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Abstract: With the rising demand for implantable orthopaedic medical devices and the dominance
of device-associated infections, extensive research into the development of novel materials has been
prompted. Among these, new-generation titanium alloys with biocompatible elements and improved
stiffness levels have received much attention. Furthermore, the development of titanium-based materials
that can impart antibacterial function has demonstrated promising results, where gallium has exhibited
superior antimicrobial action. This has been evidenced by the addition of gallium to various biomaterials
including titanium alloys. Therefore, this paper aims to review the antibacterial activity of gallium when
incorporated into biomedical materials, with a focus on titanium-based alloys. First, discussion into the
development of new-generation Ti alloys that possess biocompatible elements and reduced Young’s
moduli is presented. This includes a brief review of the influence of alloying elements, processing
techniques and the resulting biocompatibilities of the materials found in the literature. The antibacterial
effect of gallium added to various materials, including bioglasses, liquid metals, and bioceramics, is
then reviewed and discussed. Finally, a key focus is given to the incorporation of gallium into titanium
systems for which the inherent mechanical, biocompatible, and antibacterial effects are reviewed and
discussed in more detail, leading to suggestions and directions for further research in this area.

Keywords: gallium; titanium alloys; antibacterial biomaterials; medical implants

1. Introduction

The increasing number of implantable medical devices such as orthopaedic implants,
owed partly to the prevalence of related health problems and an aging population, has led
to an amplified incidence of device-associated infections [1]. The development of biofilm
formation on the surfaces of implants can result in chronic implant-related infections, and
hence, implant failure [1]. Despite healthy and efficient host immune systems, bacteria
can quickly colonise the implant surface, leading to persistent infections, implant failure,
and potentially significant complications. The need for antibacterial implant materials is
therefore imperative. The development of implant materials with inherent antibacterial
properties is crucial to mitigate the risks associated with bacterial colonization on implant
surfaces, ensuring the success of the implant, preventing infections, and upholding the well-
being of patients. Having attracted extensive attention as biomedical materials, Titanium
(Ti) and its alloys depict a nominal Young’s modulus, great strength, and good biocompati-
bility and corrosion properties [2–5]. This desirable combination of properties has rendered
titanium alloys one of the most suitable biometals for the manufacture of orthopaedic
implants such as total hip replacement systems [6–8]; however, titanium alloys do not gen-
erally offer a great level of resistance against tribocorrosion [9–11]. The clinical benchmark
among titanium alloys for orthopaedic implant applications is the α/β alloy Ti-6Al-4V.
However, the disproportionate Young’s modulus between Ti-6Al-4V (110 GPa) compared to
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cortical bone (5–30 GPa) can result in stress-shielding effects, which may instigate implant
failure and bone resorption in large, permanent hip joint implants [4,12,13]. Moreover, it is
well reported that aluminium (Al) and vanadium (V) can be released from the alloy to elicit
serious cytotoxic effects, including neurodivergent diseases and genetic damage [14,15].
These details have motivated inquiries into Ti-based alloys with a Young’s modulus closer
to bone, paired with biocompatible alloying elements for biomedical implant applications.

Novel β-type Ti alloys with non-toxic alloying elements and reduced stiffness levels
(Young’s moduli) have been the focus of extensive research development in recent years.
Among the developed systems, Ti-Nb and its alloys have garnered interest as a result of
their improved properties, including desired phase stability, lower Young’s modulus, and
excellent biocompatibility and corrosion resistance [12,16]. Despite these properties, the major
limitations of Ti alloys include the prospect of bacterial infection after implantation, and in
some cases, their poor biocompatibility [4]. By controlling thermo-mechanical treatments and
via selective alloying, biomechanical and biocompatible properties can be tuned. In addition,
antibacterial effects have been demonstrated through the addition of metallic elements such
as gallium (Ga). Ga prevents implant biofilm formation and provides antibacterial activity
through a mechanism replacing Iron (Fe) nutrients within bacterial metabolism [17]. This has
allowed Ga to be used in the development of biomaterials with antibacterial properties, where
even small additions of Ga (1–2 wt%) decreased the biofilm viability of the bacterial strain
S. aureus by approximately 50% in vitro [18,19]. The addition of Ga to low-stiffness Ti-alloys
may therefore promote the development of a new class of biometallic alloys that can offer
similar properties to bone, and that also exhibit antibacterial activity.

This review therefore aims to assess the development of Ti-alloys comprising biocom-
patible elements with low stiffness levels by examining their mechanical and biological
compatibilities for orthopaedic implant applications. Additionally, it aims to explore the an-
tibacterial effects reported for gallium-based material systems. Finally, this review analyses
the incorporation of gallium into titanium-based systems and the imparted antibacterial
activity, mechanical properties, and cytocompatibilities. This review also aims to pro-
vide a basis for future research directions on Ti-Ga based alloys that can beneficially offer
antibacterial characteristics within orthopaedic implant applications.

2. β-Type Titanium Alloys with Biocompatible Elements

Numerous studies have been dedicated to the development of titanium alloys with
a low Young’s modulus comparable to that of cortical bone (5–30 GPa) in addition to the
incorporation of biocompatible alloying elements [2,4,20–26]. Titanium alloys incorporat-
ing elements such as Zirconium (Zr), Niobium (Nb), Tantalum (Ta), and Tin (Sn) have
undergone extensive investigation owing to their superior biocompatibility (Table 1) and
promising potential for use in medical applications. This section aims to provide a brief
review of β-type titanium alloys with non-toxic alloying elements and reduced stiffness
levels. It should be noted that a more comprehensive review is reserved for Section 3, and
particularly Section 4, as it is the main scope of this review article.

Table 1. Assessed biocompatibility and biological impacts of various chemical elements, some of
which can be incorporated into titanium alloy systems; red, yellow and green indicate serious,
moderate, and minimal concerns, respectively. Other* pertains to concerns that extend beyond those
previously mentioned. Examples include haemolysis, neurological effects, and so forth [27].

Periodic
Position Element Biocompatible Carcinogenic Genotoxic Mutagenic Cytotoxic Allyergenic Prone to

Corrosion Other*

3d Ti Yes No No No Med No No No
V No Yes Yes Yes High Disputed No No
Cr No Disputed Yes Yes High Yes No No
Mn No No Yes No High No Yes No
Fe No No Yes Disputed Med No Yes No
Co No Yes Yes Yes High Yes Yes Yes
Ni No Yes Yes Yes High Yes Yes Yes
Cu No No Yes Yes High Yes Yes Yes
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Table 1. Cont.

Periodic
Position Element Biocompatible Carcinogenic Genotoxic Mutagenic Cytotoxic Allyergenic Prone to

Corrosion Other*

4d Zr Yes No No No Low No No No
Nb Yes No No No Low No No No
Mo No Disputed Yes Yes Low Yes Yes Yes
Tc No -Radioactive-
Ru Yes No No No Med No No Yes
Rh No Yes Yes Yes High Unknown No No
Pd No Yes No Disputed Med Yes No No
Ag No No No No High Yes No Yes

5d Hf Unknown Unknown Unknown Unknown Med No No Unknown
Ta Yes No No No Low No No No
W No Yes Yes No Med No Yes No
Re Unknown Unknown Unknown Unknown Unknown No No Unknown
Os No Unknown Yes Yes High No Yes No
Ir No No No Yes High No No Yes
Pt No Yes Yes Yes High Yes No No
Au Yes No No No High No No No

Other Al No No Yes No Low No No Yes
Zn No No No No High No No Yes
Sn Yes No No No Low No No Yes

2.1. Influence of Alloying Elements on Microstructure and Mechanical Properties

In recent years, significant progress has been made in developing titanium alloy
compositions with improved mechanical properties that help resolve the limitations of
stress-shielding, and that possess biocompatible elements [13,28–30]. New-generation
β-type Ti alloys with biocompatible elements and body-centered cubic (BCC) crystal struc-
tures have been the focus of recent developments, as they possess reduced stiffness levels
(Young’s moduli), which is desirable for implants in contact with bone, and improved
wear resistance compared to α and α-β Ti alloys. Among the developed systems, Ti-Nb
and its alloys have garnered immense interest as a result of their improved properties,
including desired phase stability, lower Young’s modulus (around 65 GPa), and excellent
biocompatibility and corrosion resistance [12,16]. In a notable study, Kuroda et al. [31]
investigated the mechanical properties of eight Ti-Nb alloys via tensile testing, compared
to conventional Ti-Al alloys. The Ti-29Nb-13Ta-2Sn alloy possessed the lowest Young’s
modulus, reported at approximately 46 GPa, where all Ti-Nb alloys also exhibited a reduced
modulus compared to the Ti-Al based alloys. In further elucidating the desirable effect of
niobium addition to titanium systems, Tan et al. [32] studied the effect of niobium content
on Ti-XNb-7Zr (X = 23, 28, 33) wt% alloys from a microstructural and mechanical per-
spective. Employing X-ray diffraction analysis and microstructure characterisation, it was
concluded that the addition of Nb to the alloy system stabilised the β-phase microstructure.
As shown in Figure 1, the microstructure changes from α′ + α′′ phase for the 23 wt% Nb, to
α′′ + β phase for the 28 wt% Nb alloy, and to β + α′′ phase within the 33 wt% Nb alloy [32].
By means of nanoindentation methods, the Young’s modulus was found to be minimised in
the 33Nb wt% alloy composition, with a reported value of 29 GPa. These results emphasise
that increasing additions of Nb are advantageous to mechanical properties, where [16]
further elucidated that the minimum modulus for binary Ti-Nb alloys is 65 GPa when
Nb alloying additions are approximately 40 wt%. However, while improvements to the
Young’s modulus were observed, the hardness was largest in the Ti-23Nb-7Zr alloy, owing
to the sizable α′-phase.

Comparatively, using a combined approach, Mao et al. [33] developed mechanobi-
ologically optimised Ti-35Nb-2Ta-3Zr alloys and analysed their mechanical properties
using both conventional tensile tests and finite element models. The alloys exhibited low
Young’s modulus values (47.6–53.3 GPa) and greater mechanobiological characteristics
compared to conventional Ti-6Al-4V; however, only moderate strength (460–577 MPa) was
observed within the combined methods [33]. A comparison of the developed alloys to
other notable literature is depicted in Figure 2. While benefits to mechanical properties
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have been observed in the literature, a large dissimilarity between the Young’s modulus of
β-type Ti-Nb alloys from that of bone still exists, which may instigate implant failure. This
was observed in investigating the β-Ti-based Sn alloys Ti-32Nb-(2, 4)Sn [24]. Although a
reduction in Young’s modulus (64–68 GPa) was observed with increasing Sn content, the
modulus mismatch persisted, in addition to moderate strength.
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Figure 1. Scanning electron microscopy (SEM) images for (a) Ti-23Nb-7Zr showing α′ + α′′ phase,
(b) Ti-28Nb-7Zr showing α′′ + β phase, and (c) Ti-33Nb-7Zr showing β + α′′ phase at 15,000×
magnification [32].

While reduced stiffness has been demonstrated in the literature, only moderate
strength and in some cases reduction in ductility are exhibited for β-Ti-Nb-type alloys
compared to Ti-6Al-4V. To attain a minimal Young’s modulus, a good level of ductility, and
a suitable level of strength, the role of interstitial elements such as oxygen (O) has been ex-
plored by Wang et al. [13]. In this work, the Ti-38Nb-0.5O alloy was developed and reported
to exhibit a modulus of 52 ± 2 GPa, a ductility of approximately 26%, and an ultimate
tensile strength of 1141 ± 17 MPa [13]. This study therefore highlighted the strengthening
effect of oxygen on the Ti-Nb alloy [30,34]. Like oxygen, interstitial nitrogen (N) has also
attracted attention due to its effect on strength and the martensitic transformation and
deformation behaviour. For example, Ramarolahy et al. [35] investigated the influence of O
and N incorporation to Ti-24Nb-0.5X (X = O, N) from both microstructural and mechanical
perspectives. While XRD patterns reveal the presence of a β-phase microstructure for the
alloys, it is noteworthy that a residual α′′ martensite phase was observed in the Ti-24Nb-
0.5N alloy [35]. This occurrence has the potential to detrimentally affect the material’s
mechanical properties. Furthermore, in employing tensile tests, both Ti-24Nb-0.5O and
Ti-24Nb-0.5N alloys depicted remarkably low stiffness levels, at 54 and 43 GPa, respectively.
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These alloys therefore exhibit Young’s moduli close to that of cortical bone (approximately
5–30 GPa). Despite the frequently observed decrease in ductility caused by interstitial
elements, this study found that the inclusion of such alloying additions did not negatively
affect ductility. Notably, the Ti-24Nb-0.5O alloy exceeded that of the Ti-6Al-4V alloy, with
an elongation of rupture at 22% [35].
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Figure 2. The mechanical properties of the developed Ti-35Nb-2Ta-3Zr alloy, with comparison to
other literature alloys. (A) The elastic modulus and ultimate tensile strength (UTS) of the alloy
(Ti-35Nb-2Ta-3Zr) when subjected to different processing techniques; (B) comparison of elastic
modulus and UTS to other alloys developed in the literature [33].

2.2. Influence of Processing Parameters on Mechanical Properties

In addition to the meticulous selection of alloying elements and the incorporation
of interstitial elements, extensive research has been conducted into the role of processing
techniques in optimising the mechanical properties of titanium alloy. It is widely recognised
that a reduction in Young’s modulus can be observed by controlling thermomechanical
treatments, and therefore, the phase transformations. Numerous research endeavours
have investigated the effect of hardening mechanisms, including work hardening, grain
boundary strengthening, or precipitation hardening [29,30,36–42]. Notably, the strength
properties of β-Ti-Nb-based alloys can be increased drastically using work hardening
methods, as evidenced by yield strengths reaching 900 MPa and ultimate tensile strengths
within the range of 1000 MPa [30,36–39,43,44]. Matsumoto et al. [45] studied the influence
of thermomechanical processing parameters on Ti-25.5Nb-9.4Sn, including quenching, cold
rolling, and heat treatment. The alloy demonstrated an excellent Young’s modulus (49 GPa)
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comparable to that of cortical bone paired with high ultimate tensile strength (1017 MPa),
and represents the enhancement of mechanical properties gained with selective thermo-
mechanical treatment [45]. Contrarily, various authors have regarded work hardening to
be ineffective in increasing the fatigue strength of β-type Ti-Nb-based alloys [36,38,43].
Another idealistic method of enhancing the strength without sacrificing stiffness is by
employing grain boundary hardening. However, only moderate yield strength results
have been obtained within the range of 300–500 MPa [46,47]. These conclusions therefore
represent the need to carefully select the appropriate thermomechanical treatments such
that mechanical properties can be optimised. Overall, the microstructural and mechanical
analyses of new-generation Ti-alloys form the basis in informing the suitability of these
alloys for use in orthopaedic implant applications; however, biocompatibility assays are
necessary to assess their effects both in vivo and in vitro.

2.3. Influence of Alloying Elements on Biocompatibility

The fabrication of novel Ti alloys with biocompatible elements and non-cytotoxic
effects have been the focus of research in an attempt to extend the longevity of implants, and
to improve their success after implantation. Analysis of the biocompatibility of orthopaedic
Ti-alloys frequently encompasses assessments of their cytotoxicity, osseointegration, bone
response, and corrosion resistance, in addition to analysing their mechanical properties
and wear resistance. For example, Park [48] investigated the biocompatibility of Ti-13Nb-
13Zr alloy using pre-osteoblastic cells and compared their attachment, spreading, viability,
activity, and osteoblastic gene expression to those of Ti-6Al-4V. Compared to the control, the
alloy depicted enriched properties including significantly increased cellular attachment and
proliferation [48]. These favourable cell behaviour results were attributed to the use of non-
cytotoxic alloying elements. Similarly, Guo et al. [23] studied the biological compatibility
of the β-type titanium alloy Ti-35Nb-3Zr-2Ta via corrosion resistance tests and in vitro
experiments to assess the spreading and proliferation of osteoblasts. Although the corrosion
resistance was comparable to that of the measured Ti-6Al-4V alloy, osteoblast integration is
believed to be greatly improved in the developed alloy compared to that of Ti-6Al-4V, as
shown by the viability of osteoblast cells (cells responsible for the formation of new bones,
as well as the growth and repair of existing bones) in Figure 3 for all samples. These results,
paired with those of [20,49,50] indicate the promising application of these biomaterials
for use as modern orthopaedic implants. Although Ti-Nb alloys have emerged as the
focus of on-going research into metallic biomaterials, research into the cytocompatibility of
promising elements such as Ga has been deficient.
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3. Antibacterial Gallium-Based Materials

Gallium-based materials have emerged as promising antibacterial agents in inhibiting
the activity of numerous bacterial strains, including both Gram-negative and Gram-positive
bacteria. Among the developed materials, gallium has been incorporated into bioglasses,
liquid metals, and bioceramics for its promising use in biomedical applications. For
example, gallium nitrate employed in a phase 1 clinical trial has shown antibacterial effects
against P. aeruginosa without any toxicity for cystic fibrosis patients, and therefore exhibits
promising clinical antibacterial potential [51]. This section aims to review the incorporation
of gallium into various materials with a focus on the imparted antibacterial properties.

3.1. Antimicrobial Mechanism of Gallium

The antimicrobial mechanism of gallium has been researched extensively [17,51–53]
and is theorised to employ a “Trojan horse” strategy of bacterial inhibition. Gallium ions
(Ga3+) possess an analogous ionic radius, electron affinity, and ionisation potential to that
of ferric ions (Fe3+), and may therefore be mistaken for Fe3+ and bind strongly with iron-
binding proteins involved in the metabolic and signalling processes of bacteria [17,51,54].
Siderophores are produced by bacterial cells and possess iron uptake systems, where Ga3+

competes with Fe3+ to bind to siderophores and essential enzymes and proteins [17]. Gal-
lium is not redox-active, and when bound with iron-binding proteins can inhibit various
iron-dependent redox pathways, and ultimately the function and subsistence of the bac-
terial cell [17,52,53]. Various studies have demonstrated gallium-to-siderophore binding
ability. Rodriguez et al. [55] synthesised gallium complexed with the siderophore acineto-
ferrin, which demonstrated doubled antibacterial efficiency against the bacterial strain
M. tuberculosis. Comparatively, Kelson et al. [56] established that large complexes such as
Ga-staphyloferrin, Ga-cepaciachelin, and Ga-dihydroxybenzoyl-serine were significantly
less effective at inhibiting bacterial activity compared to smaller complexes such as gallium
citrate [56]. The authors clarified that the selection of appropriate siderophores is essential
to the inhibitory mechanism of gallium. Although the siderophore-to-gallium binding
ability has been demonstrated experimentally, studies outlined by [57–59] suggest that
mutant strains of the bacteria P. aeruginosa can develop a resistance against simple gallium
salts. It is therefore important to acknowledge that the mechanism of gallium activity and
resistance is not comprehensively distinguished.

3.2. Gallium in Bioglasses

Scaffold materials that contain antibacterial elements have been applied as tissue engi-
neering materials within the body due to their slow release of antibacterial agents. Existing
gallium-based drugs often reach the maximum concentration of gallium (III) within a short
time, resulting in a negligible antibacterial effect [60]. The sustained release of antibac-
terial elements is therefore critical to prevent iatrogenic infections, where biomaterials
such as bioglasses have been employed to achieve slow release of antibacterial agents.
Bioglasses, which are silicon-based glass–ceramic biomaterials infused with calcium and
phosphorus, exhibit surface reactivity. When dissolved, they prompt the expression of
osteogenic genes and angiogenesis. Conventionally, the synthesis of bioactive glasses
involves melt-derived techniques, wherein the main network former, being silicate, borate,
or phosphate, determines their classification as melt-derived glasses [60]. However, this
method often incurs partial devitrification within crystalline phases [61]. This can lead to
a reduction in biological properties, causing them to be unsuitable in producing scaffold
materials, namely porous classes [61]. Because of these limitations, the sol-gel method has
been regarded as a preferable alternative as it requires a lower processing temperatures
and yields materials that exhibit higher specific surface area, nano porosity, and purity
compared to their melt-derived counterparts [59,60].

Silicate-based bioglasses are frequently reported within the literature, where the addi-
tion of gallium has been demonstrated to impart enhancements to the structural and ther-
mal properties of bioglasses, in addition to inducing antibacterial effects. Keenan et al. [62]
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investigated the antibacterial efficiency of bioglass Si2O-Na2O-CaO-ZnO using both broth
dilution and agar disc diffusion methods. As much as 16 mol% Ga2O3 addition to the
bioglass was monitored against bacterial strains of E. coli, S. aureus, and C. albicans [62]. The
broth dilution method demonstrated that the addition of gallium to the sample depicted
inhibition against E. coli and C. albicans, but no inhibition towards S. aureus. The agar disc
diffusion study depicted an increased antibacterial effect compared to the broth dilution
method. A significant reduction in biofilm bacteria was measured by the release of gallium
ions from the addition of 3 wt% Ga2O3 to the matrix of SiO2-CaO-ZnO. Yielding similar
antibacterial results but with a different sample type, Stan et al. [63] examined a number of
bioglasses, with the best results observed for the Ga and Cu doped silica-based bioglass.
Here, the Cu and Ga-coated SiO2-CaO-P2O5-MgO-CaF2 substrate depicted a decrease in
magnitude of S. aureus by four orders after 24 h. This is shown in Figure 4, where the Cu
and Ga bioglass sample reduced bacterial survival by 30 times compared to the seeded
colony-forming unit (CFU), and by 4 orders of magnitude compared to the control samples.
These outputs are promising for preventing biofilm formation at the implant surface.
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The demonstrated antimicrobial properties of gallium when incorporated into borate
and phosphate glasses have also been demonstrated. The sustained and controlled release
of gallium from a B2O3-Na2O-CaO-P2O5-ZnO glass system was observed over 28 days
using the agar disc diffusion method [64]. No detectable inhibition was observed for
the gallium-absent composition, while higher antibacterial effects against P. aeruginosa
were observed with increasing concentrations of gallium [64]. Other studies [65,66] with
comparable compositions have also demonstrated promising results in inhibiting bacteria
when paired with gallium. By employing a different approach to study the action of Ga
compared to [64], Valappil et al. [67] reported the effect of Ga-doped phosphate-based
glass against five Gram-negative and Gram-positive bacteria strains via a disk diffusion
assay. It was concluded that even 1 mol% of Ga addition was sufficient to cause a potent
antibacterial effect by considerably inhibiting biofilm formation (Figure 5). This glass
system therefore presents a favourable therapeutic agent alternative for pathogenic bacteria.
Further evidence of inhibition against all these bacterial strains within phosphate glasses
paired with gallium in 1 and 3 mol% has also been demonstrated in other studies [68,69].
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Figure 5. (a) Results of Ga2O3-doped phosphate-based glasses in 0, 1, 3 and 5 mol % using a disc
diffusion assay against S. aureus, E. coli, P. aeruginosa, methicillin-resistant S. aureus, and C. difficile.
(b) The viability of P. aeruginosa from 0, 1, and 3 mol % Ga2O3-doped phosphate-based glasses after 4,
12 and 24 h. Means were calculated from three specimens per sample type [67].

In a recent study conducted by Pourshahrestani et al. [70], the antibacterial effect
of sol-gel-derived 1–3 mol% Ga2O3 bioactive glasses 80SiO2-15CaO-5P2O5 (mol%) was
investigated via an evaporation-induced self-assembly process. It was shown that the
addition of 3 mol% Ga2O3 yielded the greatest antibacterial effect against the bacteria S.
aureus, with 99% after 12 h of incubation, where all samples exerted an antibacterial effect
against E. coli and S. aureus (Figure 6). Though the potent antibacterial effect of gallium-
incorporated bioglasses against numerous bacterial strains has been reported, there exists
evidence in the literature of Ga3+ being unable to be released from the glass network of
bioglass samples to the surrounding medium. Studying the same sol-gel-derived bioglass
matrix (80SiO2-15CaO-5P2O5) as [70], Salinas and Vallet-Regi [71] found that 3.5 mol%
Ga2O3 substitution for SiO2 resulted in the negligible release of Ga3+ ions from the glass
network. It was concluded that the sample therefore likely imparted no antibacterial
property to the glasses. This demonstrates the necessity of further research into gallium’s
antimicrobial mechanism, particularly within a range of samples.
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3.3. Gallium in Liquid Metals

Liquid metals (LMs) are elements or mixtures characterised by their state of liquid-
ity at temperatures in close proximity to room temperature, and represent an emerging
metallic material in research due to their excellent biocompatibility, metallic properties, and
flexibility. LMs show attractive results when applied to biomedical therapeutics, owing
to their tuneable drug delivery, tumour hyperthermia and antibacterial behaviour, where
gallium addition has been demonstrated in the latter. Specifically, combining LM with
nanomaterials or polymers, and in coatings and films, demonstrates outstanding antimi-
crobial properties in orthopaedic applications. For example, novel composite coatings of
hydroxyapatite (HAp) and gallium liquid metal (LM) using atmospheric plasma spray
(APS) presented excellent antibacterial efficacies against both initial attachments and es-
tablished biofilms generated from methicillin-resistant S. aureus and P. aeruginosa after
18 h and 7 days of incubation in comparison to the control HAp coating [72]. In the work
of Li et al. [73], Ga3+ released from eutectic gallium-indium alloys (EGaIn) was found to
trigger the formation of reactive oxygen species, resulting in bacterial cell death [73], as
shown in Figure 7. Furthermore, LM nanodroplets were found to have strong adhesion on
bacterial and fungal cell surfaces, leading to membrane disruption [74]. The same research
group further developed LM textiles to inhibit the growth of both pathogenic S. aureus and
P. aeruginosa [75].

This research group [76] also showed the antibacterial and antibiofilm activity of
magneto-responsive gallium-based LM droplets after magnetic activation. Assessment
against both Gram-negative and Gram-positive bacterial biofilms revealed that more than
99% of bacteria became nonviable after 90 min, where biofilms were permanently destroyed
(Figure 8). Another interesting development included that gallium-copper particles were
found to outperform copper nanoparticles in terms of antibacterial, antifungal, and antiviral
applications [77]. Similar efficacies have also been demonstrated within LM-polymer
composite films, where He et al. [78] prepared an antimicrobial and self-healing sample by
combining LM nanodroplets with the polymer polydimethylsiloxane (PDMS). S. aureus
and E. coli bacteria were removed with over 90% success, which was attributed to Ga
atom exposure.
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3.4. Gallium in Bioceramic Systems

As the functionalisation of biomaterials receives greater interest for the modulation of
modern health issues, bioceramics, with a focus on calcium phosphate (CaP) materials, rep-
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resent a leading material within this area. These materials have been the subject of research
with a focus on their bone regeneration properties and in facilitating bone cell turnover in
medical implant applications, where the ability of antibacterial properties to inhibit biofilm
formation has been frequently overlooked [79]. Although there is a scarcity of research into
antibacterial CaPs, gallium has been employed within some studies for its antibacterial
effect when incorporated within these materials. Kurtjak et al. [80,81] incorporated Ga
into hydroxyapatite (HAp) to afford a HAp(Ga) sample. By means of the disc diffusion
method, clean inhibition zones against the bacteria P. aeruginosa were afforded after 24 h,
and were attributed to the antimicrobial action of gallium. Though the (HAp(Ga)(TR))
material obtained using transformation and co-precipitation techniques depicted excellent
antibacterial activity, the sample (HAp(Ga)(IE)) produced by the ion exchange method
depicted superior inhibition of P. aeruginosa bacteria. This difference is mostly attributed
to the fast ion release. In a later study [82], however, HAp(Ga) functionalised with gold
nanoparticles depicted inhibition against E. coli, S. aureus, and S. epidermidis, while non-
functionalised HAp(Ga) demonstrated no antibacterial activity. Indeed, recent research
has demonstrated the antibacterial activity of Ga incorporated CaPs, but their cytotoxicity
remains questionable. Using the same methods, [80] and [81] used human and animal
fibroblasts to evaluate the cytotoxicity of HAp(Ga) in vitro. At concentrations of HAp(Ga)
less than or equal to the minimal inhibition concentration (MIC), cell viability was reported
at approximately 80%. However, both studies indicated that once the MIC was exceeded,
the viability of human fibroblasts decreased to 50%. This indicates the sensitivity of these
compounds and the necessity of monitoring their potential toxic effects on cell viability.
This monitoring is essential to optimise their use in promising biocompatible materials.

4. Titanium–Gallium-Based Systems

The integration of gallium into titanium-based materials, namely new-generation
β-type alloys, has demonstrated desirable antimicrobial activity, biocompatibility, and
improved mechanical properties and microstructures. Ti-Ga-based materials, including
coatings, nanomaterials, and alloys, are reviewed based on such properties, with a focus on
their suitability for orthopaedic implant applications. The materials that have incorporate
gallium coatings onto titanium substrates as reported in the literature are presented in
Table 2, with a brief summarisation of their compositions, investigated properties, and
notable results. Table 3 includes various Ti-Ga-based alloys found in the literature, and
their compositions, properties investigated, and notable results.

Table 2. Gallium coatings applied to titanium substrates and their results, as reported in the literature.

Substrate Coating(s) Properties Investigated/Methods Notable Results Ref.

Commercially pure Ti
P2O5-CaO-MgO-Na2O-

XGa2O3
(X = 6, 8.6 mol%).

Elemental mapping and microstructural
analysis. Surface roughness and surface
features. Mechanical properties (reduced

moduli, elastic modulus, hardness).
Cytocompatibility tests.

Antibacterial assays.

All samples cytocompatible.
Antibacterial activity effective
at 24 h for Gram-positive and

Gram-negative bacteria.

[83,84]

Ti GaCl3
Surface morphology. Ion release.

Antibacterial activity.

Notable antibacterial activity
against A. baumannii. Up to

94.2% biofilm removal.
[85]

Porous Ti Ga(NO3)3

Surface characterisation. Ion release.
Antibacterial assay. Cytotoxicity and

biocompatibility assays.

Effectively inhibited
P. aeruginosa. Effective

osteogenic differentiation and
mineralisation on Saos-2 cells.

[86]

Ti-6Al-4V
Mesoporous bioactive
glass substituted with

Ce, Ga, Zn.

Surface characterisation. Cytotoxicity
and biocompatibility assays.

Homogenous and crack-free
coatings. Positive

cytocompatibilities.
[87]

TiO2 nanotubes
Pure Ti sheets Ga(NO3)3-PDLLA

Biofilm characterisation, cytotoxicity, and
biocompatibility assays.

Antibacterial assay.

Inhibition of E. coli and
S. aureus bacteria. [88]
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Table 2. Cont.

Substrate Coating(s) Properties Investigated/Methods Notable Results Ref.

Ti LDH-Ga and Sr
Biofilm characterisation, cytotoxicity, and

biocompatibility assays.
Antibacterial assay.

Enhanced differentiation of
cells and osteoblasts.

Antimicrobial inhibition
against E. coli and S. aureus.

[89]

SrTiO3 nanotubes on Ti Ga(NO3)3-PDA
Surface characterisation. Antibacterial

assay. Cytotoxicity and
biocompatibility assays.

Superior osteoinductive
activity. Gradual and constant
antibacterial agent release of

E. coli and S. aureus. Almost no
bacteria after 7 days.

[90]

Ti Ga(NO3)3

Surface characterisation. Cytotoxicity,
osteogenesis and osteoclastic

biocompatibility assays.

Promoted osteogenesis,
suppressed

osteoclast generation.
[91]

Grade 2 Ti GaCis and GaOss
(Ga(NO3)3)

Morphological characterisation.
Mechanical properties (elastic modulus,

hardness). Antibacterial assay.
Cytotoxicity and biocompatibility assays.

Strong inhibition of bacteria
between 27–35%. Inhibition of

A. baumannii. Good
cytocompatibilities.

[18,92]

Table 3. Metallurgic addition of gallium to titanium, including key methods and results.

Chemical Composition (wt%) Properties Investigated/Methods Notable Results Ref.

Ti-8Al-3Si-3Zr-1Ga
Ti-8Al-3Si-3Zr-2Ga
Ti-8Al-3Si-3Zr-20Ga

Microstructural analysis.
Antibacterial assays.

Biocompatibility/
cytotoxicity assays.

Inhibition of S. aureus, more than 80%
reduction in metabolic activity. Potent
antibacterial efficiency for all samples,

even 1–2 wt% additions of Ga.
Great cytocompatibilities.

[19]

Ti-45Nb-2Ga
Ti-45Nb-4Ga
Ti-45Nb-6Ga
Ti-45Nb-8Ga

Chemical composition analysis.
Mechanical properties (yield
strength, Young’s modulus,

hardness, ductility).

4 wt% Ga depicted the best combination of
mechanical properties. 40% increase in

strength over Ti-45Nb.
Maximum yield strength: 620 ± 2 MPa.

Microhardness: 232 ± 5 HV.
Young’s modulus: 73 ÷ 82 GPa.

Maximum ductility: 32%

[12,93]

Ti-45Nb-4Ga
Ti-45Nb-8Ga

Microstructural analysis.
Mechanical properties. Corrosion

and tribocorrosion properties.

Single β phase. Ga caused no deleterious
effect on the corrosion resistance. [93]

4.1. Titanium–Gallium Coatings

The inability of Ti alloys to prevent the onset of bacterial infection after orthopaedic
medical device implantation is among the major features affecting their efficacy within
biomedical applications. It is clinically imperative to prevent the formation of biofilms,
as infections related to biomaterial implantation raise morbidity and mortality rates,
which can double following revision surgeries [94]. It has been documented by var-
ious studies that Ti alloys doped or alloyed with elements that exhibit an antibacte-
rial activity, such as gallium, depict resistance against biofilm formation and bacterial
growth [3,12,18,19,83,85,87–90,92,94]. For instance, in developing next-generation implant
coatings, Stuart et al. [83,84] incorporated gallium into phosphate bioactive glasses (PBG)
that were subsequently applied to commercially pure titanium. Antibacterial assays de-
picted that the Ga-PBG coatings exhibited encouraging results in reducing the viability
of S. aureus and E. coli bacteria, while in vitro cytotoxicity tests on human fibroblast cells
indicated good cytocompatibilities. In addition, nano-indentation methods were employed
to characterise the mechanical properties of the Ga-PBG coatings, which have only been con-
sidered elsewhere in the literature for Ga-coated Ti materials by [19]. For the samples, the
elastic moduli were reported within the ranges of 65.3–77.6 GPa, and the hardness values
were established within 4.7–7.4 GPa, where increasing gallium addition increased the me-
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chanical properties. With a focus on studying the antibacterial activity and biocompatibility
of a similar sample, Yamaguchi et al. [85] explored the antibacterial activity of gallium-
incorporated calcium titanate (CT) and gallium titanate (GCT)-coated titanium metal. It
highlighted the high antibacterial activity possessed by the material towards A. baumannii,
and its improved bioactivity (Figure 9). Similarly, other surface coatings have also been
applied to titanium implants that were 3D-printed and exhibited comparable results [86].
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Using a different approach to develop and assess the prospective bio-functional perfor-
mance of implant coatings, Shruti et al. [87] employed dip-coating methodologies to deposit
gallium-substituted bioglasses onto Ti-6Al-4V alloys before and during simulated bodily
fluid treatment. The obtained coatings were homogenous and crack-free, as evidenced
by the SEM-EDSX images shown in Figure 10. Furthermore, high in vitro bioactivity was
shown by the blank, cerium, and gallium bioglass-coated titanium samples, while the zinc
bioglass coating showed low in vitro bioactivity response (Figure 10). However, further
investigation into homogenous coating thicknesses is warranted, as this method is known
to afford uneven thicknesses across a material. Positive cytocompatibilities were confirmed
by in vitro bioactivity assays, and were attributed to gallium addition. By combination
of these properties, it is clear that the structural properties of Ti-6Al-4V can be combined
with the excellent in vitro bioactivity provided by the incorporation of gallium. Moreover,
the use of electrochemical anodization paired with coating techniques can also be consid-
ered in the synthesis of gallium-coated materials for implant applications. For example,
Dong et al. [88] employed a mixed-methods approach for coating titanium substrate sur-
faces with Ga3+ ions. Initially, electrochemical anodization was used to prepare ordered
TiO2 nanotubes on the titanium sheets. Samples were then soaked in emulsions, where
gallium nitrate bonded to TiO2 nanotubes was surface-functionalised to the titanium metal,
ultimately allowing for local delivery of gallium ions and therefore the inhibition of E. coli
and S. aureus strains. These strategies of synthesis, paired with antibacterial and cytotoxicity
assays, demonstrate the high application potential of gallium-coated titanium materials for
orthopaedic implants.

To Ti-based implants, Li et al. [89] synthesised a layered double hydroxide (LDH) film
composed of strontium and gallium ions using hydrothermal methods. Inhibition of E. coli
and S. aureus was observed, and was due to Ga3+’s action against bacterial metabolism.
Additionally, using a hydrothermal method, Qiao et al. [90] developed titanium surface-
functionalised SrTiO3 nanotubes coated with a layer of polydopamine and gallium nitrate.
The antibacterial assay depicted that gallium-coated samples prevented bacterial colony
formation of S. aureus and E. coli, and exhibited enhanced antimicrobial action. Notably,
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after 24 h, almost no bacteria remained, where the substrates did not exhibit a reduction in
antibacterial activity until after 7 days, where 72% of antibacterial action was retained for
as much as 14 days, as shown in Figure 11 [90]. Although gallium has definite antibacterial
effects, this study highlighted its difficulty in releasing adequate quantities of Ga3+ over
lasting conditions. This effect is owed to gallium being almost completely hydrolysed
under physiological conditions. In assessing the cytocompatibilities of a similar sample
to that of [90], Chen et al. [91] fabricated a number of Mg-Ga LDH nanosheets on alkali-
heat-treated titanium implants. The Mg/Ga-coated titanium implants exhibited promoted
osteogenesis, i.e., new bone formation, in addition to suppressed osteoclast generation,
thereby indicating superior cytocompatibilities.
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With a focus on improving the performance of dental implants and other biomedical
materials, Cochis et al. [92] investigated the efficacy of gallium-coated titanium surfaces
using the anodic spark plasma (ASD) surface modification technique. In vivo antibacterial
assays on the dental implant revealed the efficacy of the gallium-coated sample compared
to the silver-coated sample, where a strong inhibition of 27–35% against bacterial activity
was observed [92]. In a later study by Cochis et al. [18], the authors further investigated
the effectiveness of the same samples against multidrug-resistant A. baumannii. Again,
the Ga-doped Ti sample exhibited stronger bacterial inhibition against various strains
of A. baumannii compared to that of Ag-doped Ti, in addition to exhibiting no cytotoxic
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effect [18]. Gallium therefore imparted a crucial role in discouraging the colonisation and
growth of A. baumannii on the surface of the implant due to its gradual release from the
coating. The gradual release kinetics of gallium is shown in Figure 12, where the GaCis
sample depicted a minor and gradual release of gallium (Figure 12b) from the fourth day
(1.1 µg/(Lcm2)), from which it was then stable until day 21. Importantly, no detrimental
impact to the mechanical properties was observed with the addition of gallium to the titanium
scaffolds. However, the evaluation of mechanical properties did not receive extensive analysis
as only the elastic modulus, hardness, critical load, and shear stress properties were assessed
using nano-indentation methods. Though it was revealed that the hardness exceeded that of
the titanium alloy control, other properties did not differ significantly from the titanium control.
Further research is therefore warranted to comprehensively elucidate the effect of gallium on
the mechanical properties of titanium alloy systems. Overall, the collective findings suggest
that gallium-coated titanium surfaces possess potent antibacterial activity in improving the
performance of dental implants and within the field of antibacterial surface modifications.
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Figure 11. (A) Bacteria incubation zones of control (TiO3 nanotubes (TN)), and strontium and gallium
from ga-doped TN against cultivated E. coli and S. aureus after incubation (24 h). (B) Antibacterial
inhibition rates against (a) E. coli, (b) S. aureus, after 1, 7 and 14 days of immersion by a plate-counting
method. The blue bar represents the TN sample, and the red bar represents the ga-doped TN sample.
Antibacterial ratio (%) = [(N0 − Nt)/N0] × 100%, where N0 = average number of viable colonies
(CFU/specimen) for the control sample (TN), and Nt = the average number of the viable bacterial
colonies (CFU/specimen) for the test samples. (C) Non-cumulative Ga (c) and Sr (d) profiles of
release into PBS from GSNT [90].
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4.2. Titanium–Gallium-Based Alloys

Metal alloys are frequently employed as clinical orthopaedic implants, where the
addition of alloying elements such as gallium can prevent biofilm formation at the implant
surface, and show bactericidal activity. Cochis et al. [19] metallurgically added gallium
(1, 2, 20 wt%) to the titanium alloy Ti-Al-Zr-Si and reported the successful inhibition of
S. aureus bacteria, with more than an 80% reduction in the metabolic activity of the bacterial
strain compared to the control sample, as shown in Figure 13. Promisingly, even 1–2 wt%
additions of Ga to Ti-Al-Zr-Si alloys depicted potent antibacterial efficiency [19]. Although
it was demonstrated that the samples ensured the release of Ga3+ ions and showed strong
antibacterial effects, this efficacy was only observed for at least 3 days. However, the
authors expect that over longer study periods, the antibacterial activity would exhibit the
same trends [19]. In addition to the antibacterial effect, the cytocompatibility was analysed
by both direct and indirect assays with mature osteoblast and preosteoblast cells, in which
great cytocompatibility was revealed (Figure 14). Though mechanical properties were not
investigated, it is predicted that greater concentrations of gallium additions would induce
the mechanical properties, as gallium is an alpha-phase stabiliser and should therefore be
kept low when alloyed [19].
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Figure 12. Release of antibacterial agents against A. baumannii measured over 21 days (a) Silver
release from silver with chelating agent l-Cysteine (AgCis), and silver nanoparticles (AgNPS); (b) gal-
lium release from Ga(NO3)3 with chelating agent l-Cysteine (GaCis), and Ga(NO3)3 with chelating
agent oxalic acid (GaOss) [18].
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Figure 13. Antibacterial effect of the Ti-8Al-3Si-3Zr-(1, 2, 20 wt%)-Ga alloys and control samples:
(a) metabolic activity at 24, 48, 72 h of S. aureus; (b) metabolic activity over time of S. aureus. Values are
expressed as means and standard deviations; all experiments were performed in triplicate, p < 0.05.
* indicates p < 0.05 for Ga-doped samples compared to the polystyrene control, and # and § indicate
that 20Ga and 23Ga samples observed p < 0.05 compared to other Ga-based samples, respectively [19].

Biomimetics 2023, 8, x FOR PEER REVIEW 20 of 27 
 

 

additions of Ga to Ti-Al-Zr-Si alloys depicted potent antibacterial efficiency [19]. Although 

it was demonstrated that the samples ensured the release of Ga3+ ions and showed strong 

antibacterial effects, this efficacy was only observed for at least 3 days. However, the 

authors expect that over longer study periods, the antibacterial activity would exhibit the 

same trends [19]. In addition to the antibacterial effect, the cytocompatibility was analysed 

by both direct and indirect assays with mature osteoblast and preosteoblast cells, in which 

great cytocompatibility was revealed (Figure 14). Though mechanical properties were not 

investigated, it is predicted that greater concentrations of gallium additions would induce 

the mechanical properties, as gallium is an alpha-phase stabiliser and should therefore be 

kept low when alloyed [19].  

 

Figure 13. Antibacterial effect of the Ti-8Al-3Si-3Zr-(1, 2, 20 wt%)-Ga alloys and control samples: (a) 

metabolic activity at 24, 48, 72 h of S. aureus; (b) metabolic activity over time of S. aureus. Values are 

expressed as means and standard deviations; all experiments were performed in triplicate, p < 0.05. 

* indicates p < 0.05 for Ga-doped samples compared to the polystyrene control, and # and § indicate 

that 20Ga and 23Ga samples observed p < 0.05 compared to other Ga-based samples, respectively 

[19]. 

 

 
0.60 

0.50 

0.40 

0.30 

0.20 

0.10 

0.00 

 

 
0.60 

0.50 

0.40 

0.30 

0.20 

0.10 

0.00 

 

Figure 14. Cytocompatibility assessment of the developed alloy systems (Ti-8Al-3Si-3Zr-XGa (X = 1,
2, 20)) and control samples. (a,b) Indirect assay using hFOB (a) and U2OS (b) cells. (c,d) Direct assay
using hFOB (c) and U2OS (d) cells [19].

Indeed, alloying of Ga to Ti-Nb alloys and its effect on transformation temperature
properties have been investigated, but its influence on mechanical behaviour has not been
investigated until the work of Alberta et al. [12,93,95]. In investigating Ti-45Nb-xGa (x = 2,
4, 6, 8 wt%) alloys, it was revealed that the master alloy paired with 4 wt% Ga depicted the
best mechanical properties. This included a near 40% increase in strength over Ti-45Nb [12].
Through tensile and microhardness tests, increasing additions of gallium were found to
improve the strength of the alloys, with the maximum yield strength and microhardness
being 620 ± 2 MPa and 232 ± 5 HV, respectively (Figure 15) [12]. The same trends were
observed for the Young’s modulus and ductility, with values in the range of 73 ÷ 82 GPa
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for stiffness, and a maximum ductility of 32% (Figure 15) [12]. Therefore, the addition of
gallium to Ti-45Nb alloys affords a desirable balance between a low Young’s modulus and
increased strength.

In another study, the same authors also investigated the influence of both Ga and
Cu on the corrosion characteristics, phase constitution, and mechanical properties when
alloyed to Ti-45Nb [95]. Using simulated body fluids to assess the corrosion characteristics,
no deleterious effect on the corrosion resistance was observed with the addition of Ga. By
means of X-ray diffraction techniques and microstructural analysis, all alloys depicted a
single β-phase structure, which is desirable for orthopaedic implants, as shown in Figure 16.
Excellent plasticity was detected and attributed to work hardening, where similar tensile
strengths and Young’s modulus results were found compared with those of the initial
study. Overall, each study emphasised that the addition of Ga gave a strengthening effect
to the alloy, while retaining a low Young’s modulus. This is believed to be due to the grain
refinement effect shown in SEM images in Figure 16b; grain refinement is well reported
to increase hardness properties. It was clarified that Ga addition should be kept low to
prevent the β-phase transforming to α or α-β type phases, where the 4 wt% addition
exhibited the best combination of mechanical properties and microstructure. However, the
antibacterial effect of gallium’s addition to Ti-Nb alloys has not been studied, nor has its
cytotoxicity. This demonstrates the need to investigate the effect of Ga addition on Ti-Nb
alloys in terms of its antibacterial and cytocompatibility effects, paired with determination
of their mechanical and microstructural properties.
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Figure 15. (a) Poisson’s ratio (v) and Bulk modulus (K) plotted with increasing Ga additions (wt%).
(b) Young’s modulus assessed experimentally (tensile tests) compared to the ultrasonic pulse-echo
method. (c) Engineering stress–strain curve depicting yield strength and yield strain. (d) Yield strength,
grain size, and Vickers microhardness plotted with increasing Ga addition (wt%). The most important
comparisons are labelled (*) [12].
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5. Suggestions for Future Research

Although exciting findings have been reported in the development of gallium material
systems, especially for Ti-Ga-based materials, further research is warranted to explore the
comprehensive microstructural, mechanical, antibacterial, biocompatible and tribocorro-
sion properties of numerous compositions. As reviewed in Sections 4.1 and 4.2, very little
work has encompassed investigation into the mechanical properties of gallium–titanium
material systems. In addition, although Ti-Nb alloys have emerged as the focus of research
into improved biomaterials, there is scarce research into Ti-Nb-Ga based alloys. Given the
promising antibacterial properties of gallium reviewed in Sections 3 and 4, it is suggested
that future research focuses on elucidating the optimal gallium concentration when added
to Ti-alloys, and subsequent comprehensive studies on the mechanical, microstructural,
and biocompatible properties of the materials. Research into their corrosion resistance and
deeper work on their osteointegration and osteogenic differentiation are also warranted to
assess their suitability for use in biomedical applications. Furthermore, the mechanism of
gallium release should be elucidated to gain a deeper understanding of its release kinetics,
particularly within permanent material systems such as Ti-Ga alloys.

Future work could also be directed towards studying advanced manufacturing tech-
niques and their effect on the mechanical and biocompatibility properties of titanium alloys.
As gallium has been shown to stabilise the α-phase, this could be advantageous in im-
proving mechanical properties while still imparting antimicrobial activity. The emergence
of nanomaterials in recent years has allowed for materials to be endowed with excellent
antibacterial properties. Further research into this development could allow for their com-
bined use with gallium to produce promising biomedical materials that exhibit optimal
antibacterial activity.

6. Summary

New-generation titanium alloys with biocompatible elements and low stiffness levels
represent a promising class of materials for use in biomedical implant applications, par-
ticularly orthopaedic implants. The addition of alloying elements, such as gallium, can
impart advantageous properties including antibacterial activity and increased biocompati-
bility. Gallium has been applied to various materials, including bioglasses, liquid metals,
bioceramics, and titanium-based materials and alloys, and has continually demonstrated
desirable antimicrobial behaviour against multiple Gram-negative and Gram-positive
bacterial strains. When alloyed with β-type Ti-alloys, such as Ti-Nb-based alloys, its im-
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pressive ability to inhibit bacteria makes it a promising material in mitigating the risk
of implant-associated infections and in improving patient outcomes within orthopaedic
implant applications. If a balance can be achieved between mechanical properties, antibac-
terial efficiency and cytocompatibility, gallium-containing titanium alloys can reduce the
incidence of implant failure and enhance the biocompatibility and overall performance
of medical implants. However, future research should be directed towards further eluci-
dating their synergistic biological and mechanical properties, as this is largely deficient in
the literature.

Author Contributions: Conceptualization, R.H.; investigation, R.M. and R.H.; data curation, R.M.;
writing—original draft preparation, R.M.; writing—review and editing, R.H.; supervision, R.H.;
review and providing comments, W.X. and V.K.T. All authors have read and agreed to the published
version of the manuscript.

Funding: This research received no external funding.

Institutional Review Board Statement: Not applicable.

Data Availability Statement: No new data were created.

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

References
1. Scialla, S.; Martuscelli, G.; Nappi, F.; Singh, S.S.A.; Iervolino, A.; Larobina, D.; Ambrosio, L.; Raucci, M.G. Trends in Managing

Cardiac and Orthopaedic Device-Associated Infections by Using Therapeutic Biomaterials. Polymers 2021, 13, 1556. [CrossRef]
2. Hao, Y.L.; Li, S.J.; Sun, S.Y.; Yang, R. Effect of Zr and Sn on Young’s modulus and superelasticity of Ti-Nb-based alloys. Mater. Sci.

Eng. A—Struct. Mater. Prop. Microstruct. Process. 2006, 441, 112–118. [CrossRef]
3. Zhang, E.L.; Li, F.B.; Wang, H.Y.; Liu, J.; Wang, C.M.; Li, M.Q.; Yang, K. A new antibacterial titanium-copper sintered alloy:

Preparation and antibacterial property. Mater. Sci. Eng. C—Mater. Biol. Appl. 2013, 33, 4280–4287. [CrossRef] [PubMed]
4. Calin, M.; Helth, A.; Moreno, J.J.G.; Bonisch, M.; Brackmann, V.; Giebeler, L.; Gemming, T.; Lekka, C.E.; Gebert, A.;

Schnettler, R.; et al. Elastic softening of beta-type Ti-Nb alloys by indium (In) additions. J. Mech. Behav. Biomed. Mater. 2014, 39,
162–174. [CrossRef] [PubMed]

5. Afzali, P.; Ghomashchi, R.; Oskouei, R.H. On the Corrosion Behaviour of Low Modulus Titanium Alloys for Medical Implant
Applications: A Review. Metals 2019, 9, 878. [CrossRef]

6. Fallahnezhad, K.; Oskouei, R.H.; Badnava, H.; Taylor, M. The Influence of Assembly Force on the Material Loss at the Metallic
Head-Neck Junction of Hip Implants Subjected to Cyclic Fretting Wear. Metals 2019, 9, 422. [CrossRef]

7. Feyzi, M.; Fallahnezhad, K.; Taylor, M.; Hashemi, R. The mechanics of head-neck taper junctions: What do we know from finite
element analysis? J. Mech. Behav. Biomed. Mater. 2021, 116, 104338. [CrossRef] [PubMed]

8. Farhoudi, H.; Fallahnezhad, K.; Oskouei, R.H.; Taylor, M. A finite element study on the mechanical response of the head-neck
interface of hip implants under realistic forces and moments of daily activities: Part 1, level walking. J. Mech. Behav. Biomed. Mater.
2017, 75, 470–476. [CrossRef]

9. Fallahnezhad, K.; Feyzi, M.; Taylor, M.; Hashemi, R. What is the relationship between metal-on-metal and ceramic-on-metal
tribocorrosive behaviours? An experimental study on Ti-6Al-4 V/CoCrMo interface. Tribol. Int. 2022, 174, 107720. [CrossRef]

10. Feyzi, M.; Fallahnezhad, K.; Taylor, M.; Hashemi, R. The Tribocorrosion Behaviour of Ti-6Al-4 V Alloy: The Role of Both Normal
Force and Electrochemical Potential. Tribol. Lett. 2022, 70, 83. [CrossRef]

11. Feyzi, M.; Fallahnezhad, K.; Taylor, M.; Hashemi, R. What role do normal force and frequency play in the tribocorrosion behaviour
of Ti-6Al-4 V alloy? Tribol. Int. 2022, 172, 107634. [CrossRef]

12. Alberta, L.A.; Fortouna, Y.; Vishnu, J.; Pilz, S.; Gebert, A.; Lekka, C.; Nielsch, K.; Calin, M. Effects of Ga on the structural,
mechanical and electronic properties of β-Ti-45Nb alloy by experiments and ab initio calculations. J. Mech. Behav. Biomed. 2023,
140, 105728. [CrossRef] [PubMed]

13. Wang, J.S.; Xiao, W.L.; Ren, L.; Fu, Y.; Ma, C.L. The roles of oxygen content on microstructural transformation, mechanical
properties and corrosion resistance of Ti-Nb-based biomedical alloys with different beta stabilities. Mater. Charact. 2021,
176, 111122. [CrossRef]

14. Inan-Eroglu, E.; Ayaz, A. Is aluminum exposure a risk factor for neurological disorders? J. Res. Med. Sci. 2018, 23, 51. [CrossRef]
[PubMed]

15. Gomes, C.C.; Moreira, L.M.; Santos, V.J.; Ramos, A.S.; Lyon, J.P.; Soares, C.P.; Santos, F.V. Assessment of the genetic risks of a
metallic alloy used in medical implants. Genet. Mol. Biol. 2011, 34, 116–121. [CrossRef] [PubMed]

16. Hanada, S.; Matsumoto, H.; Watanabe, S. Mechanical compatibility of titanium implants in hard tissues. Int. Congr. Ser. 2005,
1284, 239–247. [CrossRef]

https://doi.org/10.3390/polym13101556
https://doi.org/10.1016/j.msea.2006.09.051
https://doi.org/10.1016/j.msec.2013.06.016
https://www.ncbi.nlm.nih.gov/pubmed/23910344
https://doi.org/10.1016/j.jmbbm.2014.07.010
https://www.ncbi.nlm.nih.gov/pubmed/25128870
https://doi.org/10.3390/met9080878
https://doi.org/10.3390/met9040422
https://doi.org/10.1016/j.jmbbm.2021.104338
https://www.ncbi.nlm.nih.gov/pubmed/33524892
https://doi.org/10.1016/j.jmbbm.2017.08.012
https://doi.org/10.1016/j.triboint.2022.107720
https://doi.org/10.1007/s11249-022-01624-0
https://doi.org/10.1016/j.triboint.2022.107634
https://doi.org/10.1016/j.jmbbm.2023.105728
https://www.ncbi.nlm.nih.gov/pubmed/36827933
https://doi.org/10.1016/j.matchar.2021.111122
https://doi.org/10.4103/jrms.JRMS_921_17
https://www.ncbi.nlm.nih.gov/pubmed/30057635
https://doi.org/10.1590/S1415-47572010005000118
https://www.ncbi.nlm.nih.gov/pubmed/21637553
https://doi.org/10.1016/j.ics.2005.06.084


Biomimetics 2023, 8, 573 22 of 25

17. Lemire, J.A.; Harrison, J.J.; Turner, R.J. Antimicrobial activity of metals: Mechanisms, molecular targets and applications. Nat. Rev.
Microbiol. 2013, 11, 371–384. [CrossRef]

18. Cochis, A.; Azzimonti, B.; Della Valle, C.; De Giglio, E.; Bloise, N.; Visai, L.; Cometa, S.; Rimondini, L.; Chiesa, R. The effect of
silver or gallium doped titanium against the multidrug resistant Acinetobacter baumannii. Biomaterials 2016, 80, 80–95. [CrossRef]

19. Cochis, A.; Azzimonti, B.; Chiesa, R.; Rimondini, L.; Gasik, M. Metallurgical Gallium Additions to Titanium Alloys Demonstrate a
Strong Time-Increasing Antibacterial Activity without any Cellular Toxicity. ACS Biomater. Sci. Eng. 2019, 5, 2815–2820. [CrossRef]

20. Ozan, S.; Lin, J.X.; Li, Y.C.; Ipek, R.; Wen, C. Development of Ti-Nb-Zr alloys with high elastic admissible strain for temporary
orthopedic devices. Acta Biomater. 2015, 20, 176–187. [CrossRef]

21. Ning, C.Q.; Ding, D.Y.; Dai, K.R.; Zhai, W.Y.; Chen, L. The effect of Zr content on the microstructure, mechanical properties and
cell attachment of Ti-35Nb-xZr alloys. Biomed. Mater. 2010, 5, 45006. [CrossRef] [PubMed]

22. Hao, Y.L.; Li, S.J.; Sun, S.Y.; Zheng, C.Y.; Yang, R. Elastic deformation behaviour of Ti-24Nb-4Zr-7.9Sn for biomedical applications.
Acta Biomater. 2007, 3, 277–286. [CrossRef] [PubMed]

23. Guo, Y.Y.; Chen, D.S.; Lu, W.J.; Jia, Y.H.; Wang, L.Q.; Zhang, X.L. Corrosion resistance and in vitro response of a novel
Ti35Nb2Ta3Zr alloy with a low Young’s modulus. Biomed. Mater. 2013, 8, 55004. [CrossRef] [PubMed]

24. Bahl, S.; Das, S.; Suwas, S.; Chatterjee, K. Engineering the next-generation tin containing beta titanium alloys with high strength
and low modulus for orthopedic applications. J. Mech. Behav. Biomed. Mater. 2018, 78, 124–133. [CrossRef] [PubMed]

25. Banerjee, R.; Nag, S.; Samuel, S.; Fraser, H.L. Laser-deposited Ti-Nb-Zr-Ta orthopedic alloys. J. Biomed. Mater. Res. A 2006, 78,
298–305. [CrossRef] [PubMed]

26. Bertrand, E.; Gloriant, T.; Gordin, D.M.; Vasilescu, E.; Drob, P.; Vasilescu, C.; Drob, S.I. Synthesis and characterisation of a new
superelastic Ti-25Ta-25Nb biomedical alloy. J. Mech. Behav. Biomed. Mater. 2010, 3, 559–564. [CrossRef] [PubMed]

27. Biesiekierski, A.; Wang, J.; Gepreel, M.A.H.; Wen, C. A new look at biomedical Ti-based shape memory alloys. Acta Biomater.
2012, 8, 1661–1669. [CrossRef] [PubMed]

28. Fu, Y.; Wang, J.; Xiao, W.; Zhao, X.; Ma, C. Microstructure evolution and mechanical properties of Ti–8Nb–2Fe-0.2O alloy with
high elastic admissible strain for orthopedic implant applications. Prog. Nat. Sci. Mater. Int. 2020, 30, 100–105. [CrossRef]

29. Fu, Y.; Xiao, W.; Wang, J.; Ren, L.; Zhao, X.; Ma, C. A novel strategy for developing α + β dual-phase titanium alloys with low
Young’s modulus and high yield strength. J. Mater. Sci. Technol. 2021, 76, 122–128. [CrossRef]

30. Wang, J.; Xiao, W.; Fu, Y.; Ren, L.; Song, B.; Liu, C.; Ma, C. Effects of initial microstructure on the aging behavior and subsequent
mechanical properties of Ti–Nb–O titanium alloy. J. Mater. Res. 2022, 37, 2304–2313. [CrossRef]

31. Kuroda, D.; Niinomi, M.; Morinaga, M.; Kato, Y.; Yashiro, T. Design and mechanical properties of new β type titanium alloys for
implant materials. Mater. Sci. Eng. A 1998, 243, 244–249. [CrossRef]

32. Tan, M.H.C.; Baghi, A.D.; Ghomashchi, R.; Xiao, W.; Oskouei, R.H. Effect of niobium content on the microstructure and Young’s
modulus of Ti-xNb-7Zr alloys for medical implants. J. Mech. Behav. Biomed. Mater. 2019, 99, 78–85. [CrossRef] [PubMed]

33. Mao, C.Y.; Yu, W.J.; Jin, M.; Wang, Y.C.; Shang, X.Q.; Lin, L.; Zeng, X.Q.; Wang, L.Q.; Lu, E.Y. Mechanobiologically optimized
Ti-35Nb-2Ta-3Zr improves load transduction and enhances bone remodeling in tilted dental implant therapy. Bioact. Mater. 2022,
16, 15–26. [CrossRef] [PubMed]

34. Wang, J.; Xiao, W.; Ren, L.; Fu, Y.; Ma, C. Effect of oxygen addition and annealing time on microstructure and mechanical
properties of Ti–34Nb alloy. J. Iron Steel Res. Int. 2022, 30, 158–164. [CrossRef]

35. Ramarolahy, A.; Castany, P.; Prima, F.; Laheurte, P.; Peron, I.; Gloriant, T. Microstructure and mechanical behavior of superelastic
Ti-24Nb-0.50 and Ti-24Nb-0.5N biomedical alloys. J. Mech. Behav. Biomed. Mater. 2012, 9, 83–90. [CrossRef] [PubMed]

36. Akahori, T.; Niinomi, M.; Fukui, H.; Ogawa, M.; Toda, H. Improvement in fatigue characteristics of newly developed beta type
titanium alloy for biomedical applications by thermo-mechanical treatments. Mater. Sci. Eng. C—Biomim. Supramol. Syst. 2005, 25,
248–254. [CrossRef]

37. Reck, A.; Pilz, S.; Thormann, U.; Alt, V.; Gebert, A.; Calin, M.; Heiss, C.; Zimmermann, M. Effects of thermomechanical history
and environment on the fatigue behavior of (beta)-Ti-Nb implant alloys. In Proceedings of the 12th International Fatigue Congress
(Fatigue 2018), Poitiers, France, 27 May–1 June 2018; Volume 165. [CrossRef]

38. Hao, Y.L.; Niinomi, M.; Kuroda, D.; Fukunaga, K.; Zhou, Y.L.; Yang, R.; Suzuki, A. Young’s modulus and mechanical properties of
Ti-29Nb-13Ta-4.6Zr in relation to α′ ′ martensite. Metall. Mater. Trans. A-Phys. Metall. Mater. Sci. 2002, 33, 3137–3144. [CrossRef]

39. Nakai, M.; Niinomi, M.; Oneda, T. Improvement in Fatigue Strength of Biomedical beta-type Ti-Nb-Ta-Zr Alloy While Maintaining
Low Young’s Modulus Through Optimizing omega-Phase Precipitation. Metall. Mater. Trans. A-Phys. Metall. Mater. Sci. 2012, 43,
294–302. [CrossRef]

40. Fu, Y.; Xiao, W.; Wang, J.; Zhao, X.; Ma, C. Mechanical properties and deformation mechanisms of Ti-15 Nb-5Zr-4Sn-1Fe alloy
with varying α phase fraction. J. Alloys Compd. 2022, 898, 162816. [CrossRef]

41. Xiao, W. Metastability Engineering in Titanium Alloys Enables Advanced Structural/Functional Properties. Mater. Lab 2022,
1, 220024. [CrossRef]

42. Wang, J.; Xiao, W.; Fu, Y.; Ren, L.; Ma, C. Dependence of mechanical behavior on grain size of metastable Ti–Nb–O titanium alloy.
Prog. Nat. Sci. Mater. Int. 2022, 32, 63–71. [CrossRef]

43. Niinomi, M.; Nakai, M.; Hieda, J. Development of new metallic alloys for biomedical applications. Acta Biomater. 2012, 8,
3888–3903. [CrossRef] [PubMed]

https://doi.org/10.1038/nrmicro3028
https://doi.org/10.1016/j.biomaterials.2015.11.042
https://doi.org/10.1021/acsbiomaterials.9b00147
https://doi.org/10.1016/j.actbio.2015.03.023
https://doi.org/10.1088/1748-6041/5/4/045006
https://www.ncbi.nlm.nih.gov/pubmed/20603527
https://doi.org/10.1016/j.actbio.2006.11.002
https://www.ncbi.nlm.nih.gov/pubmed/17234466
https://doi.org/10.1088/1748-6041/8/5/055004
https://www.ncbi.nlm.nih.gov/pubmed/24002775
https://doi.org/10.1016/j.jmbbm.2017.11.014
https://www.ncbi.nlm.nih.gov/pubmed/29156291
https://doi.org/10.1002/jbm.a.30694
https://www.ncbi.nlm.nih.gov/pubmed/16637044
https://doi.org/10.1016/j.jmbbm.2010.06.007
https://www.ncbi.nlm.nih.gov/pubmed/20826361
https://doi.org/10.1016/j.actbio.2012.01.018
https://www.ncbi.nlm.nih.gov/pubmed/22326786
https://doi.org/10.1016/j.pnsc.2020.01.015
https://doi.org/10.1016/j.jmst.2020.11.018
https://doi.org/10.1557/s43578-022-00631-0
https://doi.org/10.1016/S0921-5093(97)00808-3
https://doi.org/10.1016/j.jmbbm.2019.07.014
https://www.ncbi.nlm.nih.gov/pubmed/31344525
https://doi.org/10.1016/j.bioactmat.2022.03.005
https://www.ncbi.nlm.nih.gov/pubmed/35386333
https://doi.org/10.1007/s42243-021-00707-x
https://doi.org/10.1016/j.jmbbm.2012.01.017
https://www.ncbi.nlm.nih.gov/pubmed/22498286
https://doi.org/10.1016/j.msec.2004.12.007
https://doi.org/10.1051/matecconf/201816506001
https://doi.org/10.1007/s11661-002-0299-7
https://doi.org/10.1007/s11661-011-0860-3
https://doi.org/10.1016/j.jallcom.2021.162816
https://doi.org/10.54227/mlab.20220024
https://doi.org/10.1016/j.pnsc.2021.09.011
https://doi.org/10.1016/j.actbio.2012.06.037
https://www.ncbi.nlm.nih.gov/pubmed/22765961


Biomimetics 2023, 8, 573 23 of 25

44. Volker, B.; Maier-Kiener, V.; Werbach, K.; Muller, T.; Pilz, S.; Calin, M.; Eckert, J.; Hohenwarter, A. Influence of annealing on
microstructure and mechanical properties of ultrafine-grained Ti45Nb. Mater. Des. 2019, 179, 107864. [CrossRef]

45. Matsumoto, H.; Watanabe, S.; Hanada, S. Microstructures and mechanical properties of metastable beta TiNbSn alloys cold rolled
and heat treated. J. Alloys Compd. 2007, 439, 146–155. [CrossRef]

46. Helth, A.; Pilz, S.; Kirsten, T.; Giebeler, L.; Freudenberger, J.; Calin, M.; Eckert, J.; Gebert, A. Effect of thermomechanical processing
on the mechanical biofunctionality of a low modulus Ti-40Nb alloy. J. Mech. Behav. Biomed. Mater. 2017, 65, 137–150. [CrossRef]
[PubMed]

47. Reck, A.; Pilz, S.; Kuczyk, M.; Gebert, A.; Zimmermann, M. Cyclic deformation characteristics of the metastable beta-type Ti-40Nb
alloy. Mater. Sci. Eng. A—Struct. Mater. Prop. Microstruct. Process. 2019, 761, 137966. [CrossRef]

48. Park, C.H.; Lee, C.S.; Kim, Y.J.; Jang, J.H.; Suh, J.Y.; Park, J.W. Improved pre-osteoblast response and mechanical compatibility of
ultrafine-grained Ti-13Nb-13Zr alloy. Clin. Oral Implant. Res. 2011, 22, 735–742. [CrossRef] [PubMed]

49. Bai, B.; Zhang, E.L.; Dong, H.; Liu, J. Biocompatibility of antibacterial Ti-Cu sintered alloy: In Vivo bone response. J. Mater.
Sci.-Mater. Med. 2015, 26, 265. [CrossRef] [PubMed]

50. Fu, J.; Yamamoto, A.; Kim, H.Y.; Hosoda, H.; Miyazaki, S. Novel Ti-base superelastic alloys with large recovery strain and
excellent biocompatibility. Acta Biomater. 2015, 17, 56–67. [CrossRef]

51. Goss, C.H.; Kaneko, Y.; Khuu, L.; Anderson, G.D.; Ravishankar, S.; Aitken, M.L.; Lechtzin, N.; Zhou, G.; Czyz, D.M.;
McLean, K.; et al. Gallium disrupts bacterial iron metabolism and has therapeutic effects in mice and humans with lung infections.
Sci. Transl. Med. 2018, 10, eaat7520. [CrossRef]

52. Muller, A.; Fessele, C.; Zuber, F.; Rottmar, M.; Maniura-Weber, K.; Ren, Q.; Guex, A.G. Gallium Complex-Functionalized P4HB
Fibers: A Trojan Horse to Fight Bacterial Infection. ACS Appl. Bio Mater. 2021, 4, 682–691. [CrossRef]

53. Kurtuldu, F.; Mutlu, N.; Boccaccini, A.R.; Galusek, D. Gallium containing bioactive materials: A review of anticancer, antibacterial,
and osteogenic properties. Bioact. Mater. 2022, 17, 125–146. [CrossRef] [PubMed]

54. Kaneko, Y.; Thoendel, M.; Olakanmi, O.; Britigan, B.E.; Singh, P.K. The transition metal gallium disrupts Pseudomonas aeruginosa
iron metabolism and has antimicrobial and antibiofilm activity. J. Clin. Investig. 2007, 117, 877–888. [CrossRef] [PubMed]

55. Rodriguez, G.M.; Gardner, R.; Kaur, N.; Phanstiel, O. Utilization of Fe3+-acinetoferrin analogs as an iron source by Mycobacterium
tuberculosis. Biometals 2008, 21, 93–103. [CrossRef] [PubMed]

56. Kelson, A.B.; Carnevali, M.; Truong-Le, V. Gallium-based anti-infectives: Targeting microbial iron-uptake mechanisms. Curr.
Opin. Pharmacol. 2013, 13, 707–716. [CrossRef] [PubMed]

57. Wang, Z.X.; Li, J.F.; Benin, B.M.; Yu, B.; Bunge, S.D.; Abeydeera, N.; Huang, S.D.; Kim, M.H. Lipophilic Ga Complex with
Broad-Spectrum Antimicrobial Activity and the Ability to Overcome Gallium Resistance in both Pseudomonas aeruginosa and
Staphylococcus aureus. J. Med. Chem. 2021, 64, 9381–9388. [CrossRef] [PubMed]

58. Tovar-Garcia, A.; Angarita-Zapata, V.; Cazares, A.; Jasso-Chavez, R.; Belmont-Diaz, J.; Sanchez-Torres, V.; Lopez-Jacome, L.E.;
Coria-Jimenez, R.; Maeda, T.; Garcia-Contreras, R. Characterization of gallium resistance induced in a Pseudomonas aeruginosa
cystic fibrosis isolate. Arch. Microbiol. 2020, 202, 617–622. [CrossRef] [PubMed]

59. Davies, N.P.; Rahmanto, Y.S.; Chitambar, C.R.; Richardson, D.R. Resistance to the antineoplastic agent gallium nitrate results in
marked alterations in intracellular iron and gallium trafficking: Identification of novel intermediates. J. Pharmacol. Exp. Ther. 2006,
317, 153–162. [CrossRef]

60. Li, F.P.; Liu, F.X.; Huang, K.; Yang, S.B. Advancement of Gallium and Gallium-Based Compounds as Antimicrobial Agents. Front.
Bioeng. Biotechnol. 2022, 10, 827960. [CrossRef]

61. Bento, R.; Gaddam, A.; Ferreira, J.M.F. Sol-Gel Synthesis and Characterization of a Quaternary Bioglass for Bone Regeneration
and Tissue Engineering. Materials 2021, 14, 4515. [CrossRef]

62. Keenan, T.J.; Placek, L.M.; Hall, M.M.; Wren, A.W. Antibacterial and antifungal potential of Ga-bioactive glass and Ga-bioactive
glass/polymeric hydrogel composites. J. Biomed. Mater. Res. Part B—Appl. Biomater. 2017, 105, 1102–1113. [CrossRef]

63. Stan, G.E.; Tite, T.; Popa, A.C.; Chirica, I.M.; Negrila, C.C.; Besleaga, C.; Zgura, I.; Sergentu, A.C.; Popescu-Pelin, G.;
Cristea, D.; et al. The Beneficial Mechanical and Biological Outcomes of Thin Copper-Gallium Doped Silica-Rich Bio-Active Glass
Implant-Type Coatings. Coatings 2020, 10, 1119. [CrossRef]

64. Yazdi, A.R.; Torkan, L.; Stone, W.; Towler, M.R. The impact of gallium content on degradation, bioactivity, and antibacterial
potency of zinc borate bioactive glass. J. Biomed. Mater. Res. Part B—Appl. Biomater. 2018, 106, 367–376. [CrossRef]

65. Yazdi, A.R.; Torkan, L.; Waldman, S.D.; Towler, M.R. Development of a novel bioactive glass suitable for osteosarcoma-related
bone grafts. J. Biomed. Mater. Res. Part B—Appl. Biomater. 2018, 106, 1186–1193. [CrossRef]
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