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Abstract

Background: Glioblastomais the most common primary brain malignancy in adults, accounting for approximately 48% of al
brain tumors. Standard treatment includes radiation and temozol omide chemotherapy. Glioblastomas are highly vascular and can
cause vasogenic brain edemaand mass effect, which can worsen the neurol ogic symptoms associated with the disease. The steroid
dexamethasone (DEX) isthetreatment of choiceto reduce vasogenic edemaand intracranial pressure associated with glioblastoma.
However high-dose DEX or long-term use can result in muscle myopathy in 10%-60% of glioblastoma patients, significantly
reducing functional fitness and quality of life (QOL). Thereis awealth of evidence to support the use of exercise as an adjuvant
therapy to improve functional ability as well as help manage treatment-related symptoms. Specifically, resistance training has
been shown to increase muscle mass, strength, and functional fitness in aging adults and several cancer populations. Although
studies are limited, research has shown that exercise is safe and feasible in glioblastoma populations. However, it is not clear
whether resistance training can be successfully used in glioblastomato prevent or mitigate steroid-induced muscle myopathy and
associated loss of function.

Objective: The primary purpose of this study is to establish whether an individualized circuit-based program will reduce
steroid-induced muscle myopathy, asindicated by maintained or improved functional fitness for patients on active treatment and
receiving steroids.

Methods: Thisisa2-armed, randomized controlled trial with repeated measures. We will recruit 38 adult (=18 years) patients
diagnosed with either primary or secondary glioblastoma who are scheduled to receive standard radiation and concurrent and
adjuvant temozolomide chemotherapy postsurgical debulking and received any dose of DEX through the neurooncology clinic
and the Nova Scotia Health Cancer Center. Patients will be randomly allocated to a standard of care waitlist control group or
standard of care + circuit-based resistance training exercise group. The exercise group will receive a 12-week individualized,
group and home-based exercise program. The control group will be advised to maintain an active lifestyle. The primary outcome,
muscle myopathy (functional fitness), will be assessed using the Short Physical Performance Battery and hand grip strength.
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Secondary outcome measures will include body composition, cardiorespiratory fitness, physical activity, QOL, fatigue, and
cognitive function. All measures will be assessed pre- and postintervention. Participant accrual, exercise adherence, and safety
will be assessed throughout the study.

Results. This study has been funded by the Canadian Cancer Society Atlantic Cancer Research Grant and the J.D. Irving
Limited—Excellence in Cancer Research Fund (grant number 707182). The protocol was approved by the Nova Scotia Health
and Acadia University’s Research Ethics Boards. Enrollment is anticipated to begin in March 2022.

Conclusions: Thisstudy will inform how individualized circuit-based resistance training may improve functional independence

and overall QOL of glioblastoma patients.
Trial Registration:
International Registered Report Identifier (IRRID):

(JMIR Res Protoc 2022;11(5):€37709) doi: 10.2196/37709

Clinical Trails.gov NCT05116137; https://www.clinicaltrials.gov/ct2/show/NCT05116137
DERR1-10.2196/37709
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Introduction

Background

Glioblastoma is the most common primary malignant brain
tumor in adults [1]. With amedian age at diagnosis of 64 years
and an incidence rate of approximately 4 per 100,000 peoplein
Canada[2] (4.53/100,000 in Atlantic Canada), glioblastomais
an aggressive tumor with an unfavorable prognosis, making it
a significant public health issue [3]. Despite advances in
surgical, radiotherapy, and chemotherapeutic approaches, the
median survival remainsdiscouraging, ranging from 14 months
to 22 months[4].

Glioblastoma, a highly vascular tumor, is known to cause
vasogenic brain edema and mass effect, which can worsen
underlying neurologic deficits [5,6]. The administration of
steroids, most commonly dexamethasone (DEX), is a
well-established standard of carein the treatment of vasogenic
edemaand increased intracranial pressure associated with central
nervous system tumors [7]. Steroids are often started in the
preoperative setting and continued for varying lengths of time
depending on the degree of surgical debulking and response to
subsequent treatment. In clinical trials, between 40% and 70%
of patients require steroids at the start of radiochemotherapy
[8,9]. Although DEX has become the mainstay in the
management of tumor-related edema, high dosesand long-term
use can result in a multitude of harmful side effects, including
but not limited to myopathy (muscle weakness) [10,11].

About 10% of glioblastoma patients will develop clinically
significant steroid-induced myopathy after just 2 weeks of
high-dose therapy [12]. With long-term steroid use, as many as
50% to 60% of patients will suffer from myopathy [13]. This
risk is further compounded by the age of the patient, as older
adultsare at higher risk of myopathy given their lower baseline
muscle mass [10,13,14]. In conjunction with fatigue and
inactivity [13,14], steroid-induced myopathy results in
progressive muscle weakness and functional decline. This can
cause balance problems, increase therisk of fallsand fractures,
and make it more difficult to rise from a chair and climb stairs.
These changes can result in aloss of independence and areduced
quality of life (QOL) [7,14].

https://www.researchprotocol s.org/2022/5/€37709

In addition to the neurologic and functional deficits caused by
the tumor, patients experience an array of complex symptoms
including cognitive difficulties, sleep disturbance, seizures,
emotional distress, and fatigue[15]. Tumor location, treatment,
and supportive medications all contribute to these troubling
symptoms, which affect QOL . Although glioblastomaprognosis
has been associated with numerous clinical factors (eg, patient
age, extent of maximal safe resection), functional impairment
has been consistently shown to be a significant predictor of
greater symptom burden [16,17] and survival [4,14,18,19]. As
anincurable disease, it isimportant to consider factors such as
symptom management, maintaining functional independence,
and preserving or improving QOL [14,20]. Of note, the ability
to walk and perform physical tasks was noted as one of 3 top
priorities for brain tumor patients [7].

Exercise and Cancer

A growing body of evidence demonstrates that exercise is
associated with improved symptom management, physical and
mental well-being, QOL, and survival [21-23]. As with any
exerciseintervention, adverse events can and do occur; however,
safety studies have demonstrated that tailored exercise
interventions (adapted to disease, treatment, and patient
characteristics) are safe both during and post cancer treatment
[21,22] The strength of the evidence has|ed to the devel opment
of cancer-specific exercise guidelines advising that all cancer
patients should avoid inactivity [23,24]. Notwithstanding, the
bulk of the existing literature is limited to the most common
cancers and in patients with early-stage disease [23].

Glioblastoma patients are a heterogenous group with complex
health care needs, and exerciseinterventions are often assumed
unfeasible or even contraindicated. As such, glioblastoma
patients are underrepresented in the exercise oncology literature
[25]. Notwithstanding, animal studies have shown that exercise
in mice with glioblastoma can delay motor dysfunction. In
humanswith brain cancer, preliminary data suggest that exercise
is safe, feasible, and likely beneficia. Specificaly,
improvementsin symptom severity, body composition, activity
levels, aerobic capacity, neurocognitive functioning, headaches,
mental health, and QOL have been reported [26,27]. Clinically
meaningful changes have also been reported for lower body
strength, balance, fatigue, and sleep following exercise[26,27].
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A study by Ruden and colleagues [28] found that exercise in
adults with recurrent glioma was an independent predictor of
survival.

Resistance Exercise

Even with the high incidence of steroid-induced myopathy in
glioblastoma patients, few studies have explored the impact of
resistance-based exercise on functiona satus and
patient-reported outcomes in this population. Notwithstanding,
thereisagrowing body of evidence that resistance training can
mitigate or prevent progressive | oss of muscle massand strength
(ie, steroid-induced myopathy or secondary sarcopenia). Inthis
proposal, sarcopenia and myopathy are used interchangeably.
Sarcopenia denotes a syndrome characterized by a progressive
loss of muscle mass and strength, leading to physical
dysfunction, reduced QOL, and risk of death. For glioblastoma
patients, sarcopeniacan be attributed to both high and prolonged
steroid use, reduced activity dueto fatigue, deconditioning and
functional loss, and advancing age [10,13,14].

Despitethe clinical importance of sarcopenia, the management
of this disease remains challenging [29]. In general, resistance
training isconsidered afirst-line treatment to manage sarcopenia
[29,30]. Progressive resistance training using low-to-moderate
intensity, wei ght-bearing exercises has been shown to improve
muscle mass, strength, and functional capacity [31-33].
Resistance training has also been shown to improve gait speed
and balance and reduce the risk of fals in the elderly [34].
Similarly, resistance training has been demonstrated to be an
important element in reversing sarcopenia in cancer patients.
For example, resi stance training has been shown to reduce body
fat and improve muscle mass, strength, functional ability, and
QOL in prostate cancer survivors[35-37]. Similarly, resistance
training in breast cancer survivors receiving adjuvant
chemotherapy has been shown to reverse sarcopenia [38].
Although resistance training has been suggested to be the most
important element in managing sarcopenia, others have noted
that the additive effects of a combined aerobic and resistance
training exercise lead to the greatest improvementsin physical
functioning [39,40].

We found 3 studies that explored the role of exercise in brain
tumor patients; 2 with stable grade I1-111 gliomas demonstrated
that a home-based, remotely supervised exercise program can
improve cardiorespiratory fitnessand cognitive function [41,42].
Capozzi et al [43] reported that a once-aweek supervised
session of combined aerobic and resistance training exercise
improved functional performance in grade I-111 brain tumor
patients. Despite the well-established benefits of both aerobic
exercise and resistance training, there remains a hesitancy to
prescribe any form of exercise in certain cancer populations,
including those with glioblastoma. The concern regarding
exercise prescription for glioblastomais likely the result of the
neurological deficits associated with the cancer as well as the
lack of clinical trials examining the benefit of exercise in this
population [44]. Although safety and feasibility of resistance
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training have not been widely studied in a glioblastoma
population, 3 case studies found that resistance training is safe
and feasible for those with glioblastoma[45-47]. Most recently,
Halkett et al [48] piloted a tailored exercise intervention for
glioblastoma patients scheduled to receive radiation and
chemotherapy. Patients participated in a 1-hour combined
aerobic-resistance training sessions 3 times a week over the
course of 7 weeks of chemotherapy. Sessions were supervised
by an exercise physiologist and delivered at the treating hospital.
At the conclusion of thetrial, patientsidentified both challenges
(ie, managing symptoms, juggling exercise and treatment,
difficulties engaging with the program) and benefits (ie,
personalized program, improvements in physica and
psychological health, regaining a sense of control, interacting
with people) associated with participation [48]. In brief, these
studies show that glioblastoma patients are willing and able to
safely engage in supervised exercise and, in doing so, show
improvements in functional performance and QOL. Although
promising, these studies are limited to small sample sizes
(n=1-19) and nonrandomized designs. The primary purpose of
this study will be to examine the impact of a tailored,
circuit-based resistance training program on functional fitness
for glioblastoma patients on active treatment. Secondary
outcomes will include safety, exercise adherence, body
composition, cardiopulmonary function, activity levels, general
health, fatigue, cognitive functioning, and QOL.

Methods

Ethics Approval and Trial Registration

Ethics approval has been obtained from the research ethics
boards at Nova Scotia Health (ROMEO REB File humber
1027521) and Acadia University (REB File number 22-03).

Study Design and Procedures

This manuscript has been written in accordance with the
Standard Protocol Itemsfor Randomized Trials (SPIRIT) 2013
guidelines [49]. Thisis a 2-armed, randomized controlled trial
with repeated measures. Eligible participants will be referred
to our exercise lab located at the Nova Scotia Cancer Center,
Halifax, Nova Scotia, Canada. Here, they will provideinformed
consent, complete a baseline survey, and undergo a
comprehensive functional fitness assessment conducted by a
clinica exercise physiologist (CEP). Following baseline
assessments, participants will be randomized 1:1 to either the
12-week exerciseintervention (EX) or standard of care, waitlist
control group (CON). Block randomization in groups of 4 will
be used to ensure an equal balance of participantsin each group
throughout the study period. The allocation sequence will be
concealed from the project coordinator who will be involved
in assigning patients to groups. Given the nature of the
exercise-based intervention, it not possibleto blind participants
or the CEPs to group allocation. All participants will return to
the exercise lab at the end of the 12-week study to complete a
final assessment (Figure 1).
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Figure 1. Participant flow.
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Participants

We will seek to recruit 38 adult (=18 years) patients diagnosed
with either primary or secondary glioblastoma who are
scheduled to receive standard radiation (>65 yearsold, 3 weeks;
<65 years old, 6 weeks) and concurrent and adjuvant
temozol omide chemotherapy postsurgical debulking or biopsy.
Patients will be recruited through the neurooncology clinic at
the Nova Scotia Health Cancer Center. Participants will be

https://www.researchprotocol s.org/2022/5/€37709
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Waitlist Optional 12-Week
Exercise Intervention

screened by MVM and deemed eligible based on the following
criteria: (1) histologically confirmed diagnosis of either primary
or secondary glioblastoma, (2) received any dose of DEX, (3)
Karnofsky Performance Status (KPS) >70, (4) English fluency,
(5) physician approval, and (6) willingnessto travel to Halifax
to participate. Exclusion criteria include (1) unstable or
symptomatic cardiac or pulmonary disease, injury, or comorbid
disease that precludes ability to safely exercise; (2) significant
cognitive limitations or lacking sufficient mental capacity to
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give consent (eg, mental health conditions such as schizophrenia,
dementia, and brain injury); and (3) uncontrolled seizures
associated with impaired awareness. Capacity to provide consent
will be assessed through averification of comprehension through
several embedded questions in the informed consent. These
questions will ascertain a patient’s ability to understand what
is being asked of them as a potential research participant.

Standard of Care

Standard treatment for glioblastoma after biopsy or surgical
debulking involves a combination of daily oral temozolomide
chemotherapy given with daily radiation (5 days/week) for 3
weeks to 6 weeks for afinal radiation dose of 40-60 Gy given
in 15-30 fractions, respectively. Generally, patients <65 years
old receive 6 weeks of radiation with daily temozolomide. Due
to poor tolerance of this high dose, patients >65 years old, or
those with aggressively growing tumors, receive the same
general regime but for 3 weeks. For those between the ages of
65 yearsand 70 years, 3 weeksor 6 weeks of radiation ischosen
based on underlying fitness. Radiation can only be given at the
cancer center, so patients attend appointments in person each
day. It is during this time that patients may have their steroid
dose increased to control the edema associated with radiation.
Onceradiation iscompleted, thereisa 1-month recovery period,
during which there is further adjustment of steroid dose, as
needed. Stable patientswill continue temozolomide on itsown,
where it istaken for 5 days a month for 6 months. Throughout
this time, patients are examined monthly and monitored every
2 months with magnetic resonanceimaging (MRI) of the brain
to assess tumor response and guide requirements for further
steroid adjustment.

All study patients will receive standard of care treatment.
Participants allocated to the CON group will be advised to
maintain an active lifestyle but will not receive any formal
exercise prescription. CON participants will be given the
opportunity to participate in the same intervention following
the 12-week control period.

Intervention and Study Setting

Following baseline assessments, participants allocated to the
EX group will meet with a CEP at our hospital-based exercise

Figure 2. Introductory resistance-based exercise circuit (whole body).
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lab. Here, participants will receive an individually tailored,
circuit-based resistance training program. Circuit-based
resistance training is a common training method used to foster
aerobic fitness, muscular endurance, and strength, as well as
neuromuscular adaptations in 1 workout. Circuit-based
resistance training is comprised of several sets of different
exercises with little rest in between each set [50]. EX
participants will be asked to return to the lab for 3 to 4
supervised sessions per week for 12 weeks. Sessions will be
designed to coincide with standard of care visits to reduce
participant burden.

Participants will begin with a light-to-moderate-intensity (3-6
on the 10-point Borg Scale), systematically progressed,
circuit-based resistance training program for 20 minutes to 30
minutes per session. Each sessionwill consist of 3 circuits. Each
circuit will involve 3 sets of 3 different exercises (20-second
intervals for a total of 1 minute per set; short rest between
exerciseswill be provided as needed). Each set will befollowed
by a1-minute break. Figures 2 and 3 describe asampletraining
program and progression. Following thefirst 3 weeksto 6 weeks
of supervised exercise sessions (coinciding with treatment
protocol), participants allocated to the EX group will be asked
to attend a minimum of 1 in-person session per week for the
remaining 6 weeks to 9 weeks of the 12-week program. To
reduce participant burden, participantswill be offered the option
of completing the remaining 2 to 3 weekly exercise sessions at
home (supported virtually as needed or preferred). For those
living in the Western zone, following the first 3 weeks to 6
weeks of the program, delivered at our hospital-based exercise
lab, in-person programming will also be offered at our partner
site in Wolfville, Nova Scotia (Acadia University) under the
supervision of a CEP. Participants will have the option of
completing more than one or all weekly exercise sessions in
person at either site. Initial exercise prescriptions will be
developed and modified as needed by a CEPin accordance with
the participant’s health and fitness status. Physician referral,
individually tailored, and short, lighter intensity resistance
training ons have been designed to foster program adoption
and adherence [51].

Day 1
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20 second on 10s off (as 20 second on 10s off, (as 20 second on 10s off (as
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Al Lower Al Lower Al. Lower
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Figure 3. Intermediate and advanced resistance-based exercise circuit.
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M easures

Sociodemographic Characteristics

Sociodemographic characteristicswill include age, sex, gender,
level of education, ethnicity, annual household income, and
employment status.

Medical History and Performance Status

Medical information will include surgical date and procedure
(biopsy/resection), tumor characteristics, treatments received,
neurological deficits, treatment-related side effects using the
International  Common Toxicity Criteria Adverse Event
(CTCAE) [52], comorbidities, and prescription medications.
Performance status will be evaluated using the KPS [53],
assessed by MV M at thetime of study enrollment and following
the completion of the study.

The primary outcome measure is steroi d-induced myopathy as
determined by functional performance. Functional performance
will be assessed using the Short Physical Performance Battery
(SPPB) test [54,55] and handgrip strength [14]. The SPPB uses
tasks that mimic activities of daily living and examines 3 areas
of lower body function: gait speed, balance, and muscular
endurance. Grip strength will be evaluated using a handheld
dynamometer. Mean handgrip strength will be calculated from
atotal of 4 measurements (2 with the right hand and 2 with the
left hand) and recorded to the nearest 0.1 kg [56].

Secondary outcome measures will include body composition,
aerobic fitness, vital measurements (ie, resting blood pressure
and heart rate), physical activity, general health, QOL, fatigue,
and cognitive functioning. Participant accrual, attrition, program
adherence, reasonsfor missed sessions, and adverse eventswill
be documented. Body composition measures will include body

https://www.researchprotocol s.org/2022/5/€37709

mass index (kg/m?), arm circumference, waist circumference,
caf circumference[57,58], and muscle massand quaity. Muscle
density and intramuscul ar adipose tissue will be assessed using
whole-body MRI [59]. Flex processing will be used to construct
muscle, fat, and water images. All scansand imaging processing
will be performed using a 3T MRI and associated software at
Biotic Imaging for Life. Aerobic fitnesswill be measured using
the 6-minutewalk test (6MWT) [60]. The BMWT isan effective
measure of physical functioning in recurrent primary malignant
gliomas [61]. General health will be assessed using the
EQ-5D-5L [62,63]. The EQ-5D-5L isavalid, widely used tool
that measures patient health across 5 dimensions (mobility,
self-care, usual activities, pain/discomfort, and
anxiety/depression) [62,63]. QOL will be assessed using the
50-item Functional Assessment of Cancer Therapy-Brain
(FACT-Br), which provides scores for physical, functional,
emotional, and socia and family well-being as well as abrain
cancer—specific subscale [64]. Fatigue will be measured using
the 13-item Functional Assessment of Chronic Iliness
Therapy-Fatigue (FACIT-F) [65]. Both the FACT-Br and
FACIT-F have been extensively validated and are reliable and
widely used toolsin the oncology setting [65-67]. Self-reported
exercisewill be assessed using the Godin L eisure-Time Exercise
Questionnaire (GLTEQ) [68-70]. The GLTEQ is a
well-validated questionnaire that assesses the frequency and
duration of mild, moderate, and vigorous leisure-time exercise
participation [ 70]. Objective physical activity will be captured
through a wristworn Garmin activity tracker. Cognitive
functioning will be assessed using the Trail Making Test [71]
for executive function and the Hopkins Verbal Learning
Test-revised for memory [72-74].
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Sample Size

Sample sizeis based on ameaningful change (effect size 0.30)
in physical performance [75]. A sample of 24 (12 per group)
will allow us to detect differences as small as 0.3 pointsto 0.8
points on the SPPB with 80% power based on an a=.05 with
no sphericity correction. Although randomi zation should account
for variationsin sex, we will strive to enroll 38 participants (see
the Feasibility section) to explore this covariate.

Feasibility

Our medical oncologist (MVM) typically sees 45 to 50 new
glioblastoma patients each year, and roughly half of these
patients live outside of Halifax. To increase our reach, we have
partnered with JRF (Acadia University, Wolfville) to
accommodate patients within the Western zone who may not
be able or willing to travel to the main Halifax site. Anticipating
a 60%-65% accrual rate, a sample of 12 patientsto 13 patients
per year isdeemed feasible. Should participant accrual be more
challenging than anticipated, we will open recruitment to grade
[11 gliomas.

Statistical Analyses

Descriptive statistics will be used to describe the population,
accrual, program adherence, and safety. Study outcome
measures will be assessed pre- and postintervention and will be
analyzed using an intention-to-treat approach. A multiple
imputation model will be used to account for any missing data.
All participantswill then be entered into amixed effects model
with participant group assignment at randomization and time
point (pre- and posttest) as fixed factors and participant entered
as arandom factor. Due to feasibility in recruiting participants
intheallotted time, the study will not befully powered to detect
sex-based differences; however, effect sizes associated with the
intervention will be calculated and presented for each sex.

Results

This study brings together a multidisciplinary team with
extensive expertise in research and clinical practice within the
fieldsof exerciseoncology (MRK, SAG); exercise measurement,
evaluation, and prescription (MRK, SAG, JRF); exercise
physiology (SAG, JRF); behavioral medicine (MRK, CB);
medical oncology (MVM); neurosurgery (ACW); research
methods and statistics (HFN, CB); clinical trials (all authors);
and knowledge trandation (all authors). The study team has
previousdly collaborated on research projectsincluding 2 ongoing
exercise trids for cancer survivors (Activating Cancer
Communities through an Exercise Strategy for Survivors [76],
and EXercise for Cancer to Enhance Living well [77]). This
study has been funded by the Canadian Cancer Society Atlantic
Cancer Research Grant and the J.D. Irving, Limited-Excellence
in Cancer Research Fund (grant number 707182). Asof March
16, 2022, 1 patient had been enrolled.
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Discussion

Overview

Glioblastoma is a devastating diagnosis with a high mortality
rate and rapid loss of function and independence; thus, it is
imperative to consider factors such as symptom management,
maintaining functional independence, and preserving or
improving QOL for the duration of the patients' lives. Physical
exercise has been well-established to improve functional
capacity and QOL in the cancer population. However, few
studies have eval uated the efficacy of exercise in mitigating the
debilitating physical and functional deficits experienced by
glioblastoma patients.  Specifically, given the high
symptom burden and lack of clinical trials examining the
efficacy of exercisein this population, there remainsahesitancy
to prescribe any form of exercise. Although the safety and
feasibility of exercise for glioblastoma patients have not been
widely studied, emerging evidence suggests that brain cancer
patients are interested and able to safely engage in physical
exercise. Employing a much-needed randomized design, this
study will examine the impact of a tailored, circuit-based
resistance training program on functional fitness for
glioblastoma patients on active treatment. It is anticipated that
this study will demonstrate that resistance training not only is
sofe and feasible for those with glioblastoma but aso
significantly improves functiona status by protecting against
steroid-induced myopathy, thereby hel ping glioblastoma patients
maintain their independence, which could lead to marked
improvementsin QOL.

Dissemination Plan

The proposed work is supported by a multidisciplinary team
with the expertise, experience, and infrastructure to ensure the
successful implementation of the study. Building on over 13
years of exercise programming for cancer patientsand survivors
in Nova Scotia, and with the support of the Nova Scotia Health
Cancer Care Program, we have built astrong provincial outreach
and patient engagement strategy that has provided the necessary
foundation for province-wideimplementation and dissemination.

Our knowledge translation plan will be directed by 2 main
objectives: (1) to raise awareness and understanding of the
benefits of physical activity or exercisefor glioblastoma patients
and their families and (2) to advance the field of study. To
address our first objective, following the conclusion of the study,
we will create and promote a webinar to share lessons learned
with glioblastoma patients and their families. We will also
summarize the study findings in a lay document that will be
posted on our website [78]. To address objective 2, we will
publish our findings in peer-reviewed publications and will
present our findings at local, national, and international
conferences.

Conclusions

In brief, thisstudy will play acritical rolein better understanding
how physical exercise can foster an optimal level of function,
independence, and QOL in glioblastoma patients.

JMIR Res Protoc 2022 | vol. 11 | iss. 5| €37709 | p. 7
(page number not for citation purposes)


http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Keatset a

Acknowledgments

This study is funded by Canadian Cancer Society Atlantic Cancer Research Grant and the J.D. Irving, Limited — Excellencein
Cancer Research Fund (grant number 707182). The funding organization was not involved in the study design, nor will they be
involved in the collection, analysis, interpretation of data, or in writing any resultant manuscripts.

Authors Contributions

All authors provided substantial contributionsto the study protocol. MRK wrote the first draft of the manuscript. CB, JRF, HFN,
SAG, MVM, and ACW read, edited, and approved the final manuscript.

Conflictsof Interest

JRF is the Chair of Exercise is Medicine Canada and a shareholder in JackHabbit Inc. The authors have no other conflicts to
declare.

Multimedia Appendix 1

Grant agency peer review - reviewer 1.
[PDE File (Adabe PDF File), 4 KB-Multimedia Appendix 1]

Multimedia Appendix 2

Grant agency peer review - reviewer 2.
[PDF File (Adobe PDF File), 4 KB-Multimedia Appendix 2]

Multimedia Appendix 3

Grant agency peer review - reviewer 3.
[PDE File (Adobe PDF File), 2 KB-Multimedia Appendix 3]

References

1.  Ostrom Q, Patil N, Cioffi G, Waite K, Kruchko C, Barnholtz-Sloan J. CBTRUS statistical report: primary brain and other
central nervous system tumors diagnosed in the United States in 2013-2017. Neuro Oncol 2020 Oct 30;22(12 Suppl
2):iv1-iv96 [FREE Full text] [doi: 10.1093/neuonc/noaa200] [Medline: 33123732]

2. SmithT, YuanY, Walker EV, Davis FG. Brain Tumour Registry of Canada (BTRC) Incidence Report 2010-2015. Brain
Tumour Registry of Canada (BTRC). 2019. URL.: https.//braintumourregistry.ca/incidence-report [accessed 2022-04-10]

3. Hanif F, Muzaffar K, Perveen K, Mahi S, Simjee S. Glioblastomamultiforme: areview of itsepidemiology and pathogenesis
through clinical presentation and treatment. Asian Pac J Cancer Prev 2017 Jan 01;18(1):3-9 [FREE Full text] [doi:
10.22034/APJCP.2017.18.1.3] [Medline: 28239999]

4.  SharmaA, Graber JJ. Overview of prognostic factorsin adult gliomas. Ann Palliat Med 2021 Jan;10(1):863-874 [FREE
Full text] [doi: 10.21037/apm-20-640] [Medline: 32787379]

5. RyanR,Boocth S, Price S. Corticosteroid-use in primary and secondary brain tumour patients. areview. JNeurooncol 2012
Feb 5;106(3):449-459. [doi: 10.1007/s11060-011-0713-3] [Medline: 21971734]

6.  Silbergeld DL, Rostomily RC, Alvord EC. The cause of death in patientswith glioblastomais multifactorial: Clinical factors
and autopsy findingsin 117 cases of supratentoria glioblastomain adults. J Neuro-Oncol 1991 Apr;10(2):179-185. [doi:
10.1007/bf00146880] [Medline: 1654403]

7.  Arvold N, Armstrong T, Warren K, Chang SM, DeAngelis LM, Blakeley J, et al. Corticosteroid use endpointsin
neuro-oncology: Response Assessment in Neuro-Oncology Working Group. Neuro Oncol 2018 Jun 18;20(7):897-906
[FREE Full text] [doi: 10.1093/neuonc/noy056] [Medline: 29788429]

8.  Stupp R, Mason W, van den Bent MJ, Weller M, Fisher B, Taphoorn MJB, European Organisation for Research and
Treatment of Cancer Brain Tumor and Radiotherapy Groups, National Cancer Institute of Canada Clinical Trials Group.
Radiotherapy plus concomitant and adjuvant temozolomidefor glioblastoma. N Engl JMed 2005 Mar 10;352(10):987-996.
[doi: 10.1056/NEJM 0a043330] [Medline: 15758009]

9.  Chinot OL, Wick W, Mason W, Henriksson R, Saran F, Nishikawa R, et al. Bevacizumab plus radiotherapy-temozolomide
for newly diagnosed glioblastoma. N Engl J Med 2014 Feb 20;370(8):709-722. [doi: 10.1056/nejmoal308345] [Medline:
24552318]

10. Kostaras X, Cusano F, Kline G, RoaW, Easaw J. Use of dexamethasone in patients with high-grade glioma: a clinical
practice guideline. Curr Oncol 2014 Jun 01;21(3):e493-e503 [ FREE Full text] [doi: 10.3747/c0.21.1769] [Medline: 24940109]

11. Wen PY, Schiff D, Kesari S, Drappatz J, Gigas DC, Doherty L. Medical management of patients with brain tumors. J
Neurooncol 2006 Dec 29;80(3):313-332. [doi: 10.1007/s11060-006-9193-2] [Medline: 16807780]

https://www.researchprotocols.org/2022/5/e37709 JMIR Res Protoc 2022 | vol. 11 | iss. 5| €37709 | p. 8
(page number not for citation purposes)

RenderX


https://jmir.org/api/download?alt_name=resprot_v11i5e37709_app1.pdf&filename=fa1d54ce9265b47f9c93135c53e7efc7.pdf
https://jmir.org/api/download?alt_name=resprot_v11i5e37709_app1.pdf&filename=fa1d54ce9265b47f9c93135c53e7efc7.pdf
https://jmir.org/api/download?alt_name=resprot_v11i5e37709_app2.pdf&filename=d45d39c29a79d4153b036250fa596656.pdf
https://jmir.org/api/download?alt_name=resprot_v11i5e37709_app2.pdf&filename=d45d39c29a79d4153b036250fa596656.pdf
https://jmir.org/api/download?alt_name=resprot_v11i5e37709_app3.pdf&filename=d1e0497fc16f153e9ac9a6123d9f9361.pdf
https://jmir.org/api/download?alt_name=resprot_v11i5e37709_app3.pdf&filename=d1e0497fc16f153e9ac9a6123d9f9361.pdf
http://europepmc.org/abstract/MED/33123732
http://dx.doi.org/10.1093/neuonc/noaa200
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=33123732&dopt=Abstract
https://braintumourregistry.ca/incidence-report
http://journal.waocp.org/?sid=Entrez:PubMed&id=pmid:28239999&key=2017.18.1.3
http://dx.doi.org/10.22034/APJCP.2017.18.1.3
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28239999&dopt=Abstract
https://doi.org/10.21037/apm-20-640
https://doi.org/10.21037/apm-20-640
http://dx.doi.org/10.21037/apm-20-640
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=32787379&dopt=Abstract
http://dx.doi.org/10.1007/s11060-011-0713-3
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21971734&dopt=Abstract
http://dx.doi.org/10.1007/bf00146880
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=1654403&dopt=Abstract
http://europepmc.org/abstract/MED/29788429
http://dx.doi.org/10.1093/neuonc/noy056
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29788429&dopt=Abstract
http://dx.doi.org/10.1056/NEJMoa043330
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=15758009&dopt=Abstract
http://dx.doi.org/10.1056/nejmoa1308345
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24552318&dopt=Abstract
https://www.mdpi.com/resolver?pii=conc-21-e493
http://dx.doi.org/10.3747/co.21.1769
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24940109&dopt=Abstract
http://dx.doi.org/10.1007/s11060-006-9193-2
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=16807780&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Keatset a

12.

13.
14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

25.

26.

27.

28.

29.

30.

31.

32.

33.

Dropcho EJ, Soong S. Steroid-induced weakness in patients with primary brain tumors. Neurology 1991 Aug
01;41(8):1235-1239. [doi: 10.1212/wnl.41.8.1235] [Medline: 1866012]

Surmachevska N, Tiwari V. Corticosteroid Induced Myopathy. Treasure Island, FL: StatPearls Publishing; 2021.
Williams GR, Dunne RF, Giri S, Shachar SS, Caan BJ. Sarcopeniain the older adult with cancer. JCO 2021 Jul
01;39(19):2068-2078. [doi: 10.1200/jco.21.00102] [Medline: 34043430]

Amidei C. Symptom-based interventionsto promote quality survivorship. Neuro Oncol 2018 Nov 09;20(suppl_7):vii27-vii39
[FREE Full text] [doi: 10.1093/neuonc/noy100] [Medline: 29905840]

Armstrong TS, Vera-Bolanos E, Acquaye AA, Gilbert MR, Ladha H, Mendoza T. The symptom burden of primary brain
tumors: evidence for acore set of tumor- and treatment-rel ated symptoms. Neuro Oncol 2016 Feb 19;18(2):252-260 [FREE
Full text] [doi: 10.1093/neuonc/nov166] [Medline: 26289592]

| Jzerman-Korevaar M, Snijders TJ, de Graeff A, Teunissen SCCM, de Vos FY F. Prevalence of symptomsin gliomapatients
throughout the disease trgjectory: a systematic review. J Neurooncol 2018 Dec 30;140(3):485-496 [FREE Full text] [doi:
10.1007/s11060-018-03015-9] [Medline: 30377935]

Stark AM, van de Bergh J, Hedderich J, Mehdorn HM, Nabavi A. Glioblastoma: clinical characteristics, prognostic factors
and survival in 492 patients. Clin Neurol Neurosurg 2012 Sep;114(7):840-845. [doi: 10.1016/j.clineuro.2012.01.026]
[Medline: 22377333]

Liang J, Lv X, LuC, Ye X, Chen X, Fu J, et a. Prognostic factors of patients with gliomas - an analysis on 335 patients
with glioblastoma and other forms of gliomas. BMC Cancer 2020 Jan 15;20(1):35 [FREE Full text] [doi:
10.1186/s12885-019-6511-6] [Medline: 31941467]

Fernandes C, Costa A, Osério L, Lago RC, Linhares P, Carvalho B, et a. Current Standards of Care in Glioblastoma
Therapy. In: De Vleeschouwer S, editor. Glioblastoma. Brisbane, Australia: Codon Publications; 2017.

Segdl R, Zwaal C, Green E, Tomasone JR, Loblaw A, Petrella T, Exercise for People with Cancer Guideline Devel opment
Group. Exercise for people with cancer: asystematic review. Curr Oncol 2017 Aug;24(4):e290-e315 [FREE Full text] [doi:
10.3747/c0.24.3619] [Medline: 28874900]

Ferioli M, Zauli G, Martelli AM, Vitale M, McCubrey JA, Ultimo S, et al. Impact of physical exercisein cancer survivors
during and after antineoplastic treatments. Oncotarget 2018 Mar 02;9(17):14005-14034 [FREE Full text] [doi:
10.18632/oncotarget.24456] [Medline: 29568412]

Campbell KL, Winters-Stone KM, Wiskemann J, May AM, Schwartz AL, CourneyaKS, et al. Exercise Guidelines for
Cancer Survivors: Consensus Statement from International Multidisciplinary Roundtable. Med Sci Sports Exerc 2019
Nov;51(11):2375-2390 [FREE Full text] [doi: 10.1249/M SS.0000000000002116] [Medline: 31626055]

Schmitz KH, Courneya KS, Matthews C, Demark-Wahnefried W, Galvdo DA, Pinto BM, American College of Sports
Medicine. American College of Sports Medicine roundtable on exercise guidelines for cancer survivors. Med Sci Sports
Exerc 2010 Jul;42(7):1409-1426. [doi: 10.1249/M SS.0b013e3181e0c112] [Medline: 20559064]

Sandler CX, Toohey K, Jones TL, Hayes SC, Spence RR. Supporting those with the most to gain: the potential of exercise
in oncology. Semin Oncol Nurs 2020 Oct;36(5):151074. [doi: 10.1016/j.soncn.2020.151074] [Medline: 33012611]
Travers S, Litofsky NS. Daily lifestyle modifications to improve quality of life and survival in glioblastoma: areview.
Brain Sci 2021 Apr 23;11(5):533 [FREE Full text] [doi: 10.3390/brainsci 11050533] [Medline: 33922443]

Sandler CX, Matsuyama M, Jones TL, Bashford J, Langbecker D, Hayes SC. Physical activity and exercisein adults
diagnosed with primary brain cancer: a systematic review. J Neurooncol 2021 May 28;153(1):1-14 [FREE Full text] [doi:
10.1007/s11060-021-03745-3] [Medline: 33907968]

Ruden E, Reardon DA, Coan AD, Herndon JE, Hornsby WE, West M, et a. Exercise behavior, functional capacity, and
survival in adults with malignant recurrent glioma. JCO 2011 Jul 20;29(21):2918-2923. [doi: 10.1200/jc0.2011.34.9852]
[Medline: 21690470]

Yoshimura Y, Wakabayashi H, Yamada M, Kim H, Harada A, Arai H. Interventions for treating sarcopenia: a systematic
review and meta-analysis of randomized controlled studies. JAm Med Dir Assoc 2017 Jun 01;18(6):553.e1-553.e16. [doi:
10.1016/j.jamda.2017.03.019] [Medline: 28549707]

Dent E, Morley JE, Cruz-Jentoft AJ, Arai H, Kritchevsky SB, Guralnik J, et al. International Clinical Practice Guidelines
for Sarcopenia (ICFSR): screening, diagnosis and management. J Nutr Health Aging 2018 Nov 22;22(10):1148-1161. [doi:
10.1007/s12603-018-1139-9] [Medline: 30498820]

PiastraG, Perasso L, Lucarini S, Monacelli F, Bisio A, Ferrando V, et a. Effects of two types of 9-month adapted physical
activity program on muscle mass, muscle strength, and balance in moderate sarcopenic older women. Biomed Res Int 2018
Oct 18;2018:5095673-5095610 [FREE Full text] [doi: 10.1155/2018/5095673] [Medline: 30420965]

Fritzen AM, Thaggersen FD, Qadri KAN, Krag T, Sveen M, Vissing J, et a. Preserved capacity for adaptations in strength
and muscle regulatory factorsin elderly in response to resistance exercise training and deconditioning. J Clin Med 2020
Jul 10;9(7):2188 [FREE Full text] [doi: 10.3390/jcm9072188] [Medline: 32664402]

Martin Del Campo Cervantes J, Habacuc Macias Cervantes M, Monroy Torres R. Effect of aresistance training program
on sarcopeniaand functionality of the older adultsliving in anursing home. JNutr Health Aging 2019 Sep 27;23(9):829-836.
[doi: 10.1007/s12603-019-1261-3] [Medline: 31641732]

https://www.researchprotocols.org/2022/5/e37709 JMIR Res Protoc 2022 | vol. 11 | iss. 5| €37709 | p. 9

(page number not for citation purposes)


http://dx.doi.org/10.1212/wnl.41.8.1235
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=1866012&dopt=Abstract
http://dx.doi.org/10.1200/jco.21.00102
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=34043430&dopt=Abstract
http://europepmc.org/abstract/MED/29905840
http://dx.doi.org/10.1093/neuonc/noy100
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29905840&dopt=Abstract
http://europepmc.org/abstract/MED/26289592
http://europepmc.org/abstract/MED/26289592
http://dx.doi.org/10.1093/neuonc/nov166
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26289592&dopt=Abstract
http://europepmc.org/abstract/MED/30377935
http://dx.doi.org/10.1007/s11060-018-03015-9
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30377935&dopt=Abstract
http://dx.doi.org/10.1016/j.clineuro.2012.01.026
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=22377333&dopt=Abstract
https://bmccancer.biomedcentral.com/articles/10.1186/s12885-019-6511-6
http://dx.doi.org/10.1186/s12885-019-6511-6
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=31941467&dopt=Abstract
https://www.mdpi.com/resolver?pii=conc-24-e290
http://dx.doi.org/10.3747/co.24.3619
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28874900&dopt=Abstract
https://www.oncotarget.com/lookup/doi/10.18632/oncotarget.24456
http://dx.doi.org/10.18632/oncotarget.24456
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29568412&dopt=Abstract
http://europepmc.org/abstract/MED/31626055
http://dx.doi.org/10.1249/MSS.0000000000002116
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=31626055&dopt=Abstract
http://dx.doi.org/10.1249/MSS.0b013e3181e0c112
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=20559064&dopt=Abstract
http://dx.doi.org/10.1016/j.soncn.2020.151074
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=33012611&dopt=Abstract
https://www.mdpi.com/resolver?pii=brainsci11050533
http://dx.doi.org/10.3390/brainsci11050533
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=33922443&dopt=Abstract
http://europepmc.org/abstract/MED/33907968
http://dx.doi.org/10.1007/s11060-021-03745-3
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=33907968&dopt=Abstract
http://dx.doi.org/10.1200/jco.2011.34.9852
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21690470&dopt=Abstract
http://dx.doi.org/10.1016/j.jamda.2017.03.019
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28549707&dopt=Abstract
http://dx.doi.org/10.1007/s12603-018-1139-9
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30498820&dopt=Abstract
https://doi.org/10.1155/2018/5095673
http://dx.doi.org/10.1155/2018/5095673
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30420965&dopt=Abstract
https://www.mdpi.com/resolver?pii=jcm9072188
http://dx.doi.org/10.3390/jcm9072188
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=32664402&dopt=Abstract
http://dx.doi.org/10.1007/s12603-019-1261-3
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=31641732&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Keatset a

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

45,

46.

47.

48.

49,

50.

51.

52.

53.

Papa EV, Dong X, Hassan M. Resistance training for activity limitations in older adults with skeletal muscle function
deficits: a systematic review. CIA 2017 Jun;Volume 12:955-961. [doi: 10.2147/cia.s104674] [Medline: 28670114]
Galvdo DA, Taaffe DR, Spry N, Joseph D, Newton RU. Combined resistance and aerobic exercise program reverses muscle
lossin men undergoing androgen suppression therapy for prostate cancer without bone metastases: arandomized controlled
trial. JCO 2010 Jan 10;28(2):340-347. [doi: 10.1200/jc0.2009.23.2488] [Medline: 19949016]

Galvdo DA, Taaffe DR, Spry N, Newton RU. Exercise can prevent and even reverse adverse effects of androgen suppression
treatment in men with prostate cancer. Prostate Cancer Prostatic Dis 2007;10(4):340-346. [doi: 10.1038/g).pcan.4500975]
[Medline: 17486110]

Dawson JK, Dorff TB, Todd Schroeder E, Lane CJ, Gross ME, Dieli-Conwright CM. Impact of resistance training on body
composition and metabolic syndrome variabl es during androgen deprivation therapy for prostate cancer: apilot randomized
controlled trial. BMC Cancer 2018 Apr 03;18(1):368 [FREE Full text] [doi: 10.1186/s12885-018-4306-9] [Medline:
29614993]

Adams SC, Segal RJ, McKenzieDC, Vallerand JR, Morielli AR, Mackey JR, et al. Impact of resistance and aerobic exercise
on sarcopeniaand dynapeniain breast cancer patients receiving adjuvant chemotherapy: amulticenter randomized controlled
trial. Breast Cancer Res Treat 2016 Aug 9;158(3):497-507. [doi: 10.1007/s10549-016-3900-2] [Medline: 27394134]
Villareal DT, Aguirre L, Gurney AB, Waters DL, Sinacore DR, Colombo E, et a. Aerobic or resistance exercise, or both,
in dieting obese older adults. N Engl JMed 2017 May 18;376(20):1943-1955. [doi: 10.1056/nejmoal616338] [Medline:
28514618]

Seene T, Kaasik P. Role of exercise therapy in prevention of decline in aging muscle function: glucocorticoid myopathy
and unloading. J Aging Res 2012;2012:172492 [FREE Full text] [doi: 10.1155/2012/172492] [Medline: 22778959]
Gehring K, Kloek CJ, Aaronson NK, Janssen KW, Jones LW, Sitskoorn MM, et al. Feasibility of ahome-based exercise
intervention with remote guidance for patients with stable grade |1 and I11 gliomas: a pilot randomized controlled trial. Clin
Rehabil 2018 Mar 08;32(3):352-366 [FREE Full text] [doi: 10.1177/0269215517728326] [Medline: 28882061]

Gehring K, Stuiver M, Visser E, Kloek C, van den Bent M, Hanse M, et a. A pilot randomized controlled trial of exercise
toimprove cognitive performancein patientswith stable glioma: aproof of concept. Neuro Oncol 2020 Jan 11;22(1):103-115
[EREE Full text] [doi: 10.1093/neuonc/noz178] [Medline: 31755917]

Capozzi LC, Boldt KR, Easaw J, Bultz B, Culos-Reed SN. Evaluating a 12-week exercise program for brain cancer patients.
Psychooncology 2016 Mar 20;25(3):354-358. [doi: 10.1002/pon.3842] [Medline: 25994321]

Cormie P, Nowak AK, Chambers SK, Galvdo DA, Newton RU. The potential role of exercise in neuro-oncology. Front
Oncol 2015 Apr 08;5:85 [FREE Full text] [doi: 10.3389/fonc.2015.00085] [Medline: 25905043]

Troschel F, Brandt R, Wiewrodt R, Stummer W, Wiewrodt D. High-intensity physical exercise in a glioblastoma patient
under multimodal treatment. Med Sci Sports Exerc 2019 Dec;51(12):2429-2433. [doi: 10.1249/M SS.0000000000002067]
[Medline: 31730561]

Levin GT, Greenwood KM, Singh F, Tsoi D, Newton RU. Exercise improves physical function and mental health of brain
cancer survivors: two exploratory case studies. Integr Cancer Ther 2016 Jun 14;15(2):190-196 [FREE Full text] [doi:
10.1177/1534735415600068] [Medline: 26276806]

Hansen A, Sggaard K, Minet LR. Development of an exercise intervention as part of rehabilitation in a glioblastoma
multiforme survivor during irradiation treatment: a case report. Disabil Rehabil 2019 Jun 30;41(13):1608-1614. [doi:
10.1080/09638288.2018.1432707] [Medline: 29382243]

Halkett GKB, Cormie P, McGough S, Zopf EM, Galvdo DA, Newton RU, et al. Patients and carers perspectives of
participating in apilot tailored exercise program during chemoradiotherapy for high grade glioma: A qualitative study. Eur
J Cancer Care (Engl) 2021 Sep 20;30(5):€13453. [doi: 10.1111/ecc.13453] [Medline: 33877719]

Chan A, Tetzlaff IM, Altman DG, LaupacisA, Ggtzsche PC, Krleza-Jeri¢ K, et al. SPIRIT 2013 statement: defining standard
protocol items for clinical trials. Ann Intern Med 2013 Feb 05;158(3):200-207 [FREE Full text] [doi:
10.7326/0003-4819-158-3-201302050-00583] [Medline: 23295957]

Ramos-Campo DJ, Andreu Caravaca L, Martinez-Rodriguez A, Rubio-Arias J. Effects of resistance circuit-based training
on body composition, strength and cardiorespiratory fitness: a systematic review and meta-analysis. Biology (Basel) 2021
Apr 28;10(5):377 [FREE Full text] [doi: 10.3390/biology10050377] [Medline: 33924785]

Buch A, Kis O, Carmeli E, Keinan-Boker L, Berner Y, Barer Y, et a. Circuit resistance training is an effective meansto
enhance muscle strength in older and middle aged adults: A systematic review and meta-analysis. Ageing Res Rev 2017
Aug;37:16-27. [doi: 10.1016/j.arr.2017.04.003] [Medline: 28457933]

Common Terminology Criteriafor Adverse Events (CTCAE). National Cancer Insitute. 2020 Sep 21. URL: https://ctep.
cancer.gov/protocol Devel opment/electronic_applications/ctc.htm [accessed 2022-04-10]

Schag CC, Heinrich RL, Ganz PA. Karnofsky performance status revisited: reliability, validity, and guidelines. JCO 1984
Mar;2(3):187-193. [doi: 10.1200/jc0.1984.2.3.187] [Medline: 6699671]

Guranik JM, Simonsick EM, Ferrucci L, Glynn RJ, Berkman LF, Blazer DG, et al. A short physical performance battery
assessing lower extremity function: association with self-reported disability and prediction of mortality and nursing home
admission. J Gerontol 1994 Mar 01;49(2):M85-M94. [doi: 10.1093/geronj/49.2.m85] [Medline: 8126356]

https://www.researchprotocols.org/2022/5/e37709 JMIR Res Protoc 2022 | vol. 11 | iss. 5] €37709 | p. 10

(page number not for citation purposes)


http://dx.doi.org/10.2147/cia.s104674
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28670114&dopt=Abstract
http://dx.doi.org/10.1200/jco.2009.23.2488
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=19949016&dopt=Abstract
http://dx.doi.org/10.1038/sj.pcan.4500975
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=17486110&dopt=Abstract
https://bmccancer.biomedcentral.com/articles/10.1186/s12885-018-4306-9
http://dx.doi.org/10.1186/s12885-018-4306-9
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29614993&dopt=Abstract
http://dx.doi.org/10.1007/s10549-016-3900-2
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27394134&dopt=Abstract
http://dx.doi.org/10.1056/nejmoa1616338
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28514618&dopt=Abstract
https://doi.org/10.1155/2012/172492
http://dx.doi.org/10.1155/2012/172492
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=22778959&dopt=Abstract
https://journals.sagepub.com/doi/10.1177/0269215517728326?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%3dpubmed
http://dx.doi.org/10.1177/0269215517728326
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28882061&dopt=Abstract
http://europepmc.org/abstract/MED/31755917
http://dx.doi.org/10.1093/neuonc/noz178
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=31755917&dopt=Abstract
http://dx.doi.org/10.1002/pon.3842
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25994321&dopt=Abstract
https://doi.org/10.3389/fonc.2015.00085
http://dx.doi.org/10.3389/fonc.2015.00085
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25905043&dopt=Abstract
http://dx.doi.org/10.1249/MSS.0000000000002067
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=31730561&dopt=Abstract
https://journals.sagepub.com/doi/10.1177/1534735415600068?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%3dpubmed
http://dx.doi.org/10.1177/1534735415600068
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26276806&dopt=Abstract
http://dx.doi.org/10.1080/09638288.2018.1432707
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29382243&dopt=Abstract
http://dx.doi.org/10.1111/ecc.13453
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=33877719&dopt=Abstract
https://www.acpjournals.org/doi/abs/10.7326/0003-4819-158-3-201302050-00583?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%3dpubmed
http://dx.doi.org/10.7326/0003-4819-158-3-201302050-00583
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23295957&dopt=Abstract
https://www.mdpi.com/resolver?pii=biology10050377
http://dx.doi.org/10.3390/biology10050377
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=33924785&dopt=Abstract
http://dx.doi.org/10.1016/j.arr.2017.04.003
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28457933&dopt=Abstract
https://ctep.cancer.gov/protocolDevelopment/electronic_applications/ctc.htm
https://ctep.cancer.gov/protocolDevelopment/electronic_applications/ctc.htm
http://dx.doi.org/10.1200/jco.1984.2.3.187
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=6699671&dopt=Abstract
http://dx.doi.org/10.1093/geronj/49.2.m85
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=8126356&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Keatset a

55.

56.

57.

58.

59.

60.

61.

62.

63.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

Brown JC, Harhay MO, Harhay MN. Physical function as a prognostic biomarker among cancer survivors. Br J Cancer
2015 Jan 06;112(1):194-198 [FREE Full text] [doi: 10.1038/bjc.2014.568] [Medline: 25393366]

Canadian Society for Exercise Physiology. Canadian Society for Exercise Physiology - Physical Activity Training for
Health (CSEP-PATH). Ottawa, ON: Canadian Society for Exercise Physiology; 2013:1-210.

EstevesCL, OharaDG, Matos AP, FerreiraVTK, losimutaNCR, Pegorari MS. Anthropometric indicators as adiscriminator
of sarcopeniain community-dwelling older adults of the Amazon region: a cross-sectional study. BMC Geriatr 2020 Dec
01;20(1):518 [FREE Full text] [doi: 10.1186/s12877-020-01923-y] [Medline: 33261567]

Erlandson M, Lorbergs A, Mathur S, Cheung A. Muscle analysis using pQCT, DXA and MRI. Eur JRadiol 2016
Aug,85(8):1505-1511. [doi: 10.1016/j.€jrad.2016.03.001] [Medline: 27005009]

Wald D, Teucher B, Dinkel J, Kaaks R, Delorme S, Boeing H, et al. Automatic quantification of subcutaneous and visceral
adipose tissue from whole-body magnetic resonance images suitable for large cohort studies. JMagn Reson Imaging 2012
Dec 21;36(6):1421-1434. [doi: 10.1002/jmri.23775] [Medline: 22911921]

Dourado V, Nishiaka R, Simées MSMP, LauriaV, Tanni S, Godoy |, et al. Classification of cardiorespiratory fitness using
the six-minute walk test in adults: Comparison with cardiopulmonary exercise testing. Pulmonology 2021 Nov;27(6):500-508
[FREE Full text] [doi: 10.1016/j.pulmoe.2021.03.006] [Medline: 33958319]

Jones LW, Cohen R, Mabe SK, West MJ, Degjardins A, Vredenburgh JJ, et al. Assessment of physical functioning in
recurrent glioma: preliminary comparison of performance status to functional capacity testing. J Neurooncol 2009 Aug
11;94(1):79-85. [doi: 10.1007/s11060-009-9803-x] [Medline: 19212703]

Herdman M, Gudex C, Lloyd A, Janssen M, Kind P, Parkin D, et al. Development and preliminary testing of the new
five-level version of EQ-5D (EQ-5D-5L). Qual Life Res 2011 Dec;20(10):1727-1736 [FREE Full text] [doi:
10.1007/s11136-011-9903-x] [Medline: 21479777]

Shaw Jw, Johnson JA, Coons SJ. US valuation of the EQ-5D health states: devel opment and testing of the D1 valuation
model. Med Care 2005 Mar;43(3):203-220. [doi: 10.1097/00005650-200503000-00003] [Medline: 15725977]

Weitzner MA, Meyers CA, Gelke CK, ByrneKS, Levin VA, CellaDF. Thefunctional assessment of cancer therapy (FACT)
scale. Development of a brain subscale and revalidation of the general version (FACT-G) in patients with primary brain
tumors. Cancer 1995 Mar 01;75(5):1151-1161. [doi:

10.1002/1097-0142(19950301) 75:5<1151.::aid-cncr2820750515>3.0.c0;2-q] [Medline: 7850714]

CdllaD, La J, Stone A. Self-reported fatigue: one dimension or more? L essons from the Functional Assessment of Chronic
I1Iness Therapy--Fatigue (FACIT-F) questionnaire. Support Care Cancer 2011 Sep 13;19(9):1441-1450. [doi:
10.1007/s00520-010-0971-1] [Medline: 20706850]

Thavargjah N, Bedard G, Zhang L, CellaD, Beaumont JL, Tsao M, et al. Psychometric validation of the functional assessment
of cancer therapy--brain (FACT-Br) for assessing quality of life in patients with brain metastases. Support Care Cancer
2014 Apr 28;22(4):1017-1028. [doi: 10.1007/s00520-013-2060-8] [Medline: 24287508]

Victorson D, Barocas J, Song J, CellaD. Reliability across studies from the functional assessment of cancer therapy-general
(FACT-G) and its subscales: areliability generalization. Qual Life Res 2008 Nov 8;17(9):1137-1146. [doi:
10.1007/s11136-008-9398-2] [Medline: 18841493]

Godin G, Shephard RJ. A simple method to assess exercise behavior in the community. Can J Appl Sport Sci 1985
Sep;10(3):141-146. [Medline: 4053261]

Godin G, Jobin J, Bouillon J. Assessment of |eisure time exercise behavior by self-report: a concurrent validity study. Can
JPublic Health 1986;77(5):359-362. [Medline: 3791117)

Amireault S, Godin G, Lacombe J, Sabiston CM. The use of the Godin-Shephard Leisure-Time Physical Activity
Questionnaire in oncology research: a systematic review. BMC Med Res Methodol 2015 Aug 12;15:60 [FREE Full text]
[doi: 10.1186/s12874-015-0045-7] [Medline: 26264621]

Spreen O, Strauss E, Sherman EMS. A compendium of neuropsychological tests: administration, norms, and commentary.
New York: Oxford University Press; 2006:1-1206.

Shapiro AM, Benedict RH, Schretlen D, Brandt J. Construct and concurrent validity of the Hopkins Verbal Learning
Test-revised. Clin Neuropsychol 1999 Aug;13(3):348-358. [doi: 10.1076/clin.13.3.348.1749] [Medline: 10726605]
Benedict RH, Schretlen D, Groninger L, Brandt J. Hopkins Verbal Learning Test — Revised: normative data and analysis
of inter-form and test-retest reliability. The Clinical Neuropsychologist 2010 Aug 09;12(1):43-55. [doi:
10.1076/clin.12.1.43.1726]

Dwan TM, Ownsworth T, Chambers S, Walker DG, Shum DHK. Neuropsychological assessment of individuals with brain
tumor: comparison of approaches used in the classification of impairment. Front Oncol 2015 Mar 11;5:56 [FREE Full text]
[doi: 10.3389/fonc.2015.00056] [Medline: 25815271]

Kwon S, Perera S, Pahor M, Katula JA, King AC, Groessl EJ, et a. What is ameaningful change in physical performance?
Findings from aclinical tria in older adults (the LIFE-P study). J Nutr Health Aging 2009 Jun 4;13(6):538-544 [FREE
Full text] [doi: 10.1007/s12603-009-0104-z] [Medline: 19536422]

Activating Cancer Communities Through an Exercise Strategy for Survivors (ACCESS). Clinical Trials.gov. 2018. URL:
https://clinicaltrial s.gov/ct2/show/NCT03599843 [accessed 2022-04-10]

https://www.researchprotocols.org/2022/5/e37709 JMIR Res Protoc 2022 | vol. 11 | iss. 5] €37709 | p. 11

(page number not for citation purposes)


http://europepmc.org/abstract/MED/25393366
http://dx.doi.org/10.1038/bjc.2014.568
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25393366&dopt=Abstract
https://bmcgeriatr.biomedcentral.com/articles/10.1186/s12877-020-01923-y
http://dx.doi.org/10.1186/s12877-020-01923-y
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=33261567&dopt=Abstract
http://dx.doi.org/10.1016/j.ejrad.2016.03.001
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27005009&dopt=Abstract
http://dx.doi.org/10.1002/jmri.23775
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=22911921&dopt=Abstract
https://linkinghub.elsevier.com/retrieve/pii/S2531-0437(21)00082-9
http://dx.doi.org/10.1016/j.pulmoe.2021.03.006
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=33958319&dopt=Abstract
http://dx.doi.org/10.1007/s11060-009-9803-x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=19212703&dopt=Abstract
http://europepmc.org/abstract/MED/21479777
http://dx.doi.org/10.1007/s11136-011-9903-x
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21479777&dopt=Abstract
http://dx.doi.org/10.1097/00005650-200503000-00003
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=15725977&dopt=Abstract
http://dx.doi.org/10.1002/1097-0142(19950301)75:5<1151::aid-cncr2820750515>3.0.co;2-q
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=7850714&dopt=Abstract
http://dx.doi.org/10.1007/s00520-010-0971-1
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=20706850&dopt=Abstract
http://dx.doi.org/10.1007/s00520-013-2060-8
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24287508&dopt=Abstract
http://dx.doi.org/10.1007/s11136-008-9398-2
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=18841493&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=4053261&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=3791117&dopt=Abstract
https://bmcmedresmethodol.biomedcentral.com/articles/10.1186/s12874-015-0045-7
http://dx.doi.org/10.1186/s12874-015-0045-7
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26264621&dopt=Abstract
http://dx.doi.org/10.1076/clin.13.3.348.1749
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10726605&dopt=Abstract
http://dx.doi.org/10.1076/clin.12.1.43.1726
https://doi.org/10.3389/fonc.2015.00056
http://dx.doi.org/10.3389/fonc.2015.00056
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25815271&dopt=Abstract
http://europepmc.org/abstract/MED/19536422
http://europepmc.org/abstract/MED/19536422
http://dx.doi.org/10.1007/s12603-009-0104-z
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=19536422&dopt=Abstract
https://clinicaltrials.gov/ct2/show/NCT03599843
http://www.w3.org/Style/XSL
http://www.renderx.com/

JMIR RESEARCH PROTOCOLS Keatset a

77. EXCEL: Exercisefor Cancer to Enhance Living Well (EXCEL). Clinical Trials.gov. 2020. URL : https://clinicaltrials.gov/
ct2/show/NCT 04478851 [accessed 2022-04-10]
78. PACLAB. URL: https://www.thepaclab.com/ [accessed 2022-04-10]

Abbreviations

6MWT: 6-minutewalk test
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FACIT-F: Functional Assessment of Chronic IlIiness Therapy-Fatigue
FACT-Br: Functional Assessment of Cancer Therapy-Brain
GLTEQ: Godin Leisure-Time Exercise Questionnaire
KPS: Karnofsky Performance Status
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SPIRIT: Standard Protocol Items for Randomized Trials
SPPB: Short Physical Performance Battery

Edited by T Leung; This paper was externally peer reviewed by the Canadian Cancer Society Atlantic Cancer Research Grant - Health
Services/Social, Cultural, Environmental and Population Health (Nova Scotia, Canada). See the Multimedia Appendices for the
peer-review reports; Submitted 03.03.22; accepted 23.03.22; published 04.05.22.

Please cite as:

Keats MR, Grandy SA, Blanchard C, Fowles JR, Neyedli HF, Weeks AC, MacNeil MV

The Impact of Resistance Exercise on Muscle Mass in Glioblastoma in Survivors (RES ST): Protocol for a Randomized Controlled
Trial

JMIR Res Protoc 2022;11(5):€37709

URL: https://www.researchprotocols.org/2022/5/e37709

doi: 10.2196/37709

PMID:

©Melanie R Keats, Scott A Grandy, Christopher Blanchard, Jonathon R Fowles, Heather F Neyedli, Adrienne C Weeks, Mary
V MacNeil. Originally published in IMIR Research Protocols (https.//www.researchprotocols.org), 04.05.2022. This is an
open-access  article  distributed under the terms of the Creative Commons Attribution License
(https://creativecommons.org/licenses/by/4.0/), which permits unrestricted use, distribution, and reproduction in any medium,
provided the original work, first published in IMIR Research Protocals, is properly cited. The compl ete bibliographic information,
alink to the original publication on https.//www.researchprotocols.org, aswell as this copyright and license information must be
included.

https://www.researchprotocols.org/2022/5/e37709 JMIR Res Protoc 2022 | vol. 11 | iss. 5| €37709 | p. 12
(page number not for citation purposes)

RenderX


https://clinicaltrials.gov/ct2/show/NCT04478851
https://clinicaltrials.gov/ct2/show/NCT04478851
https://www.thepaclab.com/
https://www.researchprotocols.org/2022/5/e37709
http://dx.doi.org/10.2196/37709
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=&dopt=Abstract
http://www.w3.org/Style/XSL
http://www.renderx.com/

