ORIGINAL ARTICLE

\ ") Check for updates

Improvement of Neurogenic Bladder Dysfunction Following Combined Cell Therapy with
Mesenchymal Stem Cell and Schwann Cell in Spinal Cord Injury: A Randomized,

Open-Label, Phase Il Clinical Trial

Mohammadhosein Akhlaghpasand’, Roozbeh Tavanaei’, Farzad Allameh?, Maede Hosseinpoor’, Hossein Toreyhi’,
Maryam Golmohammadi’, Atieh Hajarizadeh’, Alireza Alikhani’, Maryam Hafizi’, Maryam Oraee-Yazdani',

Alireza Zali', Saeed Oraee-Yazdani’

OBJECTIVE: To investigate the efficacy of intrathecal
combined administration of autologous bone marrow-
derived mesenchymal stem cells (BMSCs) and Schwann
cells (SCs) in urinary function improvement in complete
spinal cord injury (SCI) patients for the first time.

METHODS: This study was a randomized phase Il clin-
ical trial, including treatment and control arms. Patients
with traumatic complete SCl-induced neurogenic bladder
were included. The treatment group received a single
intrathecal combined injection of autologous BMSCs and
SCs. The control group underwent no additional interven-
tion. The outcome measures of the study were urodynamic
study parameters, number of incontinence and urinary tract
infection episodes, incontinence quality of life question-
naire, functional status, and sensorimotor improvements.

RESULTS: Among a total of 32 recruited patients, 13 and 16
were completely followed up in the treatment and control
group, respectively. Changes in bladder compliance (P =
0.032), maximum pressure of detrusor during the filling phase
(P = 0.013), maximum pressure of detrusor at the maximum

urinary flow rate (P = 0.020), maximum urinary flow rate
(P = 0.001), and postvoid residual volume (P = 0.001) after
6 months were significantly different between the 2 groups.
The number of urinary incontinence episodes (P = 0.022)
significantly reduced in the treatment group after 6 months
compared with the baseline. The incontinence quality of life
total and domain scores significantly improved in the treat-
ment group compared with the control group after 6 months.

CONCLUSIONS: The combined intrathecal administration
of BMSCs and SCs significantly improved the urodynamic
study parameters, urinary incontinence rate, and incontinence
quality of life in complete SCl-induced neurogenic bladder.

INTRODUCTION

pinal cord injury (SCI) could negatively affect various as-
pects of the patient’s quality of life (QoL), such as lower

urinary tract (LUT) function, which is common among SCI
patients.”* Recent advances in SCI care have significantly reduced
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BDNF: Brain-derived neurotrophic factor
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the rate of mortality due to urinary tract infection (UTI) and sepsis,
previously known as leading causes of death in this patient
population. Nevertheless, urological complications remain a
notable source of morbidity in SCI patients. Current therapeutic
approaches to SCI-related neurogenic bladder (NGB) mostly
target symptoms at the bladder level focusing on preventing upper
urinary tract injury and improving urinary continence.>® There-
fore, there is a need for novel treatment strategies aiming to
reverse the neurologic injury in SCI-induced NGB at a higher level.

The restoration of clinical and functional abilities following SCI
is heavily reliant on overcoming the challenges associated with
axonal regeneration. These challenges are attributed to a range of
factors, such as neuronal and axonal degeneration, scar tissue
formation, and the presence of inhibitory molecules, among
others. Effectively addressing these obstacles requires a broad,
multifactorial strategy. Despite years of research into various
molecular therapies, many have struggled to achieve meaningful
success in clinical trials.”® This discrepancy between experimental
research and clinical application may be due to a narrow focus on
individual pathologic mechanisms, while SCI involves a complex
combination of interrelated mechanisms and sequential patho-
logic processes. To enhance recovery outcomes in clinical settings,
treatments must target several aspects of SCI’s intricate pathology
simultaneously.’

A range of therapeutic strategies has been investigated to pro-
mote functional recovery following SCI, with stem cell therapy
emerging as a leading option. Previous research has assessed
various cell types to identify those most effective for treating SCI.
Mesenchymal stem cells (MSCs), in particular, have attracted
significant attention due to their advantageous qualities for SCI
treatment.””""  These qualities include the release of
neuroprotective and immunomodulatory factors, along with a
low risk of immune rejection.””" Additionally, some studies
have emphasized the potential of Schwann cells (SCs) for SCI
therapy, highlighting their ability to facilitate neural
regeneration. SCs, originating from the neural crest, are valuable
candidates when used in combination with MSCs for
transplantation. They secrete essential growth factors like brain-
derived neurotrophic factor (BDNF), ciliary neurotrophic factor,
nerve growth factor, and neurotrophin-3, all of which stimulate
nerve growth and regeneration. Moreover, SCs play a pivotal role
in the creation of the myelin sheath in the peripheral nervous
system, which enhances the speed and efficiency of electrical
signal conduction along axons, aiding in functional recovery.'
Based on past findings, using SCs and MSCs together could
offer superior regenerative effects and improved recovery
outcomes after SCI compared to using either cell type
individually.”>"® This combination works synergistically by
leveraging the immunomodulatory, anti-inflammatory, and neu-
rotrophic properties of MSCs, which are mediated through their
secretome,””"® alongside the endogenous neuroregenerative
capacity of SCs, which contribute to remyelination and secrete
neurotrophic factors.” Together, this dual approach holds great
promise for advancing SCI treatment.">>°

Previous preclinical studies have demonstrated significant im-
provements in urodynamic study (UDS) parameters following
stem cell therapy in animal models of SCI-induced NGB.*" Various
mechanisms underlying this effect have been suggested, such as

partial sparing of descending pathways and synaptic
reorganization in the dorsal gray commissure with the
generation of new reflex pathways. Other mechanisms, such as
increased neurogenesis and local anti-inflammatory effects for
improvements in UDS parameters following stem cell therapy have
also been reported.>>>° All these mechanisms lead to improve-
ments in bladder and urethral sphincter dysfunctions and enhance
UDS parameters.

To the best of our knowledge, no prior phase II clinical trial has
investigated the efficacy of combined cell therapy on SCI-induced
NGB specifically. Therefore, this randomized phase II clinical trial
was designed to evaluate changes in UDS parameters, LUT func-
tion, and patients’ QoL after combined cell therapy in patients
with complete SCI-induced NGB.

MATERIALS AND METHODS

Study Design and Participants
This research was conducted as a randomized, open-label, paral-
lel-group, active-controlled phase II clinical trial, adhering strictly
to the ethical principles outlined in the Declaration of Helsinki.
The study received approval from the ethics committee of Shahid
Beheshti University of Medical Sciences and the institutional re-
view board of Shohada Tajrish Hospital. The trial was registered
with the Iranian Registry of  Clinical Trials
(IRCT20200502047277N4). Prior to participation, all eligible in-
dividuals were thoroughly briefed on the study’s objectives, pro-
cedures, and potential risks, including adverse events (AEs).
Written informed consent was obtained from all participants to
ensure a clear understanding of their involvement in the study.
Eligible participants were adults aged 18 years or older who had
sustained a complete traumatic cervical or thoracic spinal cord
injury (SCI), classified as grade A on the American Spinal Injury
Association Impairment Scale (AIS). The study included in-
dividuals with either subacute SCI (defined as an injury occurring
between 14 days and 6 months prior to enrollment) or chronic SCI
(injury occurring more than 6 months prior). Additionally, par-
ticipants were required to have a diagnosis of neurogenic bladder
(NGB) secondary to SCI, as confirmed by urodynamic testing and
based on the International Continence Society guidelines.
Exclusion criteria included the presence of urethral strictures or
anatomical abnormalities of the bladder, a history of major pelvic
surgeries such as prostatectomy, sphincterotomy, augmentation
cystoplasty, or colectomy, and any complications affecting the
upper urinary tract. Moreover, participants with co-existing
neurologic or psychiatric conditions, pre-existing comorbidities
such as diabetes mellitus or cardiovascular disease, a history of
malignancy within the past 10 years, or urinary tract infections
(UTIs) confirmed through urinalysis or urine culture were
excluded from the study. Inability to undergo urodynamic studies
(UDS) for any reason also served as an exclusion criterion.
Between November 2020 and August 2021, all patients with
complete SCI who presented at the neurosurgery department of
Shohada Tajrish Hospital were screened for eligibility. Those
meeting the inclusion criteria were randomized into 2 groups (1:1
ratio) using a computer-generated block randomization method.
Participants were assigned to either the treatment or control
group. Due to the ethical considerations and the nature of the
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intervention, the study did not employ placebo control or blind-
ing. To ensure comprehensive and transparent reporting of the
trial’s outcomes, the study adhered to the Consolidated Standards
of Reporting Trials guidelines.

Cell Isolation, Characterization, and Preparation
SC isolation was performed by surgically excising a 12 cm segment
of the sural nerve from the calf under general anesthesia. The
nerve was immediately placed in Dulbecco’s Modified Eagle’s
Medium (DMEM; Gibco, Grand Island, NY, USA) and transported
under sterile, temperature-controlled conditions to the laboratory.
After the removal of residual soft tissue, the nerve was sectioned
into 1—2 mm fragments and enzymatically digested with colla-
genase (1.4 U/mL; Sigma, St. Louis, MO, USA) and Dispase (2.4
U/mL; Sigma) for 3 hours at 37°C. The resulting cell suspension
was washed, filtered, and incubated in DMEM/F12 without fetal
bovine serum (FBS; Gibco) for 5 days at 37°C in 5% CO2, followed
by a gradual increase of FBS to 10% over the next week. Schwann
cell identification was confirmed via immunocytochemical anal-
ysis using anti-Stoo and anti-glial fibrillary acidic protein (GFAP)
antibodies (Santa Cruz Biotechnology, CA, USA), followed by
staining with a horseradish peroxidase-conjugated secondary
antibody (Sigma-Aldrich) and chromogenic detection using 3,3'-
diaminobenzidine (Sigma-Aldrich). Hematoxylin (Sigma-Aldrich)
was used for nuclear counterstaining, and the cells were visualized
under a light microscope to confirm SC identity and morphology.
Bone marrow aspirates (100—150 mL) were collected from the
iliac bone and diluted in Hanks’ Balanced Salt Solution (HBSS;
Sigma) at a 1:1 ratio to isolate mesenchymal stem cells (MSCs).
The diluted samples were processed using a Ficoll density gradient
(1.077 g/L; Sigma) at a 1:3 ratio, followed by centrifugation at 400g
for 40 minutes to recover the mononuclear cell layer. To further
purify the MSCs and remove platelets, additional centrifugation
steps were performed. The differentiation potential of the isolated
MSCs was tested by inducing osteogenic differentiation in a me-
dium containing 100 nmol/L dexamethasone (Sigma), 5o mg/mL
ascorbic acid 2-phosphate (Sigma), and 10 mmol/L B-glycer-
ophosphate (Merck, Rahway, NY, USA) for 21 days, with Alizarin
Red staining (Sigma) confirming calcium mineralization. For
adipogenic differentiation, MSCs were cultured for 3 weeks with
0.5 mmol/L hydrocortisone (Sigma), 0.5 mmol/L isobutyl meth-
ylxanthine (Sigma), and 60 mmol/L indomethacin (Gibco), and
differentiation was confirmed by Oil-Red O staining. Flow
cytometry analysis was performed on 1 X 105 cells suspended in
100 UL phosphate-buffered saline (PBS; Sigma) and stained with
monoclonal antibodies against CD34, CD45, CD73, CDgo, and
CD1o5 (all PE-conjugated; Abcam). After washing with PBS, the
cells were fixed with 1% paraformaldehyde and analyzed using a
FACS Calibur cytometer (Becton Dickinson) and CellQuest soft-
ware (Becton, Dickinson and Company, Franklin Lakes, New
Jersey, USA), with histograms generated via WinMDI 2.8 software
(Scripps Research Institute, La Jolla, California, USA).

Intervention

Finally, a combination of SCs and MSCs (a concentration of § x
10° cells per mL for each cell type), suspended in 6 mL saline was
used for intrathecal injection. At the operating room, lumbar
puncture was carried out using a 24G needle at L4/Lg levels. Slow

intrathecal injection of the cellular mixture was performed after
the needle insertion into the arachnoid space was confirmed. The
cerebrospinal fluid leakage was prevented by keeping the needle in
place for 1 minute. Patients were discharged 1 hour after the in-
jection. Patients in the control group merely received standard
rehabilitation therapy with no additional intervention.

Follow-Up and Outcome Measures

All outcome measures were evaluated at baseline and 6 months
after the injection. Primary outcome measures of the study were
UDS parameters, including postvoid residual (PVR), bladder ca-
pacity, bladder compliance, maximum pressure of detrusor during
the filling phase (Pgetmax), maximum pressure of detrusor at the
maximum urinary flow rate (Pgetqmax), maximum urinary flow rate
(Qmax), and bladder filling sensation. One examiner performed all
urodynamic examinations using a computer-assisted urodynamic
unit (Medical Measurement Systems, Germany). Bladder compli-
ance of more than 30 mL/cm H20 was considered normal. Sec-
ondary outcome measures were urinary incontinence, urinary tract
infection, and incontinence quality of life (I-QOL) questionnaire to
evaluate LUT and its impact on patient’s QoL before and after
injection.””° Datients were also monitored for potential
treatment-related AEs during the study period using Common
Terminology Criteria for Adverse Events Version s.0. Urinalysis
with renal and bladder ultrasounds were also performed at each
VISIt.

Statistical Analysis

Based on a pilot population of patients with SCI-induced NGB in
our department, by considering a mean PVR of 302.4 mL and a
standard deviation of 81.1 mL, a minimum of 24 patients (12 in
each group) would be required to observe a minimum change of
100 mL in the mean PVR with a two-sided significance of 0.05 and
a power of 0.80. A dropout rate of 25.0% was also anticipated and
a sample size of 32 (16 in each group) was finally estimated for this
study. A per-protocol approach was used for data analysis. All the
quantitative data were presented as mean + standard deviation,
and all the qualitative data were expressed as the frequency with
percentage. All continuous outcome measures were compared
between the baseline and 6-month postoperatively using the
Wilcoxon signed-rank test. For univariate analysis, differences
between the 2 study groups in continuous variables and changes
(6-month value — baseline value) in variables over the study period
were assessed using the Mann—Whitney U test. The same was
performed for categorical variables using Chi-Square and Fisher’s
Exact tests. To compare the categorical outcome measures be-
tween the baseline and 6-month postoperatively, McNemar’s test
was utilized. Outcome measures that were significantly different
between the 2 study groups in univariate analysis were also
included in multivariate analysis to control for potential con-
founders. Regarding this, multiple linear regression analysis was
performed to evaluate the effect of study intervention on signifi-
cant changes in outcome measures via a backward stepwise
method while controlling for different potential risk factors. The
change (6-month value — baseline value) in the outcome measure
was the dependent variable and independent variables included
age, sex, level of injury, time elapsed since the onset of injury, and
the study group (treatment vs. control). The model was controlled
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for the effect of baseline values of outcome measures. The level of
significance in this study was P < o.05. All statistical analyses were
performed using STATA 15 (Stata Corp. LLC, College Station,
Texas, USA).

RESULTS

Patients’ Characteristics

A total of 54 patients were screened for eligibility, and a total of 32
patients were recruited in this study. In the treatment group, 3
patients were lost to follow-up. Therefore, a total of 29 patients
with SCI-induced NGB were followed up, including 13 and 16 in
treatment and control groups, respectively (Figure 1). Most
participants were male, including 10 (76.9%) and 10 (62.5%) in
treatment and control groups, respectively. The mean age of
participants was 35.0 + 8.8 (32.5 [interquartile range (IQR),
28.3, 39.5]) and 32.9 £ 7.6 (38.0 [IQR, 26.0, 43.0]) years in
treatment and control groups, respectively. In terms of level of
injury, 4 (30.8%) and 5 (31.2%) patients had cervical SCI in
treatment and control groups, respectively. Others had a

thoracic level of injury. No significant difference was found
between the 2 groups in baseline, demographic, and clinical
characteristics (Table 1).

AEs

AEs observed in this study included neuropathic pain, fatigue,
paresthesia, and spasticity. Among the reported AEs, only pares-
thesia, reported by 3 patients, was probably related to the inter-
vention. In terms of Common Terminology Criteria for Adverse
Events grading, 9 (64.3%) AEs were grade I, and 5 (35.7%) were
grade II. All grade II AEs were treated successfully using standard
treatment (Table 2). Cases with neuropathic pain or paresthesia
were medically managed using gabapentin, and 2 cases with
spasticity were managed using oral baclofen and botulinum
toxin injection (Table 2).

Urodynamic Study Parameters

Significant increases were found in Pyeiqmax (baseline: 33.1 £ 23.9
(31.0 [IQR, 9.0, 55.0]) cmH20; 6-month: 45.2 &+ 20.7 (40.0 [IQR,
29.0, 65.0]) cmH20; P = 0.041) and Q. (baseline: 2.9 + 2.4 (4.0

[ Enrollment ]

Assessed for eligibility (n= 54 )

Excluded (n=22)
+ Not meeting inclusion criteria (n=12)
”| « Declined to participate (n=10)

Randomized (n=32)

l

¥ [ Allocation ] y
Allocated to treatment (n= 16 ) Allocated to control (n=16)
+ Received allocated intervention (n= 16) + Received no additional intervention (n=50)
v [ Follow-Up ] v
A J
Lost to follow-up (n=3) Lost to follow-up (n=0)
v [ Analysis J v
Analysed (n=13) Analysed (n=16)

Figure 1. The study Consolidated Standards of Reporting Trials (CONSORT) workflow.

E4 WWW.SCIENCEDIRECT.com

WORLD NEUROSURGERY, HTTPS://DOI.ORG/10.1016/4.WNEU.2024.10.131


www.sciencedirect.com/science/journal/18788750
https://doi.org/10.1016/j.wneu.2024.10.131

ORIGINAL ARTICLE

MOHAMMADHOSEIN AKHLAGHPASAND ET AL. DUAL CELL THERAPY IN NEURDOGENIC BLADDER

Table 1. Demographic and Clinical Characteristics of the Patients

Characteristic Treatment Group Control Group P-Value
Sex — no. (%)
Female 3(23.1%) 6 (37.5%) 0.404
Male 10 (76.9%) 10 (62.5%)
Age (years) 35.0 (+8.8) 32.9 (£7.6) 0.423
Cause of injury — no. (%)
Accident 10 (76.9%) 12 (75%) 0.965
Falling 2 (15.4%) 3(18.8%)
Others 1(7.7%) 1(6.2%)
Level of injury — no. (%)
Cervical 4 (30.8%) 5 (31.2%) 0.978
Thoracic 9 (69.2%) 11 (68.8%)
Time elapsed since injury (months) 15.69 (£15.53) 14.69 (+7.72) 0.398
Chronicity — no. (%)
Subacute 2 (15.4%) 2 (12.5%) 0.823
Chronic 11 (84.6%) 14 (87.5%)

[IQR, 0.0, 5.0]) mL/s; 6-month: 5.5 & 4.7 (1.5; IQR, 5.0—8.3) mL/s;
P = 0.018) in the treatment group 6 months after the injection
compared with the baseline. Significant reductions were also noted
in PVR (baseline: 329.3 + 101.5 (360.0 [IQR, 275.0, 410.0]) mL;
6-month: 204.7 £ 141.6 (180.0 [IQR, 83.0, 375.0]) mL; P = 0.006)
and Pgermax (baseline: 44.5 £+ 26.3 (52.0 [IQR, 19.5, 67.5]) cmH20;
6-month: 31.4 + 19.3 (31.0 [IQR, 15.0, 50.0]) cmH20; P = 0.012) in

the treatment group 6 months after the injection compared with the
baseline. Changes in bladder compliance (treatment: —0.8 + 31.6
(4.2 [IQR, o.1, 9.1]) mL/cmH20; control: —2.1 £ 6.7 (—o0.5
IQR, —2.0, o0.4]) mL/cmH20; P = o.015), PVR
(treatment: —124.6£119.9 (—90.0 [IQR, —250.0, —10.0]) mL;
control: 8.9 £ 15.9 (5.0 [IQR, 0.0, 13.8]) mL; P < 0.001), Pgermax
(treatment: —13.1 + 15.0 (—1r.0 [IQR, —25.0, —3.5]) cmH20;

Table 2. Adverse Event Grading According to Common Terminology Criteria for Adverse Events

Causal Link with
Patient Adverse Event No. (%) Intervention Degree Management
2 Pain 1(7.1%) Not related Grade Il Gabapentin
Fatigue 1(7.1%) Not related Grade | Self-limiting condition
3 Paresthesia 1(7.1%) Probable Grade | Gabapentin
4 Paresthesia 1(7.1%) Probable Grade | Gabapentin
5 Pain 1(7.1%) Unlikely Grade I Gabapentin
Spasticity 1(7.1%) Not related Grade I Oral baclofen and botulinum
toxin injection
6 Fever 1(7.1%) Not related Grade | Paracetamol
Fatigue 1(7.1%) Not related Grade | Self-limiting condition
Spasticity 1(7.1%) Not related Grade Il Oral baclofen
7 Paresthesia 1(7.1%) Unlikely Grade | Gabapentin
8 Pain 1(7.1%) Unlikely Grade | Gabapentin
10 Pain in extremity 1(7.1%) Not related Grade | Gabapentin
1 Paresthesia 1(7.1%) Probable Grade | Gabapentin
12 Pain 1(7.1%) Unlikely Grade Il Gabapentin
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Figure 2. Changes in urodynamic parameters over the PdetQmax, maximum pressure of detrusor at the
study period in treatment and control groups. Pdetmax, maximum urinary flow rate; Qmax, maximum urinary
maximum pressure of detrusor during the filling phase; flow rate; PVR, postvoid residual volume.

control: 2.0 & 9.6 (4.5 [IQR, 0.0, 8.8]) cmH20; P = 0.013), Pderqmax
(treatment: —12.1 £+ 19.4 (—14.4 [IQR, —26.0, 0.0]) cmH20;
control: —o0.9 % 3.2 (0.0 [IQR, —3.5, 0.0]) cmH20; P = 0.020), and
Qumax (treatment: —2.6 £+ 3.2 (—2.0 [IQR, —4.5, 0.0]) mL/s;
control: —0.4 £ 0.9 (0.0 [IQR, 0.0, 1.2]) mL/s; P = o0.001) after
6 months were significantly different between treatment and control
groups. Bladder capacity also increased after 6 months, yet its
change (treatment: 57.2 + 128.9 (27.0 [IQR, —56.5, 167.0]) mL;
control: —5.9 £ 35.5 (—5.0 [IQR, —20.0, 0.0]) mL; P = 0.232) was
not significantly different between the 2 groups. Three patients in
the treatment group (23.1%) had improvements in bladder

sensation, yet no patient reported such changes in the control
group. Moreover, among 3 patients with an areflexic type of NGB in
the treatment group, 2 (66.7%) developed overactive detrusor ac-
tivity after 6 months. No such change was observed in patients with
areflexic NGB in the control group (n = 3). Changes in UDS pa-
rameters in the 2 study groups are depicted in Figure 2 and Table 3.

Urinary Incontinence and Infection

The treatment group also showed a significant reduction in the
mean number of urinary incontinence episodes per day compared
with the control group (treatment: —2.2 + 2.1 (—3.0 [IQR, —4.0,
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Table 3. Outcome Measures at Baseline and 6-Month After the Injection
Outcomes Treatment Group Control Group P-Valuef

Bladder capacity (mL)

Baseline 320.00 + 139.96 284.38 + 79.50
6-month 377.15 £ 142.80 278.44 £ 61.69
Change 57.15 + 128.86 —5.94 + 35.46 0.232
P-value™ 0.182 0.247
Bladder compliance (mL/cmH20)
Baseline 18.41 + 30.39 9.74 + 823
6-month 17.57 + 14.91 76 +32
Change —0.83 + 31.60 -21+£67 0.015%
P-value 0.152 0.179 -
Pgetmax (cmH20)
Baseline 44.46 + 26.26 3950 + 17.4
6-month 31.38 £ 19.31 4150 + 16.79
Change —13.08 £ 15.04 2.00 + 9.62 0.013f
P-value 0.012% 0.479
Pgetamax (cmH20)
Baseline 33.06 + 23.94 3250 + 19.48
6-month 4518 + 20.70 3163 + 19.13
Change —12.12 £ 19.44 —0.87 £ 324 0.0201
P-value 0.041% 0.311
Qrnax (ML/3)
Baseline 292 + 244 2.82 + 2.61
6-month 549 + 4.69 241 +2.31
Change —257 + 323 —042 £ 091 0.001%
P-value 0.018% 0.092
PVR (mL)
Baseline 329.31 + 101.54 318.75 £ 79.32
6-month 204.69 + 141.61 325.00 £ 72.39 -
Change —124.62 £+ 119.86 8.75 + 15.86 <0.001%
P-value 0.006: 0.151 -
Mean no. of urinary incontinence (per day)
Baseline 562 + 1.98 531 £ 174 -
6-month 346 +1.27 481 +0.98 -
Change —2.15 + 2.08 —050 + 1.15 0.0221
P-value* 0.008% 0.114 -
Mean no. of UTI (over the prior 6 months)
Baseline 1.85 £ 0.90 1.87 £ 0.81 -
6-month 1.46 £ 0.97 263 +1.89 -
Change —0.38 £ 1.12 0.75 + 1.91 0.101
P-value 0.194 0.101 -

PVR, postvoid residual volume; UTI, urinary tract infection.

*Wilcoxon signed-rank test was performed to compare variables at the 6-month follow-up with baseline.
tMann—Whitney U test was performed to compare changes in variables between the 2 study groups.
tIndicates statistically significant.
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0.0]); control: —o.5 + 1.2 (0.0 [IQR, —1.8, 0.0]); P = 0.022).
Nevertheless, changes in the mean number of UTI episodes over
the prior 6 months were not significantly different between the
treatment and control groups after 6 months (treatment: —o0.4 +
1.1 (0.0 [IQR, —1.5, 0.5]); control: 0.8 + 1.9 (0.0 [IQR, 0.0, 1.0]);
P = o.101) (Table 3).

I-Q0L Questionnaire

The changes in the I-QOL total score were significantly different
between the treatment and control groups after 6 months (treat-
ment: 12.6 £ 14.9 (10.0 [IQR, 2.0, 15.5]); control: —6.1 £+ 10.6
(—8.5 [IQR, —12.0, 3.0]); P < 0.001). Further, all 3 domains of the
I-QOL questionnaire, including avoidance behaviors (treatment:
5.0 £ 7.0; control (5.0 [IQR, o.0, 8.0]): —2.4 + 4.6 (—3.0
[IQR, —4.0, 0.8]); P = 0.002), psychosocial impacts (treatment:
4.9 = 6.3 (3.0 [IQR, o.5, 5.5]); control: —0.8 £+ 3.3 (—2.0
[IQR, —3.0, 2.3]); P = 0.001), and social embarrassments (treat-
ment: 2.6 £ 3.0 (3.0 [IQR, 0.0, 5.0]); control: —2.3 & 3.3 (—2.5
[IQR, —5.0, 0.8]); P = o.001) significantly improved in the treat-
ment group at 6-month after the injection compared with the

control group. Changes in I-QOL total score and domain scores
are illustrated in Figure 3.

Multiple Regression Analysis

Multiple linear regression analysis controlled for the potential
effect of age, sex, level of injury, and time elapsed since the injury
onset was performed to evaluate the effect of study intervention on
changes in outcome measures. In this regard, multivariate analysis
demonstrated a significant association between study intervention
and changes in bladder compliance (B = 10.1 [95% CI, 2.3—17.9],
P = 0.013), PVR (B=—133.6 [95% CI, —193.0 — —74.3], P < 0.001),
Petmax (BZ*IBS [950/0 Cl, —2r.5 — 75'5]! P = 0'002)) PdetQmax
(B=—11.4 [95% CI, —20.9 — —1.9], P = 0.021), and Qu.x (B=—3.0
[95% CI, —4.7 — —1.3], P = o0.001). Similarly, the change in the
mean number of urinary incontinence over the prior 6 months was
significantly associated with the study intervention (B=—1.3 [95%
CI, —2.1 — —o0.6], P = o0.001). The changes in I-QOL total score
(B = 16.6 [95% CI, 9.1—24.1], P < o0.001), as well as scores of
avoidance behaviors (B = 8.8 [95% CI, 5.9—11.7], P < 0.001),
psychosocial impacts (B = 5.7 [95% CI, 2.0—9.5], P = 0.004),
social embarrassments (B = 4.4 [95% CI, 2.2—6.5], P < 0.001)
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were significantly associated with the study intervention according
to the multivariate analysis.

DISCUSSION

To the best of our knowledge, this study represents one of the first
clinical trial to specifically evaluate the effects of combined cell
therapy on urological changes in patients with SCI-induced NGB.
Based on both univariate and multivariate analyses, combined cell
therapy using both MSCs and SCs significantly increased various
UDS parameters, including bladder compliance, Pyetmax, Pdetqmaxs
Qumax, and PVR in patients with complete SCI. Additionally, this
combined approach led to a significant reduction in mean number
of urinary incontinence episodes in this group of patients.
Notably, significant improvements in incontinence-related QoL
were also observed following combined cell therapy compared
with the control group.

The present findings were in line with previous preclinical
studies suggesting the efficacy of combined cell therapy using
both MSCs and SCs.?° Ban et al. reported that the SC-MSC co-graft
group had more regenerative axons of the corticospinal tract
passing through the damaged cavity to the caudal cord compared
with the SC graft group, MSC graft group, or placebo group.
Moreover, the SC-MSC group showed complete myelin sheaths
and organelles under electron microscopy.’® However, a few
clinical investigations on the efficacy of this specific
combination in SCI patients have been conducted. In our prior
phase I clinical trial, we demonstrated the safety of combined
cell therapy using MSCs and SCs in patients with chronic and
subacute SCL.?" Nevertheless, the present phase II trial is the
first to assess the efficacy of this treatment on SCI-induced NGB
specifically, with adequate power and a control arm.

Numerous mechanisms for the positive effects of stem cell
therapy on UDS parameters in SCI-induced NGB have been pro-
posed based on preclinical reports.”**>*° Hu et al. found a
significant reduction in voiding pressure, nonvoiding
contractions, and PVR in rats that received intravenous bone
marrow-derived MSCs (BMSCs) compared with the control
group.”® According to their immunohistochemistry study, the
labeled BMSCs were discovered in the dorsal gray commissure
of L3-4, which suggests the synaptic reorganization of the void-
ing reflex without any involvement in partial descending pathways’
sparing. Erdogan et al. assessed the effects of direct administra-
tion of fetal allogeneic umbilical cord-derived MSCs on rats with
incomplete SCL>* They showed that due to decreased
inflammation, lamina muscularis thickness and bladder wall
fibrosis were significantly reduced in rats that received MSCs in
comparison with the control group. Park et al. also reported a
similar effect for MSC transplantation in reducing inflammation,
yet it could not improve the bladder function significantly.**
Temeltas et al. found significant improvements in baseline
pressure, maximum capacity, voiding pressure, PVR, and mean
uninhibited contraction amplitude in rats that underwent cell
transplantation using neuronal-glial restricted precursors or
BMSCs compared with the control group.*® They suggested
neurogenesis by the neural progenitor cells as the possible
explanation for their finding. Other mechanisms such as

sparing, sprouting, or modification of descending pathways have
also been proposed in prior preclinical studies.*

Mesenchymal stem cells (MSCs) facilitate spinal cord injury
(SCI) recovery through several mechanisms. They release a variety
of immunomodulatory factors, such as interleukin-1o, trans-
forming growth factor-B, and prostaglandin E2, which suppress
the activity of immune cells, including T-cells and macrophages.
Moreover, MSCs downregulate the production of pro-
inflammatory cytokines, notably tumor necrosis factor-o. (TNF-o)
and interleukin-1p (IL-1B).”° MSCs also safeguard neurons and
axons from secondary degeneration post-SCI by promoting the
secretion of neurotrophic factors, such as BDNF and glial cell line-
derived neurotrophic factor, which enhance the survival and dif-
ferentiation of neural progenitor cells.”* Additionally, MSCs
mitigate the formation of glial scars, which impede axonal
regeneration, by stimulating the activity of matrix
metalloproteinases, enzymes that degrade the extracellular
matrix.>

Schwann cells, a specialized glial cell type, play an indispens-
able role in nerve regeneration. In the event of SCI, these cells
migrate to the lesion site, where they support axonal regeneration
by secreting various neurotrophic factors and extracellular matrix
proteins.>* These neurotrophic factors include nerve growth
factor, BDNF, neurotrophin-3, fibroblast growth factor, ciliary
neurotrophic factor, and glial cell line-derived neurotrophic fac-
tor."* The release of these factors promotes neuronal survival,
axonal extension, and synaptogenesis. Additionally, Schwann
cells produce extracellular matrix proteins, such as laminin and
fibronectin, which provide a scaffold conducive to axonal
growth."* Schwann cells further contribute to remyelination by
migrating to the damaged site, aligning axons, and promoting
the restoration of myelin sheaths.353°

In clinical setting our study demonstrated significant improve-
ments in various UDS parameters were found 6 months after the
intrathecal cell therapy in this study (bladder compliance, Pgetmax,
Pietqmaxs Qmax, and PVR). Similarly, Cheng et al. evaluated pa-
tients’ UDS parameters before and 6 months after intraspinal
transplantation of umbilical cord-derived MSCs in 10 patients with
chronic thoracolumbar SCI. Their results demonstrated a signifi-
cant increase in the bladder capacity and a nonsignificant
improvement in Qp,, and PVR values.’” Mendonga et al. also
found an increase in bladder capacity at 6 months
postoperatively in 14 patients with chronic SCI who underwent
intralesional administration of BMSCs, yet it was not statistically
significant.?® They also observed a significant increase in
bladder compliance at 6 months postoperatively compared with
the baseline. Similar to our study, they showed variable findings
regarding the changes in detrusor overactivity after cell therapy.
Moreover, in their study, all patients remained in need of CIC,
and no change was found in urinary incontinence. Vaquero
et al., in a phase 2 clinical trial, evaluated the safety and efficacy
of intrathecal administration of autologous BMSCs through 3
injections in 11 patients with chronic SCI.*° They found a
decrease in PVR and an increase in bladder compliance at filling
in 66.6% of patients 10 months after the first intrathecal
injection. The variations in the results could be attributed to
several factors: the different sample sizes and heterogeneity in
the study populations, the lack of a control group in some
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studies, differences in the methods of cell administration, and
inconsistencies in the types or dosages of cells used. These
factors likely contributed to the differences observed in
outcomes across the studies. Additionally, other studies
evaluated bladder function as a secondary outcome, which may
have also contributed to the variability in the results.

Bladder dysfunction has been shown to significantly impact the
perceived quality of life (Qol) in individuals with SCL*>%
Complications such as incontinence and UTIs can strain
relationships with family, friends, and intimate partners, often
leading to embarrassment and social withdrawal. As a result,
individuals may avoid activities they once enjoyed. The method
chosen for bladder management can further exacerbate these
physical, psychological, and social challenges, making proper
bladder function crucial to overall comfort and QoL.**** Given
the profound effects of incontinence, recurrent UTIs, and
bladder management on patient-reported outcomes, urinary is-
sues remain a top health priority for individuals with SCI, often
surpassing concerns related to mobility impairment and loss of
independence. Therefore, the evaluation and management of
neurogenic lower urinary tract dysfunction are essential to reduce
morbidity and mortality in this population.

This study aimed to improve QoL by addressing bladder and
urinary tract dysfunction. Notably, it represents the first investi-
gation to evaluate the impact of cell therapy on incontinence-
specific QoL (I-QOL), the mean number of UTIs, and episodes
of urinary incontinence in individuals with SCI-induced neuro-
genic bladder (NGB). Our results demonstrated a significant in-
crease in both the total and domain-specific I-QOL scores six
months after the administration of combined intrathecal cell
therapy. The observed improvement in QoL may be attributed to
enhanced detrusor muscle contractility, leading to a reduction in
PVR and its associated complications. Given the limited evidence
currently available, future studies examining NGB treatment ap-
proaches, such as stem cell therapy, should incorporate patient-
reported outcome measures to explore the potential correlation
between changes in UDS parameters and I-QOL scores.*+4°

This study had several limitations. First, the follow-up period
was limited to 6 months, indicating the need for future studies
with longer follow-up durations to assess the long-term effec-
tiveness of combined cell therapy. Second, there was variation in

REFERENCES

1. Hamid R, Averbeck MA, Chiang H, et al. Epide-

152:59-84.

following spinal cord injury. Prog Brain Res. 2000;

patient baseline characteristics, such as the time since injury and
the level of injury, which differed across participants. Neverthe-
less, multivariate analysis was employed to adjust for potential
confounding factors. Third, due to ethical concerns and the
invasive nature of the intervention, it was not feasible to imple-
ment blinding or use a placebo. Additionally, as this was a single-
center study, further research conducted in multiple centers is
necessary to confirm these findings in diverse clinical settings.

This study also lacked a placebo control and blinding, which
was inherent to the study’s design. Cells were obtained from
autologous sources, requiring patients to undergo procedures for
bone marrow aspiration and sural nerve harvesting. As a result,
patients were fully aware of the sampling procedures. Conducting
such invasive interventions, including bone marrow aspiration and
sural nerve biopsy, without a clear medical indication would have
been ethically unjustifiable.

CONCLUSIONS

The combined intrathecal administration of MSCs and SCs was
significantly effective in improving the UDS parameters in patients
with traumatic SCI-induced NGB. Additionally, this combined cell
therapy strategy could remarkably improve the QoL and reduce the
number of urinary incontinence episodes in patients. While this
study indicated the efficacy of combined stem cell therapy in SCI-
induced NGB, future investigations are necessary to address the
differences between various subtypes of NGBs and explore the use
of combinatorial approaches in addition to cell therapy in this
group of patients.

CRediT AUTHORSHIP CONTRIBUTION STATEMENT

Mohammadhosein Akhlaghpasand: Methodology, Investigation,
Conceptualization. Roozbeh Tavanaei: Writing — review & edit-
ing, Methodology, Conceptualization. Farzad Allameh: Investiga-
tion. Maede Hosseinpoor: Writing — original draft, Investigation.
Hossein Toreyhi: Investigation. Maryam Golmohammadi: Inves-
tigation. Atieh Hajarizadeh: Investigation. Alireza Alikhani:
Writing — original draft. Maryam Hafizi: Formal analysis. Maryam
Oraee-Yazdani: Data curation. Alireza Zali: Investigation. Saeed
Oraee-Yazdani: Supervision, Project administration.

therapies for spinal cord injury. ] Neurotrauma.
2011;28:1611-1682.

miology and pathophysiology of neurogenic
bladder after spinal cord injury. World J Urol. 2018;
30:1517-1527.

. Myers JB, Lenherr SM, Stoffel JT, et al. Patient

reported bladder related symptoms and quality of
life after spinal cord injury with different bladder
management strategies. ] Urol. 2019;202:574-583.

. DeVivo MJ, Krause ]S, Lammertse DP. Recent

trends in mortality and causes of death among
persons with spinal cord injury. Arch Phys Med
Rehabil. 1999;80:1411-1419.

. de Groat WC, Yoshimura N. Mechanisms under-

lying the recovery of lower urinary tract function

. Stohrer M, Blok B, Castro-Diaz D, et al. EAU

guidelines on neurogenic lower urinary tract
dysfunction. Eur Urol. 2009;56:81-88.

. Cameron AP, Wallner LP, Tate DG, Sarma AV,

Rodriguez GM, Clemens JQ. Bladder manage-
ment after spinal cord injury in the United States
1972 to 2005. ] Urol. 2010;184:213-217.

. Kwon BK, Okon E, Hillyer J, et al. A systematic

review of non-invasive pharmacologic neuro-
protective treatments for acute spinal cord injury.
J Neurotrauma. 2011;28:1545-1588.

8. Tetzlaff W, Okon EB, Karimi-Abdolrezaee S, et al.

A systematic review of cellular transplantation

10.

II.

12.

. Silva NA, Sousa N, Reis RL, Salgado AJ. From

basics to clinical: a comprehensive review on
spinal cord injury. Prog Neurobiol. 2014;114:25-57.

Trounson A, McDonald C. Stem cell therapies in
clinical trials: progress and challenges. Cell Stem
Cell. 2015;17:11-22.

Liau LL, Looi QH, Chia WC, Subramaniam T,
Ng MH, Law JX. Treatment of spinal cord injury
with mesenchymal stem cells. Cell Biosci. 2020;10:

112,

Chen Q, Long Y, Yuan X, et al. Protective effects of
bone marrow stromal cell transplantation in
injured rodent brain: synthesis of neurotrophic
factors. ] Neurosci Res. 2005;80:611-619.

WWW.SCIENCEDIRECT.comM

WORLD NEUROSURGERY, HTTPS://DOI.ORG/10.1016/4.WNEU.2024.10.131


http://refhub.elsevier.com/S1878-8750(24)01835-7/sref1
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref1
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref1
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref1
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref2
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref2
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref2
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref2
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref3
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref3
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref3
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref3
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref4
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref4
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref4
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref4
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref5
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref5
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref5
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref6
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref6
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref6
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref6
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref7
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref7
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref7
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref7
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref8
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref8
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref8
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref8
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref9
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref9
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref9
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref10
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref10
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref10
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref11
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref11
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref11
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref11
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref12
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref12
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref12
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref12
www.sciencedirect.com/science/journal/18788750
https://doi.org/10.1016/j.wneu.2024.10.131

MOHAMMADHOSEIN AKHLAGHPASAND ET AL.

ORIGINAL ARTICLE

DUAL CELL THERAPY IN NEURDOGENIC BLADDER

13. Chopp M, Zhang XH, Li Y, et al. Spinal cord injury improves bladder and motor functions, decreases transplantation in treatment for sequelae of thor-
in rat: treatment with bone marrow stromal cell thermal hypersensitivity, and modifies intraspinal acolumbar spinal cord injury. ] Transl Med. 2014;12:
transplantation. Neuroreport. 2000;11:3001-3005. circuitry. ] Neurosci. 2005;25:9624-9636. 253.

14. Oudega M, Xu XM. Schwann cell transplantation 26. Temeltas G, Dagci T, Kurt F, Evren V, Tuglu L. 38. Mendonca MVP, Larocca TF, Souza BSDF, et al.
for repair of the adult spinal cord. ] Neurotrauma. Bladder function recovery in rats with traumatic Safety and neurological assessments after autolo-
2000;23:453-467. spinal cord injury after transplantation of gous transplantation of bone marrow mesen-

neuronal-glial restricted precursors or bone chymal stem cells in subjects with chronic spinal

15. Niapour A, Karamali F, Nemati S, et al. Cotrans- marrow stromal cells. ] Urol. 2009;181:2774-2779. cord injury. Stem Cell Res Ther. 2014;5:126.
plantation of human embryonic stem cell-derived
neural progenitors and schwann cells in a rat 27. Abrams P, Cardozo L, Fall M, et al. The stand- 39. Vaquero J, Zurita M, Rico MA, et al. Intrathecal
spinal cord contusion injury model elicits a ardisation of terminology in lower urinary tract administration of autologous mesenchymal stro-
distinct neurogenesis and functional recovery. Cell function: report from the standardisation sub- mal cells for spinal cord injury: safety and efficacy
Transplant. 2012;21:827-843. committee of the International Continence Soci- of the 100/3 guideline. Cytotherapy. 2018;20:

ety. Urology. 2003;61:37-49. 806-819.

16. Uccelli A, Moretta L, Pistoia V. Inmunoregulatory
function of mesenchymal stem cells. Eur ] Immunol. 28. Nojomi M, Baharvand P, Moradi lakeh M, 40. Westgren N, Levi R. Quality of life and traumatic
2000;36:25606-2573. Patrick DL. Incontinence quality of life question- spinal cord injury. Arch Phys Med Rehabil. 1998;79:

naire (I-QOL): translation and validation study of 1433-1439.

17. LiJ, Li H, Cai §, Bai S, Cai H, Zhang X. CD157 in the Iranian version. Int UrogynEcol ] Pelvic Floor
bone marrow mesenchymal stem cells mediates Dysfunct. 2000;20:575-579. 41. Noonan VK, Kopec JA, Zhang H, Dvorak MF.
mitochondrial production and transfer to improve Impact of associated conditions resulting from
neuronal apoptosis and functional recovery after 29. Patrick DL, Martin ML, Bushnell DM, Yalcin I, spinal cord injury on health status and quality of
spinal cord injury. Stem Cell Res Ther. 2021;12:1-14. Wagner TH, Buesching DP. Quality of life of life in people with traumatic central cord syn-

women with urinary incontinence: further devel- drome. Arch Phys Med Rehabil. 2008;89:1074-1082.

18. Jin MC, Medress ZA, Azad TD, Doulames VM, opment of the incontinence quality of life instru-

Veeravagu A. Stem cell therapies for acute spinal ment (I-QOL). Urology. 1999;53:71-76. 42. McIntyre A, Cheung KY, Kwok C, Mehta S,

cord injury in humans: a review. Neurosurg Focus. Wolfe D, Teasell RW. Quality of life and bladder

2019;46:E10. 30. Ban DX, Ning GZ, Feng SQ, et al. Combination of management post spinal cord injury: a systematic
activated Schwann cells with bone mesenchymal review. Appl Res Qual Life. 2014;9:1081-1096.

19. Hosseini M, Yousefifard M, Baikpour M, et al. The stem cells: the best cell strategy for repair after
efficacy of Schwann cell transplantation on motor spinal cord injury in rats. Regen Med. 2011;6: 43. Weld KJ, Dmochowski RR. Effect of bladder
function recovery after spinal cord injuries in an- 707-720. management on urological complications in spi-
imal models: a systematic review and meta-anal- nal cord injured patients. ] Urol. 2000;163:768-772.
ysis. ] Chem Neuroanat. 2016;78:102-111. 31. Oraee-Yazdani S, Akhlaghpasand M,

Golmohammadi M, et al. Combining cell therapy 44. Massolt ET, Groen J, Vierhout ME. Application of

20. Pourheydar B, Joghataei MT, Bakhtiari M, with human autologous Schwann cell and bone the Blaivas-Groutz bladder outlet obstruction
Mehdizadeh M, Yekta Z, Najafzadeh N. Co- marrow-derived mesenchymal stem cell in pa- nomogram in women with urinary incontinence.
transplantation of bone marrow stromal cells with tients with subacute complete spinal cord injury: Neurourol Urodyn. 2005;24:237-242.
schwann cells evokes mechanical allodynia in the safety considerations and possible outcomes. Stem
contusion model of spinal cord injury in rats. Cell Cell Res Ther. 2021;12:445. 45. Hyman MJ, Groutz A, Blaivas JG. Detrusor insta-
J. 2012;13:213-222. bility in men: correlation of lower urinary tract

32. Lu D, Jones LL, Snyder EY, Tuszynski MH. Neural symptoms with urodynamic findings. J Urol. 2001;

21. Erdogan B, Yaycioglu O, Sahin IF, et al. The ef- stem cells constitutively secrete neurotrophic fac- 160:550-553.
fects of fetal allogeneic umbilical cord tissue tors and promote extensive host axonal growth
transplant following experimental spinal cord after spinal cord injury. Exp Neurol. 2003;181: 46. de la Rosette JJ, Witjes WP, Schifer W, et al.
injury on urinary bladder morphology. Neurol 115-129. Relationships between lower urinary tract symp-
Neurochir Pol. 2013;47:138-144. toms and bladder outlet obstruction: results from

33. Wang Y, Cooke MJ, Sachewsky N, Morshead CM, the ICS-"BPH" study. Neurourol Urodyn. 1998;17:

22. HuY, Liao LM, Ju YH, Fu G, Zhang HY, Wu HX. Shoichet MS. Bioengineered sequential growth 99-108.

Intravenously transplanted bone marrow stromal factor delivery stimulates brain tissue regeneration
cells promote recovery of lower urinary tract after stroke. ] Control release Off ] Control Release Soc.
function in rats with complete spinal cord injury. 2013;172:1-11.
Spinal Cord. 2012;50:202-207.

34. Gong Z, Xia K, Xu A, et al. Stem cell trans-

23. Kim JH, Shim SR, Doo SW, et al. Bladder recovery plantation: a promising therapy for spinal cord Conflict of interest statement: This study is funded by Shahid
by stem cell based cell therapy in the bladder injury. Curr Stem Cell Res Ther. 2020;15:321-331. Beheshti University of Medical Sciences. The funding source
dysfunction induced by spinal cord injury: sys- had no role in writing of the manuscript or decision to submit
tematic review and meta-analysis. PLoS One. 2015; 35. Wiliams RR, Bunge MB. Schwann cell trans- it for publication and any other part of the study.
10:€0113491. plantatign: a repair strategy for spinal cord injury? Received 20 October 2024: accepted 29 October 2024

Prog Brain Res. 2012;201:295-312.
24. Park WB, Kim SY, Lee SH, Kim HW, Park JS, Citation: World Neurosurg. (2025) 194:123402.
Hyun JK. The effect of mesenchymal stem cell 36. Oudega M, Gautier SE, Chapon P, et al. Axonal https.//doi.org/10.1016/j.wneu.2024.10.131
transplantation on the recovery of bladder and regeneration into Schwann cell grafts within J . . .
P . . Lo . . lournal homepage: www.journals.elsevier.com/world-
hindlimb function after spinal cord contusion in resorbable  poly(alpha-hydroxyacid) — guidance
rats. BMC Neurosci. 2010;11:119. channels in the adult rat spinal cord. Biomaterials. neurosurgery
2001;22:1125-1130. Available online: www.sciencedirect.com

25. Mitsui T, Shumsky JS, Lepore AC, Murray M, . .
Fischer I. Transplantation of neuronal and glial 37. Cheng H, Liu X, Hua R, et al. Clinical observation /7"6;‘78-3750/$ - see front matter © 2024 Published by Elsevier
restricted precursors into contused spinal cord of umbilical cord mesenchymal stem cell ’

WORLD NEUROSURGERY 194: 123402, Fesruary 2025 WWW.JOURNALS.ELSEVIER.COM/WORLD-NEUROSURGERY ET11


http://refhub.elsevier.com/S1878-8750(24)01835-7/sref13
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref13
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref13
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref14
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref14
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref14
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref15
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref15
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref15
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref15
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref15
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref15
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref16
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref16
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref16
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref17
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref17
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref17
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref17
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref17
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref18
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref18
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref18
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref18
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref19
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref19
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref19
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref19
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref19
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref20
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref20
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref20
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref20
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref20
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref20
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref21
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref21
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref21
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref21
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref21
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref22
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref22
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref22
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref22
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref22
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref23
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref23
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref23
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref23
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref23
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref24
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref24
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref24
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref24
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref24
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref25
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref25
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref25
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref25
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref25
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref25
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref26
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref26
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref26
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref26
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref26
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref27
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref27
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref27
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref27
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref27
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref28
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref28
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref28
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref28
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref28
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref29
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref29
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref29
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref29
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref29
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref30
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref30
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref30
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref30
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref30
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref31
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref31
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref31
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref31
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref31
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref31
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref31
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref32
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref32
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref32
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref32
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref32
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref33
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref33
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref33
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref33
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref33
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref34
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref34
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref34
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref35
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref35
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref35
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref36
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref36
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref36
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref36
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref36
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref37
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref37
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref37
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref37
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref37
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref38
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref38
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref38
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref38
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref38
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref39
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref39
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref39
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref39
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref39
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref40
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref40
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref40
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref41
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref41
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref41
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref41
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref41
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref42
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref42
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref42
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref42
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref43
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref43
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref43
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref44
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref44
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref44
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref44
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref45
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref45
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref45
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref45
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref46
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref46
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref46
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref46
http://refhub.elsevier.com/S1878-8750(24)01835-7/sref46
https://doi.org/10.1016/j.wneu.2024.10.131
www.journals.elsevier.com/world-neurosurgery
www.journals.elsevier.com/world-neurosurgery
www.sciencedirect.com/science/journal/18788750
www.journals.elsevier.com/world-neurosurgery

	Improvement of Neurogenic Bladder Dysfunction Following Combined Cell Therapy with Mesenchymal Stem Cell and Schwann Cell i ...
	Introduction
	Materials and Methods
	Study Design and Participants
	Cell Isolation, Characterization, and Preparation
	Intervention
	Follow-Up and Outcome Measures
	Statistical Analysis

	Results
	Patients' Characteristics
	AEs
	Urodynamic Study Parameters
	Urinary Incontinence and Infection
	I-QOL Questionnaire
	Multiple Regression Analysis

	Discussion
	Conclusions
	flink6
	References


