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The development of effective methods to promote the osseointegration of dental implants by surface
modification is an area of intense research in dental materials science. Exogenous metal ions present in
the implant and surface modifications are closely related to the bone metabolism around the implant. In
the complex oral microenvironment, the release of metal ions caused by continuous corrosion of dental
implants has an unfavorable impact on the surrounding tissue, and then affects osseointegration, leading
to bad results such as loosening and falling off in the late stage of the implant. Besides, these ions can
even be distributed in distant tissues and organs. Currently, surface modification techniques are being
developed that involve different processing technologies including the introduction of exogenous metal

ions with different properties onto the surface of implants to improve performance. However, most
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range to exert the optimum biological effects on recipients. In this paper, we review the adverse effects
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1. Introduction

Dental implant materials are biologically safe, resistant to
corrosion and have excellent mechanical properties for rapid re-
passivation in biological environments."”> However, changes in
the bacterial flora and pH of the oral cavity have pronounced
effects on the oral microenvironment.’> These changes make
traditional cobalt-chromium alloy and titanium materials
highly susceptible to corrosion resulting in many deficiencies in
osseointegration and antibacterial properties. The release of
exogenous metal ions caused by the long-term use of dental
implant materials (Fig. 1) can also impact the surrounding tissues
and affect osseointegration resulting in loosening and loss of
implants.*” These ions may be distributed in distant tissues and
organs in the body. The concentrations of individual metals and
their locations in the body are summarized in Table 1.5

The improvement of dental implant performance is an area
of intense research in dental materials science. The surface
modification of implants by metal ions can increase the anti-
bacterial and corrosion resistance properties of implants and
also accelerate the process of osseointegration.’® However, the
specific roles and molecular mechanisms of exogenous metal
ions in guiding bone growth on the surface of implants are yet
to be systematically studied.
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improving the performance of dental implants.

Various surface modification techniques can be used to
incorporate metal ions into implants that can produce different
biological effects. Based on the principles of introducing metal
ions onto titanium surfaces, direct or indirect methods can be
used. Direct methods modify the titanium surface to form oxide
coatings containing metal elements and include approaches
such as hydrothermal treatment, micro-arc oxidation and
plasma immersion ion implantation (PIII). Indirect methods
can be used to obtain apatite coatings with good biocompati-
bility by doping metal ions in hydroxyapatite (HA) coating on
the titanium surface and include approaches such as plasma
spraying, the sol-gel method, electrochemical deposition,
selective laser melting and magnetron sputtering.'”” The
performances of different surface modification techniques used
for the incorporation of metallic ions are summarized in Table
2.1773% 1In this paper, we review the adverse effects of metal ions
on osseointegration and highlight the emerging applications
for metal elements in improving the performance of dental
implants.

2. Adverse effects of metal ions on
implant osseointegration and
mechanisms

2.1 Cobalt and chromium ions

Co—Cr alloy is one of the commonly used implant materials
which has excellent mechanical property and corrosion resis-
tance. It has been used in dental prosthodontics since 1929. The
Co-Cr alloy is biocompatible and has osteoconductive

© 2021 The Author(s). Published by the Royal Society of Chemistry
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Fig. 1 Various corrosions of dental implants cause the release of metal ions. The adhesion of oral microorganisms and the wear between the
implant and the bone can cause the corrosion of the implant. The crevice, galvanic and pitting corrosion are also common types of corrosion that

caused the release of metal ions.

properties that promote rapid osteointegration.*® However, in
the oral environment, the long-term use of Co—Cr alloy leads to
the release of cobalt and chromium ions.* Especially in the
presence of inflammatory microenvironment, Liu et al
demonstrated the corrosion of Co-Cr alloy using electro-
chemical tests. The corrosion leads to the accumulation of
cobalt and chromium ions around the bone which have an
impact on the tissue.** Reclaru et al. detected corrosion pits on
Co-Cr alloy detected by scanning electron microscopy (SEM),
which confirmed the existence of corrosion.*® Cobalt and
chromium ions at concentrations of 5-100 ug L™ and 5-300 pg
L~ respectively have been detected in the plasma and tissues of
patients undergoing metal repair surgery.*

Cobalt and chromium ions have been shown to regulate the
expression of many genes involved in the production of cyto-
kines, chemokines and other regulatory molecules that have
a functional role on osteoblasts. Anika et al. found that
a mixture of cobalt and chromium ions at 200 pg L' upregu-
lated the gene expression of pro-osteolytic mediators (IL-6, IL-8,
TNF-o,, MCP-1, MMP1, TIMP1) and could act to inhibit the
proliferation and to promote the death of osteoblasts. However,
cobalt or chromium ions alone have little effect on osteoblasts.?”
Studies have also determined the effect of cobalt and chromium
ions on the expression of members of the TGF-B family which
are essential regulators of osteoblast differentiation and matu-
ration. Specifically, 50-250 uM of cobalt and chromium ions did
not affect the proliferation of osteoblasts whilst the same
concentrations of cobalt ions could significantly down-regulate
the expression of all TGF-f family molecules. However, these
changes did not affect the ability of osteoblasts to mineralize. In
contrast, chromium ions had no significant effect on the
expression of TGF-B family molecules but significantly inhibited

© 2021 The Author(s). Published by the Royal Society of Chemistry

the mineralization of osteoblasts. These observations may be
related to the formation of complex hydrated isomers in the
phosphate environment of cell culture processes resulting in
insoluble chromium phosphate.®

Other studies have confirmed that cobalt ions have no side
effects on the growth and development of osteoblasts whilst
chromium ions may delay the regular intake processes in cells
by binding to serum albumin and transferrin. This leads to the
delayed expression of related genes and affects the minerali-
zation ability of cells.>® However, it is not known how chromium
ions enter cells and how they act to regulate cell differentiation
and mineralization by affecting downstream transport
molecules.

2.2 Titanium ions

Since the discovery of osseointegration by Branemark, titanium
materials have been widely used in the field of dental implants.
Although titanium materials have excellent biocompatibility,
good corrosion resistance, strong mechanical properties and as
an inert material, titanium can form a dense oxide film on the
surface to protect the titanium surface.® However, in the oral
environment, due to the presence of the surrounding electrolyte
fluid and the adhesion of oral microorganisms, the oxide film is
corroded causing damage to the titanium surface structure.* Yu
Xiaoyu et al. detected the micromorphological changes on
commercial pure titanium (cpTi) under an inflammatory envi-
ronment. SEM and electrochemical tests showed decreased
resistance to corrosion under this condition.”* Studies showed
the increase of the corrosion rate and the damage of oxide film
according to the electrochemical tests and SEM images in the
presence of oral bacteria.**** Hanawa et al studied the
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Table 1 The localization and concentrations of individual metal ions

in the body
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Animal model and area of

Localization of the
metal particles

Method of detection

Concentrations

Reference Implant alloys implant insertion
Puskar T. et al.®  Co-Cr alloy Human hip
Sampson B. et al.® Co-Cr alloy Human hip
Rubio J. C. et al.’® Co-Cr alloy Rat femur

He X. et al.™ Ti dental implants Human madible
Wennerberg Turned implant, blasted New Zealand rabbit tibia
et al.*? implant

Weingart D. Plasma-coated titanium Beagle dogs mandible

et al® screw implants and maxilla

Schliephake Titanium, machined Minipig mandible

et al™

Sarmiento- Ti wire (purity 99.99%) Rat femur

Gonzalez A. et al.™®

regeneration of the oxide film on titanium surfaces and pre-
dicted the release of titanium ions when the oxide film was
destroyed.** The release of titanium ions affects the integration
of the titanium implant with the bone and can eventually cause
the implant to fall off due to poor bone integration.*’

Current theories suggest that implant failure is caused by
bone resorption around the implant due to the aseptic loos-
ening of the implant-bone interface after bone destruction,
dissolution and absorption. The failure rate of implants is
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Peri-implant tissue

Plasma and tissues

Liver, kidneys,
spleen, lungs

Peri-implant bone
tissue

Peri-implant tissue

Lymph nodes,
visceral organs

Lungs, liver and

kidneys

Liver, kidneys,
spleen, lungs, heart

Inductively coupled
plasma mass
spectrometry (ICP-MS)
ICP-MS

ICP-MS

Inductively coupled
plasma optical emission
spectrometry (ICP-OES)
X-ray fluorescence
spectroscopy (SRXRF)
Secondary ion mass
spectrometry (SIMS)

Flameless atomic
absorption spectroscopy
(FAAS)

FAAS

Double focusing
inductively coupled
plasma mass
spectrometer (DF-ICP-
MS)

Co: about 150 ng mL ™,
Cr: about 1500 ng mL ™"

Cr: 5-100 pg L™*

Co: 5-300 pg L™

Co: kidneys: about 0.5 ng
mL ™!

Liver: about 0.15 ng mL ™"
Lungs: about 0.15 ng
mL ™"

Spleen: about 0.12 ng
mL "

Cr: kidneys: about 0.5 ng
mL "

Liver: about 0.33 ng mL ™"
Lungs: about 0.55 ng
mL ™!

Spleen: about 0.6 ng
mL ™!

7064 + 1932 pg kg -
bone weight

Turned implant surface:
20-100 wt. ppm
Blasted implant surface:
the highest titanium
concentration reached
about 100 wt. ppm
Lymph nodes: 0.16-9.0
ngg
Visceral organs: 0.01 and
0.21 pg g
Kidneys: 2.92 £ 0.69 ng
mg ™’
Liver: 11.5 + 1.35 ng

—1

mg

Lungs: 135.7 &= 12.42 ng
mg !

Liver: 78.1 £ 9.8 ng g "
dry tissue

Kidneys: 210 + 76 ng g~
dry tissue

Spleen: 632 + 177 ng g~ "
dry tissue

Lungs: 578 = 189 ng g~ "
dry tissue

Heart: 160 4 60 ng g~ *
dry tissue

around 20% and titanium ions are potentially related to aseptic
loosening.*® Studies have shown that titanium ions accumulate
locally during the implantation process and affect the behavior
of the cells around implants, thus impacting osseointegration.*”

Many research reports have focused on the release of tita-
nium ions around implants. Ferguson et al. put forward the
problem of titanium ions release around titanium implants.
The concentration of titanium ions in adjacent tissues was
around 20 times higher than that in normal tissues after about 5

© 2021 The Author(s). Published by the Royal Society of Chemistry
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Table 2 The performances of different surface modification techniques used for the incorporation of metal ions on implant surfaces

Method Definition

Advantages

Disadvantages

Hydrothermal treatment®*®

Chemical reactions that take place
in a liquid phase at high
temperature

A material engineering process by
which ions are accelerated in an
electrical field and impacted onto
the surface of a substrate to change
the surface chemistry

Arc discharge is used to enhance
and activate the reaction on the
anode, which produces a thick and
relatively stable oxide film on the
surface of the metal and its alloy
The metal matrix is immersed in the
aqueous solution containing the
gold-plated ions, and the direct
current is passed through to make
the positive ions discharge on the
surface of the cathode to obtain the
metal film

The use of metal inorganic salts or
metal alcohol salts in water or
alcohol solvent hydrolysis or
alcoholysis reaction, the formation
of the sol through drying
dehydration into gel, and then after
heat treatment to obtain the
product

A kind of gas is ionized by non-
transfer arc to form a high
temperature plasma jet, and the
powder is introduced into it, and
the jet is accelerated and impinges
on the surface of the substrate to
form a coating

It uses charged particles to
bombard the target surface in
vacuum, and the particles are
deposited on the surface of the cold
metal substrate to form a coating
structure

PIII*%?

Micro-arc oxidation?*3

Electrochemical deposition®*?*

Sol-gel method>®”

Plasma spraying'”*®

Magnetron sputtering®®*°

Selective laser melting®'*? This technique uses metal powder

to be completely melted under the
heat of a laser beam, then cooled
and formed coatings

months of dental implantation.*® Since then, the release of
titanium from human implants after osseointegration has been
studied. The concentration of titanium ions in the serum
around the survived implants is 20.89 pmol L', However, around
the failed implants, the local accumulation of titanium ions in
serum is 83.56 umol L™".* Ducheyne et al. changed the pore size of
the titanium material and detected the release of titanium ions in
bone tissue after 12 months of implantation. They showed that the
enrichment of titanium reached 700 pg g ' in the bone whilst

© 2021 The Author(s). Published by the Royal Society of Chemistry

Simple; economical, effective;
environmentally friendly; uniform
thickness of the deposited layer
Suitable for processing implants
with complex shapes

Multi-microporous structure can
achieve long-term stable release of
metal ions; corrosion-resistant

Low dissolution rate; effective

Uniform layers; the preparation
process is easy to control; low
processing temperature

Effective, lower possibility of
coating degradation,

Effective; high purity of layers;
ability to coat implants with

complex shapes; strong adhesion of

films; dense and uniform coatings

Good mechanical property; a high
degree of processing freedom

Some substances are heat-sensitive

Technical complexity; high costs;
high dissolution rate

Technical complexity

Low fatigue strength, poor adhesion
between coating and implant

Fabrication steps; environmentally
unfriendly; debonding of the
coating layer

Nonuniform coatings, poor
adhesion between coating and
implants; high dissolution rate; the
preparation temperature is too high
to make HA decomposition

Technical complexity; high costs;
the subsequent heat treatment is
needed to restore the crystalline
state of the coating structure, and
the high temperature treatment will
destroy the HA lattice to some
extent

The rough surface of titanium
implants modified by SLM alone
can promote bacterial adhesion and
biofilm formation, so it is necessary
to combine with other means to give
the implant antibacterial property

there was no relationship between the concentration of aggrega-
tion and the roughness of the surface.*
Many in vitro experiments have shown that high concentra-

tions of titanium ions have adverse effects on peri-implant cells
including enhancing osteoclasts activity, inhibiting osteoblasts
formation and activating inflammatory cells. Liao et al. reported
that 10 mg L' of titanium ions could significantly inhibit the
proliferation of osteoblasts, while 5 mg L' of titanium ions
could down-regulate the expression of the OSN and OPN genes
in osteoblasts and inhibit osteoblasts differentiation.*

RSC Adv, 2021, 11, 13152-13163 | 13155
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Thompson et al. found that titanium ions could not inhibit the
proliferation of bone marrow mesenchymal stem cells at low
doses but could significantly interfere with the process of
osteogenic differentiation and hinder the mineralization of cell
matrix.*” Blumenthal et al. found that titanium ions could bind
to the crystal surface of HA and destroy the growth site of the
crystal, thereby reducing the formation of HA. So the local
enrichment caused by titanium release affects the normal
mineralization of the osteoid and can interfere with the ability
of the implant-bone interface to repair. Therefore, once the
implant is loosened it is difficult to stabilize through the
process of bone repair.*

In addition to inhibiting the development of osteogenic
precursor cells into osteoblasts, excessive titanium ions can also
inhibit mineralization of the matrix and deposition of calcium
salts to weaken the osteogenic ability of osteoblasts. They can
also activate the formation of osteoclasts and inflammatory
cells to produce inflammatory factors that accelerate bone
resorption. Meng Bo et al. found that titanium ions of 100 ppm
(pmol L") promoted the formation and activation of osteo-
clasts to increase bone resorption.* Cadosch suggested that the
accumulation of titanium ions may induce osteoclast synthesis
and increase thymus and activation regulators (CCL17/TARC),
as well as macrophage-derived chemokine (CCL22/MDC).*®
Titanium ions induce bone resorption by accelerating the
maturation of osteoclasts. Studies have shown that osteoclasts
induced by titanium ions accounted for about 20% of the total
osteoclasts.®® Other studies have reported that titanium ions
can activate inflammatory cells and up-regulate the expression
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of a variety of pro-inflammatory cytokines such as TNF-a, IL-6
and IL-1B, which can also enhance osteoclast differentiation
and cause bone resorption.®”**

The pathological accumulation of titanium ions caused by various
factors in the body stimulates an imbalance between osteogenesis
and osteoclasts around implants. These changes can increase corro-
sion of the implant material to produce more ions and activate
a positive feedback process. However, the role of titanium ions in
aseptic loosening in causing bone destruction, dissolution and
absorption at the implant-bone interface needs to be further studied.

Studies have confirmed that titanium ions may stimulate
bone immunity and metabolism through direct and indirect
pathways that impact osseointegration. It has been shown that
titanium ions at 10 ppm can block the nuclear transfer level of
YAP molecules by inhibiting the Hippo/YAP pathway in osteo-
blasts, thereby affecting the binding of downstream key mole-
cules to inhibit the behavior of osteoblasts.” Fritz et al. also
found that the NF-«xB inflammatory signaling pathway was
activated in osteoblasts following titanium exposure causing
the up-regulated expression of cytokines TNF-a, IL-6 and IL-8
that activate downstream inflammatory responses. The expres-
sion of these inflammatory factors may contribute to the
occurrence of aseptic peripheral inflammation of the implant.*
Tang et al. showed that titanium ions can stimulate inflam-
mation through crosstalk with the Hippo-YAP/NF-kB pathway.®
Besides, studies have shown that titanium ions can activate the
RANK/RANKL pathway and promote osteoclast differentiation.
Titanium ions may up-regulate the expression of RANKL and M-
CSF in osteoblasts by activating inflammatory factors and also
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Fig.2 The adverse effects of the release of excessive titanium ions on implant osseointegration and its underlying mechanism. Titanium ions can
significantly interfere with osteogenic differentiation and hinder the mineralization of the cell matrix in osteoblasts. They can also inhibit the
development of osteogenic precursor cells into osteoblasts. Titanium ions can also activate the formation of osteoclasts and inflammatory cells
to produce inflammatory factors such as TNF-a, CCL-17, CCL12, IL-6 and IL-1p that can also enhance osteoclast differentiation and accelerate

bone resorption.
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act on osteoclast precursor cells to further induce the formation
of osteoclasts.®* In summary, it is undisputed that the presence
of free titanium ions around the implant and the accumulation
of abnormal titanium ions can induce the loss of surrounding
bone through a highly complex mechanism (Fig. 2).

Developments in material science and processing technolo-
gies have driven the emergence of new dental implant mate-
rials. Apart from commercial pure titanium and Ti-6Al-4V,
other titanium alloy implant materials have been developed. Ti-
Zr alloy has improved corrosion resistance and mechanical
properties compared to conventional materials.®* In addition,
Ti-Ag, Ti-Cu and other titanium alloys have attracted attention
due to their good mechanical and biological properties.
However, more prospective trials and experimental studies in
animal models are needed to provide an improved scientific
theoretical basis for future clinical applications.®**

3. Peri-implant bone remodeling of
implants with metal ions incorporation
and mechanisms

3.1 Magnesium ions

Magnesium is an essential trace element in the human body
that plays a vital role in metabolic activities.®® 50% of the total
magnesium exists in bone in the human body.*® Magnesium
can regulate the transport of potassium and calcium ions,
maintain the structure and function of substances. Besides, it
can catalyze the activation and inhibition of enzymes and
regulate the process of the cell cycle, proliferation and differ-
entiation. Magnesium is also involved in maintaining the
stability of the genome as it is associated with the production of
oxidative stress and carcinogenesis.®” Besides, Mg is a biode-
gradable element. However, the appropriate incorruption onto
the titanium surface can promote the corrosion resistance.*®
The role of magnesium in bone formation has been exten-
sively explored. Studies have shown that magnesium is an
essential element for HA cations in bone tissue and abnormal
concentrations of magnesium ions cause alterations in the
structure of HA.*”° More and more studies have shown that the
effect of magnesium on bone metabolism was mainly reflected
in the activation of osteoblasts and inhibition of osteoclasts to
promote osteogenic development and maintain the strength
and density of bones at a certain concentration.”>”* It has been
proposed that 6-10 mM magnesium ions can improve osteo-
genic activity and differentiation, however, when the concen-
tration of magnesium ions exceeded 18 mM, it had the opposite
effects.”” Magnesium ions can increase the proliferation,
differentiation and adhesion of pre-osteoblasts, while the
excessively high concentrations can inhibit these processes and
the mineralization of the extracellular matrix by competing with
calcium ions for calcium ion channels. These processes inter-
fere with the balance of intracellular and extracellular calcium
ions.” In animal models, studies have shown that new bones
form faster around magnesium alloys after implantation.”
Based on the special osteogenic ability of magnesium,
magnesium alloys and Mg-containing surface modification

© 2021 The Author(s). Published by the Royal Society of Chemistry
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technology have gradually become the focus of research in the
field of biomedicine. Magnesium ions have been immobilized
onto titanium surfaces using different methods and improve
the performance of implants. Mg was successfully immobilized
onto a titanium surface by treating the titanium with
0.1 mol L' MgCl, solution at 200 °C by hydrothermal treat-
ment. The study found that the number of hydroxyapatite
globular clusters on the surface of the specimens increased
after hydrothermal treatment. These data suggested that the
incorporation of magnesium ions under hydrothermal treat-
ment could improve osseointegration without affecting the
macroscopic morphology of implants.” In another study, pure
titanium was alkalized in a high concentration sodium
hydroxide (NaOH) solution and then transferred to dilute
magnesium chloride (MgCl,) solution for ions exchange, and
finally heat treated. The 3D nano-reticular structure containing
magnesium titanate was obtained on the surface of the pure
titanium sample that could accelerate the adsorption of bovine
serum albumin (BSA) on its surface. It was further demon-
strated that the Mg-containing surface could promote the
adhesion, proliferation and differentiation of MC3T3-E1 cells.””
Sul et al. described in their research that the micro-arc oxidation
method could make magnesium ions dissolved in electrolyte
and then enter the oxide film of titanium. The surface of
magnesium titanate formed by micro-arc oxidation can release
magnesium ions and combine with a large number of bone
matrix proteins through electrostatic adsorption. This process
acts to promote contact between the implant and the bone,
thereby promoting biochemical bonding and enhancing the
osseointegration the modified oxide film could accelerate the
osseointegration.”

Although many studies have demonstrated that modified
titanium implants incorporated with magnesium ions can
accelerate osseointegration and improve the performance of
implants, the mechanisms involved remain unclear. Magne-
sium has been associated with osteogenic signaling pathways
and may in part explain the mechanism by which magnesium
promotes new bone formation. Studies have shown that
magnesium ions increase the expression of VEGF and type X
collagen by up-regulating the transcription factors of the HIF
family (HIF-1 and HIF-2) in bone marrow mesenchymal stem
cells. These changes improve intraosseous vascular regenera-
tion and osteogenic differentiation. Magnesium ions can also
promote the expression of VEGF and type X collagen by
combining with calcitonin to improve PGC-1a, and play an
important role in the process of osteogenic differentiation.”
Studies have demonstrated that magnesium ions can regulate
the activity of osteoclasts and inhibit the expression of NFATc1
by blocking the RANK/RANKL/NF-kB pathway, which is an
important signaling axis of osteoclast differentiation. Changes
in the expression of osteoclast-related genes and proteins
(TRAP, CTR, MMP9) are inhibited and reduce osteoclast
activity.** The molecular mechanism of how magnesium ions
promote osteogenic activation and inhibit osteoclasts require
further investigation and will provide a strong theoretical for
the future development of modified materials to improve the
success of dental implants.
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3.2 Silver ions

Silver ions have excellent antibacterial properties and do not
enable the development of drug resistance.®* Silver ions have
also been shown to have anti-inflammatory effects. In the early
stages after oral implant implantation, the initial healing
process is affected by the proinflammatory responses of
inflammatory cells. In the later stages, inflammation around
implants caused by bacteria and other microorganisms can
impact the stability of osseointegration and retention of
implants.?” Silver ions induce the differentiation of stem cells
into osteoblasts.®® Therefore, the antibacterial, anti-
inflammatory and osteogenic effects of silver ions may
improve the performance of traditional implants by enhancing
the healing ability of tissues around the implant and the
formation of new bones.**

Studies have investigated silver loading on the surface of
titanium implants. Cao et al. used PIII to construct a silver
coating on the surface of titanium that resulted in antibacterial
properties.** Marta et al. demonstrated improved corrosion
resistance and antibacterial properties after silver doping on
titanium dioxide nanotubes.*® Studies have also embedded
silver ions onto the surface of pure titanium to construct
a nano-scale silver-doped surface. The structure are very stable
and the peripheral release of silver ions resulting in low cellular
toxicity. This silver-containing titanium surface have improved
biosafety and antibacterial ability properties.®”

Other studies have found that the surface of titanium after
implantation of silver ions can improve the early adhesion of
bone marrow mesenchymal stem cells. This can also increase
ALP activity, the level of mineralization and up-regulate osteo-
genic gene expression to improve osseointegration.®® After the
electrodeposition of silver on the surface of anodized titanium
nanotubes, it has been shown that titanium nanotubes affect
inflammatory reactions in soft tissues to provide a favorable
environment for implant osseointegration.*

The specific metabolic mechanisms of silver doping on
implant surfaces remain to be fully determined. It has been
hypothesized that the antibacterial property of modified surface
nano-silver/titanium oxide is based on the synergistic interface
effect of “Schottky contact”. The enrichment of electrons can
induce an oxidation reaction and reduce colonization of the
bacteria on the material surface, whilst cells on the surface do
not have the electron-conducting structures and do not produce
the oxidation reaction.® Silver can be introduced into the tita-
nium surface by PIIIL This silver-incorporated structure can up-
regulate integrin o5 expression in stem cells and activate oste-
ogenic markers by cooperating with the MAPK/ERK signal axis
to promote osseointegration.”® The mechanism of silver-
containing titanium structures continues to be explored and
will provide a molecular basis for reducing infection and
enhancing osseointegration.

3.3 Zinc ions

Zinc is also an essential trace element in the human body that is
widely involved in metabolic processes.”” Zinc also has a very
high antioxidant capacity and plays an antibacterial role.”
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Studies have reported the relationship between zinc and bone
metabolism, confirming that zinc is an important cofactor for
ALP and collagenase, and is involved in the differentiation and
mineralization of osteoblasts.® Zinc has been shown to regulate
osteogenic activity and can enhance the healing effect of
surgical implants for osteoporosis.”® Vivo experiments in rat
models showed that the healing rate of peripheral bone is
improved and the stability of osseointegration increased after
the implantation of zinc-containing implants.®® It has been re-
ported that zinc can promote the proliferation and differentia-
tion of MC3T3-E1 cells at a dose of 50 pM.*”

Zinc ions are essential to the activity of the zinc finger
transcription factors (vitamin D receptor and Osterix protein)
that regulate bone metabolism and anti-inflammatory
effects.”® At present, the incorporation of zinc onto the
surface of titanium implants is also a trend of surface modifi-
cation, and the release of zinc ions has a great impact on
osseointegration. Experimental results have shown that zinc
can be immobilized onto the surface of titanium by micro-arc
oxidation and hydrothermal technology. When zinc ions are
present at a concentration of 3.53 mg L™ " they can significantly
promote the proliferation of MC3T3-E1 cells."” When the
atomic percentage of zinc ions immobilized in titanium surface
coating is 13.54%, the proliferation of osteoblasts and the
spreading morphology of pseudopodium is significantly
improved along with the up-regulated activity of ALP.'** Zinc
loading surfaces can enhance the activity of ALP and promote
the expression of osteogenic related genes such as OCN and
Runx2 in osteoblasts.'*

Zn-containing titanium nanotubes show that the size of
nanotubes can affect the release of zinc ions and further affect
the osteogenic differentiation of MC3T3-E1 cells by regulating
the function of macrophages.’® In the process of zinc ion
deposition on the titanium surfaces, longer deposition times
and higher zinc contents decrease of the levels E. coli and S.
aureus. These data proved that Zn-containing titanium surfaces
can inhibit the adhesion and growth of bacteria and reduce the
inflammatory response around the implant.'* The mechanism
of zinc in promoting osseointegration is through to involve the
action of oxygen free radicals to remove the wound around the
bone and create favorable conditions for new bone formation.*®
Zhu et al. obtained a zinc-containing titanium surface by
hydrothermal treatment and found increased corrosion resis-
tance of this surface under oxidative stress.'® Also, Shao et al.
detected improved biocompatibility and antibacterial proper-
ties of zinc-containing nanowires.'” Further studies are
required to demonstrate the molecular mechanism of zinc ions
in bone metabolism.

3.4 Calcium ions

Calcium is an essential signal transduction ion in cells that
regulates the transcription of many genes and transcription
factors to control biological functions. 99% of the calcium in
the human body is deposited in the bones and teeth in the form
of bone salts.'”® The bone is the main site of calcium deposition.
Bone calcium exists in the form of hydroxyapatite that is also

© 2021 The Author(s). Published by the Royal Society of Chemistry
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a vital component of commercial bone substitute materials,
scaffolds and coatings. It is an indisputable fact that a certain
amount of calcium ions can promote osteogenesis.'” Studies
indicated that calcium-containing titanium implants had better
corrosion behaviors."'® Barradas et al. found that both trical-
cium phosphate and hydroxyapatite can induce high expression
levels of osteogenic differentiation markers in mesenchymal
stem cells to promote bone formation.'**

Many approaches have aimed to improve the performance of
implants by incorporating calcium onto the surface of titanium.
Ming et al. fabricated calcium-containing micro-nano-titanium
by introducing calcium ions onto the surface of SLA titanium
implants using hydrothermal treatment. This increased surface
hydrophilicity and promoted the pseudopodium spread of
MC3T3-E1 cells. The study also found that the surface could
slowly release 0.85 ppm calcium ions, which promoted the
proliferation and up-regulated expression of osteogenic protein
molecule (Runx2, OCN) of osteoblasts. It proved that the
introduction of calcium ions could promote the osteogenic
ability to a certain extent.'” Shao et al. prepared calcium-
containing nanowires on the surface of SLA titanium by
hydrothermal treatment by adjusting the concentration ratio of
calcium hydroxide to hydrogen peroxide. It was found that
when the concentration ratio of calcium hydroxide to hydrogen
peroxide was 5 : 1, the surface of calcium-containing nanowires
had better osteoblasts compatibility. This calcium-containing
surface promoted adhesion and subsequent proliferation and
differentiation of osteoblasts and had the potential to improve
osseointegration.”® Other studies deposited calcium on the
surface of titanium by PIIID also improved osseointegration.'**

These data show that the mechanism of calcium in bone
development is complex. It has been suggested that calcium ions
can participate in regulating the differentiation of osteoblasts
through the Wnt signaling pathway."** Also, calcium ions mainly
monitor intracellular and extracellular calcium concentrations
through the Ca channel protein and downstream related signaling
molecules that are involved in regulating osteogenic behaviors."®
Further study is required to clarify the mechanism of calcium ions
in bone metabolism that may guide the development and appli-
cation of calcium-containing titanium modified materials.

3.5 Strontium ions

Strontium is a trace element that mostly exists in the skeletal
system. A large number of studies have shown that strontium is
closely related to bone metabolism and plays an important role
in osteogenesis-osteoclast balance.” Strontium is a homologous
element of calcium. It can replace calcium to form strontium
apatite and is often mixed with calcium in biomaterials."”"*®* Wang
prepared strontium ions doped with zeolite coatings on a titanium
surface and found Sr ions were slowly released to promote corro-
sion resistance and bioactivity.'** Strontium has been immobilized
onto surfaces using the hydrothermal method and has been
shown to promote adhesion and proliferation in osteoblasts."* 2—-
25% of strontium can be immobilized onto titanium surfaces by
micro-arc oxidation and increasing strontium content directly
affects osteoblasts."**
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The mechanism of strontium action in bone metabolism is
thought to be through the promotion of differentiation and
mineralization mediated by the increased expression of ALP and
bone sialic acid glycoprotein in osteoblasts.'” Strontium can also
regulate differentiation through the RANK/RANKL axis of osteo-
clasts to inhibit bone resorption."”**** Others have demonstrated
that strontium can inhibit the expression of mRNA and osteoclast-
specific gene expression (TRAP, cathepsin K, MMP9, NFATc1) by
inhibiting RANKL-mediated NF-kB and Akt/NFATc1 by construct-
ing a strontium-coated coating on titanium nanotubes. Thereby
inhibiting the formation of osteoclasts and promoting bone
healing.””® Further study of the mechanism of strontium on
osseointegration can help to better define the properties of
strontium doped titanium implants and inform the development
of novel implant materials to improve osseointegration.

3.6 Other metal ions

Other trace elements such as manganese, copper and iron have
some attractive physical and chemical properties. Coatings
containing manganese can be prepared by micro-arc oxidation and
PIIID, and show excellent corrosion resistance. It can also promote
the secretion of collagen and mineralization of the extracellular
matrix resulting in a better ability to promote bone differentia-
tion.”*"” Iron ions immobilized onto titanium dioxide coatings
can significantly promote the antibacterial activity and prolifera-
tion of MC3T3-E1 cells along with the production of pseudopods
that are conducive to cell adhesion.'”® The incorporation of copper
on the surface of titanium suggests that low dose copper could
promote the proliferation of bone marrow mesenchymal stem
cells, up-regulate the expression of osteogenic related genes, and
induce angiogenesis.'*

4. Application of metal elements in
improving implant performance

The surface modification of most implants with metal ions is
limited to certain elements that give excellent properties but
these can be further optimized using several metals. In clinical
applications, the osseointegration, antibacterial and anti-
inflammatory properties of implants are the most critical
factors. Optimum approaches to introduce metals onto the
surface of implants and drive complementary advantages is an
area of intense research interest.

Studies have shown that zinc and silver co-containing tita-
nium surface could form micro-galvanic couples, which could
improve the corrosion resistance. Besides, antibacterial and
osteogenic properties have been promoted due to the released
Zn ions and the embedded Ag NPs."*® The incorporation of
magnesium and silver reduces cytotoxicity to cells and provides
better antibacterial and osteogenesis effects on the titanium
surface.” Also, the combination of zinc and magnesium can
improve the osteoinductive ability of titanium substrates to
accelerate the formation of blood vessels improve the antibac-
terial properties.”® The incorporation of silver and calcium
induces the creation of “micro-batteries” on the surface of the
titanium. The cathode of the “micro-battery” can undergo
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a hydrogen evolution reaction whilst the anode can undergo
a corrosion reaction. The combination of the two can cause
excessive oxidative stress around the bacteria to reduce the
adverse effects.’® Future modification technologies should aim
to incorporate multiple metal ions onto the implant surface to
amplify the promotion of bone metabolism around the implant
and improve overall performance.

5. Conclusions

Research developments have aimed to use surface treatment
technologies to optimize the performance of implants. The new
technology of introducing exogenous metal ions with different
properties onto the surface of implants results in advantages
including improved osseointegration, corrosion resistance,
antibacterial and anti-inflammatory properties.

However, metal elements have associated levels of biological
toxicity. Titanium or cobalt-chromium alloy is widely used in
implant materials and may release excessive titanium, cobalt or
chromium ions causing damage to surrounding tissues and
affect osseointegration. Only when metal elements are used at
safe concentrations can the best biological effects be obtained
to promote bone metabolism. At present, many studies on the
modification of implant surface by adding metal elements just
remain at the level of the phenomenon that the introduction of
elements can promote bone formation and development. There
are still blanks in the appropriate concentration of metal ions
on the surface of the modified material, the actual concentra-
tion of exogenous metal ions around the modified implants
applied to the in vivo experiment, and the mechanism of
released metal ions. Future studies should focus on the rela-
tionship between the introduction dose of exogenous metal
ions on the implant surface and bone metabolism around the
implant. It is crucial to elucidate the molecular mechanism of
the effect of exogenous metal ions on bone metabolism and to
better understand the material-biological properties from the
incorporation of metal elements at the molecular level. In this
way, we can determine the optimum concentrations at which
exogenous metal ions are doped in surface modifications to
improve the performance of titanium implants in the clinic.
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