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Bone tumors are invasive diseases with a tendency toward recurrence, disability, and high mortality rates
due to their grievous complications. As a commercial polymeric biomaterial, polymethylmethacrylate
(PMMA) cement possesses remarkable mechanical properties, injectability, and plasticity and is,
therefore, frequently applied in bone tissue engineering. Numerous positive effects in bone tumor
treatment have been demonstrated, including biomechanical stabilization, analgesic effects, and tumor
recurrence prevention. However, to our knowledge, a comprehensive evaluation of the application of
the PMMA cement in bone tumor treatment has not yet been reported. This review comprehensively
evaluates the efficiency and complications of the PMMA cement in bone tumor treatment, for the first
time, and introduces advanced modification strategies, providing an objective and reliable reference for
the application of the PMMA cement in treating bone tumors. We have also summarized the current
research on modifications to enhance the anti-tumor efficacy of the PMMA cement, such as drug
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1. Introduction

Bone tumors are nociceptive diseases characterized by severe
recurrence, disability, and high mortality rates™® and can
be classified as benign or malignant according to biological
behaviors. Benign bone tumors include diverse tumors and are
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distinct in incidence and clinical presentation.® Malignant bone
tumors include metastatic and primary bone tumors.* Osteosar-
coma is the most frequently occurring primary malignant tumor
that originates from the bone. In contrast, metastatic malignant
bone tumors are always derived from terminal lung, breast, and
prostate cancer.>” Intermediate bone tumors are also regarded as
a type of bone tumor, such as the giant cell tumor of the bone
(GCTB).*>° Whatever the type of bone tumor, it can constitute
a serious threat to the patient’s quality of life and is responsible
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for grievous complications, involving pathological fractures, osteo-
lysis, hypercalcemia, and extreme pain.'"" Pathological compres-
sion fracture, spinal cord compression, and even paraplegia
frequently afflict patients when cancer occurs in the spine.*?

The current clinical treatment of bone tumors is predomi-
nantly surgical curettage but is generally accompanied by
extensive bone defects.">'* Notably, the most fundamental
intrinsic property of bone tissue, stability, will disappear fol-
lowing surgical curettage without filling implants.">'® In addition,
clinical judgment of complete tumor eradication is unreliable,
depending only on rapidly frozen sections and the experience of
surgeons,"” resulting in residual tumor cells frequently remaining
around bone defects, which are insensitive to radiation with a
tendency to resist chemotherapy.®° As a result, the recurrence of
post-operative bone tumors and persistent pain are frequent, and
these issues necessitate more effective treatment.

Polymethylmethacrylate (PMMA) cement generally serves as
a substitute for bone, with the advantages of being plastic,
injectable, with high mechanical strength and the ability to fill
defects caused by orthopedic diseases or surgical resection.>"*?
PMMA cement is a double-phase system composed of polymer
powder and monomer liquid.>*** The polymer powder princi-
pally consists of spherical PMMA beads and benzoyl peroxide
(BPO). The monomer liquid is mainly methyl methacrylate
(MMA) and N,N-dimethyl-p-toluene (DmpT).>> While mixing
the two phases, BPO reacts with DmpT to produce free radicals
(benzoyl radicals and benzoyl anions), and the polymerization
of MMA into PMMA will be subsequently initiated by conjugat-
ing to the polymerizable double bonds of the monomer mole-
cules and the creation of a productive center. In addition,
theoretically, PMMA cement generates heat during the poly-
merization reaction, killing the residual tumor cells around
tumor defects by the exothermic polymerization reaction.”®*”
Nevertheless, only tumor cells in an extremely restricted area
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will be killed by the exothermic polymerization reaction, and
healthy bone tissue may be damaged as a result.*®*® Most
scholars conclude that the neurological symptoms of tumor-
derived bone defects filled with PMMA cement are significantly
relieved, and the rate of tumor recurrence and secondary
fracture are also reduced compared to patient bone defects
without PMMA cement.?® However, some perspectives indicate
that the absence of robust evidence to prove the risk of
tumor recurrence can be reduced by filling tumor-derived bone
defects with PMMA cement.*™*> There are also many reports
of complications when using PMMA cement, such as cement
leakage,*?* cardiac tamponade,® dislodgement of cement,**>®
osteoarthritis,**"° etc.

The aseptic loosening of PMMA cement may occur after
injecting it into the tumor-derived bone defect due to the
progressive growth and osteolysis of residual cancer cells.*"*?
To avoid this situation, improving the tumor inhibition effi-
ciency of cement is a reasonable method. Chemotherapeutics-
loaded PMMA cement is the most common and accessible
approach to modification.**** The local concentration of
chemotherapeutics is prominently increased by chemo-
therapeutics-loaded PMMA cement, while the plasma concen-
tration of chemotherapeutics is significantly reduced, which
effectively weakens the extent of systematic side effects.*’
In addition to being optimized as a drug carrier, PMMA cement
can also be modified to possess magnetic hyperthermal
capability.*® Magnetic hyperthermia, as an adjuvant treatment
for cancer treatment, will kill tumor cells at high tempera-
tures.*”*® The appropriate temperature between 41 °C and 45 °C
will be generated in an alternating magnetic field (AMF) by mixing
magnetic thermal seeds into PMMA cement.”’ Notably, the
benefits of PMMA cement in the treatment of bone tumors will
be prominently improved by both modification methods.

In this review, the efficiency of PMMA cement in the treat-
ment of bone tumors is comprehensively introduced, including
biomechanical stabilization, the analgesic effect, and tumor
recurrence prevention. In addition, the possible complications
of PMMA cement during treatment will also be presented
objectively. The advantages and disadvantages of the current
clinical application of PMMA cement are compared and dis-
cussed, which is convenient for weighing the pros and cons
more rigorously. Moreover, we also discuss the advanced
modification approaches of PMMA cement and its benefits.
This review aims to evaluate the various functions of PMMA
cement and possible complications in bone tumor treatment,
further introducing advanced modification methods, to provide
an objective and reliable reference for the application of PMMA
cement in treating bone tumors (Scheme 1).

2. Evaluation of PMMA in bone tumor
treatment

Currently, the major clinical treatment for bone tumors is
surgical resection, which frequently involves large bone defects
that require PMMA cement as an orthopedic implant to fill and

This journal is © The Royal Society of Chemistry 2023
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Scheme 1 Schematic illustration of the comprehensive evaluation and
advanced modification of PMMA cement in the treatment of bone tumors.

provide mechanical support. Therefore, the application of PMMA
cement in bone tumor treatment was evaluated systematically in
this section, including biomechanical stabilization, the analgesic
effect, prevention of recurrence, and complications.

2.1. Maintaining biomechanical stabilization

Healthy bone tissue possesses stable self-healing ability.
However, such self-healing ability is restricted to the repair of
small bone defects and is only achievable in the presence of a
healthy bone tissue microenvironment.>® Critical bone defects
caused by surgical curettage or osteolytic bone tumors make
it difficult to restore normal physiological structure without
medical intervention.’ Autologous bone grafting is an ideal
filler with a high success and fit rate. Nevertheless, restricted
availability of autogenous bone, infection tendency, massive
blood loss, etc., are all adverse factors in clinical autologous
bone grafting.’>>* Therefore, contemporary researchers and
surgeons have used various biomaterials as substitutes for bone
tissue.” PMMA cement is one of the most popular biomater-
ials, characterized by injectability, plasticity, convenience, and
good mechanical properties.>>> Since the shape and the area
of the bone defect can be neatly matched by PMMA cement,
it plays a crucial role in the reconstruction of the stability of
tumor-derived bone defects.

2.1.1 Restoration of spinal stability. PMMA cement is
mostly applied to spinal metastases as a filler for tumor-
derived bone defects. The spine is one of the major weight-
bearing organs of the body and the most frequent metastatic
locale for malignant tumors with a metastatic rate of up to
70%.>® Therefore, the primary aim of reconstructive surgery after
spinal tumor decompression is to restore spinal stability.>”
Scoville et al.®® first demonstrated the feasibility of PMMA-
assisted anterior reconstruction in a patient suffering from
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spinal metastases in 1967. The recovery of spinal function with
the slightest damage is the major advantage of PMMA cement
in vertebral replacement due to the limited life expectancy of
patients, who should not be immobilized in the bed by plaster
or traction in the final months but rather have quality of life
through spinal reconstruction.’® In addition to patients with
limited anticipated survival, reliable therapeutic results were
demonstrated over a 13 year follow-up using PMMA cement in
one patient with spinal metastases. The anterior bone fusion
was firm and the stability of the vertebral body was restored
significantly as observed in the computed tomography (CT)
imaging 13 years after the operation.>® Percutaneous vertebro-
plasty (PVP) is a minimally invasive procedure that can infuse
PMMA cement and restorative vertebral body structure.®®¢*
Wong et al.®” examined this procedure as ideal in situations
where bone strengthening is required in patients with spinal
metastasis. After filling the bone defect through PVP, the
patient reported being able to recuperate mobility indepen-
dently in the immediate postoperative phase.®> PVP showed
good efficacy in the reconstruction of single spinal metastases
but the stability of the reconstruction of multilevel spinal
metastasis is unsatisfactory, even with temporary paraparesis.®?
Therefore, a modified treatment of PMMA has been proposed for
the reconstruction of multilevel spinal metastasis. In a study of
patients with spinal metastases fixed with PMMA-augmented
screws, two of the four patients who were unable to walk regained
the ability to walk immediately after surgery. During the 7 month
follow-up, no vertebral collapse was observed in all patients.**
Therefore, screw fixation augmented with PMMA cement can
provide dependable stability for multilevel spinal metastasis. In
bone cement-augmented pedicle screw fixation combined with
vertebroplasty, also known as the sandwich procedure with an
execution sequence, PMMA cement was injected first after tumor
curettage, and then pedicle screws were tightened when the
PMMA cement was solidified.*® The efficacies of PVP- and bone
cement-augmented pedicle screw fixation were compared in the
treatment of spinal metastases, and subtotal vertebral resection
with pedicle screw fixed reconstruction showed better efficacy.®®
All of the above treatments are anterior column vertebral recon-
structions of spinal metastasis, and complex vertebral reconstruc-
tion requires improved procedures. In the case of a three-column
osteotomy of the spinal defect, multiple auxiliary rods were
required to support the strength of the structure of the sandwich
procedure. The multiple-rod constructs had a lower overall hard-
ware failure rate than the single-rod ones. The strength of the
cement-augmented quadruple rod constructs provided reliable
stability for patients with complex neoplastic vertebral defects.®”

2.1.2 Restoration of the stability of limbs. The tumor-
derived defects of the vertebral body can be repaired with
PMMA but it also can be applied to defects in limbs and other
bones to restore stability, especially for bed-ridden patients
with contraindications to surgery. A patient with osteolytic
defects in the proximal humerus with a life expectancy of less
than 1 month was administered PVP to provide axial loading
with minimal damage by filling PMMA cement.®® Even for
children with immature skeletons, PMMA cement as a structural
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strengthening material can be used to improve the mechanical
stability of the bone, despite requiring the postoperative removal
of the PMMA cement to avoid disturbing growth.®® GCTBs,
generally present in the distal femur, are frequently conducive
to severe fractures after surgical curettage.”’ Injecting PMMA
cement after the curettage of GCTBs can significantly restore
the function of limb bones.”*” In the report by Alejandro
et al.,’® the use of bone cement after the curettage of the GCTB
lesion is a better choice than allogeneic bone because adequate
structural support for the bone in knee reconstruction can be
provided by PMMA cement. Another study also exposited that
filling PMMA cement after curettage of GCTBs not only recon-
structed the tumor-derived bone defects but also reduced the risk
of postoperative fracture. However, additional plate fixation will
be considered if PMMA cement treatment is not an opinion,
which increases the difficulty and the cost of surgery.”” A new
surgical technique for subchondral bone grafting combined with
PMMA cement reconstruction was developed for the treatment of
GCTBs, which can more adequately restore the subchondral and
cancellous positions of the joint surface with minimal mechanical
problems (Fig. 1). The optimal recovery of structural integrity and
limb function was achieved postoperatively.”® In addition,
encouraging results were obtained with the treatment of osteolytic
cancer in the pelvis with PMMA cement. All postoperative patients
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Fig.1 Schematic diagram of PMMA cement implantation after GCTB
removal. (A) Schematic illustration of GCTB curettage showing an appro-
priately sized cortical window and the application of a high-speed burr to
eliminate pockets of residual tumors in the cavity, followed by grafting of
subchondral cancellous bone and cortical bone. (I) PMMA cement implant
area. (ll) Cortical bone grafting area. (Ill) Subchondral cancellous bone
grafting area. (B) and (C) Follow-up X-rays at 25 months demonstrated
excellent plasticity of the subchondral bone graft without joint degenera-
tion. (D) and (E) Follow-up X-rays showed good plasticity of the subchon-
dral bone graft without joint degeneration. Reproduced with permission.”®
Copyright 2018, Wolters Kluwer Health.
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were able to walk independently with the loading-operated limb,
and the patients appreciated the significant improvement in their
quality of life.””

2.2. Analgesic effect

In addition to skeletal instability, the risks of pathologic
fractures or nerve compression will be increased by bone
tumors. The subsequent tormenting pain or paralysis severely
damages the quality of the patients’ lives if not treated
expeditiously.®>®' The neurophysiological mechanisms of cancer
pain may be implicated in neurochemicals produced by tumors
and inflammatory cells, of peripheral sensitization due to nerve
compression and injury caused by tumor growth.®>%* Affected
by the continuous erosion of residual cancer cells into the
surrounding bone tissue and nerves, neurogenic bone pain may
be stimulated by the disturbance of the highly innervated
periosteum.®* Another cause of pain is the instability of patho-
logical fracture, imposing a compulsive position on patients.®®

Regardless of the cause of bone pain, filling PMMA cement
in tumor-derived bone defects can effectively relieve neurologi-
cal symptoms in patients. The main principles are as follows.
(1) With the penetration of PMMA cement into the interspace
of the partially fractured bone trabeculae, the strength and
original stability of bones are restored to the greatest extent.
(2) The heat and chemically toxic substances generated from
the polymerization reaction of PMMA cement kill the eroded
nociceptive nerve endings and the residual tumor cells.*>®*” The
application of PMMA cement in relieving neurological symp-
toms will be introduced in this section.

2.2.1 Relieving bone pain. A certain curative effect on
painful bone tumors will be presented by radiotherapy but it
cannot correct the instability of bones. Therefore, the radio-
therapeutic effect is usually mediocre in relieving the neuro-
logical symptoms of patients with bone tumors.®®*° To verify
that PMMA cement can indeed improve the symptoms of pain
in patients with bone tumors, a patient with lumbar spinal
tumors from thyroid follicular carcinoma tried analgesic
agents, external beam radiation therapy, radioiodine therapy,
and posterior fusion surgery but the pain still reemerged and
progressed” until the pain was significantly relieved after PVP.
At least as illustrated in this case, PVP can be used as an
alternative pain relief method for patients with vertebral
tumors. PVP is a reliable treatment for pain relief, which was
also illustrated by the significant reduction in the mean
amounts of non-narcotic and narcotic analgesic after surgery
as compared with before surgery.”’ Even for intractable pain,
PVP is an effective alternative for pain relief.”> Further explana-
tion of the mechanism is provided by the principles described
above, whereby the heat and chemical toxicity of the PMMA
cement polymerization reaction kills the eroded nociceptive
nerve endings, thus relieving the bone pain immediately.®®*”
In another retrospective analysis of patients whose primary
presentation was pain and neurological impairment, the neu-
rological status was improved in 60% of patients after injecting
PMMA cement for vertebral metastases; 81% of the patients in
this study were satisfied or very satisfied with the effect of pain

This journal is © The Royal Society of Chemistry 2023
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relief.”® Yang et al®* illustrated the idea that PMMA cement
provides biomechanical stability for pain relief in fragile
vertebrae by reviewing 57 patients without new or adjacent
vertebral fractures within two years after PVP. More effective
pain relief would be demonstrated by PVP combined with
radiotherapy than PVP by itself. Patients with osteolytic meta-
static spinal tumors were treated with radiotherapy to suppress
the tumor or induce pain relief immediately after PVP.”®

2.2.2 Relieving neurological compression. In combination
with the mechanism of cancer pain,®* an alternative mecha-
nism in which PMMA cement can be effective in relieving pain
is to relieve nerve compression, as bone eroded by tumor cells
often becomes structurally unstable and then compresses nerve
roots or the dural sac. Although some opinions on tumor-
epidural encroachment are a relative contraindication to
PVP,°®%” the choice of PVP for painful spinal metastases in
patients with epidural encroachment remains a controversial
issue. A retrospective study was the first to review the efficacy
and safety of patients with epidural encroachment treated by
PVP. In the postoperative follow-up of 51 patients included in
the study, the effective pain relief rate was 94% at 1 day and
92% at 1 year, which was evaluated by the Kaplan-Meier
survival curve and with a low complication rate.’® In addition,
an appreciable effect of analgesia was also demonstrated in
other retrospective studies of patients with epidural spinal
metastases treated by PVP.**'%° Li et al.'®' designed an inno-
vative approach, PVP combined with interventional tumor
removal (ITR), which can better relieve symptoms of neuro-
logical compression than PVP. The main advantage is that PVP
after ITR eliminates residual tumor tissue as much as possible,
providing long-term pain relief. Radicular pain related to the
malignant tumor compressing the dorsal root ganglion was
also significantly relieved after PVP.'®> Severe pelvic bone
metastasis often causes pain and gait disturbance. As shown
in Fig. 2, the percutaneous injection of PMMA cement into the
pelvis is a feasible and safe palliative surgical option for pain
management, and not only relieves pain under local anesthesia
but can also maintain walking function."®?

2.3. Preventing recurrence

The recurrence of bone tumors often contributes to many
grievous problems for patients and clinical management. Once
the tumor recurs, the patient will not only suffer from the
administering of additional treatment even reoperation, but
more seriously, the patient’s condition will continue to
worsen.'® Local recurrence of spinal metastasis is relatively
common, even after aggressive surgery. Moreover, spinal col-
umn instability and spinal cord compression will always occur
consequently.'®> However, due to the limited life expectancy of
patients with spinal metastasis of malignant tumors, most of
them died without retrospective statistics. As intermediate
bone tumors, the recurrence rate of GCTBs is still high,
attributed to narrow surgical margins.'°® Whether patients with
GCTBs treated with PMMA cement have a lower recurrence rate
is consistently controversial and will be summarized and dis-
cussed in this section. For a more straightforward overview of
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Fig. 2 Representative images of percutaneous pelvic cementoplasty.
(A) and (B) Tl-enhanced magnetic resonance imaging and computed
tomography imaging showing osteolytic bone metastases with cortical
defects in the right acetabulum. (C) Post-operative X-ray showing
reinforcement of the acetabulum. (D) Positron emission tomography—
computed tomography images showing disease progression at 15 months
postoperatively, except at the right acetabulum (upper, preoperative;
lower, 15 month postoperative status). Reproduced with permission.*®
Copyright 2021, Springer Nature.

different perspectives, we have compiled the relevant research
of different perspectives in Table 1.

2.3.1 Supporting perspectives. Kivioja et a reported
that local recurrence rates following surgical curettage would
be prominently decreased by PMMA cement, supporting the
comprehensive preferential use of PMMA treatments. Similar
results were reported in another study, in which 22% of GCTB
patients treated with PMMA cement and 49% of GCTB patients
treated with bone graft emerged with local recurrence within 63
months, evidence that further supports applying PMMA cement to
inhibit the recurrence of GCTBs.'® Another systematic review and
meta-analysis compared the efficacy of PMMA and allogeneic bone
grafting following intralesional curettage GCTBs. The recurrence
rate of GCTB patients who were administered PMMA cement repair
after surgical curettage was relatively lower than that of patients
who received bone grafting (RR 2.09, 95% confidence interval (1.64,
2.66), overall effect: Z = 6.00; P < 0.001)."%° The burring of the cavity
with a high-speed air drill followed by PMMA cement effectively
inhibited the tumor recurrence."'>'"" Some studies have also
explored new technology and found that the combination of radical
curettage, phenol irrigation, electrocautery, and PMMA cement
could effectively prevent local recurrence.**'**''® Even without
any chemical or physical local adjuvant therapy, combination
treatment followed by radical curettage, phenol irrigation, electro-
cautery, and PMMA cement could still obtain satisfactory results
with a low recurrence rate.""*

l 107
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Table 1 Different perspectives on whether PMMA cement-treated patients with bone tumors have decreased recurrence rates

Different
perspectives Summation Ref.
Supporting  In the subgroup of 200 patients surgically treated within the lesion, filling PMMA cement was administered in 194 patients 107
perspectives and supported highly statistically significant administration of PMMA cement.
Using PMMA cement as an adjuvant significantly reduces the rate of recurrence after intralesional treatment of benign giant 108
cell tumors, and it appears to be the preferred treatment for both primary and recurrent giant cell tumors of bone.
Minimal local recurrence rates were achieved in PMMA-treated patients, indicating that PMMA is more appropriate as a 109
routine clinical treatment for eligible patients with GCTB.
Recurrent GCTB treatment is available by further curettage with subsequent debridement and PMMA, with an 110
acceptable re-recurrence rate of only 21.7%.
The combination of all adjuvants (PMMA, burring, H,O, — n = 42) reduces the probability of recurrence by 28.2-fold relative to 111
curettage alone and should therefore be recommended as standard treatment.
The combination of curettage, phenol flushing, electrocautery, and PMMA is effective in preventing local recurrence and can 112
replace en bloc resection with large margins.
The combination of burring, argon plasma cauterization, phenolisation, and PMMA cement in GCTB treatment is a safe and 113
effective procedure to reduce the rate of local recurrence.
Satisfactory function at mid-term follow-up, low recurrence rate, and effective treatment of GCTB with locally enlarged 114
curettage, electrocautery, and PMMA cement.
Opposing Analyzing the results of 49 patients with forearm GCTB treated from 2 to 28 years, the highest number of recurrences was in 115
perspectives  patients who received autograft or PMMA cement after curettage.
There was no effect of PMMA cement use on recurrence rates compared with bone grafting (RR, 0.98; 95% CI, 0.44-2.17). 116
PMMA cement is not regarded as a local adjuvant to prevent the recurrence of bone tumors; it is simply a mechanical 117

reinforcement of the tumor cavity.

2.3.2 Opposing perspectives. Many opinions indicate that
PMMA cement is not an independent factor in reducing the
tumor recurrence rate. There was no difference in recurrence
rates in several studies that directly compared patients who
received PMMA cement versus bone grafts.''>''®™° pMMA
cement is not supposed to be a local adjuvant to tumor cells
after curettage but rather a mechanical reinforcement of
tumoral defects according to Jacob et al.''” Although there is
still controversy about whether PMMA alone can reduce the rate
of tumor recurrence, it was confirmed that PMMA cement
possessed ideal radiological features to identify local recur-

120,121 moreover, the tumor recurrence rate can effectively
112,113

rence;
be reduced by PMMA-related combination treatment.

2.4. Complications

The multifunctional role of PMMA cement in the treatment of
bone tumors was introduced above. Reconstructing tumor-
derived bone defects, relieving neurological symptoms, and
inhibiting tumor recurrence have been achieved with consider-
able efficacy. However, the technique of injecting PMMA cement
for the treatment of bone tumors is not without pitfalls."** This
section summarizes the challenges and potential complications
during the administering of PMMA cement to facilitate predicted
detection, provide treatment recommendations for complications,
and minimize procedural risks.

2.4.1 Thermal damage. Thermal heat from the polymeriza-
tion reaction of PMMA cement Kkills residual tumor cells and
pain nerve endings, as confirmed above.?**” However, thermal
damage may significantly risk overkill, injuring substantial
amounts of healthy tissue.’*® There was even research indicat-
ing that thermal damage to the spinal cord during PMMA
cement application may be more predominant in the grey
matter compared to other neural tissues.'** For injecting
PMMA cement around the distal femur or proximal tibia,
thermal damage to the adjacent articular cartilage occurs

9374 | J Mater. Chem. B, 2023, 11, 9369-9385

relatively frequently. Radev et al.'*® determined possible ther-
mal damage around PMMA by finite element analysis, implants
(8-24 cc in volume) placed into a peripheral metaphyseal defect
in the proximal tibia. The result indicated thermal injury to
both normal bone and remaining tumor cells in the vicinity of
the PMMA implant at the time of its polymerization. Although
the necrotic effect extends only to limited areas surrounding
bone, the surrounding cancellous and subchondral bone will
be damaged. Mechanical vulnerability and the collapsing of
bone under joint loading might be a consequence. In compara-
tive research on the depth of tissue necrosis caused by different
adjuvant therapies after bone tumor curettage, the average
depth of tissue necrosis of PMMA cement was 0.78 mm. The
authors also indicated that the exothermal effect of PMMA
cement is associated with volume, and the depth of tissue
necrosis caused by PMMA cement may be underestimated as
compared to the actual clinical application."®

Tissue necrosis caused by the exothermal effect of PMMA
cement is a risk factor for osteoarthritis. A retrospective single-
center study involved fifty-three patients with GCTBs around
the knee treated with curettage followed by PMMA cement;
after the procedure, 17% of patients had radiographic findings
of osteoarthritis.>® To safeguard against osteoarthritis, an insu-
lating layer between the PMMA cement and articular cartilage
was utilized to protect the articular cartilage. This insulating
area was created using oxidized cellulose and subchondral
cancellous allograft after the PMMA cement had completed
polymerization. The intermediate outcome follow-up of this
patient with GCTB has been promising.’?” Another novel sub-
chondral bone grafting procedure was proposed by Wu et al.”®
to reduce the risk of osteoarthritis. It involved packing auto-
genous bone grafts, approximately 10 mm thick, in the sub-
chondral bone defect, followed by filling PMMA cement in the
remaining cavity. This novel bone-grafting procedure increased
the distance between the exothermic reaction of PMMA cement

This journal is © The Royal Society of Chemistry 2023
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and the articular cartilage, thereby reducing the pressure on the
cartilage and subchondral bone layer. Similarly, Joseph et al.'*®
also indicated that patients with additional subchondral bone
grafts after curettage had significantly fewer postoperative
complications, including fractures and arthritis, and this did
not increase the probability of tumor recurrence as compared
with PMMA cement alone.

The temperature during the exothermic polymerization of
PMMA cement in vivo contributes to the thermal necrosis of
osteoblasts and impaired local circulation, which potentially
lead to premature failure.'*® Moreover, the degree of heat
generated throughout the polymerization is influenced by the
amount of reacting monomer.”*® In summary, the distance
between the heat of PMMA polymerization and the articular
cartilage will be increased by bone grafting, which can prevent
thermal damage. Alternatively, flushing the surrounding area
with frozen saline as a cement-curing agent can prevent ther-
mal necrosis.

2.4.2 Cement leakage. The anterior and posterior walls of
the vertebral body are frequently destroyed by invasive spinal
metastases. Therefore, cement leakage often occurs after using
PMMA cement for spinal reconstruction, including cortical
cement leakage and vascular cement leakage,"*" which is
associated with risks of mechanical damage to the anterior
aorta and posterior spinal cord of the vertebral body.'**'*
Cement leakage is responsible for the procedure’s location
and needle approach."® Moreover, incomplete posterior wall
and injection volume are risk factors for vascular cement
leakage,"**"** patients with posterior wall defects are often
associated with a higher risk of cement leakage.*® Although
this situation of cortical cement leakage is usual, most patients
with cement leakage do not manifest corresponding clinical
symptoms.™*”"*° Symptoms caused by cortical PMMA leakage
can be relieved through the appropriate hormone and analgesic
treatment.””

PMMA emboli formed by cement leakage can also transfer
from the paravertebral veins to the inferior vena cava, renal
vein, right heart, or pulmonary arterial system,®**"'*> even the
dorsal pedal artery."** As shown in Fig. 3, the cement leakage
appeared in the eighth thoracic vertebra. The majority of
PMMA emboli are small without any clinical manifestations,
and no additional treatment is required.®®> However, cases of
severe cardiopulmonary complications also occur occasionally.'**
There has been a report of fatal pulmonary embolism caused by
PMMA cement,"*® and a case of cardiac perforation caused by
PMMA escaping into the vascular system was reported by Zhang
et al.*® Even if it occurs in the administration of fracture treat-
ment, more precautions should be taken in the procedure of bone
tumor treatment. In addition, the displacement of bone marrow
into the periosteal venous plexus may be attributed to intensive
pressure during cement injection that travels to the pulmonary
circulation as fat emboli.**”**°

To avoid cement leakage, Li et a
tissue should be completely eliminated before PMMA injection
to create voids and subsequently, the occurrence rate of com-
plications will be relatively reduced. Vertebral body lavage

1.5 indicated that tumor

This journal is © The Royal Society of Chemistry 2023
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Fig. 3 Representative images of cement leakage. Postoperative X-ray
images show most of the PMMA cement located within the vertebral
body, with very slight leakage outside of the eighth thoracic vertebra but
not into the spinal canal. Reproduced with permission.®* Copyright 2020,
SAGE Publications Ltd.

before PMMA injection,”* and limiting the PMMA injection to
less than 30 ml per vertebral body will also prevent the formation
of fat embolisms.'*> Whatever, rigorous monitoring is the primary
measure to reduce the risk of PMMA leakage,'>® additional
scaffolds can also provide a barrier function for cement."”>*"*
Some novel biomaterials exhibited appreciable effects in prevent-
ing the leakage of PMMA, such as high-viscosity cement,"”**®
and composite membranes."**'* Comprehending probable com-
plications can optimize treatment options, innovate techniques,
guide perioperative management, and provide a credible refer-
ence for researchers in the future.

3. Modification of PMMA to enhance
the anti-tumor efficiency

As understood from the previous content of this article, various
clinical manifestations or complications are primarily due to
the residual tumor cells. Therefore, the eradication of residual
tumor cells is the most essential issue. However, except for
tumor cells in an extremely limited range that will be killed by
the exothermic polymerization reaction of PMMA cement,
residual tumor cells with strong proliferative capacity rapidly
proliferate and sequentially erode the bone tissues. To improve
this dilemma, effective strategies are adapted for modifying
PMMA cement. As shown, the strategies of advanced modifica-
tion and functional evaluation of PMMA cement are summar-
ized in Table 2.

3.1. Drug carriers

Patients are routinely administered antineoplastic drugs after
surgery to prevent residual tumor cells.'®' However, systemic
administration is associated with difficulties in achieving
appropriate local (target) drug concentrations and the local

efficacy is diminished.'8>'8%
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Modification strategies
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3.1.1 Simple drug delivery. To accomplish elevated local
drug concentrations and enhanced therapeutic efficacy,
researchers have applied PMMA as a drug carrier to combat
local tumor recurrence and adverse impacts attributed to
systemic drug exposure.'® Such drug carriers are also regarded
as drug delivery systems (DDS),"®** which are more secure,
advantageous, and effective. In the study by Kazutaka et al.,**
the anti-tumor effect even on lung metastases was employed
using zoledronic acid (ZA)-loaded PMMA. This inspiration was
initiated by the invention of the pioneering antibiotic-loaded
PMMA cement as a measure to deliver a high local concen-
tration of antibiotics to the peripheral tissues."®® The current
research on antibiotic-loaded PMMA cement is much more
advanced than anti-tumor treatment, so many research insights
can be applied to anti-tumor treatment."®*'%”

Generally, PMMA powder is initially mixed with antineo-
plastic agents, including methotrexate (MTX), doxorubicin
(DOX), ZA, and cisplatin, before being incorporated into the
liquid component.*>'*»1%3 On a few occasions, the drug was
firstly compounded with the liquid component.'®%'%° Differ-
ences in drug elution efficiency exist between the two methods
of mixing,"*° furthermore, the elution efficiency of drugs is a
distinctive determinant of effective tumor suppression. There-
fore, Rosa et al.'® respectively incorporated three different
chemotherapeutic agents into PMMA and further co-cultured
them with tumor cells to measure the viability of the tumor
cells in each group by MTT assay. Although each group of drugs
had a significant inhibitory impact on tumor cells within 24 h,
the viability of the tumor cells was recovered to nearly 100% at
15 days as the drug concentration decreased.'®’ Accordingly,
inferencing that the major drawback of drug-loaded PMMA
cement involves the compact structure and extremely low
porosity of PMMA cement, only a bit of initially burst drug
was released, and over 80-90% of the drug was contained
within the cement and was incapable of being released.'®?
Tumor cells with tenacious proliferative capacity are incapable
of being effectively inhibited for a long time by the few drugs
released rapidly.™"

3.1.2 Porogens. To achieve an efficient rate of drug release,
the intensive porosity of PMMA is critical. The connectivity of
pores is constructed to provide pathways for drug release and
even platforms for new bone growth by introducing porosity in
PMMA cement.'®* The anchoring effect of PMMA with bone will
be enhanced if sufficient bone tissue is generated at the edge of
PMMA and aseptic loosening will be prevented.'®® Achieving
this effect is indispensable for porogens, which are mostly
composed of volatile or soluble substances,'** such as poly-
ethylene glycol (PEG),'®* poly(lactic-co-glycolic acid) (PLGA),'°*
carboxymethylcellulose (CMC),"”® carboxymethyl chitosan
(CMCS),"®® and gelatin,"®” etc. However, porogens or large
amounts of drugs could have deleterious effects on the
mechanical properties of cement.'®® Therefore, the mechanical
strength of PMMA ought to be emphasized in the process of
providing a continuous release of drugs.

By incorporating PEG into PMMA, it is possible to increase
the MTX-loaded elution to obtain even 60% of the total amount
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of drugs. Although the changes in the mechanical properties of
cement were not introduced in the article, they were presum-
ably seriously weakened.'®® Improved mechanical properties
could be presented by CMCS-modified PMMA; CMCS is a
natural polysaccharide with water solubility and is associated
with anti-tumor activity, according to research.'**'®” Liu et al.'*®
incorporated MTX and CMCS into PMMA-fabricated composite
cement, providing a DDS with intensive drug release and more
persistence than pure PMMA. Notably, the mechanical proper-
ties of the cement, as well as implant-bone integration were
improved, and the possibility of secondary fracture was subse-
quently decreased. Moreover, a lower polymerization tempera-
ture and prolonged setting time of CMC-modified PMMA are
well accepted for clinical application by surgeons.'”® During
mixing, the hydrophilic CMC hydrogel was dispersed through-
out the hydrophobic PMMA and left voids to form pores after
aqueous CMC drying, creating 34-35% open porosity (Fig. 4).
Nevertheless, 80% of the total loading drugs remained
entrapped in cement, which was attributed to the hydrophobic
nature of PMMA resulting in body fluid not penetrating PMMA
to release the drugs. Therefore, some studies have indicated
that PMMA particles modified with ovalbumin exhibited
improved biocompatibility and hydrophilicity.'®* In addition,
the refilling of chemotherapeutics can be achieved by a PMMA-
based DDS modified with insoluble y-cyclodextrin (y-CD)

CMC hydrogel
containing cisplatin

Dual-functional
PMMA cement

Residual bone tumor cells

% Chemotherapeutic drug

Bone tumor resection

B PMMA+1%cMC

PMMA+4%CMC Negative Control PMMA+4%CMC+cisplatin

Fig. 4 Schematic representation of PMMA cement modified with poro-
gens for the treatment of bone tumors. (A) Schematic illustration showing
how dual-functional porous and cisplatin-loaded PMMA cement for the
reconstruction of load-bearing bone defect kills bone tumor cells. (B) 2D
micro-CT X-ray images of transversal cross-sections and 3D reconstruc-
tions of PMMA-based cement with different CMC content. The colorful
shapes above indicate substantial porosity in the porous PMMA specimens.
(C) Cytotoxic effects of 4% CMC-containing cisplatin-loaded PMMA
cement release assessed by live/dead staining. Reproduced with
permission.”® Copyright 2022, Elsevier.
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polymeric microparticles (a cyclic oligosaccharide), which can
thermodynamically entrap and release DOX due to their bind-
ing strength and affinity."®® PMMA/y-CD composite cement
served as the first chemotherapeutic delivery system capable
of refilling and consistently releasing DOX with sufficient
mechanical properties, achieving the excellent effect of the
inhibition of tumor cells. Therefore, a more pioneering oppor-
tunity for the modification of dense PMMA cement will be
provided by continuous innovation and the development of
porogens.

3.1.3 Radioisotopes. Radiotherapy is frequently applied for
bone tumors,** and greater efficacy will be achieved with the
interstitial implantation of radioactive seeds."”* PVP combined
with '**lodine seed implantation in the treatment of spinal
metastases has manifested a considerable therapeutic effect,'”
reducing its side effects and simultaneously enhancing its anti-
tumor activity to target metastasis. In addition, discrepant
effects will be presented by different radioisotopes due to their
respective physical and biological properties.””* Lu et al'”
incorporated samarium-153-ethylenediamine tetramethylene
phosphonate (*>*Sm-EDTMP) into PMMA, injecting it into the
vertebrae of dogs to investigate its safety and feasibility. The
anti-tumor activity would be observably intensified without
damaging adjacent tissues when the dose of '**Sm-EDTMP is
lower than 70 mCi.

3.2. Magnetic hyperthermia

Hyperthermia involves generating temperatures generally
between 41-46 °C and eradicating tumor cells sensitive to
temperature without adverse effects.’”> Magnetic hyperther-
mia, one of the types of hyperthermia, produces heat via
magnetic nanoparticles (MNP) when exposed to the AMF.>*
Based on this property, the incorporation of MNPs into PMMA
has been investigated for the magnetic thermal therapy of bone
tumors, providing reliable multifunctional therapeutic effects.
The magnetic hyperthermia treatment has the following funda-
mental advantages when treating bone tumors locally: (1) the
AMF penetrates deeper than any other activation mechanism
(light or acoustic), allowing deeper tissue to be reached; (2) the
nanoscale size drives the magnetic properties that determine
the heating capacity.”®* Notably, PMMA modified by different
MNPs exhibits discrepancies, including oxides or alloys
of magnetic elements such as iron, cobalt, and nickel.>*>?%> A
composite PMMA cement incorporating magnetite-containing
bioactive glass-ceramic exhibited thermal effects while still
maintaining desirable mechanical properties without modulating
the morphological, mechanical, and calorimetric characterization.>*®

Fe;0, MNP is capable of generating effective magnetic
thermal properties via the application of a controllable external
AMF.*°7?%% However, the properties of Fe;O,-incorporated
PMMA deserve to be further verified. Kawashita et al.'”* first
comprehensively investigated the magnetic thermal ability,
compressive property, setting time, and maximum temperature
during the setting of Fe;O4-incorporated PMMA with different
concentrations, showing the feasibility of Fe;O,-modified
PMMA as a magnetic cement, but only in vitro. In subsequent

This journal is © The Royal Society of Chemistry 2023
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experiments by Ling et al'”®> Fe;O,modified PMMA was
applied to kill subcutaneous tumors in vivo through magnetic
thermal treatment, showing a considerable anti-tumor effect.
The temperature was mildly increased to simulate the clinical
procedure in the spine.’”® In addition, a positive correlation
between the coagulation necrosis area of tumor tissue and the
concentrations of Fe;O, was indicated'’”® but the potential
toxicity of Fe;O, should not be ignored.>®® Therefore, the
quantity and dimensions of Fe;O, MNP are crucial factors in
the regulation of magnetic thermal capacity as well as possible
cytotoxicity to tumor cells.>'>*"" The biosafety of PMMA-6%
Fe;0, presented no abnormal indicators regarding heart func-
tion, liver function, kidney function, and blood tests. In addi-
tion, excellent mechanical support was provided while
simultaneously exhibiting the ideal magnetic thermal killing
effect after minimally invasive injection into tibial tumor
defects in vivo (Fig. 5)."%°
also be applied as the DDS for synergistic magnetic thermal
ablation and chemotherapy, which was achieved by a Fe;0,-
modified PMMA mixed with DOX (DOX/Fe;0,@PMMA).*®
Excellent magnetic thermal properties and also the controllable
release of DOX stimulated by AFM would be accomplished by
DOX/Fe;0,@PMMA and without the presence of potential side
effects. This novel cement is promising for clinical application
in the efficient therapy of bone tumors.

In addition to Fe;0,, the reasonable addition of components
will lead to cement with other aspects of improvement. Bone

Such magnetic thermal cement can

defects caused by bone tumors frequently pose intractable
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Fig. 5 Schematic representation of magnetothermal PMMA cement for
the treatment of bone tumors. (A) Schematic illustration of PMMA-FezO,4
cement for internal mechanical support and magnetic thermal ablation of
bone tumors. (B) 3D-reconstructed CT images at each follow-up time
point, the volume of bone defects in the PMMA-6%FezO4-H group
increased slightly after the 28-day follow-up. Reproduced with
permission.'8% Copyright 2019, Ivyspring International Publisher.
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problems for treatment and PMMA cement with TiO, can
eliminate this problem."”® PMMA cement containing 15% or
more TiO, and 25% or more Fe;O, has high bone affinity,
forming apatite on their surfaces within 14 days in a simulated
body fluid. This modified strategy provides a practical treat-
ment option for patients with tumor-derived bone defects. Ren
et al."”® synthesized a novel composite PMMA consisting of Zn
and Fe, which minimally affected the physicochemical proper-
ties of the cement, according to the requirements of clinical
transformation. To further enhance the biological activity,
silica-coated MNPs were fabricated for incorporation into
PMMA.""” The bioactive behavior was derived from the exis-
tence of Si-OH groups due to the silica shell, facilitating apatite
nucleation.

In brief, enhancing the effectiveness of other treatments
(radiotherapy, chemotherapy, immunotherapy, etc.) without
increasing the toxicity is the most prominent contribution
of thermotherapy, so the subsequent clinical application of
magnetic thermal cement has a broader prospect. However,
restricted by the magnetic field generator’s fabrication techno-
logy and equipment requirements, the development of mag-
netic thermal cement remains to be explored and researched in
a multidisciplinary manner.

4. Conclusion

The complex pathological mechanism of bone tumors not only
presents severe challenges to patients but also perplexes sur-
geons. Patients are loath to tolerate persistent torment derived
from bone tumors, including pain, neurological signs, bone
instability, and tendencies to relapse. However, the current
primary clinical treatment is insufficient, subjecting the patient
to the restrictions of curettage, large bone defects, persistent
pain, and high recurrence rates. Fortunately, as a commercial
biomaterial, PMMA has the potential to address these issues
based on the advantages of being plastic, injectable, and its
prominent mechanical properties.

The margin of bone defects originating from osteolytic
tumors or the curettage of tumors can be perfectly filled by
PMMA cement with plasticity, providing stable mechanical
support. Moreover, the residual tumor cells and eroded noci-
ceptive nerve endings will be killed by the heat and chemically
toxic substances generated from the exothermic polymerization
reaction of PMMA. The pain felt by patients and the risk of
recurrence will be reduced but there is no denying that the
issue regarding whether PMMA can reduce the tumor recur-
rence rate is controversial, and additional complications will be
certainly generated from the exothermic polymerization reac-
tion of PMMA. Fortunately, researchers have gained extensive
experience from previous failures due to medical negligence,
and they avoid the occurrence of similar complications as
much as possible to provide more dependable operational
experience in the future. Notably, many projects for PMMA
modification were also supposed to resolve the fundamental
trouble caused by residual tumor cells. Whether PMMA is
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modified to DDS or magnetic thermal cement, residual tumor
cells can be effectively eradicated on the premise of the invari-
able bottommost compressive properties and physicochemical
properties of cement. Therefore, these projects offer progres-
sive prospects for optimizing the treatment options and
alleviating symptoms in patients in the future.

5. Prospects

The effectiveness of PMMA cement in the treatment of bone
tumors deserves some appreciation and despite some compli-
cations, there are considerable prospects with the appropriate
modifications. Although the stability of small bone defects can
be reconstructed by PMMA cement, the ability is disputed when
disposing of large defects.>'* Implant looseness and failure are
frequently attributed to the intrinsic cytotoxicity and bioinert-
ness of PMMA.>"*?'* Inorganic bone cement is less toxic and
more biocompatible but has not been extensively applied in
bone tumor treatment.?’® Therefore, some researchers have
incorporated inorganic cement or bioactive glasses into PMMA
cement, accomplishing the improved modification of composite
cement with excellent polymerization temperature, biocompat-
ibility, and compressive properties.>’® Most significantly, the
current work indicates that incorporating inorganic cement or
bioactive glasses into PMMA cement facilitates pore construction,
which is potentially adjunctive to the release of chemotherapeutic
agents. The optimal mixing ratios are requisite for further
research and continuous improvement and simultaneously, better
biocompatibility will be demonstrated by mixing some additives
in PMMA cement that are conducive to repairing tumor-derived
bone defects.

PMMA cement loaded with drugs has considerable anti-
tumor efficacy and conditions that damage healthy bone tissue
are not unusual due to the rapid and massive release of
drugs.’®® To construct a reasonable DDS based on PMMA
cement, the particle size and concentration of diverse antineo-
plastic agents should be rigorously investigated. It is worth
noting that alendronate, a prevalent anti-tumor drug incorpo-
rated into PMMA cement as a drug carrier can, in combination
with the tumor microenvironmental response, block the
exchange of substances between the tumor and the surround-
ing normal tissues.>"” This is a promising osmotic anti-tumor
approach.”"® Immunotherapy is also included as it is involved
in most physiological and pathological processes in the
body.****2® In addition, the sustained release effect of drugs
can be achieved by porogen-modified PMMA cement, averting
damage to healthy bone tissue and inhibiting residual tumor
cells. However, current research on porogen-modified PMMA
cement is inadequate for providing a reliable DDS for the
clinical treatment of bone tumors. A type of PMMA cement
modified by a specific porogen acts as a sustained drug release
platform with the addition of replaceable drugs to achieve
different therapeutic effects. In addition, because the most
prominent contribution of hyperthermia is enhancing the
effectiveness of other treatments (radiotherapy, chemotherapy,

9380 | J Mater. Chem. B, 2023, 11, 9369-9385

View Article Online

Journal of Materials Chemistry B

immunotherapy, etc.) without increasing toxicity, a broad hor-
izon for the efficient treatment of bone tumors is created by the
development of magnetic thermal cement. At present, except
for Fe;0, MNP-modified PMMA cement, other types of MNP are
few. The development of novel MNPs to modify PMMA cement
could perhaps attain unexpected improvements. Nevertheless,
the magnetic field generator’s fabrication technology and
equipment requirements consistently bewilder researchers.
Photothermal therapy is also an optimal treatment for
hyperthermia without requirements as stringent as magnetic
thermal requirements, but the current research on photother-
mal PMMA cement applied to bone tumors is very sparse. In
summary, PMMA cement plays an essential role in bone tumor
treatment, with irreplaceable advantages and can be modified
to achieve better therapeutic effects in the future.
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