibial Plateau echanical Analysis)
Femoral : :
Peters et al. [16] Co OA; Aging K Condyle; g\‘;de;‘tat}oﬂ (/Pyrl‘a““‘“ pm VE; D 0.04-8.13 . 0.16 + 0.06 * 0.01-3.23 * ICRS grade 4
Tibial Plateau echanical Analysis)
* = Data derived from graph. - = Data not reported. Type of study: In = Investigative. Co = Comparative. Pathology: OA = Osteoarthritis. Joint: H = Hip. K = Knee. Constitutive model:
D = Dynamic. LE = Linear elastic. VE = Viscoelastic.
Table 9. Experimental studies distinguished evaluating the mechanical behaviour of the SB.
. Experimental . . . . . .
Type of . Anatomical : Dimensional Apparent Elastic Tissue Elastic Tissue Hardness s
Reference Study Pathology Joint Position T?RZ‘E&‘S‘E Scale Model Modulus (GPa) Modulus (GPa) (GPa) Condition
Ferguson et al. [129] Co OA H Femoral Head Indentation pm EP - 16.2-24.0 - No repg;:igcgrtllage
Ferguson et al. [129] Co OA H Femoral Head Indentation um EP - 15.7-21.1 0.5-0.9* Severe cartilage damage
A Femoral Condyle; . ~ " _
Peters et al. [16] Co OA; Aging K Tibial Plateau Indentation pm LE 12.56 + 0.50 0.01-1.27 ICRS grade 0
A Femoral Condyle; . _ *
Peters et al. [16] Co OA; Aging K Tibial Plateau Indentation pm LE 13.68 + 0.60 0.01-1.27 ICRS grade 1
A Femoral Condyle; . .
Peters et al. [16] Co OA; Aging K Tibial Plateau Indentation pm LE - 14.05 + 0.70 0.01-1.27 ICRS grade 2
: A Femoral Condyle; . B "
Peters et al. [16] Co OA; Aging K Tibial Plateau Indentation pm LE 13.60 £ 1.00 0.01-1.27 ICRS grade 3
A Femoral Condyle; . "
Peters et al. [16] Co OA; Aging K Tibial Plateau Indentation pm LE - 17.20 4+ 2.00 0.01-1.27 ICRS grade 4
Renault et al. [130] In OA K Tibial Plateau Indentation pm LE - 6.0-13.0 * - Light/ s;:;r:gceartﬂage

* = Data derived from graph. - = Data not reported. Type of study: In = Investigative. Co = Comparative.
EP = Elasto-plastic. LE = Linear elastic.

Pathology: OA = Osteoarthritis. Joint: H = Hip

. K =Knee. Constitutive model:
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4.5. Trabecular Bone

The TB has been extensively investigated across different dimensions, encompassing
mainly the millimetre and micrometre levels. From a structural point of view, it was
clear that the amount of TB per unit of volume—or apparent density—the intrinsic tissue
properties, and the trabecular orientation impact on the apparent mechanical properties
of the TB [133,134]. Therefore, the extraction of specimens with dimension in the range
of (5 + 10) mm must consider the principal structural directions of the tissue architecture,
which can be described using a second rank tensor [135-139].

The TB is commonly modelled as a linear elastic material regardless of the scale,
with a yield point identified using the 0.2% offset method [30]. The theoretical models
describing the trabecular structure assume orthotropic symmetry for apparent elastic
properties [140-142], although a transverse isotropy has also been reported for trabecular
tissue retrieved from specific anatomical regions [143]. Hence, the apparent mechanical
properties of the TB must be associated with the orientation of the structure in the direction
of measurement.

By focusing on the elastic behaviour of TB at the millimetre scale—i.e., considering
the tissue as a homogeneous material—compression is the experimental technique mainly
applied [144-155] (Table 10). Tensile [146] and ultrasound [145] measurements are also
proposed, the latter providing an estimate of the elastic modulus reasonably correlated to
the one assessed using the compressive technique [145].

Regardless of the methods used to evaluate the TB, available data suggest the presence
of correlations between the elastic modulus and the structural features of the tissue, i.e.,
with plate bone volume fraction, pBV/TV [153], axial bone volume fraction, aBV/TV [153],
bone volume fraction, BV/TV [148,150,153], volumetric bone mineral density contributed
by transverse trabeculae, tBMD [154], and only moderately with global density param-
eters [145,156]. Moreover, data reveal that apparent density—often expressed as bone
volume fraction (BV/TV)—and tissue structural anisotropy account for up to 90% of the
variation in experimentally measured elastic properties of healthy TB, modelled as a con-
tinuum [157], endorsing a high variability in tissue response. Differences across sites in
on-axis modulus—density relationships may occur, suggesting that no single, universal
prediction is achievable [146]. Considering TB directional behaviour, differences are de-
termined by comparing directions parallel and non-parallel to the main orientation of the
trabecular structure [144,147]. A great effect of the angle between the testing direction
and the main direction of the bone structure on the compressive behaviour is highlighted,
suggesting that the anisotropy exhibited by the microstructure of the TB reflects on its
elastic response [158,159].

The composition and structure of TB undergo numerous changes with age and patholo-
gies, both leading to a detrimental alteration of the tissue’s mechanical behaviour [160]
(Table 10). No relation between the elastic modulus and the extent of deterioration has
been found in the case of enzymatic and non-enzymatic glycation, despite these processes
heterogeneously modifying the trabecular microarchitecture [151]. Regarding how dis-
eases impact on the elastic response of the TB, type 2 diabetes (T2D) and hip fragility
fracture—the latter adjusted for age, gender, and body mass index, BMI—impair the elastic
modulus of the tissue more than OA and osteoporosis (OP) [152,155]. Patients affected
by T2D have a particularly high risk of fracture, mainly due to the inferior microstruc-
ture and material properties of the bone tissue [161]. In addition, T2D patients exhibited
low-grade inflammation—which negatively affects whole body metabolism and bone
homeostasis [162]—altering bone cells” activity and function [163].

Regarding the viscous response of the TB at the millimetre scale (Table 11), structural
index and trabecular separation are the markers for evaluating the extent of deformation—
applied using a compressive test with a protocol based on creep—at which the tissue is
subjected [156]. Moreover, the creep rate of the TB depends on the tissue density, i.e., the
higher the density, the lower the creep rate [156].
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The plasticity of the TB at the millimetre scale is mainly investigated using compression
and indentation tests (Table 12). Yield strength, stress and strain, and toughness are the
parameters computed more often [144,148-155,161,164].

Trabecular plate-related parameters—i.e., plate and rod bone volume fraction, pBV/TV
and rBV/TV; trabecular connection densities between plates, P-P Junc.D; average plate
trabecular surface, pTb.S; and average plate trabecular thickness, pTb.Th—are significant
predictors of variations in yield stress [153,154]. In addition, two- and three-dimensional
measurements of TB structural features are strongly correlated with yield stress, endorsing
the possibility of predicting its extent by findings retrieved from both planar and volu-
metric imaging [165]. Interestingly, relationships between apparent bone volume fraction,
appBVE and yield stress are also highlighted by considering findings retrieved using MRI,
supporting the use of a clinical imaging technique not specific to mineralised tissues to
determine differences in the mechanical response of TB [148]. The toughness of TB is also
determined to be dependent on tissue structure—i.e., bone volume/total volume, BV/TV—
highlighting a negative correlation with the amount of microdamage, e.g., linear microc-
racks [150]. Considering the directional behaviour of the TB, no differences are highlighted
in terms of yield strength—i.e., by comparing directions parallel and non-parallel to the
primary compressive orientation of the trabecular structure [144]—suggesting an isotropic
plasticity of the tissue. Nevertheless, controversial findings—proposing the response of TB
as anisotropic—are retrieved by taking into account the structure of the tissue—through
the fabric tensor model—to compute yield properties and dissipated energy [149], the latter
of which is strictly related to the maximal stress at which the TB is subjected [145].

As highlighted for elasticity, the plastic response of the TB may depend on the patho-
physiological condition of the tissue. In this regard, T2D produces a more significant effect
on the yield stress and toughness of the TB compared to OP and osteopenia [155]. Despite
the fact that the toughness of the TB is not reduced in hip fragility fracture patients, smok-
ing habits worsen the intrinsic trabecular mechanical performance, thus being associated
with a lower stiffness and toughness [152]. Moreover, yield strain and toughness are also
affected by enzymatic and non-enzymatic processes involved in TB turnover [151]. Lastly,
the Brinell hardness of TB—i.e., hardness expressed as indentation depth—is not affected
by hyperhomocysteinemia, which is a risk factor for OP [164]; this finding is probably due
to the characteristics of the population—i.e., age and gender—from which the samples
are retrieved.



Materials 2024, 17, 1698 29 of 45
Table 10. Experimental studies and evaluating the elastic behaviour of TB at the millimetre scale.
Reference Type of Patholo; Joint Anatomical Experimental Dimensional Model Elastic Modulus (GPa) Hardness (GPa) Condition
Study 8y Position Technique (Mode) Scale
Birnbaum et al. [144] In None H Femoral head Compression mm LE 0.051-0.32 - No disease
Pattijn et al. [145] In; Me None H Proximal femur (gg)l;acsgrrﬁgsjsz }ilg,n mm LE Us: %%g%ﬁ%qi’ uc: - No disease
Morgan et al. [146] In None K Proximal Tibia Cojr—:\};ila(;gi;on mm LE 0.1-3.0 - No disease
Micro-indentation 2('a713i ield(;é %;3115 ie%i.)g' Aligned or misaligned to
Ohman et al. [147] Me None H Femoral head (Vickers); pm; mm LE 1 59g£0 66 31 1g 431 the trabecular main
Compression (C) (misaligned) (misaligned) direction
329 £ 6.6
Micro-indentation (wet);
Dall’Ara et al. [161] In None H Femoral head (Vickers); mm; pm LE 0.5-4.5* 35élzl: ?.3 Wet V]j clli)cfydvs,
Compression ), Embedde
44.6 6.0
) ) ) (embedded)
Lancianese et al. [148] In None Proximal Tibia Compression mm LE Discussed, without presenting - No disease
~ computed values
Karim et al. [150] In None K Tibial plateau Compression mm LE Discussed, without presenting - No disease
computed values
Compression;
Schwiedrzik et al. [149] In None H Femoral head c (S:rggg;i(iion mm LE (%grlr?pfegé}gﬁ) - No disease
Only coefficients of correlation
Karim et al. [151] In NEG K Tibial plateau Compression mm LE with structural features are - No disease
reported
Rodrigues et al. [152] Co OA H Femoral head Compression mm LE 0.437 + 0.237 - OA
Rodrigues et al. [152] Co HF H Femoral head Compression mm LE 0.324 + 0.192 - HF
Novitskaya et al. [156] In; Co or K Proximal tibia Compression mm LE 0.02-0.16 * - or
Zhou et al. [153] In None K Proximal Tibia Compression mm LE 0.27-1.58 - No disease
Only coefficients of correlation
Chen et al. [154] In None A Distal tibia Compression mm LE with structural features are - No disease
reported
= Nano-indentation . NL7+2%
Yadav et al. [155] Co T2D H Femoral head (NI); Compression Km; mm LE C:020 + 010 * 0.25+0.15* T2D
= Nano-indentation . NL9+2% .
Yadav et al. [155] Co oP H Femoral head (NI); Compression pm; mm LE C:035+015* 0.30 +0.25 oP
= Nano-indentation . NI:12 £2%
Yadav et al. [155] Co OPE H Femoral head (NI); Compression wm; mm LE C:0.50 4 0.20 * 0.75+035* OPE
* = Data derived from graph. - = Data not reported. Type of study: In = Investigative. Co = Comparative. Me = Methodological. Pathology: HF = Hip fracture. NEG = Non-enzymatic
glycation. OA = Osteoarthritis. OP = Osteoporosis. OPE = Osteopenia. T2D = Type 2 Diabetes. Joint: H = Hip. K = Knee. A = Ankle. Constitutive model: LE = Linear elastic.
Table 11. Experimental studies evaluating the viscous behaviour of TB at the millimetre scale.
Type of . Anatomical Experimental Dimensional . . Steady-State Creep Rate o,
Reference Study Pathology Joint Position Technique (Mode) Scale Model Final Creep Strain (p¢) (sec-1) Condition
Novitskaya et al. [156] In; Co oP K Proximal tibia Compression mm VE 1600-6500 * 0.15-0.38 * OoP

* = Data derived from graph. - = Data not reported. Type of study: In = Investigative. Co = Comparative. Joint: K = Knee. Pathology: OP = Osteoporosis. Constitutive model:
VE = Viscoelastic.
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Table 12. Experimental studies evaluating the plastic behaviour of TB at the millimetre scale.

. Depth of - Dissipated
. Experimental . . p . . Yield Absorbed
Reference Tsytp%(’f Pathology  Joint Agat(_)t{n ical Technique Dlmsenilonal Model Indterlltla(alt\llon Ylelilo/s;ram Stress/Strength Tou%hness S Snergy Energy at 20% Condition
udy osition (Mode) cale i o (MPa) (mJ/mm?) (Iﬁ,}‘li‘gy Strain ()
Birnbaum et al. [144] In None H Fehr::l;)éal Compression mm P - - 2.2-7.6 - - - No disease
Proximal Ultrasonography
Pattijn et al. [145] In; Me None H foa (US); mm P - - - - - 0.0008-0.1372 No disease
) Compression
Lancianese et al. [148] In None K Pr%gglal Compression mm P - - 0.1-11.0* - - - No disease
Steines et al. [165] In None H P;gﬁrunral Compression mm P - - 0.1-18.0 * - - - No disease
. F 1 Indentati
Holstein et al. [164] Co HCY H %fg;’éa “(Bifi‘n:ﬁ;m mm P 0.7-1.5* - - - - - HCY
Holstein et al. [164] Co Control H F'“;{g;éal Inéi?;2§i§>n mm P 0.7-1.6* - - - - - Control
Karim et al. [150] In None K p}?:;h Compression mm P - - - 0.002-0.044 - - No disease
Compression;
Schwiedrzik et al. [149] In None H Femoral Confined mm p - O A - - o068 = - No disease
Compression : .
Only
coefficients
_ of
Karim et al. [151] In NEG K pﬂlt)glu Compression mm P _ corssil?}tmn B (?(?60713 _ - No disease
structural
features are
reported
. - Femoral :
Rodrigues et al. [152] Co OA H head Compression mm P - - 87 +48 0.19 +0.18 - - OA
Rodrigues et al. [152] Co HF H F%fg;’éal Compression mm P - - 6.8+ 4.1 0.13 +0.11 - - HF
Zhou et al. [152] In None K Pr%(biir;lal Compression mm P - 0.52-0.83 1.12-8.92 - - - No disease
Only
coefficients of
Chen et al. [154] In None A Distal tibia Compression mm P - - correlation - - - No disease
with structural
features are
reported
Nano-
Yadav et al. [155] Co T2D H Femoral indentation (NI); Lum; mm P . . 35+15* 0.065 -+ . y T2D
head C . 0.010
ompression
Femoral ., Nano- , . 0.115 +
Yadav et al. [155] Co oP H indentation (NI); wm; mm P - - 5.0+25 . - - or
head C . 0.010
ompression
Yadav et al. [155] Co OPE H Femoral indentation (NI); m; mm P - . 65+20* 0.185 & . . OPE
- LB head ’ pm; DL 0.020 *

Compression

* = Data derived from graph. - = Data not reported. Type of study: In = Investigative. Co = Comparative. Me = Methodological. Pathology: HCY = Increased serum homocysteine.
HF = Hip fracture. NEG = Non-enzymatic glycation. OA = Osteoarthritis. OP = Osteoporosis. OPE = Osteopenia. T2D = Type 2 Diabetes. Joint: H = Hip. K = Knee. A = Ankle.
Constitutive model: P = Plastic.
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The response of the TB is also investigated at the micrometre and sub-micrometre
scale [16,147,155,161,166,167] (Table 13). In this regard, experimental approaches based
on indentation, i.e., micro- and nano-indentation, propose the Oliver-Pharr [128] or the
Vickers method to determine the elastic modulus [16,155] and hardness [16,147,161] of
the tissue. Although the degree of alignment to the trabecular main direction does not
significantly affect the hardness at the micrometre scale [147], the preparation of TB tissue
strongly modifies the extent of such a parameter [161].

Other approaches investigating the mechanical response of the TB at the microscale
employ Digital Image Correlation (DIC)—combined with macroscopic compressive [166]
and tensile [167] tests—to determine the distribution of both the displacement and elastic
modulus. A modified version of Wagner’s relationship—whose original version relates
calcium content and the bone elastic modulus—was experimentally verified by employing
compression and DIC, which inform a finite element model, predicting the response of
the tissue [166]. In this regard, a higher accuracy of the elastic modulus prediction was
achieved by using a modified Wagner's relationship, i.e., relating voxel elastic modulus,
microCT-derived hydroxyapatite density, bone organics density, and the organics volume
fraction [166]. The response of the TB at the sub-micrometre scale can also be described
using the staggered model—suggesting an arrangement of the mineral particles in agree-
ment with the distribution of gaps in the collagen fibril. By applying such a model, it is
possible to highlight the nonlinear dependence of the stress—strain of single trabeculae to
the applied load, thus better describing the initial portion of the stress—strain curve once
the tissue is subjected to monotonic loads [167].

By considering how the physiopathological condition impairs the tissue response at
the micro- and sub-micrometre scale, aging and OA seem to have no significant effect on
the TB elastic modulus [16]. Instead regarding hardness, its extent is significantly modified
by the pathologies that alter bone metabolism and structure, i.e., hardness decreases more
for patients with T2D and OP than with osteopenia, probably due to a higher decrease
in trabecular thickness, Tb.Th; trabecular number, Tb. N; and structural model index,
SMI [155].

4.6. Final Considerations on OC Tissues

Previous sections highlighted the importance of the biomechanical characterisations
of the specific OC tissues for deepening the knowledge of relevant physiopathological
conditions, as emerged from many of the reviewed studies on the topic. Therefore, ad-
vancing those characterisations has clear clinical implications in terms of diagnostic and
treatment (e.g., regenerative medicine) potential. In this regard, this systematic review
identified the main gap, i.e., no experimental studies tested the functional response of the
human OC unit as a whole system. Indeed, this represent a major limitation, in particular
when considering the interplay between the OC tissues. Therefore, future research should
focus on the development of testing protocols able to stress the whole OC unit and, in the
meantime, to investigate and to model the response of its constitutive tissues. It needs a
multi-disciplinary approach, envisaging complementary techniques, such as imaging that
could bring us closer to in vivo applications. The next paragraph summarizes the tech-
niques currently employed to integrate the insight retrieved from the mechanical testing of
individual OC tissues and, moreover, how they can be applied to the whole OC unit (for
details about the techniques—e.g., advantages, limitations, suitability for different research
or clinical scenarios, illustrative tables/figures, etc.—refer to the studies reported in the
following section).
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Table 13. Experimental studies distinguished evaluating the mechanical behaviour of the TB at the micrometre scale.

Type of Anatomical Experimental Dimensional Model Elastic or Tangent

Reference Study Pathology Joint Position Technique (Mode) Scale Modulus (GPa) Hardness (GPa) Condition
329+ 6.6
(wet);
, Micro-indentation 351+53 .
Dall’Ara et al. [161] In None H Femoral head (Vickers) pm EP - (dry); No disease
44.6 £ 6.0
(embedded)
Micro-indentation 2.73 + 1.06 (aligned); {aligned)
Ohman et al. [147] Me None H Femoral head (Vickers); pm; mm EP 1 5'9 1o 6'6 . o 4 31 1g 43 1’ No disease
Compression ' 166 (misaligned) (miéalignéd)
Response of the trabecular
Marinozzi et al. [167] In None H Femoral head Microtensile pum bon§ at Fhe nanqscale, by 0.8-3.2* - No disease
considering the tissue as a
composite
Young’s modulus
distributions assigned to the P
FE coupled with finite element models rEal(sitélE uz;)trilnigtcilr? rrt(})‘g
Cyganik et al. [166] In DHD; HD; FHN H Femoral head compression on um following modified Wagner elas}t/ic mo. du1u§ - No disease
cubic samples etal’s (Young’s modulus through Wagner’s law
calcium content)
relationship
Peters et al. [16] Co OA; Aging K Fe’?ﬁfiaall ;Olgfeyle; Nano-indentation nm; pm EP 12.33 4 0.50 * 0.11-1.05 ICRS grade 0
Peters et al. [16] Co OA; Aging K Femoral ;‘Eiyle; Nano-indentation nm; pm EP 12,57 4 0.60 * 0.11-1.05 ICRS grade 0
Peters et al. [16] Co OA; Aging K F e’?ﬁ)ﬁ ;ﬁgiyle; Nano-indentation nm; um EP 12.01 £0.70 * 0.11-1.05 ICRS grade 0
Peters et al. [16] Co OA; Aging K F e‘}‘ﬁ)ﬂzll ;ﬁgiyle; Nano-indentation nm; pm EP 12.94 4+ 0.80 * 0.11-1.05 ICRS grade 0
Peters et al. [16] Co OA; Aging K FenT‘i"gizll ‘;‘Eiyle" Nano-indentation nm; um EP 12.07 £+ 1.00* 0.11-1.05 ICRS grade 0
- Nano-indentation . NL7+£2%
Yadav et al. [155] Co T2D H Femoral head (NI); Compression wm; mm EP C:0.20 + 010 * 025+ 0.15* T2D
= Nano-indentation . NL9+2%
Yadav et al. [155] Co or H Femoral head (NI); Compression pm; mm EP C:035+ 015 * 0.30 £ 0.25* or
= Nano-indentation . NL:12 £2%
Yadav et al. [155] Co OPE H Femoral head (NI); Compression Wwm; mm EP C:0.50 + 0.20 * 0.75+0.35* OPE

* = Data derived from graph. - = Data not reported. Type of study: In = Investigative. Co = Comparative. Me = Methodological. Pathology: DHD = Degenerative hip disease.
FHN = Femoral head necrosis. HD = Hip dysplasia. OA = Osteoarthritis. OP = Osteoporosis. OPE = Osteopenia. T2D = Type 2 Diabetes. Joint: H = Hip. K = Knee. Constitutive model:
EP = Elasto-plastic.
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5. Complementary Approaches to Investigate the OC Unit’s Biomechanics

To properly elucidate the biomechanics of challenging tissues, such as those compris-
ing the OC unit, mechanical assessments must be supported using other methods. Despite
the present review basing its ratings on mechanical experiments, it is important to highlight,
in brief, the main approaches investigating tissue composition and structure reported by
the studies investigated here. Indeed, to complement the mechanical information with that
about structure/composition is fundamental to explain tissue function.

Regarding AC, biochemical assessments and histology still represent the gold standard
in evaluating not only the main features of the tissue, but also the efficacy of treatments [168].
Biochemical analyses focus on tissue composition, e.g., of synovial fluid to investigate the
inflammatory environment of a joint, while histology focuses on tissue/cellular structure
and morphology, usually by optical inspection of tissue slices. Image-based techniques
have emerged as accurate and reliable methods to investigate AC. Optical approaches—i.e.,
stereo, polarised light, and scanning electron microscopy—allowed us to evaluate the
presence of damage on the articular surfaces [98,169], together with collagen orientation
angle and content [111]. The main drawback of these techniques is that they are strictly ex
vivo, being performed on biopsies or resected tissues.

Considering both ex vivo assessments and clinical applications, X-ray imaging has
been used—thanks to advances in contrast-enhanced approaches—to detect chondral le-
sions and to evaluate the severity of AC degeneration [170]. MRI permit to assess AC home-
ostasis, both for preclinical and clinical applications [171]. Delayed gadolinium-enhanced
MRI (dGEMRIC), T2, and T1rho are the main sequences allowing to quantitatively evaluate
AC, relating the extent of the signal to the tissue composition. dGEMRIC sequences permit
an indirect measure of AC GAG content, while T2 and T1rho signals are directly related to
free water, indirectly to collagen content and orientation, and inversely to PG/GAG content,
respectively [101,172-174]. Such sequences represent a powerful tool not only to investigate
AC composition, but also to detect the onset of degenerative pathologies, like OA. However,
the insights that can be retrieved through their analysis strongly rely on the resolution
used to obtain the three-dimensional information. Consequently, care must be taken in
comparing the findings of different studies and, therefore, efforts should be made in order
to define standard acquisition protocols. Finally, Fourier transform infrared [95,175] and
Raman spectroscopy [176] showed a great capability in investigating changes in collagen,
PG, and water content, as well as mineral distribution within AC.

Concerning the mineralised tissues of the OC unit—i.e., SB and TB—X-ray imaging
plays a key role in evaluating their structure and composition. Quantitative experimental,
preclinical, and clinical computed tomography techniques are employed. These techniques
permit to measure the bone mineral density and, when the isotropic spatial resolution is
better than 100 microns with the highest accuracy being achieved with the resolution of
the order of one micron (Synchrotron imaging), parameters related to tissue structure—i.e.,
bone volume fraction (BV/TV), bone surface area to total volume ratio (BS/TV), trabecular
thickness (Tb.Th), trabecular separation (Tb.Sp), trabecular number (Tb.N), and structure
model index (SMI) [177-180]. Significant differences have been found in these parameters
between the bone tissue of different anatomical regions [181] and physiopathological
conditions [182,183].

Correlating tissues’ structure and composition to their mechanical response is crucial
to comprehensively assess the biomechanics of the OC unit, specifically considering how
degeneration and treatment affect the homeostasis of such a complex unit. From this
perspective, image-based techniques such as Digital Image Correlation (DIC) and Digital
Volume Correlation (DVC) can collect comprehensive information related to OC tissues’
biomechanics, by evaluating how the tissues’ structure responds to external loads [184-189].
For both techniques, the resolution of the displacement map and, therefore, the ability to
account for tissue heterogeneity, depends on the imaging resolution and the subset/sub-
volume size [187]. With particular reference to DVC, exhaustive measurement of the
inner deformation induced within tissues are reported for mineralised tissues [188,190,191]
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and, more recently, extended to AC and its junction with bone tissue [4,184,189,192,193].
Concerning the assessment of AC using X-ray-based DVC, two main approaches are
currently used. The first approach mainly employs Phase Contrast, while the second
employs Synchrotron imaging; both these approach have been shown to be suitable for
detecting the microstructural features of AC [4,189]. Nevertheless, the main drawback of
the Phase Contrast approach is the exposure of AC to repeated and prolonged irradiation,
leading to the possible degradation of the tissue [187,194]. The second approach entails
the staining of soft tissues via radiopaque contrast agents, thus increasing the contrast in
the image and resolving their main features, e.g., the local arrangement of chondrocyte
lacunae [184,192]. However, exposing AC to contrast agents could present two main
limitations [195], as follows: (i) the possible alteration of tissue morphology and mechanical
response and (ii) the enhancement reached by the penetration of a contrast agent could not
induce the high-contrast three-dimensional variation of grayscale values required by DVC
algorithms, reducing—or even impairing—the potential of DVC techniques. According to
this evidence, and with the perspective of applying DVC to assess the field of displacements
and strains within the OC unit, the use of contrast agents and specific imaging solutions
must be thoroughly evaluated.

The most futuristic, intriguing challenge can be represented by developing clinical
imaging in such a way to apply DVC to the OC unit as physiologically loaded and, therefore,
for investigating its mechanical performance in vivo. In this way, the diagnostic potential
would strongly increase, i.e., revealing the impact of pathologies on articular tissues during
their functioning.

6. Conclusions and Future Perspectives

This review is mainly focused on the mechanical behaviour of OC tissues, with the
aim of highlighting the main achievements retrieved from the relative literature. Different
models have been proposed for the description of the mechanical behaviour of the OC
tissues. Among them, the poro-viscoelastic fibril-network-reinforced constitutive model
has become common for describing AC, while the models describing the mechanical
behaviour of mineralised tissues are usually simpler (i.e., linear elastic, elasto-plastic). Most
advanced studies have tested and modelled multiple tissues of the same OC unit, but
individually rather than through integrated approaches. This approach allowed an in-
depth characterisation of the investigated tissue, especially of AC and TB, in well-controlled
experimental conditions. It also allowed the validation of different models proposed to
describe the mechanical behaviour of OC tissues. Additionally, the available experimental
techniques that can achieve submicron resolution, combined with the current computing
power technology, already make the development of multiscale models of the individual
tissue that predict the mechanical environment of cells possible.

However, the OC unit is a multilayered structure composed of different tissues, each
one influencing the response of the others and contributing to the overall mechanical
response. Therefore, the validation of multiscale models of such a multilayer structure
requires accurate experimental data describing the comprehensive mechanical behaviour
of the OC unit. The resolution achievable with optical techniques is crucial to provide
accurate information on the physiological volumetric deformation occurring within the OC
unit and to detect small-scale changes due to pathological status that alter the mechanical
environment of the cells.

Although this approach is still challenging and requires a multidisciplinary approach,
involving mechanical, biochemical, computational, and imaging techniques, it could pro-
vide insights into how the mechanical environment regulates cell response and triggers
signalling cascades, driving the development of scaffolds mimicking the mechanical re-
sponse of the OC unit to external loads.
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Appendix A
Appendix A.1. Impact of Osteoarthritis

Osteoarthritis is the main pathology impairing human joints of the lower limbs—its
ever-growing prevalence and incidence represents a major healthcare issue, which involves
a significant part of the overall population, i.e., more than 500 million people world-
wide [197,198]. Although the main factor related to the insurgency of OA is represented by
the age of the subject, the Global Burden of Disease highlighted an annual global increase
in such a pathology of about 9%, starting from the 28 years of age, therefore suggesting the
important contribution of occupational and traumatic factors in the onset of the pathology
in the young and adult populations [199,200]. In addition, approximately 1-2.5% of the
national gross domestic product is attributed to the medical costs of OA [197], thus high-
lighting the significant social and economic impact of joint pathologies and the consequent
needs of improving the clinical approaches in response to their onset and progression.

Appendix A.2. Search Strategies

Table Al. Search terms used in the PubMed, Scopus, and Web of Science databases.

Database

Search Items

PubMed

(“in vitro” [Title/ Abstract] OR “in vivo” [Title/ Abstract] OR “cadaver*” [Title/ Abstract] OR “ex vivo”

[Title/ Abstract] OR “experiment*” [Title/ Abstract] OR “post mortem*” [Title/ Abstract]) AND (“Human*”
[Title/ Abstract]) AND (“Hip” [Title/ Abstract] OR “Femor*” [Title/ Abstract] OR “Femur*” [Title/ Abstract] OR
“Knee” [Title/ Abstract] OR “Tibia*” [Title/ Abstract] OR “Patella*” [Title/ Abstract] OR “Ankle” [Title/ Abstract]
OR “Fibula*” [Title/ Abstract] OR “Talus” [Title/ Abstract] OR “Talar*” [Title/ Abstract]) AND (“Cartilage”
[Title/ Abstract] OR “Subchondral bone” [Title/ Abstract] OR “Subchondral tissue” [Title/ Abstract] OR
“Trabecular bone” [Title/ Abstract] OR “Trabecular tissue” [Title/ Abstract] OR “Cancellous bone”

[Title/ Abstract] OR “Cancellous tissue” [Title/ Abstract] OR “spongy tissue” [Title/ Abstract] OR “spongy bone”
[Title/ Abstract] OR “Mineralized Cartilage” [Title/ Abstract] OR “Calcified Cartilage” [Title/ Abstract] OR
“Osteochondral” [Title/ Abstract]) AND (“Mechanic*” [Title/ Abstract] OR “Behav*” [Title/ Abstract] OR
“Response” [Title/ Abstract] OR “Load*” [Title/ Abstract]) AND (English[Filter]) AND (2000:2022[pdat]))
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Table Al. Cont.

Database

Search Items

Scopus

(TITLE-ABS-KEY (in vitro) OR TITLE-ABS-KEY (in vivo) OR TITLE-ABS-KEY (cadaver*) OR TITLE-ABS-KEY
(ex vivo) OR TITLE-ABS-KEY (experiment*) OR TITLE-ABS-KEY (post mortem)) AND (TITLE-ABS-KEY
(Human)) AND (TITLE-ABS-KEY (Hip) OR TITLE-ABS-KEY (Femor*) OR TITLE-ABS-KEY (Femur*) OR
TITLE-ABS-KEY (Knee) OR TITLE-ABS-KEY (Tibia*) OR TITLE-ABS-KEY (Patella*) OR TITLE-ABS-KEY
(Ankle) OR TITLE-ABS-KEY (Fibula*) OR TITLE-ABS-KEY (Talus) OR TITLE-ABS-KEY (Talar*)) AND
(TITLE-ABS-KEY (Cartilage) OR TITLE-ABS-KEY (Subchondral bone) OR TITLE-ABS-KEY (Subchondral tissue)
OR TITLE-ABS-KEY (Trabecular bone) OR TITLE-ABS-KEY (Trabecular tissue) OR TITLE-ABS-KEY (Cancellous
bone) OR TITLE-ABS-KEY (Cancellous tissue) OR TITLE-ABS-KEY (spongy tissue) OR TITLE-ABS-KEY
(spongy bone) OR TITLE-ABS-KEY (Miner* Cartilage) OR TITLE-ABS-KEY (Calc* Cartilage) OR
TITLE-ABS-KEY (Osteochondral)) AND (TITLE-ABS-KEY (Mechanic*) OR TITLE-ABS-KEY (Behav*) OR
TITLE-ABS-KEY (Response) OR TITLE-ABS-KEY (Load*)) AND (LIMIT-TO (DOCTYPE, “ar”)) AND (LIMIT-TO
(LANGUAGE, “English”)) AND (LIMIT-TO (PUBYEAR, 2022) OR LIMIT-TO (PUBYEAR, 2021) OR LIMIT-TO
(PUBYEAR, 2020) OR LIMIT-TO (PUBYEAR, 2019) OR LIMIT-TO (PUBYEAR, 2018) OR LIMIT-TO (PUBYEAR,
2017) OR LIMIT-TO (PUBYEAR, 2016) OR LIMIT-TO (PUBYEAR, 2015) OR LIMIT-TO (PUBYEAR, 2014) OR
LIMIT-TO (PUBYEAR, 2013) OR LIMIT-TO (PUBYEAR, 2012) OR LIMIT-TO (PUBYEAR, 2011) OR LIMIT-TO
(PUBYEAR, 2010) OR LIMIT-TO (PUBYEAR, 2009) OR LIMIT-TO (PUBYEAR, 2008) OR LIMIT-TO (PUBYEAR,
2007) OR LIMIT-TO (PUBYEAR, 2006) OR LIMIT-TO (PUBYEAR, 2005) OR LIMIT-TO (PUBYEAR, 2004) OR
LIMIT-TO (PUBYEAR, 2003) OR LIMIT-TO (PUBYEAR, 2002) OR LIMIT-TO (PUBYEAR, 2001) OR LIMIT-TO
(PUBYEAR, 2000))

Web of Science

(TS =1in vitro OR TS = in vivo OR TS = cadaver* OR TS = ex vivo OR TS = experiment* OR TS = post mortem)
AND (TS = Human) AND (TS = Hip OR TS = Femor* OR TS = Femur* OR TS = Knee OR TS = Tibia* OR

TS = Patella* OR TS = Ankle OR TS = Fibula* OR TS = Talus OR TS = Talar*) AND (TS = Cartilage OR

TS = Subchondral bone OR TS = Subchondral tissue OR TS = Trabecular bone OR TS = Trabecular tissue OR
TS = Cancellous bone OR TS = Cancellous tissue OR TS = spongy tissue OR TS = spongy bone OR

TS = Mineralized Cartilage OR TS = Calcified Cartilage OR TS = Osteochondral) AND (TS = Mechanic* OR
TS = Behav* OR TS = Response OR TS = Load*) AND Article (Document Types) AND English
(Languages)—with publication Year up to 2022

Appendix A.3. Aggregate Methodological Quality of the Studies

Aiming to quantitatively evaluate the eligible studies, (i) methodology, (ii) data pro-
cessing, and (iii) constitutive model/s features were scored, as reported in Table A2.

Once the metrics of interest and their relative scores were defined, the BWM was
applied to find the metrics’ global weights [78,201]. In more detail, the following steps
were followed to calculate such weights:

e  The best—i.e., most important—and the worst—i.e., least important—metrics were
determined according to the focus of this review; from this perspective, methodology
was defined as the best criterion, while model complexity was defined as the worst.

e  Preference of the best metric over the others was determined by using a number
between 1 and 9, where 1 means that a metric is equally important to the best one,
9 means that a metric is extremely less important than the best one, and the other
metrics are scored comparatively [78]. Therefore, 1, 5, and 9 coefficients were assigned
to methodology, data processing, and constitutive models, respectively, based on the
focus of this review and, moreover, in order to span the whole range of variability. Con-
sequently, the best-to-others (BO) vector was built, in which the individual coefficients
indicate the preference of the best metric over the others.

e  Preference of the worst metric over the others was determined by using a number
between 1 and 9, where 1 means that a metric is equally important to the worst one, 9
means that a metric is extremely more important than the worst one, and the other
metrics are scored comparatively [78]. Therefore, 9, 5, and 1 coefficients were assigned
to methodology, data processing, and constitutive models, respectively. Consequently,
the worst-to-others (WO) vector was built, in which the individual coefficients indicate
the preference of the metrics over the worst one.
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e  The optimal weights of the metrics were defined by minimizing the absolute difference
of a linear problem, considering the previously defined coefficients, i.e., BO and
WO vectors.

Table A2. Features used to quantitatively assess eligible studies.

Features Score Description
0 Parameters and criteria of the mechanical experiment are not reported
Methodology 1 Mechanical testing methods are reported, but not supported or referenced
2 Mechanical testing methods are supported or referenced
0 No statistical analysis is reported, or only a qualitative one is provided,
e.g., mean and standard deviation
Not suitable statistical analysis, e.g., parametric test without normal
Data processing (Methodological and 1 distribution of data
Modelling studies) X — . X X
A suitable statistical analysis is provided, e.g., parametric test after
2 checking normality of data (for comparative and investigative studies, 2 is
assigned only if power analysis is also reported, otherwise 1 is assigned,
despite a suitable statistical analysis
0 One mechanical parameter is computed by fitting the constitutive model/s
on the experimental data
Constitutive model/s 1 Two mechanical parameters are computed by fitting the constitutive
model/s on the experimental data
5 Three, or more, mechanical parameters are computed by fitting the
constitutive model/s on the experimental data
As an outcome of the minimisation process, the global weights of the metrics were
found to be (i) 0.75 for methodology, (ii) 0.18 for data processing, and (iii) 0.07 for consti-
tutive model/s. The range of variability of the Aggregate Quality score falls within 0—
obtained in the case of score 0 for all the evaluated features, i.e., (methodology = 0 x 0.75)
+ (data processing = 0 x 0.18) + (constitutive model = 0 x 0.07) = 0—and 2—obtained in
the case of score 2 for all the evaluated features, i.e., (methodology = 2 x 0.75) + (data
processing =2 x 0.18) + (constitutive model =2 x 0.07) = 2.

References

1.  McMahon, L.; O’Brien, F,; Prendergast, P. Biomechanics and Mechanobiology in Osteochondral Tissues. Regen. Med. 2008, 3,
743-759. [CrossRef]

2. Wong, M,; Carter, D.R. Articular Cartilage Functional Histomorphology and Mechanobiology: A Research Perspective. Bone 2003,
33, 1-13. [CrossRef]

3. Sophia Fox, A.J.; Bedi, A.; Rodeo, S.A. The Basic Science of Articular Cartilage: Structure, Composition, and Function. Sports
Health 2009, 1, 461-468. [CrossRef]

4. Tozzi, G.; Pefia Fernandez, M.; Davis, S.; Karali, A.; Kao, A.P.; Blunn, G. Full-Field Strain Uncertainties and Residuals at the
Cartilage-Bone Interface in Unstained Tissues Using Propagation-Based Phase-Contrast XCT and Digital Volume Correlation.
Materials 2020, 13, 2579. [CrossRef] [PubMed]

5. Zhou, X.; Cao, H.; Yuan, Y.; Wu, W. Biochemical Signals Mediate the Crosstalk between Cartilage and Bone in Osteoarthritis.
BioMed Res. Int. 2020, 2020, 5720360. [CrossRef]

6. Yuan, X.L.; Meng, H.Y.; Wang, Y.C.; Peng, J.; Guo, Q.Y.; Wang, A.Y; Lu, S.B. Bone—Cartilage Interface Crosstalk in Osteoarthritis:
Potential Pathways and Future Therapeutic Strategies. Osteoarthr. Cartil. 2014, 22, 1077-1089. [CrossRef]

7. Leong, D.J.; Hardin, ]J.A.; Cobelli, N.J.; Sun, H.B. Mechanotransduction and Cartilage Integrity. Ann. N. Y. Acad. Sci. 2011, 1240,
32-37. [CrossRef]

8.  Teichtahl, A.J.; Wluka, A.E.; Wijethilake, P.; Wang, Y.; Ghasem-Zadeh, A.; Cicuttini, EM. Wolff’s Law in Action: A Mechanism for
Early Knee Osteoarthritis. Arthritis Res. Ther. 2015, 17, 207. [CrossRef]

9. Theocharis, A.D.; Skandalis, S.S.; Gialeli, C.; Karamanos, N.K. Extracellular Matrix Structure. Adv. Drug Deliv. Rev. 2016, 97, 4-27.
[CrossRef]

10. Sanchez, C.; Pesesse, L.; Gabay, O.; Delcour, J.-P.; Msika, P.; Baudouin, C.; Henrotin, Y.E. Regulation of Subchondral Bone

Osteoblast Metabolism by Cyclic Compression. Arthritis Rheum. 2012, 64, 1193-1203. [CrossRef]


https://doi.org/10.2217/17460751.3.5.743
https://doi.org/10.1016/S8756-3282(03)00083-8
https://doi.org/10.1177/1941738109350438
https://doi.org/10.3390/ma13112579
https://www.ncbi.nlm.nih.gov/pubmed/32516970
https://doi.org/10.1155/2020/5720360
https://doi.org/10.1016/j.joca.2014.05.023
https://doi.org/10.1111/j.1749-6632.2011.06301.x
https://doi.org/10.1186/s13075-015-0738-7
https://doi.org/10.1016/j.addr.2015.11.001
https://doi.org/10.1002/art.33445

Materials 2024, 17, 1698 38 of 45

11.

12.

13.

14.

15.

16.

17.
18.

19.
20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.
33.

34.

35.
36.

37.
38.

39.
40.
41.

Massicotte, F.; Aubry, I.; Martel-Pelletier, J.; Pelletier, ].-P.; Fernandes, J.; Lajeunesse, D. Abnormal Insulin-like Growth Factor 1
Signaling in Human Osteoarthritic Subchondral Bone Osteoblasts. Arthritis Res. Ther. 2006, 8, R177. [CrossRef] [PubMed]
Zhang, L.; Wen, C. Osteocyte Dysfunction in Joint Homeostasis and Osteoarthritis. Int. J. Mol. Sci. 2021, 22, 6522. [CrossRef]
[PubMed]

Wu, P-J.; Masouleh, M.L; Dini, D.; Paterson, C.; Torok, P.; Overby, D.R.; Kabakova, I.V. Detection of Proteoglycan Loss from
Articular Cartilage Using Brillouin Microscopy, with Applications to Osteoarthritis. Biomed. Opt. Express 2019, 10, 2457-2466.
[CrossRef] [PubMed]

Tschaikowsky, M.; Brander, S.; Barth, V.; Thomann, R.; Rolauffs, B.; Balzer, B.N.; Hugel, T. The Articular Cartilage Surface Is
Impaired by a Loss of Thick Collagen Fibers and Formation of Type I Collagen in Early Osteoarthritis. Acta Biomater. 2022, 146,
274-283. [CrossRef] [PubMed]

Dudaric, L.; Dumic-Cule, I; Divjak, E.; Cengic, T.; Brkljacic, B.; Ivanac, G. Bone Remodeling in Osteoarthritis-Biological and
Radiological Aspects. Medicina 2023, 59, 1613. [CrossRef] [PubMed]

Peters, A.E.; Akhtar, R.; Comerford, E.J.; Bates, K.T. The Effect of Ageing and Osteoarthritis on the Mechanical Properties of
Cartilage and Bone in the Human Knee Joint. Sci. Rep. 2018, 8, 5931. [CrossRef] [PubMed]

Sun, H.B. Mechanical Loading, Cartilage Degradation, and Arthritis. Ann. N. Y. Acad. Sci. 2010, 1211, 37-50. [CrossRef] [PubMed]
Singh, P.; Marcu, K.B.; Goldring, M.B.; Otero, M. Phenotypic Instability of Chondrocytes in Osteoarthritis: On a Path to
Hypertrophy. Ann. N.'Y. Acad. Sci. 2019, 1442, 17-34. [CrossRef] [PubMed]

Goldring, M.B. Articular Cartilage Degradation in Osteoarthritis. HSS J. 2012, 8, 7-9. [CrossRef]

Waldstein, W.; Perino, G.; Gilbert, S.L.; Maher, S.A.; Windhager, R.; Boettner, F. OARSI Osteoarthritis Cartilage Histopathology
Assessment System: A Biomechanical Evaluation in the Human Knee. J. Orthop. Res. 2016, 34, 135-140. [CrossRef]

Pritzker, KPH.; Gay, S.; Jimenez, S.A.; Ostergaard, K ; Pelletier, ].-P; Revell, P.A_; Salter, D.; van den Berg, W.B. Osteoarthritis
Cartilage Histopathology: Grading and Staging. Osteoarthr. Cartil. 2006, 14, 13-29. [CrossRef] [PubMed]

Finnild, M.A.J.; Thevenot, J.; Aho, O.-M,; Tiitu, V.; Rautiainen, J.; Kauppinen, S.; Nieminen, M.T; Pritzker, K.; Valkealahti, M.;
Lehenkari, P; et al. Association between Subchondral Bone Structure and Osteoarthritis Histopathological Grade. ]. Orthop. Res.
2017, 35, 785-792. [CrossRef] [PubMed]

Donell, S. Subchondral Bone Remodelling in Osteoarthritis. EFORT Open Rev. 2019, 4, 221-229. [CrossRef] [PubMed]

Weber, A.; Chan, PM.B.; Wen, C. Do Immune Cells Lead the Way in Subchondral Bone Disturbance in Osteoarthritis? Prog.
Biophys. Mol. Biol. 2019, 148, 21-31. [CrossRef] [PubMed]

Taheri, S.; Yoshida, T.; Boker, K.O.; Foerster, R H.; Jochim, L.; Flux, A.L.; Grosskopf, B.; Hawellek, T.; Lehmann, W.; Schilling, A.F.
Changes of the Subchondral Bone Microchannel Network in Early Osteoarthritis. Osteoarthr. Cartil. 2023, 31, 49-59. [CrossRef]
[PubMed]

Petitjean, N.; Canadas, P.; Royer, P.; Noél, D.; Le Floc’h, S. Cartilage Biomechanics: From the Basic Facts to the Challenges of
Tissue Engineering. J. Biomed. Mater. Res. A 2023, 111, 1067-1089. [CrossRef] [PubMed]

Oftadeh, R.; Perez-Viloria, M.; Villa-Camacho, J.C.; Vaziri, A.; Nazarian, A. Biomechanics and Mechanobiology of Trabecular
Bone: A Review. |. Biomech. Eng. 2015, 137, 0108021-01080215. [CrossRef] [PubMed]

Ohman—M'eigi, C.; Holub, O.; Wu, D.; Hall, R.M.; Persson, C. Density and Mechanical Properties of Vertebral Trabecular Bone-A
Review. JOR Spine 2021, 4, e1176. [CrossRef] [PubMed]

Wang, H.; Zhang, Y.; Ren, C.; Ding, K.; Zhang, Q.; Zhu, Y.; Chen, W. Biomechanical Properties and Clinical Significance of
Cancellous Bone in Proximal Femur: A Review. Injury 2023, 54, 1432-1438. [CrossRef]

Keaveny, T.M.; Guo, X.E.; Wachtel, E.F; McMahon, T.A.; Hayes, W.C. Trabecular Bone Exhibits Fully Linear Elastic Behavior and
Yields at Low Strains. J. Biomech. 1994, 27, 1127-1136. [CrossRef]

Valenta, ].; Riizicka, M.; Cihak, R. Modelling Tissue Behaviour Based on Hyperelasticity Theory. Biomed. Mater. Eng. 1994, 4,
381-395. [CrossRef] [PubMed]

Mooney, M. A Theory of Large Elastic Deformation. J. Appl. Phys. 1940, 11, 582-592. [CrossRef]

Rivlin, R.S. Large Elastic Deformations of Isotropic Materials IV. Further Developments of the General Theory. Philos. Trans. R.
Soc. Lond. A 1948, 241, 379-397. [CrossRef]

Rivlin, R.S.; Saunders, D.W. Large Elastic Deformations of Isotropic Materials VII. Experiments on the Deformation of Rubber.
Philos. Trans. R. Soc. Lond. A 1951, 243, 251-288. [CrossRef]

Fung, Y. Elasticity of Soft Tissues in Simple Elongation. Am. J. Physiol. 1967, 213, 1532-1544. [CrossRef] [PubMed]

Ogden, R.W. Large Deformation Isotropic Elasticity—on the Correlation of Theory and Experiment for Incompressible Rubberlike
Solids. Proc. R. Soc. Lond. A 1972, 326, 565-584. [CrossRef]

Yeoh, O.H. Some Forms of the Strain Energy Function for Rubber. Rubber Chem. Technol. 1993, 66, 754-771. [CrossRef]

Arruda, EM.; Boyce, M.C. A Three-Dimensional Constitutive Model for the Large Stretch Behavior of Rubber Elastic Materials.
J. Mech. Phys. Solids 1993, 41, 389—-412. [CrossRef]

Gent, A.N. A New Constitutive Relation for Rubber. Rubber Chem. Technol. 1996, 69, 59-61. [CrossRef]

Zysset, P. A Constitutive Law for Trabecular Bone; EPFL: Lausanne, Switzerland, 2005. [CrossRef]

Hayes, W.C.; Keer, L.M.; Herrmann, G.; Mockros, L.F. A Mathematical Analysis for Indentation Tests of Articular Cartilage.
J. Biomech. 1972, 5, 541-551. [CrossRef]


https://doi.org/10.1186/ar2087
https://www.ncbi.nlm.nih.gov/pubmed/17129375
https://doi.org/10.3390/ijms22126522
https://www.ncbi.nlm.nih.gov/pubmed/34204587
https://doi.org/10.1364/BOE.10.002457
https://www.ncbi.nlm.nih.gov/pubmed/31143498
https://doi.org/10.1016/j.actbio.2022.04.036
https://www.ncbi.nlm.nih.gov/pubmed/35487427
https://doi.org/10.3390/medicina59091613
https://www.ncbi.nlm.nih.gov/pubmed/37763732
https://doi.org/10.1038/s41598-018-24258-6
https://www.ncbi.nlm.nih.gov/pubmed/29651151
https://doi.org/10.1111/j.1749-6632.2010.05808.x
https://www.ncbi.nlm.nih.gov/pubmed/21062294
https://doi.org/10.1111/nyas.13930
https://www.ncbi.nlm.nih.gov/pubmed/30008181
https://doi.org/10.1007/s11420-011-9250-z
https://doi.org/10.1002/jor.23010
https://doi.org/10.1016/j.joca.2005.07.014
https://www.ncbi.nlm.nih.gov/pubmed/16242352
https://doi.org/10.1002/jor.23312
https://www.ncbi.nlm.nih.gov/pubmed/27227565
https://doi.org/10.1302/2058-5241.4.180102
https://www.ncbi.nlm.nih.gov/pubmed/31210964
https://doi.org/10.1016/j.pbiomolbio.2017.12.004
https://www.ncbi.nlm.nih.gov/pubmed/29277342
https://doi.org/10.1016/j.joca.2022.10.002
https://www.ncbi.nlm.nih.gov/pubmed/36243309
https://doi.org/10.1002/jbm.a.37478
https://www.ncbi.nlm.nih.gov/pubmed/36583681
https://doi.org/10.1115/1.4029176
https://www.ncbi.nlm.nih.gov/pubmed/25412137
https://doi.org/10.1002/jsp2.1176
https://www.ncbi.nlm.nih.gov/pubmed/35005442
https://doi.org/10.1016/j.injury.2023.03.010
https://doi.org/10.1016/0021-9290(94)90053-1
https://doi.org/10.3233/BME-1994-4505
https://www.ncbi.nlm.nih.gov/pubmed/8000292
https://doi.org/10.1063/1.1712836
https://doi.org/10.1098/rsta.1948.0024
https://doi.org/10.1098/rsta.1951.0004
https://doi.org/10.1152/ajplegacy.1967.213.6.1532
https://www.ncbi.nlm.nih.gov/pubmed/6075755
https://doi.org/10.5254/1.3542910
https://doi.org/10.5254/1.3538343
https://doi.org/10.1016/0022-5096(93)90013-6
https://doi.org/10.5254/1.3538357
https://doi.org/10.5075/EPFL-THESIS-1252
https://doi.org/10.1016/0021-9290(72)90010-3

Materials 2024, 17, 1698 39 of 45

42.

43.

44.
45.

46.

47.

48.

49.

50.

51.

52.

53.
54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

Sakamoto, M.; Li, G.; Hara, T.; Chao, E.Y. A New Method for Theoretical Analysis of Static Indentation Test. J. Biomech. 1996, 29,
679-685. [CrossRef] [PubMed]

Armstrong, C.G.; Lai, WM.; Mow, V.C. An Analysis of the Unconfined Compression of Articular Cartilage. J. Biomech. Eng. 1984,
106, 165-173. [CrossRef] [PubMed]

Currey, J.D. The Mechanical Properties of Bone. Clin. Orthop. Relat. Res. 1970, 73, 209-231. [CrossRef] [PubMed]

Pugh, ].W.; Rose, R-M.; Radin, E.L. Elastic and Viscoelastic Properties of Trabecular Bone: Dependence on Structure. . Biomech.
1973, 6, 475-485. [CrossRef] [PubMed]

Linde, F. Elastic and Viscoelastic Properties of Trabecular Bone by a Compression Testing Approach. Dan. Med. Bull. 1994, 41,
119-138. [PubMed]

Bowman, S.M.; Gibson, L.].; Hayes, W.C.; McMahon, T.A. Results from Demineralized Bone Creep Tests Suggest That Collagen Is
Responsible for the Creep Behavior of Bone. |. Biomech. Eng. 1999, 121, 253-258. [CrossRef] [PubMed]

Schoenfeld, C.M.; Lautenschlager, E.P.; Meyer, P.R. Mechanical Properties of Human Cancellous Bone in the Femoral Head. Med.
Biol. Eng. 1974, 12, 313-317. [CrossRef] [PubMed]

Rohlmann, A ; Zilch, H.; Bergmann, G.; Kolbel, R. Material Properties of Femoral Cancellous Bone in Axial Loading. Part I: Time
Independent Properties. Arch. Orthop. Trauma Surg. 1980, 97, 95-102. [CrossRef] [PubMed]

Zilch, H.; Rohlmann, A.; Bergmann, G.; Kolbel, R. Material Properties of Femoral Cancellous Bone in Axial Loading. Part II: Time
Dependent Properties. Arch. Orthop. Trauma Surg. 1980, 97, 257-262. [CrossRef]

Linde, F; Hvid, I; Pongsoipetch, B. Energy Absorptive Properties of Human Trabecular Bone Specimens during Axial Compres-
sion. J. Orthop. Res. 1989, 7, 432-439. [CrossRef]

Lim, T.-H.; Hong, ].H. Poroelastic Model of Trabecular Bone in Uniaxial Strain Conditions. J. Musculoskelet. Res. 1998, 2, 167-180.
[CrossRef]

Cowin, S.C. Bone Poroelasticity. J. Biomech. 1999, 32, 217-238. [CrossRef] [PubMed]

Kafka, V; Jirov4, J. A Structural Mathematical Model for the Viscoelastic Anisotropic Behaviour of Trabecular Bone. Biorheology
1983, 20, 795-805. [CrossRef] [PubMed]

Deligianni, D.D.; Maris, A.; Missirlis, Y.F. Stress Relaxation Behaviour of Trabecular Bone Specimens. |. Biomech. 1994, 27,
1469-1476. [CrossRef] [PubMed]

Biot, M.A. General Theory of Three-Dimensional Consolidation. J. Appl. Phys. 1941, 12, 155-164. [CrossRef]

Schapery, R.A. On the Characterization of Nonlinear Viscoelastic Materials. Polym. Eng. Sci. 1969, 9, 295-310. [CrossRef]

Taylor, R.L.; Pister, K.S.; Goudreau, G.L. Thermomechanical Analysis of Viscoelastic Solids. Int. |. Numer. Methods Eng. 1970, 2,
45-59. [CrossRef]

Rice, J.R.; Cleary, M.P. Some Basic Stress Diffusion Solutions for Fluid-Saturated Elastic Porous Media with Compressible
Constituents. Rev. Geophys. 1976, 14, 227. [CrossRef]

Lai, J.; Bakker, A. An Integral Constitutive Equation for Nonlinear Plasto-Viscoelastic Behavior of High-Density Polyethylene.
Polym. Eng. Sci. 1995, 35, 1339-1347. [CrossRef]

Burstein, A.H.; Frankel, V.H. The Viscoelastic Properties of Some Biological Materials. Ann. N. Y. Acad. Sci. 1968, 146, 158-165.
[CrossRef]

Coletti, ].M.; Akeson, W.H.; Woo, S.L. A Comparison of the Physical Behavior of Normal Articular Cartilage and the Arthroplasty
Surface. J. Bone Jt. Surg. Am. 1972, 54, 147-160. [CrossRef]

Hayes, W.C.; Mockros, L.F. Viscoelastic Properties of Human Articular Cartilage. J. Appl. Physiol. 1971, 31, 562-568. [CrossRef]
[PubMed]

Mow, V.C.; Kuei, S.C.; Lai, WM.; Armstrong, C.G. Biphasic Creep and Stress Relaxation of Articular Cartilage in Compression?
Theory and Experiments. J. Biomech. Eng. 1980, 102, 73-84. [CrossRef] [PubMed]

Simon, B.R. Multiphase Poroelastic Finite Element Models for Soft Tissue Structures. Appl. Mech. Rev. 1992, 45, 191-218.
[CrossRef]

Mow, V.C.; Ateshian, G.A.; Lai, W.M.; Gu, W.Y. Effects of Fixed Charges on the Stress—Relaxation Behavior of Hydrated Soft
Tissues in a Confined Compression Problem. Int. J. Solids Struct. 1998, 35, 4945-4962. [CrossRef]

Setton, L.A.; Zhu, W.; Mow, V.C. The Biphasic Poroviscoelastic Behavior of Articular Cartilage: Role of the Surface Zone in
Governing the Compressive Behavior. J. Biomech. 1993, 26, 581-592. [CrossRef] [PubMed]

Cohen, B.; Lai, WM.; Mow, V.C. A Transversely Isotropic Biphasic Model for Unconfined Compression of Growth Plate and
Chondroepiphysis. J. Biomech. Eng. 1998, 120, 491-496. [CrossRef] [PubMed]

Bursa¢, PM.; Obitz, T.W.,; Eisenberg, S.R.; Stamenovi¢, D. Confined and Unconfined Stress Relaxation of Cartilage: Appropriate-
ness of a Transversely Isotropic Analysis. J. Biomech. 1999, 32, 1125-1130. [CrossRef] [PubMed]

Hayes, W.C.; Bodine, A.J. Flow-Independent Viscoelastic Properties of Articular Cartilage Matrix. J. Biomech. 1978, 11, 407-419.
[CrossRef]

Mak, A.F. Unconfined Compression of Hydrated Viscoelastic Tissues: A Biphasic Poroviscoelastic Analysis. Biorheology 1986, 23,
371-383. [CrossRef]

Suh, ].-K,; Bai, S. Finite Element Formulation of Biphasic Poroviscoelastic Model for Articular Cartilage. J. Biomech. Eng. 1998, 120,
195-201. [CrossRef] [PubMed]


https://doi.org/10.1016/0021-9290(95)00120-4
https://www.ncbi.nlm.nih.gov/pubmed/8707798
https://doi.org/10.1115/1.3138475
https://www.ncbi.nlm.nih.gov/pubmed/6738022
https://doi.org/10.1097/00003086-197011000-00023
https://www.ncbi.nlm.nih.gov/pubmed/5529575
https://doi.org/10.1016/0021-9290(73)90006-7
https://www.ncbi.nlm.nih.gov/pubmed/4748497
https://www.ncbi.nlm.nih.gov/pubmed/8039429
https://doi.org/10.1115/1.2835112
https://www.ncbi.nlm.nih.gov/pubmed/10211462
https://doi.org/10.1007/BF02477797
https://www.ncbi.nlm.nih.gov/pubmed/4466984
https://doi.org/10.1007/BF00450930
https://www.ncbi.nlm.nih.gov/pubmed/7458606
https://doi.org/10.1007/BF00380706
https://doi.org/10.1002/jor.1100070316
https://doi.org/10.1142/S0218957798000172
https://doi.org/10.1016/S0021-9290(98)00161-4
https://www.ncbi.nlm.nih.gov/pubmed/10093022
https://doi.org/10.3233/BIR-1983-20607
https://www.ncbi.nlm.nih.gov/pubmed/6661530
https://doi.org/10.1016/0021-9290(94)90196-1
https://www.ncbi.nlm.nih.gov/pubmed/7806554
https://doi.org/10.1063/1.1712886
https://doi.org/10.1002/pen.760090410
https://doi.org/10.1002/nme.1620020106
https://doi.org/10.1029/RG014i002p00227
https://doi.org/10.1002/pen.760351703
https://doi.org/10.1111/j.1749-6632.1968.tb20280.x
https://doi.org/10.2106/00004623-197254010-00014
https://doi.org/10.1152/jappl.1971.31.4.562
https://www.ncbi.nlm.nih.gov/pubmed/5111002
https://doi.org/10.1115/1.3138202
https://www.ncbi.nlm.nih.gov/pubmed/7382457
https://doi.org/10.1115/1.3121397
https://doi.org/10.1016/S0020-7683(98)00103-6
https://doi.org/10.1016/0021-9290(93)90019-B
https://www.ncbi.nlm.nih.gov/pubmed/8478359
https://doi.org/10.1115/1.2798019
https://www.ncbi.nlm.nih.gov/pubmed/10412420
https://doi.org/10.1016/S0021-9290(99)00105-0
https://www.ncbi.nlm.nih.gov/pubmed/10476852
https://doi.org/10.1016/0021-9290(78)90075-1
https://doi.org/10.3233/BIR-1986-23406
https://doi.org/10.1115/1.2798302
https://www.ncbi.nlm.nih.gov/pubmed/10412380

Materials 2024, 17, 1698 40 of 45

73.

74.

75.

76.

77.

78.

79.
80.

81.
82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

92.

93.

94.

95.

96.

97.

98.

Maroudas, A.; Bayliss, M.T.; Venn, M.E. Further Studies on the Composition of Human Femoral Head Cartilage. Ann. Rheum. Dis.
1980, 39, 514-523. [CrossRef] [PubMed]

Akizuki, S.; Mow, V.C.; Miiller, F; Pita, ].C.; Howell, D.S.; Manicourt, D.H. Tensile Properties of Human Knee Joint Cartilage: L.
Influence of Ionic Conditions, Weight Bearing, and Fibrillation on the Tensile Modulus. |. Orthop. Res. 1986, 4, 379-392. [CrossRef]
[PubMed]

Lai, WM.; Hou, ].S.; Mow, V.C. A Triphasic Theory for the Swelling and Deformation Behaviors of Articular Cartilage. J. Biomech.
Eng. 1991, 113, 245-258. [CrossRef] [PubMed]

Huyghe, ] M.; Janssen, ].D. Quadriphasic Mechanics of Swelling Incompressible Porous Media. Int. ]. Eng. Sci. 1997, 35, 793-802.
[CrossRef]

Moher, D.; Liberati, A.; Tetzlaff, ].; Altman, D.G.; PRISMA Group. Preferred Reporting Items for Systematic Reviews and
Meta-Analyses: The PRISMA Statement. PLoS Med. 2009, 6, e1000097. [CrossRef]

Rezaei, ].; Wang, ].; Tavasszy, L. Linking Supplier Development to Supplier Segmentation Using Best Worst Method. Expert Syst.
Appl. 2015, 42, 9152-9164. [CrossRef]

Salimi, N. Quality Assessment of Scientific Outputs Using the BWM. Scientometrics 2017, 112, 195-213. [CrossRef] [PubMed]
Kasaeian, A.; Roemer, EW.; Ghotbi, E.; Ibad, H.A.; He, J.; Wan, M.; Zbijewski, W.B.; Guermazi, A.; Demehri, S. Subchondral Bone
in Knee Osteoarthritis: Bystander or Treatment Target? Skeletal. Radiol. 2023, 52, 2069-2083. [CrossRef]

Hamid, K.; LeDuc, R. Quality of Outcomes Research in Total Ankle Arthroplasty. Foot Ankle Clin. 2024, 29, 1-9. [CrossRef]
Mow, V.C.; Gibbs, M.C.; Lai, W.M.; Zhu, W.B.; Athanasiou, K.A. Biphasic Indentation of Articular Cartilage-II. A Numerical
Algorithm and an Experimental Study. J. Biomech. 1989, 22, 853-861. [CrossRef] [PubMed]

Mak, A.F; Lai, WM.; Mow, V.C. Biphasic Indentation of Articular Cartilage-I. Theoretical Analysis. J. Biomech. 1987, 20, 703-714.
[CrossRef]

Korhonen, R.K; Laasanen, M.S.; Toyrés, J.; Lappalainen, R.; Helminen, H.J.; Jurvelin, J.S. Fibril Reinforced Poroelastic Model
Predicts Specifically Mechanical Behavior of Normal, Proteoglycan Depleted and Collagen Degraded Articular Cartilage.
J. Biomech. 2003, 36, 1373-1379. [CrossRef] [PubMed]

Li, L.P; Soulhat, J.; Buschmann, M.D.; Shirazi-Adl, A. Nonlinear Analysis of Cartilage in Unconfined Ramp Compression Using a
Fibril Reinforced Poroelastic Model. Clin. Biomech. 1999, 14, 673-682. [CrossRef] [PubMed]

Soulhat, J.; Buschmann, M.D.; Shirazi-Adl, A. A Fibril-Network-Reinforced Biphasic Model of Cartilage in Unconfined Compres-
sion. . Biomech. Eng. 1999, 121, 340-347. [CrossRef] [PubMed]

Holmes, M.H.; Lai, W.M.; Mow, V.C. Singular Perturbation Analysis of the Nonlinear, Flow-Dependent Compressive Stress
Relaxation Behavior of Articular Cartilage. J. Biomech. Eng. 1985, 107, 206-218. [CrossRef]

Belluzzi, E.; Todros, S.; Pozzuoli, A.; Ruggieri, P; Carniel, E.L.; Berardo, A. Human Cartilage Biomechanics: Experimental and
Theoretical Approaches towards the Identification of Mechanical Properties in Healthy and Osteoarthritic Conditions. Processes
2023, 11, 1014. [CrossRef]

Ebrahimi, M.; Ojanen, S.; Mohammadi, A.; Finnild, M.A.; Joukainen, A.; Kréger, H.; Saarakkala, S.; Korhonen, R K.; Tanska, P.
Elastic, Viscoelastic and Fibril-Reinforced Poroelastic Material Properties of Healthy and Osteoarthritic Human Tibial Cartilage.
Ann. Biomed. Eng. 2019, 47, 953-966. [CrossRef]

Berni, M.; Erani, P.; Lopomo, N.E,; Baleani, M. Optimization of In Situ Indentation Protocol to Map the Mechanical Properties of
Articular Cartilage. Materials 2022, 15, 6425. [CrossRef]

Ebrahimi, M.; Turunen, M.J.; Finnild, M.A.; Joukainen, A.; Kréger, H.; Saarakkala, S.; Korhonen, R K.; Tanska, P. Structure-Function
Relationships of Healthy and Osteoarthritic Human Tibial Cartilage: Experimental and Numerical Investigation. Ann. Biomed.
Eng. 2020, 48, 2887-2900. [CrossRef]

Sim, S.; Chevrier, A.; Garon, M.; Quenneville, E.; Lavigne, P.; Yaroshinsky, A.; Hoemann, C.D.; Buschmann, M.D. Electrome-
chanical Probe and Automated Indentation Maps Are Sensitive Techniques in Assessing Early Degenerated Human Articular
Cartilage. J. Orthop. Res. 2017, 35, 858-867. [CrossRef] [PubMed]

Temple, M.M.; Bae, W.C.; Chen, M.Q.; Lotz, M.; Amiel, D.; Coutts, R.D.; Sah, R.L. Age- and Site-Associated Biomechanical
Weakening of Human Articular Cartilage of the Femoral Condyle. Osteoarthr. Cartil. 2007, 15, 1042-1052. [CrossRef] [PubMed]
Afara, 1.0.; Hauta-Kasari, M,; Jurvelin, ].S.; Oloyede, A.; Toyrés, J. Optical Absorption Spectra of Human Articular Cartilage
Correlate with Biomechanical Properties, Histological Score and Biochemical Composition. Physiol. Meas. 2015, 36, 1913-1928.
[CrossRef] [PubMed]

Rautiainen, J.; Nissi, M.].; Salo, E.-N; Tiitu, V.; Finnild, M.A.].; Aho, O.-M.; Saarakkala, S.; Lehenkari, P.; Ellermann, J.; Nieminen,
M.T. Multiparametric MRI Assessment of Human Articular Cartilage Degeneration: Correlation with Quantitative Histology and
Mechanical Properties. Magn. Reason. Med. 2015, 74, 249-259. [CrossRef] [PubMed]

Liukkonen, J.; Hirvasniemi, J.; Joukainen, A ; Penttild, P.; Virén, T.; Saarakkala, S.; Kroger, H.; Jurvelin, J.S.; Toyrds, J. Arthroscopic
Ultrasound Technique for Simultaneous Quantitative Assessment of Articular Cartilage and Subchondral Bone: An in Vitro and
in Vivo Feasibility Study. Ultrasound Med. Biol. 2013, 39, 1460-1468. [CrossRef] [PubMed]

Sim, S.; Hadjab, I.; Garon, M.; Quenneville, E.; Lavigne, P.; Buschmann, M.D. Development of an Electromechanical Grade to
Assess Human Knee Articular Cartilage Quality. Ann. Biomed. Eng. 2017, 45, 2410-2421. [CrossRef] [PubMed]

Jeffrey, ].E.; Aspden, R.M. The Biophysical Effects of a Single Impact Load on Human and Bovine Articular Cartilage. Proc. Inst.
Mech. Eng. H 2006, 220, 677-686. [CrossRef]


https://doi.org/10.1136/ard.39.5.514
https://www.ncbi.nlm.nih.gov/pubmed/7436585
https://doi.org/10.1002/jor.1100040401
https://www.ncbi.nlm.nih.gov/pubmed/3783297
https://doi.org/10.1115/1.2894880
https://www.ncbi.nlm.nih.gov/pubmed/1921350
https://doi.org/10.1016/S0020-7225(96)00119-X
https://doi.org/10.1371/journal.pmed.1000097
https://doi.org/10.1016/j.eswa.2015.07.073
https://doi.org/10.1007/s11192-017-2284-3
https://www.ncbi.nlm.nih.gov/pubmed/28725096
https://doi.org/10.1007/s00256-023-04422-4
https://doi.org/10.1016/j.fcl.2023.09.001
https://doi.org/10.1016/0021-9290(89)90069-9
https://www.ncbi.nlm.nih.gov/pubmed/2613721
https://doi.org/10.1016/0021-9290(87)90036-4
https://doi.org/10.1016/S0021-9290(03)00069-1
https://www.ncbi.nlm.nih.gov/pubmed/12893046
https://doi.org/10.1016/S0268-0033(99)00013-3
https://www.ncbi.nlm.nih.gov/pubmed/10521652
https://doi.org/10.1115/1.2798330
https://www.ncbi.nlm.nih.gov/pubmed/10396701
https://doi.org/10.1115/1.3138545
https://doi.org/10.3390/pr11041014
https://doi.org/10.1007/s10439-019-02213-4
https://doi.org/10.3390/ma15186425
https://doi.org/10.1007/s10439-020-02559-0
https://doi.org/10.1002/jor.23330
https://www.ncbi.nlm.nih.gov/pubmed/27279435
https://doi.org/10.1016/j.joca.2007.03.005
https://www.ncbi.nlm.nih.gov/pubmed/17468016
https://doi.org/10.1088/0967-3334/36/9/1913
https://www.ncbi.nlm.nih.gov/pubmed/26245143
https://doi.org/10.1002/mrm.25401
https://www.ncbi.nlm.nih.gov/pubmed/25104181
https://doi.org/10.1016/j.ultrasmedbio.2013.03.026
https://www.ncbi.nlm.nih.gov/pubmed/23743098
https://doi.org/10.1007/s10439-017-1879-4
https://www.ncbi.nlm.nih.gov/pubmed/28653292
https://doi.org/10.1243/09544119JEIM31

Materials 2024, 17, 1698 41 of 45

99.

100.

101.

102.

103.

104.

105.

106.

107.

108.

109.

110.

111.

112.

113.

114.

115.

116.

117.

118.

119.

120.

121.

122.

123.

Nebelung, S.; Post, M.; Raith, S.; Fischer, H.; Knobe, M.; Braun, B.; Prescher, A.; Tingart, M.; Thiiring, J.; Bruners, P; et al.
Functional in Situ Assessment of Human Articular Cartilage Using MRI: A Whole-Knee Joint Loading Device. Biomech. Model.
Mechanobiol. 2017, 16, 1971-1986. [CrossRef]

Nebelung, S.; Sondern, B.; Jahr, H.; Tingart, M.; Knobe, M.; Thiiring, J.; Kuhl, C.; Truhn, D. Non-Invasive T1p Mapping of the
Human Cartilage Response to Loading and Unloading. Osteoarthr. Cartil. 2018, 26, 236-244. [CrossRef]

Said, O.; Schock, J.; Abrar, D.B.; Schad, P.; Kuhl, C.; Nolte, T.; Knobe, M.; Prescher, A.; Truhn, D.; Nebelung, S. In-Situ Cartilage
Functionality Assessment Based on Advanced MRI Techniques and Precise Compartmental Knee Joint Loading through Varus
and Valgus Stress. Diagnostics 2021, 11, 1476. [CrossRef]

Burgin, L.V.; Edelsten, L.; Aspden, R.M. The Mechanical and Material Properties of Elderly Human Articular Cartilage Subject to
Impact and Slow Loading. Med. Eng. Phys. 2014, 36, 226-232. [CrossRef] [PubMed]

Wong, B.L.; Sah, R.L. Mechanical Asymmetry during Articulation of Tibial and Femoral Cartilages: Local and Overall Compressive
and Shear Deformation and Properties. J. Biomech. 2010, 43, 1689-1695. [CrossRef] [PubMed]

Deneweth, ].M.; Newman, K.E.; Sylvia, S.M.; McLean, S.G.; Arruda, E.M. Heterogeneity of Tibial Plateau Cartilage in Response to
a Physiological Compressive Strain Rate. J. Orthop. Res. 2013, 31, 370-375. [CrossRef] [PubMed]

Kurkijarvi, J.E.; Nissi, M.].; Kiviranta, I.; Jurvelin, J.S.; Nieminen, M.T. Delayed Gadolinium-Enhanced MRI of Cartilage
(dGEMRIC) and T2 Characteristics of Human Knee Articular Cartilage: Topographical Variation and Relationships to Mechanical
Properties. Magn. Reason. Med. 2004, 52, 41-46. [CrossRef]

Griebel, A.].; Trippel, S.B.; Neu, C.P. Noninvasive dualMRI-Based Strains Vary by Depth and Region in Human Osteoarthritic
Articular Cartilage. Osteoarthr. Cartil. 2013, 21, 394-400. [CrossRef]

Chokhandre, S.; Erdemir, A. A Comprehensive Testing Protocol for Macro-Scale Mechanical Characterization of Knee Articular
Cartilage with Documented Experimental Repeatability. J. Mech. Behav. Biomed. Mater. 2020, 112, 104025. [CrossRef] [PubMed]
Hatcher, C.C.; Collins, A.T.; Kim, S.Y.; Michel, L.C.; Mostertz, W.C.; Ziemian, S.N.; Spritzer, C.E.; Guilak, F; DeFrate, L.E,;
McNulty, A.L. Relationship between T1rho Magnetic Resonance Imaging, Synovial Fluid Biomarkers, and the Biochemical and
Biomechanical Properties of Cartilage. J. Biomech. 2017, 55, 18-26. [CrossRef] [PubMed]

Heckelman, L.N.; Smith, W.A.R.; Riofrio, A.D.; Vinson, E.N.; Collins, A.T.; Gwynn, O.R,; Utturkar, G.M.; Goode, A.P,; Spritzer,
C.E.; DeFrate, L.E. Quantifying the Biochemical State of Knee Cartilage in Response to Running Using T1rho Magnetic Resonance
Imaging. Sci. Rep. 2020, 10, 1870. [CrossRef]

Keenan, K.E.; Kourtis, L.C.; Besier, T.F,; Lindsey, D.P.; Gold, G.E.; Delp, S.L.; Beaupre, G.S. New Resource for the Computation of
Cartilage Biphasic Material Properties with the Interpolant Response Surface Method. Methods Biomech. Biomed. Eng. 2009, 12,
415-422. [CrossRef]

Mikeld, J.T.A.; Huttu, M.R.J.; Korhonen, R.K. Structure-Function Relationships in Osteoarthritic Human Hip Joint Articular
Cartilage. Osteoarthr. Cartil. 2012, 20, 1268-1277. [CrossRef]

Sim, S.; Chevrier, A.; Garon, M.; Quenneville, E.; Yaroshinsky, A.; Hoemann, C.D.; Buschmann, M.D. Non-Destructive Elec-
tromechanical Assessment (Arthro-BST) of Human Articular Cartilage Correlates with Histological Scores and Biomechanical
Properties. Osteoarthr. Cartil. 2014, 22, 1926-1935. [CrossRef] [PubMed]

Robinson, D.L.; Kersh, M.E.; Walsh, N.C.; Ackland, D.C.; de Steiger, R.N.; Pandy, M.G. Mechanical Properties of Normal and
Osteoarthritic Human Articular Cartilage. J. Mech. Behav. Biomed. Mater. 2016, 61, 96-109. [CrossRef] [PubMed]

Henak, C.R.; Kapron, A.L.; Anderson, A.E.; Ellis, B.].; Maas, S.A.; Weiss, J.A. Specimen-Specific Predictions of Contact Stress
under Physiological Loading in the Human Hip: Validation and Sensitivity Studies. Biomech. Model. Mechanobiol. 2014, 13,
387-400. [CrossRef] [PubMed]

Khajehsaeid, H.; Abdollahpour, Z. Progressive Deformation-Induced Degradation of Knee Articular Cartilage and Osteoarthritis.
J. Biomech. 2020, 111, 109995. [CrossRef] [PubMed]

Pavan, T.Z.; Madsen, E.L.; Frank, G.R.; Adilton O. Carneiro, A.; Hall, T.J. Nonlinear Elastic Behavior of Phantom Materials for
Elastography. Phys. Med. Biol. 2010, 55, 2679-2692. [CrossRef] [PubMed]

Dwivedi, K.K.; Lakhani, P.; Kumar, S.; Kumar, N. A Hyperelastic Model to Capture the Mechanical Behaviour and Histological
Aspects of the Soft Tissues. . Mech. Behav. Biomed. Mater. 2022, 126, 105013. [CrossRef] [PubMed]

Destrade, M.; Ni Annaidh, A.; Coman, C.D. Bending Instabilities of Soft Biological Tissues. Int. J. Solids Struct. 2009, 46, 4322-4330.
[CrossRef]

Thambyah, A.; Nather, A.; Goh, J. Mechanical Properties of Articular Cartilage Covered by the Meniscus. Osteoarthr. Cartil. 2006,
14, 580-588. [CrossRef] [PubMed]

Barker, M.K.; Seedhom, B.B. The Relationship of the Compressive Modulus of Articular Cartilage with Its Deformation Response
to Cyclic Loading: Does Cartilage Optimize Its Modulus so as to Minimize the Strains Arising in It Due to the Prevalent Loading
Regime? Rheumatology 2001, 40, 274-284. [CrossRef]

Richard, F; Villars, M.; Thibaud, S. Viscoelastic Modeling and Quantitative Experimental Characterization of Normal and
Osteoarthritic Human Articular Cartilage Using Indentation. . Mech. Behav. Biomed. Mater. 2013, 24, 41-52. [CrossRef]

Temple, D.K,; Cederlund, A.A.; Lawless, B.M.; Aspden, R.M.; Espino, D.M. Viscoelastic Properties of Human and Bovine Articular
Cartilage: A Comparison of Frequency-Dependent Trends. BMC Musculoskelet. Disord. 2016, 17, 419. [CrossRef]

Milz, S.; Putz, R. Quantitative Morphology of the Subchondral Plate of the Tibial Plateau. J. Anat. 1994, 185 Pt 1, 103-110.


https://doi.org/10.1007/s10237-017-0932-4
https://doi.org/10.1016/j.joca.2017.11.009
https://doi.org/10.3390/diagnostics11081476
https://doi.org/10.1016/j.medengphy.2013.11.002
https://www.ncbi.nlm.nih.gov/pubmed/24275561
https://doi.org/10.1016/j.jbiomech.2010.02.035
https://www.ncbi.nlm.nih.gov/pubmed/20394929
https://doi.org/10.1002/jor.22226
https://www.ncbi.nlm.nih.gov/pubmed/22952052
https://doi.org/10.1002/mrm.20104
https://doi.org/10.1016/j.joca.2012.11.009
https://doi.org/10.1016/j.jmbbm.2020.104025
https://www.ncbi.nlm.nih.gov/pubmed/32841833
https://doi.org/10.1016/j.jbiomech.2017.02.001
https://www.ncbi.nlm.nih.gov/pubmed/28237185
https://doi.org/10.1038/s41598-020-58573-8
https://doi.org/10.1080/10255840802654319
https://doi.org/10.1016/j.joca.2012.07.016
https://doi.org/10.1016/j.joca.2014.08.008
https://www.ncbi.nlm.nih.gov/pubmed/25168362
https://doi.org/10.1016/j.jmbbm.2016.01.015
https://www.ncbi.nlm.nih.gov/pubmed/26851527
https://doi.org/10.1007/s10237-013-0504-1
https://www.ncbi.nlm.nih.gov/pubmed/23736783
https://doi.org/10.1016/j.jbiomech.2020.109995
https://www.ncbi.nlm.nih.gov/pubmed/32920243
https://doi.org/10.1088/0031-9155/55/9/017
https://www.ncbi.nlm.nih.gov/pubmed/20400811
https://doi.org/10.1016/j.jmbbm.2021.105013
https://www.ncbi.nlm.nih.gov/pubmed/34920323
https://doi.org/10.1016/j.ijsolstr.2009.08.017
https://doi.org/10.1016/j.joca.2006.01.015
https://www.ncbi.nlm.nih.gov/pubmed/16621620
https://doi.org/10.1093/rheumatology/40.3.274
https://doi.org/10.1016/j.jmbbm.2013.04.012
https://doi.org/10.1186/s12891-016-1279-1

Materials 2024, 17, 1698 42 of 45

124.

125.

126.

127.

128.

129.

130.

131.
132.
133.
134.
135.

136.
137.

138.

139.

140.

141.

142.

143.

144.

145.

146.

147.

148.

149.

150.

151.

152.

Brown, T.D.; Vrahas, M.S. The Apparent Elastic Modulus of the Juxtarticular Subchondral Bone of the Femoral Head. J. Orthop.
Res. 1984, 2, 32-38. [CrossRef] [PubMed]

Choi, K.; Kuhn, J.L.; Ciarelli, M.].; Goldstein, S.A. The Elastic Moduli of Human Subchondral, Trabecular, and Cortical Bone
Tissue and the Size-Dependency of Cortical Bone Modulus. J. Biomech. 1990, 23, 1103-1113. [CrossRef] [PubMed]

Li, B.; Aspden, R M. Mechanical and Material Properties of the Subchondral Bone Plate from the Femoral Head of Patients with
Osteoarthritis or Osteoporosis. Ann. Rheum. Dis. 1997, 56, 247-254. [CrossRef] [PubMed]

Gardner-Morse, M.G.; Tacy, N.J.; Beynnon, B.D.; Roemhildt, M.L. In Situ Microindentation for Determining Local Subchondral
Bone Compressive Modulus. J. Biomech. Eng. 2010, 132, 094502. [CrossRef] [PubMed]

Oliver, W.C.; Pharr, G.M. An Improved Technique for Determining Hardness and Elastic Modulus Using Load and Displacement
Sensing Indentation Experiments. ]. Mater. Res. 1992, 7, 1564-1583. [CrossRef]

Ferguson, V.L.; Bushby, A.].; Boyde, A. Nanomechanical Properties and Mineral Concentration in Articular Calcified Cartilage
and Subchondral Bone. |. Anat. 2003, 203, 191-202. [CrossRef]

Renault, J.-B.; Carmona, M.; Tzioupis, C.; Ollivier, M.; Argenson, J.-N.; Parratte, S.; Chabrand, P. Tibial Subchondral Trabecular
Bone Micromechanical and Microarchitectural Properties Are Affected by Alignment and Osteoarthritis Stage. Sci. Rep. 2020,
10, 3975. [CrossRef]

Li, G, Yin, J.; Gao, J.; Cheng, T.S.; Pavlos, N.J.; Zhang, C.; Zheng, M.H. Subchondral Bone in Osteoarthritis: Insight into Risk
Factors and Microstructural Changes. Arthritis Res. Ther. 2013, 15, 223. [CrossRef]

Burr, D.B.; Gallant, M. A. Bone Remodelling in Osteoarthritis. Nat. Rev. Rheumatol. 2012, 8, 665-673. [CrossRef] [PubMed]
Gibson, L.J. The Mechanical Behaviour of Cancellous Bone. J. Biomech. 1985, 18, 317-328. [CrossRef] [PubMed]

Augat, P; Link, T,; Lang, T.E; Lin, J.C.; Majumdar, S.; Genant, H.K. Anisotropy of the Elastic Modulus of Trabecular Bone
Specimens from Different Anatomical Locations. Med. Eng. Phys. 1998, 20, 124-131. [CrossRef] [PubMed]

Harrigan, T.P; Mann, R.W. Characterization of Microstructural Anisotropy in Orthotropic Materials Using a Second Rank Tensor.
J. Mater. Sci. 1984, 19, 761-767. [CrossRef]

Cowin, S.C. The Relationship between the Elasticity Tensor and the Fabric Tensor. Mech. Mater. 1985, 4, 137-147. [CrossRef]
Odgaard, A.; Jensen, E.B.; Gundersen, H.]J. Estimation of Structural Anisotropy Based on Volume Orientation. A New Concept.
J. Microsc. 1990, 157, 149-162. [CrossRef] [PubMed]

Cruz-Orive, L.M,; Karlsson, L.M.; Larsen, S.E.; Wainschtein, F. Characterizing Anisotropy: A New Concept. Micron Microsc. Acta
1992, 23, 75-76. [CrossRef]

Zysset, PK.; Curnier, A. An Alternative Model for Anisotropic Elasticity Based on Fabric Tensors. Mech. Mater. 1995, 21, 243-250.
[CrossRef]

Ashman, R.B.; Rho, ].Y,; Turner, C.H. Anatomical Variation of Orthotropic Elastic Moduli of the Proximal Human Tibia. J. Biomech.
1989, 22, 895-900. [CrossRef]

Turner, C.H.; Cowin, S.C.; Rho, ].Y.; Ashman, R.B.; Rice, ].C. The Fabric Dependence of the Orthotropic Elastic Constants of
Cancellous Bone. J. Biomech. 1990, 23, 549-561. [CrossRef]

Zysset, PK.; Goulet, R W.; Hollister, S.]. A Global Relationship between Trabecular Bone Morphology and Homogenized Elastic
Properties. J. Biomech. Eng. 1998, 120, 640-646. [CrossRef] [PubMed]

Odgaard, A.; Kabel, J.; van Rietbergen, B.; Dalstra, M.; Huiskes, R. Fabric and Elastic Principal Directions of Cancellous Bone Are
Closely Related. . Biomech. 1997, 30, 487-495. [CrossRef] [PubMed]

Birnbaum, K.; Sindelar, R.; Gaertner, J.R.; Wirtz, D.C. Material Properties of Trabecular Bone Structures. Surg. Radiol. Anat. 2001,
23,399-407. [CrossRef] [PubMed]

Pattijn, V.; Van Cleynenbreugel, T.; Vander Sloten, J.; Van Audekercke, R.; Van der Perre, G.; Wevers, M. Structural and Radiological
Parameters for the Nondestructive Characterization of Trabecular Bone. Ann. Biomed. Eng. 2001, 29, 1064-1073. [CrossRef]
[PubMed]

Morgan, E.F.; Bayraktar, H.H.; Keaveny, T.M. Trabecular Bone Modulus-Density Relationships Depend on Anatomic Site. J.
Biomech. 2003, 36, 897-904. [CrossRef] [PubMed]

Ohman, C.; Baleani, M.; Perilli, E.; Dall’Ara, E.; Tassani, S.; Baruffaldi, F.; Viceconti, M. Mechanical Testing of Cancellous Bone
from the Femoral Head: Experimental Errors Due to off-Axis Measurements. |. Biomech. 2007, 40, 2426-2433. [CrossRef] [PubMed]
Lancianese, S.L.; Kwok, E.; Beck, C.A.; Lerner, A.L. Predicting Regional Variations in Trabecular Bone Mechanical Properties
within the Human Proximal Tibia Using MR Imaging. Bone 2008, 43, 1039-1046. [CrossRef] [PubMed]

Schwiedrzik, ].J.; Kaudela, K.-H.; Burner, U.; Zysset, PK. Fabric-Mechanical Property Relationships of Trabecular Bone Allografts
Are Altered by Supercritical CO, Treatment and Gamma Sterilization. Bone 2011, 48, 1370-1377. [CrossRef]

Karim, L.; Vashishth, D. Role of Trabecular Microarchitecture in the Formation, Accumulation, and Morphology of Microdamage
in Human Cancellous Bone. J. Orthop. Res. 2011, 29, 1739-1744. [CrossRef]

Karim, L.; Vashishth, D. Heterogeneous Glycation of Cancellous Bone and Its Association with Bone Quality and Fragility. PLoS
ONE 2012, 7, €35047. [CrossRef]

Rodrigues, A.M.; Caetano-Lopes, J.; Vale, A.C.; Aleixo, I; Pena, A.S.; Faustino, A.; Sepriano, A.; Polido-Pereira, ].; Vieira-Sousa, E.;
Lucas, R.; et al. Smoking Is a Predictor of Worse Trabecular Mechanical Performance in Hip Fragility Fracture Patients. ]. Bone
Miner. Metab. 2012, 30, 692—699. [CrossRef]


https://doi.org/10.1002/jor.1100020106
https://www.ncbi.nlm.nih.gov/pubmed/6491796
https://doi.org/10.1016/0021-9290(90)90003-L
https://www.ncbi.nlm.nih.gov/pubmed/2277045
https://doi.org/10.1136/ard.56.4.247
https://www.ncbi.nlm.nih.gov/pubmed/9165997
https://doi.org/10.1115/1.4001872
https://www.ncbi.nlm.nih.gov/pubmed/20815650
https://doi.org/10.1557/JMR.1992.1564
https://doi.org/10.1046/j.1469-7580.2003.00193.x
https://doi.org/10.1038/s41598-020-60464-x
https://doi.org/10.1186/ar4405
https://doi.org/10.1038/nrrheum.2012.130
https://www.ncbi.nlm.nih.gov/pubmed/22868925
https://doi.org/10.1016/0021-9290(85)90287-8
https://www.ncbi.nlm.nih.gov/pubmed/4008502
https://doi.org/10.1016/S1350-4533(98)00001-0
https://www.ncbi.nlm.nih.gov/pubmed/9679231
https://doi.org/10.1007/BF00540446
https://doi.org/10.1016/0167-6636(85)90012-2
https://doi.org/10.1111/j.1365-2818.1990.tb02955.x
https://www.ncbi.nlm.nih.gov/pubmed/2313683
https://doi.org/10.1016/0739-6260(92)90076-P
https://doi.org/10.1016/0167-6636(95)00018-6
https://doi.org/10.1016/0021-9290(89)90073-0
https://doi.org/10.1016/0021-9290(90)90048-8
https://doi.org/10.1115/1.2834756
https://www.ncbi.nlm.nih.gov/pubmed/10412443
https://doi.org/10.1016/S0021-9290(96)00177-7
https://www.ncbi.nlm.nih.gov/pubmed/9109560
https://doi.org/10.1007/s00276-001-0399-x
https://www.ncbi.nlm.nih.gov/pubmed/11963622
https://doi.org/10.1114/1.1424922
https://www.ncbi.nlm.nih.gov/pubmed/11853257
https://doi.org/10.1016/S0021-9290(03)00071-X
https://www.ncbi.nlm.nih.gov/pubmed/12757797
https://doi.org/10.1016/j.jbiomech.2006.11.020
https://www.ncbi.nlm.nih.gov/pubmed/17257604
https://doi.org/10.1016/j.bone.2008.07.247
https://www.ncbi.nlm.nih.gov/pubmed/18755303
https://doi.org/10.1016/j.bone.2011.03.768
https://doi.org/10.1002/jor.21448
https://doi.org/10.1371/journal.pone.0035047
https://doi.org/10.1007/s00774-012-0370-4

Materials 2024, 17, 1698 43 of 45

153.

154.

155.

156.

157.

158.

159.

160.

161.

162.

163.

164.

165.

166.

167.

168.

169.

170.

171.

172.

173.

174.

175.

176.

177.

Zhou, B,; Liu, X.S.; Wang, J.; Lu, X.L.; Fields, A.]J.; Guo, X.E. Dependence of Mechanical Properties of Trabecular Bone on Plate-Rod
Microstructure Determined by Individual Trabecula Segmentation (ITS). J. Biomech. 2014, 47, 702-708. [CrossRef] [PubMed]
Chen, C.; Zhang, X.; Guo, J; Jin, D.; Letuchy, E.M.; Burns, T.L.; Levy, S.M.; Hoffman, E.A.; Saha, PK. Quantitative Imaging of
Peripheral Trabecular Bone Microarchitecture Using MDCT. Med. Phys. 2018, 45, 236-249. [CrossRef] [PubMed]

Yadav, R.N.; Sihota, P; Uniyal, P; Neradi, D.; Bose, ].C.; Dhiman, V.; Karn, S.; Sharma, S.; Aggarwal, S.; Goni, V.G.; et al. Prediction
of Mechanical Properties of Trabecular Bone in Patients with Type 2 Diabetes Using Damage Based Finite Element Method.
J. Biomech. 2021, 123, 110495. [CrossRef] [PubMed]

Novitskaya, E.; Zin, C.; Chang, N.; Cory, E.; Chen, P; D’Lima, D.; Sah, R.L.; McKittrick, J. Creep of Trabecular Bone from the
Human Proximal Tibia. Mater. Sci. Eng. C Mater. Biol. Appl. 2014, 40, 219-227. [CrossRef] [PubMed]

Magquer, G.; Musy, S.N.; Wandel, ].; Gross, T.; Zysset, PX. Bone Volume Fraction and Fabric Anisotropy Are Better Determinants
of Trabecular Bone Stiffness than Other Morphological Variables. J. Bone Miner. Res. 2015, 30, 1000-1008. [CrossRef] [PubMed]
Ciarelli, M.].; Goldstein, S.A.; Kuhn, J.L.; Cody, D.D.; Brown, M.B. Evaluation of Orthogonal Mechanical Properties and Density
of Human Trabecular Bone from the Major Metaphyseal Regions with Materials Testing and Computed Tomography. J. Orthop.
Res. 1991, 9, 674-682. [CrossRef]

Morgan, E.E; Unnikrisnan, G.U.; Hussein, A.I. Bone Mechanical Properties in Healthy and Diseased States. Annu. Rev. Biomed.
Eng. 2018, 20, 119-143. [CrossRef] [PubMed]

Singer, B.R.; McLauchlan, G.J.; Robinson, C.M.; Christie, J. Epidemiology of Fractures in 15,000 Adults: The Influence of Age and
Gender. . Bone Jt. Surg. 1998, 80, 243-248. [CrossRef]

Dall’Ara, E.; Ohman, C.; Baleani, M.; Viceconti, M. The Effect of Tissue Condition and Applied Load on Vickers Hardness of
Human Trabecular Bone. J. Biomech. 2007, 40, 3267-3270. [CrossRef]

Starup-Linde, J.; Vestergaard, P. Biochemical Bone Turnover Markers in Diabetes Mellitus—A Systematic Review. Bone 2016, 82,
69-78. [CrossRef] [PubMed]

Picke, A.-K.; Campbell, G.; Napoli, N.; Hofbauer, L.C.; Rauner, M. Update on the Impact of Type 2 Diabetes Mellitus on Bone
Metabolism and Material Properties. Endocr. Connect. 2019, 8, R55-R70. [CrossRef]

Holstein, ].H.; Herrmann, M.; Splett, C.; Herrmann, W.; Garcia, P; Histing, T.; Klein, M.; Kurz, K.; Siebel, T.; Pohlemann, T.; et al.
Hyperhomocysteinemia Is Not Associated with Reduced Bone Quality in Humans with Hip Osteoarthritis. Clin. Chem. Lab. Med.
2010, 48, 821-827. [CrossRef] [PubMed]

Steines, D.; Liew, S.-W.; Arnaud, C.; Vargas-Voracek, R.; Nazarian, A.; Miiller, R.; Snyder, B.; Hess, P.; Lang, P. Radiographic
Trabecular 2D and 3D Parameters of Proximal Femoral Bone Cores Correlate with Each Other and with Yield Stress. Osteoporos.
Int. 2009, 20, 1929-1938. [CrossRef] [PubMed]

Cyganik, L.; Binkowski, M.; Kokot, G.; Cyganik, P; Rusin, T.; Bolechata, F.; Nowak, R.; Wrébel, Z.; John, A. Microscale’s
Relationship between Young’s Modulus and Tissue Density. Prediction of Displacements. Comput. Methods Biomech. Biomed. Eng.
2017, 20, 1658-1668. [CrossRef] [PubMed]

Marinozzi, F; Bini, F.; Marinozzi, A. Evidence of Entropic Elasticity of Human Bone Trabeculae at Low Strains. J. Biomech. 2011,
44,988-991. [CrossRef] [PubMed]

Pedersen, D.R.; Goetz, J.E.; Kurriger, G.L.; Martin, J.A. Comparative Digital Cartilage Histology for Human and Common
Osteoarthritis Models. Orthop. Res. Rev. 2013, 2013, 13-20. [CrossRef] [PubMed]

Changoor, A.; Tran-Khanh, N.; Méthot, S.; Garon, M.; Hurtig, M.B.; Shive, M.S.; Buschmann, M.D. A Polarized Light Microscopy
Method for Accurate and Reliable Grading of Collagen Organization in Cartilage Repair. Osteoarthr. Cartil. 2011, 19, 126-135.
[CrossRef] [PubMed]

Honkanen, M.K.M.; Mohammadi, A.; Te Moller, N.C.R.; Ebrahimi, M.; Xu, W.; Plomp, S.; Pouran, B.; Lehto, V.-P.; Brommer, H,;
van Weeren, PR.; et al. Dual-Contrast Micro-CT Enables Cartilage Lesion Detection and Tissue Condition Evaluation Ex Vivo.
Equine Vet. . 2023, 55, 315-324. [CrossRef]

Nam, S.Y.; Ricles, L.M.; Suggs, L.].; Emelianov, S.Y. Imaging Strategies for Tissue Engineering Applications. Tissue Eng. Part B Rev.
2015, 21, 88-102. [CrossRef]

Matzat, S.J.; van Tiel, J.; Gold, G.E.; Oei, E.H.G. Quantitative MRI Techniques of Cartilage Composition. Quant. Imaging Med.
Surg. 2013, 3, 162-174. [CrossRef]

Grondin, M.M,; Liu, E; Vignos, M.E; Samsonov, A.; Li, W.-].; Kijowski, R.; Henak, C.R. Bi-Component T2 Mapping Correlates
with Articular Cartilage Material Properties. J. Biomech. 2021, 116, 110215. [CrossRef] [PubMed]

Truhn, D.; Brill, N.; Braun, B.; Merhof, D.; Kuhl, C.; Knobe, M.; Thiiring, J.; Nebelung, S. A Multi-Purpose Force-Controlled
Loading Device for Cartilage and Meniscus Functionality Assessment Using Advanced MRI Techniques. J. Mech. Behav. Biomed.
Mater. 2020, 101, 103428. [CrossRef] [PubMed]

Mahmoodian, R.; Leasure, J.; Philip, P; Pleshko, N.; Capaldi, F.; Siegler, S. Changes in Mechanics and Composition of Human
Talar Cartilage Anlagen during Fetal Development. Osteoarthr. Cartil. 2011, 19, 1199-1209. [CrossRef] [PubMed]

Unal, M.; Akkus, O.; Sun, J.; Cai, L.; Erol, U.L,; Sabri, L.; Neu, C.P. Raman Spectroscopy-Based Water Content Is a Negative
Predictor of Articular Human Cartilage Mechanical Function. Osteoarthr. Cartil. 2019, 27, 304-313. [CrossRef] [PubMed]

Ma, S.; Boughton, O.; Karunaratne, A.; Jin, A.; Cobb, J.; Hansen, U.; Abel, R. Synchrotron Imaging Assessment of Bone Quality.
Clin. Rev. Bone Miner. Metab. 2016, 14, 150-160. [CrossRef] [PubMed]


https://doi.org/10.1016/j.jbiomech.2013.11.039
https://www.ncbi.nlm.nih.gov/pubmed/24360196
https://doi.org/10.1002/mp.12632
https://www.ncbi.nlm.nih.gov/pubmed/29064579
https://doi.org/10.1016/j.jbiomech.2021.110495
https://www.ncbi.nlm.nih.gov/pubmed/34004396
https://doi.org/10.1016/j.msec.2014.03.057
https://www.ncbi.nlm.nih.gov/pubmed/24857486
https://doi.org/10.1002/jbmr.2437
https://www.ncbi.nlm.nih.gov/pubmed/25529534
https://doi.org/10.1002/jor.1100090507
https://doi.org/10.1146/annurev-bioeng-062117-121139
https://www.ncbi.nlm.nih.gov/pubmed/29865872
https://doi.org/10.1302/0301-620X.80B2.0800243
https://doi.org/10.1016/j.jbiomech.2007.04.007
https://doi.org/10.1016/j.bone.2015.02.019
https://www.ncbi.nlm.nih.gov/pubmed/25722065
https://doi.org/10.1530/EC-18-0456
https://doi.org/10.1515/CCLM.2010.155
https://www.ncbi.nlm.nih.gov/pubmed/20345232
https://doi.org/10.1007/s00198-009-0908-z
https://www.ncbi.nlm.nih.gov/pubmed/19319618
https://doi.org/10.1080/10255842.2017.1404993
https://www.ncbi.nlm.nih.gov/pubmed/29169266
https://doi.org/10.1016/j.jbiomech.2010.11.030
https://www.ncbi.nlm.nih.gov/pubmed/21144521
https://doi.org/10.2147/ORR.S38400
https://www.ncbi.nlm.nih.gov/pubmed/24465137
https://doi.org/10.1016/j.joca.2010.10.010
https://www.ncbi.nlm.nih.gov/pubmed/20955805
https://doi.org/10.1111/evj.13573
https://doi.org/10.1089/ten.teb.2014.0180
https://doi.org/10.3978/j.issn.2223-4292.2013.06.04
https://doi.org/10.1016/j.jbiomech.2020.110215
https://www.ncbi.nlm.nih.gov/pubmed/33482593
https://doi.org/10.1016/j.jmbbm.2019.103428
https://www.ncbi.nlm.nih.gov/pubmed/31604169
https://doi.org/10.1016/j.joca.2011.07.013
https://www.ncbi.nlm.nih.gov/pubmed/21843650
https://doi.org/10.1016/j.joca.2018.10.003
https://www.ncbi.nlm.nih.gov/pubmed/30359723
https://doi.org/10.1007/s12018-016-9223-3
https://www.ncbi.nlm.nih.gov/pubmed/27683260

Materials 2024, 17, 1698 44 of 45

178.

179.

180.

181.

182.

183.

184.

185.

186.

187.

188.

189.

190.

191.

192.

193.

194.

195.

196.

197.

198.

199.

Schulte, FA.; Christen, P; Badilatti, S.D.; Parkinson, I.; Khosla, S.; Goldhahn, ]J.; Miiller, R. Virtual Supersampling as Post-
Processing Step Preserves the Trabecular Bone Morphometry in Human Peripheral Quantitative Computed Tomography Scans.
PLoS ONE 2019, 14, €0212280. [CrossRef] [PubMed]

Mys, K.; Stockmans, E; Gueorguiev, B.; Wyers, C.E.; van den Bergh, ].PW.; van Lenthe, G.H.; Varga, P. Adaptive Local
Thresholding Can Enhance the Accuracy of HR-pQCT-Based Trabecular Bone Morphology Assessment. Bone 2022, 154, 116225.
[CrossRef]

Larrue, A.; Rattner, A.; Peter, Z.-A; Olivier, C.; Laroche, N.; Vico, L.; Peyrin, F. Synchrotron Radiation Micro-CT at the Micrometer
Scale for the Analysis of the Three-Dimensional Morphology of Microcracks in Human Trabecular Bone. PLoS ONE 2011, 6, €21297.
[CrossRef]

Lowitz, T.; Museyko, O.; Bousson, V.; Chappard, C.; Laouisset, L.; Laredo, J.-D.; Engelke, K. Advanced Knee Structure Analysis
(AKSA): A Comparison of Bone Mineral Density and Trabecular Texture Measurements Using Computed Tomography and
High-Resolution Peripheral Quantitative Computed Tomography of Human Knee Cadavers. Arthritis Res. Ther. 2017, 19, 1.
[CrossRef]

Amini, M.; Nazemi, S.M.; Lanovaz, ].L.; Kontulainen, S.; Masri, B.A.; Wilson, D.R.; Szyszkowski, W.; Johnston, J.D. Individual
and Combined Effects of OA-Related Subchondral Bone Alterations on Proximal Tibial Surface Stiffness: A Parametric Finite
Element Modeling Study. Med. Eng. Phys. 2015, 37, 783-791. [CrossRef] [PubMed]

Patel, V.; Issever, A.S.; Burghardt, A ; Laib, A.; Ries, M.; Majumdar, S. MicroCT Evaluation of Normal and Osteoarthritic Bone
Structure in Human Knee Specimens. J. Orthop. Res. 2003, 21, 6-13. [CrossRef] [PubMed]

Clark, J.N.; Tavana, S.; Clark, B.; Briggs, T.; Jeffers, ].R.T.; Hansen, U. High Resolution Three-Dimensional Strain Measurements in
Human Articular Cartilage. . Mech. Behav. Biomed. Mater. 2021, 124, 104806. [CrossRef] [PubMed]

Véindnen, S.P; Amin Yavari, S.; Weinans, H.; Zadpoor, A.A,; Jurvelin, ].S.; Isaksson, H. Repeatability of Digital Image Correlation
for Measurement of Surface Strains in Composite Long Bones. J. Biomech. 2013, 46, 1928-1932. [CrossRef] [PubMed]

Gillard, F.; Boardman, R.; Mavrogordato, M.; Hollis, D.; Sinclair, I.; Pierron, E; Browne, M. The Application of Digital Volume
Correlation (DVC) to Study the Microstructural Behaviour of Trabecular Bone during Compression. J. Mech. Behav. Biomed. Mater.
2014, 29, 480-499. [CrossRef] [PubMed]

Dall’Ara, E.; Tozzi, G. Digital Volume Correlation for the Characterization of Musculoskeletal Tissues: Current Challenges and
Future Developments. Front. Bioeng. Biotechnol. 2022, 10, 1010056. [CrossRef]

Yan, L.; Cinar, A.; Ma, S.; Abel, R.; Hansen, U.; Marrow, T.J. A Method for Fracture Toughness Measurement in Trabecular Bone
Using Computed Tomography, Image Correlation and Finite Element Methods. J. Mech. Behav. Biomed. Mater. 2020, 109, 103838.
[CrossRef]

Madi, K,; Staines, K.A.; Bay, B.K ; Javaheri, B.; Geng, H.; Bodey, A.J.; Cartmell, S.; Pitsillides, A.A.; Lee, P.D. In Situ Characterization
of Nanoscale Strains in Loaded Whole Joints via Synchrotron X-ray Tomography. Nat. Biomed. Eng. 2020, 4, 343-354. [CrossRef]
Tavana, S.; N. Clark, ].; Newell, N.; Calder, ].D.; Hansen, U. In Vivo Deformation and Strain Measurements in Human Bone Using
Digital Volume Correlation (DVC) and 3T Clinical MRI. Materials 2020, 13, 5354. [CrossRef]

Dall’Ara, E.; Pefia-Fernandez, M.; Palanca, M.; Giorgi, M.; Cristofolini, L.; Tozzi, G. Precision of Digital Volume Correlation
Approaches for Strain Analysis in Bone Imaged with Micro-Computed Tomography at Different Dimensional Levels. Front.
Mater. 2017, 4, 31. [CrossRef]

Clark, J.N.; Garbout, A.; Ferreira, S.A.; Javaheri, B.; Pitsillides, A.A.; Rankin, S.M.; Jeffers, ].R.T.; Hansen, U. Propagation
Phase-Contrast Micro-Computed Tomography Allows Laboratory-Based Three-Dimensional Imaging of Articular Cartilage
down to the Cellular Level. Osteoarthr. Cartil. 2020, 28, 102-111. [CrossRef] [PubMed]

Davis, S.; Karali, A.; Zekonyte, J.; Roldo, M.; Blunn, G. Development of a Method to Investigate Strain Distribution across
the Cartilage-Bone Interface in Guinea Pig Model of Spontaneous Osteoarthritis Using Lab-Based Contrast Enhanced X-ray-
Computed Tomography and Digital Volume Correlation. . Mech. Behav. Biomed. Mater. 2023, 144, 105999. [CrossRef] [PubMed]
Horng, A.; Stroebel, J.; Geith, T.; Milz, S.; Pacureanu, A.; Yang, Y.; Cloetens, P.; Lovric, G.; Mittone, A.; Bravin, A.; et al. Multiscale
X-Ray Phase Contrast Imaging of Human Cartilage for Investigating Osteoarthritis Formation. ]. Biomed. Sci. 2021, 28, 42.
[CrossRef] [PubMed]

Fowkes, M.M.; Das Neves Borges, P.; Cacho-Nerin, F; Brennan, P.E.; Vincent, T.L.; Lim, N.H. Imaging Articular Cartilage in
Osteoarthritis Using Targeted Peptide Radiocontrast Agents. PLoS ONE 2022, 17, e0268223. [CrossRef] [PubMed]

Page, M.].; McKenzie, J.E.; Bossuyt, PM.; Boutron, I.; Hoffmann, T.C.; Mulrow, C.D.; Shamseer, L.; Tetzlaff, ] M.; Akl, E.A,;
Brennan, S.E.; et al. The PRISMA 2020 statement: An updated guideline for reporting systematic reviews. BM]J 2021, 372, n71.
[CrossRef]

Hunter, D.J.; March, L.; Chew, M. Osteoarthritis in 2020 and beyond: A Lancet Commission. Lancet 2020, 396, 1711-1712.
[CrossRef] [PubMed]

Long, H.; Liu, Q.; Yin, H.; Wang, K.; Diao, N.; Zhang, Y.; Lin, J.; Guo, A. Prevalence Trends of Site-Specific Osteoarthritis from 1990
to 2019: Findings from the Global Burden of Disease Study 2019. Arthritis Rheumatol. 2022, 74, 1172-1183. [CrossRef] [PubMed]
Wu, D.; Wong, P.; Guo, C.; Tam, L.-S.; Gu, J. Pattern and Trend of Five Major Musculoskeletal Disorders in China from 1990 to
2017: Findings from the Global Burden of Disease Study 2017. BMC Med. 2021, 19, 34. [CrossRef] [PubMed]


https://doi.org/10.1371/journal.pone.0212280
https://www.ncbi.nlm.nih.gov/pubmed/30759159
https://doi.org/10.1016/j.bone.2021.116225
https://doi.org/10.1371/journal.pone.0021297
https://doi.org/10.1186/s13075-016-1210-z
https://doi.org/10.1016/j.medengphy.2015.05.011
https://www.ncbi.nlm.nih.gov/pubmed/26074327
https://doi.org/10.1016/S0736-0266(02)00093-1
https://www.ncbi.nlm.nih.gov/pubmed/12507574
https://doi.org/10.1016/j.jmbbm.2021.104806
https://www.ncbi.nlm.nih.gov/pubmed/34509906
https://doi.org/10.1016/j.jbiomech.2013.05.021
https://www.ncbi.nlm.nih.gov/pubmed/23791085
https://doi.org/10.1016/j.jmbbm.2013.09.014
https://www.ncbi.nlm.nih.gov/pubmed/24212359
https://doi.org/10.3389/fbioe.2022.1010056
https://doi.org/10.1016/j.jmbbm.2020.103838
https://doi.org/10.1038/s41551-019-0477-1
https://doi.org/10.3390/ma13235354
https://doi.org/10.3389/fmats.2017.00031
https://doi.org/10.1016/j.joca.2019.10.007
https://www.ncbi.nlm.nih.gov/pubmed/31678663
https://doi.org/10.1016/j.jmbbm.2023.105999
https://www.ncbi.nlm.nih.gov/pubmed/37406483
https://doi.org/10.1186/s12929-021-00739-1
https://www.ncbi.nlm.nih.gov/pubmed/34098949
https://doi.org/10.1371/journal.pone.0268223
https://www.ncbi.nlm.nih.gov/pubmed/35536857
https://doi.org/10.1136/bmj.n71
https://doi.org/10.1016/S0140-6736(20)32230-3
https://www.ncbi.nlm.nih.gov/pubmed/33159851
https://doi.org/10.1002/art.42089
https://www.ncbi.nlm.nih.gov/pubmed/35233975
https://doi.org/10.1186/s12916-021-01905-w
https://www.ncbi.nlm.nih.gov/pubmed/33536019

Materials 2024, 17, 1698 45 of 45

200. Jin, Z.; Wang, D.; Zhang, H.; Liang, J.; Feng, X.; Zhao, J.; Sun, L. Incidence Trend of Five Common Musculoskeletal Disorders
from 1990 to 2017 at the Global, Regional and National Level: Results from the Global Burden of Disease Study 2017. Ann. Rheum.
Dis. 2020, 79, 1014-1022. [CrossRef]

201. Rezaei,].; Nispeling, T.; Sarkis, J.; Tavasszy, L. A Supplier Selection Life Cycle Approach Integrating Traditional and Environmental
Criteria Using the Best Worst Method. J. Clean. Prod. 2016, 135, 577-588. [CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


https://doi.org/10.1136/annrheumdis-2020-217050
https://doi.org/10.1016/j.jclepro.2016.06.125

	Introduction 
	Constitutive Models of the Last Century 
	Methods 
	Eligibility Criteria 
	Search Strategies 
	Study Selection 
	Extraction of the Data 
	Systematic Assessment of the Scientific Quality of the Studies 

	Results and Discussion 
	Selection of the Studies 
	Trend over Time of Eligible Studies 
	Articular Cartilage 
	Subchondral Bone 
	Trabecular Bone 
	Final Considerations on OC Tissues 

	Complementary Approaches to Investigate the OC Unit’s Biomechanics 
	Conclusions and Future Perspectives 
	Appendix A
	Impact of Osteoarthritis 
	Search Strategies 
	Aggregate Methodological Quality of the Studies 

	References

