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ABSTRACT
Introduction: Current management of concussion
consists of early education, rest until symptom free,
with gradual return to school and physical activity
protocols. Although this management strategy is
effective for most youth who sustain a concussion, it is
not an appropriate strategy for youth with persistent
postconcussion symptoms. Prolonged rest and periods
of restricted activity may place youth at risk for
secondary issues and contribute to the chronicity of
postconcussion symptoms. The purpose of this study
is to evaluate the efficacy of an active rehabilitation
protocol for youth who are slow to recover from
concussion. It is hypothesised that an active
rehabilitation intervention can reduce persistent
postconcussion symptoms, improve function and
facilitate return to activity. This article describes the
research protocol.
Methods and analysis: This is a randomised clinical
trial with blinded outcome measurement. Participants
will be recruited and randomly assigned to 1 of 2
treatment groups, an active rehabilitation intervention
or a standard care education group. Both groups will
receive standard care education. However, the active
rehabilitation group will participate in an additional
low-intensity exercise programme consisting of
aerobic, coordination and visualisation exercises. Both
the active rehabilitation and the standard care
education interventions will be 6 weeks in duration.
The primary outcome measure is postconcussion
symptoms. Secondary outcome measures include
functional recovery (cognitive, motor, psychosocial
and emotional functioning) and return to activity.
Outcome measures will be administered preintervention
and postintervention. The primary outcome measure
will also be repeated 2 weeks into the intervention
period.
Ethics and dissemination: This study has been
approved by the Holland Bloorview Kids Rehabilitation
Hospital research ethics board (REB # 13-459).
The findings from this study will be shared with
the general public, sport associations, relevant
brain injury organisations and healthcare
professionals.
Trial registration number: NCT02257749.

INTRODUCTION
According to International Consensus, con-
cussion is defined as “A complex patho-
physiological process affecting the brain,
induced by biomechanical forces” (ref. 1,
p.89). The acute management of concussion
in children and youth includes early identifi-
cation, education and reassurance, along
with physical and cognitive rest.2 Return to
school, often with accommodations, often
occurs while the youth is symptomatic—and
some clinician-researchers have provided
recommendations for this.3–5 After postcon-
cussion symptoms resolve, graduated return-
to-play protocols are followed.2 International
Consensus suggests that for most, recovery
from a concussion is a short-lived process
(80–90% experience symptom resolution
within 7–10 days).1 However, there remains a
percentage of individuals who will experi-
ence persisting symptoms and will need add-
itional care and rehabilitation. Further, it has
been suggested that children and youth are
more susceptible to prolonged recovery.1 An
epidemiological study exploring postconcus-
sion symptoms among children found that
58.5% of children remained symptomatic in
the first month following concussion, 11% at
3 months, and 2.3% beyond 1 year.6 As a
result, a significant number of youth who
experience a concussion will suffer from per-
sistent symptoms. To date, little is known
about interventions to manage these youth
and the research to date exploring
approaches to rehabilitation specific to youth
with persistent symptoms has been limited to
case reports and descriptions.7 8 This study
aims to address this gap by investigating two
treatment approaches for youth who con-
tinue to experience symptoms lasting
1-month or longer following their concussion
and applies a randomised control trial
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design to improve the methodological quality of the evi-
dence, which might then justify improved approaches to
rehabilitation within this population.
Prolonged rest and extended periods of activity restric-

tion may place youth at risk for secondary issues (eg,
physical deconditioning, irritability, anxiety, stress and
depression) and may contribute to symptom mainten-
ance over time.9–11 A further consideration is that for
many youth, absolute rest is unrealistic, and youth will
naturally transition back to an active lifestyle, especially
those who are only mildly symptomatic.9 Complicating
these issues is that little is known about the optimal time
period for rest and activity restriction following concus-
sion.10 11 It is possible that extended periods of rest and
activity restrictions contribute to the development of sec-
ondary problems including emotional consequences.11

Unfortunately, the authors of a systematic review examin-
ing treatment for sports-related concussions9 found that
the literature regarding treatment approaches is severely
lacking.
Regular exercise has been shown to have positive

effects on well-being including mental health,12 13

improved self-esteem,14 sleep15–17 and memory.18 19 It is
also known to promote neuroplasticity and neurogenesis
in healthy and injured brains.20 Leddy et al21 used super-
vised exercise protocols with adults who experienced a
concussion and were suffering from persistent postcon-
cussion symptoms. Using a carefully controlled progres-
sive programme where participants exercised on a
treadmill 5–6 days per week at 80% of a predetermined
symptom exacerbation threshold during exercise, partici-
pants showed significant decreases in postconcussive
symptoms and recovery time.21

Recognising the promising nature of exercise as an
approach to rehabilitation, Gagnon et al8 published a
case series examining the outcome of an active rehabili-
tation programme on 16 children and adolescents with
persistent postconcussion symptoms. The active rehabili-
tation programme consists of a combination of submaxi-
mal aerobic training, light sport-specific coordination
exercises, visualisation and imagery techniques, and a
home exercise programme. All youth had a decrease in
their postconcussion symptoms, and successfully
returned to their activities of daily living including sports
participation following the intervention. Youth reported
high satisfaction with the intervention and findings from
a qualitative analysis suggest an improved sense of
empowerment for youth and their parents.8 In a second
case series of 10 adolescents with persistent symptoms,
postconcussive symptoms and functioning improved
after participation in the active rehabilitation interven-
tion, suggesting that the introduction of graded light-
intensity exercise in the postacute period following
concussion is feasible and appears to have positive bene-
fits in uncontrolled studies.7

Overall, the current literature examining exercise as a
treatment modality postconcussion, and in particular,
persistent postconcussion symptoms, appears positive.

However, this body of literature is very limited in quan-
tity and quality, lacking randomisation and comparison
groups.9 As such, the most recent consensus statement
on concussion in sport from the 4th International
Conference on Concussion in Sport Consensus
Conference (2013) advocates more research on the
effectiveness of these approaches in order to best meet
the needs of the individuals following a concussion. This
study aims to address these gaps and meet this call from
the concussion clinical and research community.
The purpose of this randomised clinical trial is to

examine the efficacy of an active rehabilitation protocol
as compared with a standard care comprehensive educa-
tion protocol for treatment of youth with persistent
postconcussion symptoms (greater than 1 month postin-
jury). This study expands on the work of Gagnon et al7 8

by implementing a more rigorous study methodology
using a two-group, prospective, randomised control
design. This study examines whether a 6-week active
rehabilitation programme in combination with standard
care comprehensive education is more effective in redu-
cing postconcussive symptoms and improving functional
recovery than standard care comprehensive education
alone. The study objective is to determine the efficacy of
the active rehabilitation programme, compared with
standard care alone, with respect to (1) reduction in post-
concussion symptoms and (2) functional recovery as indi-
cated by cognitive, motor and psychological measures.
This paper presents the protocol used for this study.

METHODS
Design
This study will examine the effects of an adapted form of
the active rehabilitation protocol reported by Gagnon and
colleagues7 8 22 with youth who continue to experience
symptoms for more than 1 month following concussion.
A two-group prospective randomised design that includes
blinded outcome assessment will be used. Following a tele-
phone screening interview, participants will attend a base-
line testing session and be randomised to the
experimental (active rehabilitation plus standard care
comprehensive education) or control group (standard
care comprehensive education). Participants will be told
that they are receiving one of two interventions for concus-
sion management. Table 1 presents a summary of the
study procedure. All study procedures will be conducted at
a paediatric rehabilitation hospital in Toronto, Canada.

Participants and recruitment
One hundred youth with persistent symptoms for at least
1 month following concussion will be recruited.
Participants will be recruited via (1) referrals from our
facility’s concussion clinic; and (2) flyers sent to local
community practitioners (eg, family physicians, paedia-
tricians, etc). All recruitment materials will direct inter-
ested potential participants (and their families) to
contact the study coordinator to learn more. Potential
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participants will be screened by a telephone interview to
determine eligibility. Inclusion criteria are youth
between the ages of 10 and 18 years with a confirmed
diagnosis of mild traumatic brain injury (mTBI) or con-
cussion; concussive injury that occurred between 1 and
3 months prior to enrolment in the study; presence of at
least one postconcussion symptom as measured by the
Post-Concussion Symptom Inventory (PCSI)23 (eg, head-
aches, anxiety, fatigue) for greater than 4 weeks; fluent
in written and spoken English and; able to demonstrate
capacity to consent to participate in the study. To be
enrolled, the child or adolescent must have at least one
symptom that is believed to be related to the injury and
has resulted in the youth not being medically cleared to
fully return to sports or other recreational activities.
Exclusion criteria include youth with more than one
concussion in the past 6 months; presence of neck pain;
presence of significant musculoskeletal pain or balance
dysfunction; pre-existing comorbidities (eg, chronic
pain, cardiac, mental health or autoimmune conditions)
that prevent participation in active rehabilitation, assess-
ment of gait or balance, or participation in cognitive
testing; concurrent participation in other physical
rehabilitation interventions for persisting postconcussion
symptoms (eg, physiotherapy, massage therapy, chiro-
practic) at the time of enrolment and throughout the
duration of the study.

Informed consent
This trial is registered with clinicaltrials.gov, registration #:
NCT02257749. An in-person meeting will be arranged

with potential participants and the research coordinator
to confirm study eligibility, to discuss the study procedure
in greater detail, and to obtain informed written consent.
At this meeting, potential participants will be provided
with an information letter that outlines the study purpose,
procedures and time commitment, followed by an
in-person discussion with the study’s research coordinator.
The research coordinator will explain: (1) the purpose of
the study; (2) how the randomisation process works and
(3) a general overview of the two treatments and outcome
measures. The discussion will also include a thorough
explanation of the potential risks and benefits associated
with participation in the study. The research coordinator
will ensure an understanding that they can withdraw from
the study at any time without question or consequence
and without any effect on the care that they or their fam-
ilies receive. Youth and their families will be given unlim-
ited time to consider implications, ask questions and
respond to the invitation to participate in the study.

Sample size
Fifty participants will be allocated to each treatment
group for a total of 100 participants. This sample size
was calculated using information from other concussion
studies involving high school athletes, and children who
experience persistent postconcussion symptoms.8 The α
was set at 0.01 and power was set at 0.8. The difference
between individuals receiving the active rehabilitation
intervention versus the control group on the primary
outcome measure, the PCSI, is expected to be six points
with a pooled SD of 6.8.8 Calculations suggest a sample

Table 1 Summary of study procedure

Time Group Session content Method Duration

Initial visit

(week 0)

Standard care and active

rehabilitation groups
▸ Provide overview of study

▸ Consent

▸ Review history and confirm eligibility

▸ Standard concussion education

▸ Outcome measurement assessment

In-person 1.5 h

Active rehabilitation group ▸ Complete the four components of the active

rehabilitation intervention

▸ Review home training protocol and log

In-person 1 h

Week 1 Standard care and active

rehabilitation groups
▸ Follow-up on symptoms

▸ Modify active rehabilitation programme if necessary

Phone 10 min

Week 2 Standard care and active

rehabilitation groups
▸ Outcome measurement assessments Phone 10 min

Week 3 Standard care group ▸ Review standard education In-person 30 min

Active rehabilitation group ▸ Review standard education

▸ Review active rehabilitation home programme log

▸ Reassessment (increase intensity of active

rehabilitation programme as appropriate)

In-person 30 min

Week 4 Standard care and active

rehabilitation groups
▸ Follow-up on symptoms

▸ Modify active rehabilitation programme if necessary

Phone 10 min

Week 5 Active rehabilitation group continues home programme

Week 6 Standard care and active

rehabilitation groups
▸ Final outcome measurements assessments

▸ Intervention wrap-up

In-person 2 h
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size of 30 children per group. On the basis of previous
clinical and research experience, an attrition rate of
25% is expected. As a result, this study will oversample
with the aim of enrolling 50 participants per treatment
group (100 participants in total).

Randomisation
Participants who meet all study inclusion criteria and
consent to participate within the study will be randomly
allocated to a treatment group using a stratified process.
Owing to previous research indicating an increase in
postconcussion symptoms reported by females,24 strati-
fied randomisation will be used to ensure equal repre-
sentation of gender across the intervention groups.
A research coordinator who is not directly involved in
this study will perform randomisation to ensure that the
research study staff remain blinded to group allocation.

Outcome measures
All participants will be assessed at three time points
throughout the duration of the study: week 0 (in-person
session on enrolment in the study), week 2 (over the
phone), and week 6 (in-person session on completion of
the intervention). All outcome measures will be com-
pleted by a blinded assessor to minimise the risk for bias
during data collection.

Primary outcome
The primary outcome of interest is postconcussion symp-
toms. This outcome was chosen because postconcussion
symptoms are considered to be an essential clinical
marker of recovery following concussion.1 Symptoms will
be measured using a modified version of the PCSI.23

There are three available versions of the PCSI that will be
used: (1) 21-item adolescent version, ages 13–18 years;
(2) 18-item child version, ages 8–12 years and (3) 21-item
parent-report scale. The PCSI captures the perceived
presence and severity of symptoms following concussion.
The modification is to add additional symptoms relating
to sleep disturbance from the Post-Concussion Scale,25

the scale on which the PCSI was derived. Symptoms are
rated on a Likert scale and are reported for before injury
and after injury (current symptoms), to track changes in
symptoms over brief intervals of time. PCSI has been vali-
dated for use with parents and youth following concus-
sion.23 It has moderate to strong test–retest reliability
(intraclass coefficients=0.65–0.89), moderate parent and
youth concordance (r=0.44–0.65) and good convergent
validity with a similar symptom checklist measure
(r=0.8).23 It also has strong internal consistency.23 PCSI
will be administered at baseline, week 2 and on comple-
tion of the intervention (week 6) for the experimental
and control groups.

Secondary outcomes
Secondary measures include assessments of cognition,
motor function, behaviour and emotions to evaluate
functional recovery across a range of performance

domains. Table 2 outlines the secondary measures used
according to domain, along with the time frame within
which each of the secondary measures will be adminis-
tered within the study protocol.

Interventions
Control intervention: standard care (comprehensive
education)
A standardised approach to delivering this concussion
education and recommendations has been developed for
the purposes of this study, and is reflective of the current
standard care practices of the research team members
representing three paediatric acute care and rehabilita-
tion hospitals in Canada and the Ontario Neurotrauma
Foundation’s Guidelines for diagnosing and managing
pediatric concussions.2 The components of the standard
care intervention include comprehensive education
about the diagnosis of concussion, self-management strat-
egies and return to activity and school guidelines.
Specific curriculum topics are outlined in box 1.
Standard care will be provided to all participants

regardless of group allocation. This education will be
provided on an individual basis over the 6-week interven-
tion period and consists of three 30 min in-person visits
with an occupational therapist of the research team (see
table 1).

Experimental intervention: active rehabilitation intervention+
standard care
In addition to the standard care (comprehensive educa-
tion) described above, the experimental intervention
involves an active rehabilitation programme that
includes four components: (1) aerobic exercise; (2)
coordination exercise; (3) visualisation exercise and (4)
a home programme. This programme is based on a
protocol developed and reported by Gagnon et al8 and
has been adapted to be delivered over a period of
6 weeks. The 6-week intervention duration was deter-
mined on the basis of findings from Gagnon et al8 that
symptom resolution occurred after an average of
4.4 weeks (SD=2.6 weeks) following the initiation of the
active rehabilitation programme.
Once allocated to the experimental intervention

(active rehabilitation), youth will complete a 1 h
in-person session (week 0) that will consist of an intro-
duction to the active rehabilitation protocol. Youth will
begin by participating in an aerobic exercise of their choos-
ing, either a fast-paced walk or light jog on a treadmill
or stationary bicycle. Youth will wear a portable heart
rate monitor and will be asked to exercise up to a prede-
termined submaximal heart rate that corresponds to
50–60% of their maximum heart rate (maximum heart
rate=220 bpm—participant age) and/or a level 4 on the
Pictorial Children’s Effort Rating Table (PCERT).37

Participants will continue the aerobic exercise until post-
concussion symptoms are exacerbated or for a
maximum of 15 min.8 37 The time to postconcussion
symptom exacerbation (or 15 min) becomes the time
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interval for the aerobic exercise component of the parti-
cipant’s rehabilitation programme (take home pro-
gramme and in-person visits). This time interval can be
adjusted (eg, made longer up to a maximum of 15 min)
if the participant is able to demonstrate the ability to
complete the time interval without an exacerbation of
symptoms.
On completion of the aerobic training, youth will par-

ticipate in light coordination exercises for up to 10 min.
These activities will be tailored to the child’s favourite
sport or physical activity. For example, a North
American soccer player may be asked to complete a
series of ball and footwork activities that are standard in
typical practices. Heart rate will continue to be moni-
tored to ensure that it does not exceed 50–60% of their
maximal capacity.8 Since research has shown that youth
experience decreased self-efficacy in relation to their
physical activity performance after mTBI,38 these exer-
cises combine light aerobic exercise with familiar sport
activities in a monitored and supervised environment to

target self-efficacy and physical function.8 Participants
will be closely monitored for symptom exacerbation
during the coordination exercises. If postconcussion
symptoms are exacerbated, the exercises are stopped
immediately8 and procedures for symptom exacerbation
will be followed (see Safety reporting and monitoring
section).
Following the completion of coordination exercise,

youth will engage in a sport-specific visualisation exer-
cise. The purpose of this exercise is to reassociate posi-
tive experiences in relation to physical activity
participation and to target self-confidence in return to
sports and physical activities. Participants will be asked
to choose a specific physical activity associated with their
favourite sport for the visualisation exercise. Specifically,
they will be asked to choose an activity that they typically
perform successfully and that is finite in duration (eg,
footwork or dribbling drills in North American soccer).8

Home programme: The final part of the active rehabilita-
tion intervention includes a daily home programme. The
home programme consists of daily practice of the
aerobic training, coordination drills and visualisation
exercises at the level predetermined in the initial session
in the clinic and without exacerbation of symptoms.
Participants will monitor their participation by recording
their completion of each programme component using
a daily log designed for this purpose.8 Parents will be
asked to facilitate completion of the daily log.
Participants will be contacted by phone at weeks 1, 2
and 4, and they will have an in-person re-evaluation at
week 3. The home programme may be modified by the
therapist at any of these time points depending on the
participant’s symptoms and progress. A third and final

Table 2 Secondary measures and time frame for their completion

Domains Measures

Time frame for completion
Week 0:
preintervention Week 2

Week 6:
postintervention

Postconcussion

symptoms

Post-Concussion Symptom Inventory23 X X X

Mood and anxiety Beck Youth Inventory—2nd Edition26 X X

Child Behavior Checklist27 X X

Energy level Pediatric Quality of Life Multidimensional Fatigue

Scale28
X X

Quality of life Pediatric Quality of Life Generic Module29 X X

Balance Sport Concussion Assessment Tool—3rd Edition

Balance Subtest1
X X

Bruininks-Oseretsky Test of Motor Proficiency,

Second Edition30
X X

Cognition ImPACT31 X X

Parental anxiety State Trait Anxiety Scale32 X X

Physical activity

participation

Physical Activity Questionnaire for Children and

Adolescents33
X X X

Satisfaction with

intervention

Pediatric Quality of Life Health Care Satisfaction

Generic Module34
X

Patient characteristics Acute Concussion Evaluation35 X

Goal setting Canadian Occupational Performance Measure36 X X

Box 1 Standard care

Standard Care Education Topics
▸ What is a concussion?
▸ Energy conservation
▸ Sleep hygiene
▸ Relaxation strategies
▸ Nutrition and hydration
▸ Return-to-school recommendations
▸ Return-to-activity recommendations
▸ Self-management tools
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in-person session will be held at week 6. During this
session, youth will be verbally instructed in the standard
return-to-activity protocol provided they report remain-
ing symptom free at rest for at least 1 week. Youth who
continue to experience persistent symptoms beyond the
6-week intervention may be referred to the Concussion
Clinic at Holland Bloorview Kids Rehabilitation Hospital
for evaluation by a physician and/or rehabilitation team.

Compliance
Participants will be aware that they can withdraw from
the study at any time without penalty. Those who choose
to withdraw from the study, regardless of their treatment
group assignment (standard care only vs active rehabili-
tation), will be given the opportunity to participate in
the protocol’s final data collection point (week 6). This
is to ensure that important data (such as ceased partici-
pation due to negative outcomes) are not excluded
from the analysis. An analysis of participants who com-
plete at least 80% of the intervention will also be
included for exploratory purposes.
Participants will be asked to make up any missed

evaluation sessions as soon as possible (preferably within
9 days of the date the evaluation was initially scheduled).
Any missed active rehabilitation and standard education
sessions are required to be made up as soon as possible.
The 6-week intervention can extend to a maximum of
9 weeks secondary to missed sessions. The participant is
considered to have dropped out of the study if these cri-
teria are not met.

Co-intervention and contamination
On the basis of our experience, it is expected that some
children will be pursuing concurrent physical rehabilita-
tion interventions (eg, physiotherapy, massage therapy,
chiropractic) for their postconcussion symptoms. Owing
to the nature of the randomised control trial design and
risk for co-intervention bias, youth will be asked not to
participate in any concurrent physical rehabilitation for
postconcussion symptoms throughout the duration of
the study. Participation in a concurrent physical rehabili-
tation intervention would impede the study’s ability to
determine the effectiveness of the active rehabilitation
intervention as a treatment for postconcussion symp-
toms, and therefore is considered to be the exclusion
criterion. A research coordinator will inquire about
co-occurring treatment at weeks 0, 3 and 6 to ensure
that this exclusion criterion continues to be met
throughout the duration of the study.
To monitor for contamination (participation in activ-

ity outside of the intervention protocol), youth’s activity
levels will be tracked using data collected from the
Physical Activity Questionnaire for Children and
Adolescents33 (see table 2 for administration schedule).

Safety reporting and monitoring
The risk for increased fatigue and exacerbation of post-
concussion symptoms will be disclosed to participants.

Although it is possible that participants may experience
an exacerbation of symptoms with increased activity,
there are also risks associated with prolonged inactivity,
including an increase in postconcussion symptoms.9

Participants will be provided with the opportunity to
take rest breaks as needed during study intervention
and/or data collection sessions.
Participants will be asked to report any new symptoms,

or increases in frequency or intensity of postconcussion
symptoms, to the principal investigator throughout the
duration of the study. The principal investigator will
keep a log of all adverse events for both treatment
groups to enable comparisons on completion of the
study. Youth will be advised to stop the active rehabilita-
tion intervention and rest at the onset or exacerbation
of symptoms. Rest should reverse symptom exacerbation.
Youth will be permitted to continue the protocol once
symptoms have resolved and/or returned to baseline for
at least 24 h. If symptoms persist and/or worsen, the
principal investigator will assess whether: (1) the child
can continue with the intervention; (2) the intervention
needs to be discontinued or (3) the intervention needs
to be suspended for a specific period of time. These
youth will be referred back to their community physi-
cians as needed and may require medical clearance
before resuming participation in the study.

Planned analyses
Baseline characteristics will be compared using descrip-
tive statistics (mean, SD, 95% CIs). Differences in
patient characteristics (eg, age, gender, mechanism of
injury and presenting postconcussion symptoms)
between the experimental and control groups will be
examined using Student t tests (Wilcoxon rank-sum tests
are used if the assumptions of normality and homogen-
eity of variance are not met) and χ2 tests. Any significant
difference between groups will be included as covariates
in further analyses. Analyses will be based on intention
to treat. To address aim 1, comparing changes in post-
concussion symptoms (PCSI) postintervention, a two-way
analysis of variance (ANOVA) (group×time (baseline,
2 weeks, 6 weeks) with repeated measures on the time
factor will be performed (Friedman two-way ANOVA by
ranks will be used if the assumptions of normality and
homogeneity of variance are not met). The 6-week inter-
val will be of primary interest. Similar analyses with the
secondary outcome measures will be performed for the
baseline to 6-week data to address aim 2.

Dissemination
Knowledge generated from this study will be shared with
healthcare professionals, the general public, sport asso-
ciations, and brain injury and relevant organisations,
through publication of manuscripts, conference presen-
tations and seminars/rounds. Further, this study will
engage knowledge translation specialists to create an
implementation strategy to reach as many stakeholders
and members of the youth sport community as possible.
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CONCLUSION: IMPACT ON CLINICAL PRACTICE
This article describes a protocol for a randomised
control trial that tests the efficacy of two interventions
for the rehabilitation of youth with persistent postcon-
cussion symptoms: active rehabilitation plus standard
care (comprehensive education) and standard care only.
Results from primary and secondary measures will
improve our understanding of the efficacy of the two
interventions in relation to physical, cognitive, socioemo-
tional and functional recovery. Knowledge from this
study will help clinicians make informed evidence-based
decisions regarding return to activity following
concussion.

CURRENT STUDY STATUS
This trial is set to begin recruitment in July/August
2015.
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SPIRIT 2013 Checklist: Recommended items to address in a clinical trial protocol and related documents* 

Section/item Item 
No 

Description Addressed on 
page number 

Administrative information 
 

Title 1 Descriptive title identifying the study design, population, interventions, and, if applicable, trial acronym _____1________ 

Trial registration 2a Trial identifier and registry name. If not yet registered, name of intended registry _____ 3_____ 

2b All items from the World Health Organization Trial Registration Data Set ____NA________ 

Protocol version 3 Date and version identifier _______2______ 

Funding 4 Sources and types of financial, material, and other support ___16__________ 

Roles and 

responsibilities 

5a Names, affiliations, and roles of protocol contributors ____1,2_______ 

5b Name and contact information for the trial sponsor _____1________ 

 5c Role of study sponsor and funders, if any, in study design; collection, management, analysis, and 

interpretation of data; writing of the report; and the decision to submit the report for publication, including 

whether they will have ultimate authority over any of these activities 

 

_____16________ 

 5d Composition, roles, and responsibilities of the coordinating centre, steering committee, endpoint 

adjudication committee, data management team, and other individuals or groups overseeing the trial, if 

applicable (see Item 21a for data monitoring committee) 

 

 

 

____NA_______ 
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Introduction 
   

Background and 

rationale 

6a Description of research question and justification for undertaking the trial, including summary of relevant 

studies (published and unpublished) examining benefits and harms for each intervention 

_ 4-6__________ 

 6b Explanation for choice of comparators __4-6_______ 

Objectives 7 Specific objectives or hypotheses ___6__________ 

Trial design 8 Description of trial design including type of trial (eg, parallel group, crossover, factorial, single group), 

allocation ratio, and framework (eg, superiority, equivalence, noninferiority, exploratory) 

 

_____6________ 

Methods: Participants, interventions, and outcomes  

Study setting 9 Description of study settings (eg, community clinic, academic hospital) and list of countries where data will 

be collected. Reference to where list of study sites can be obtained 

________6_____ 

Eligibility criteria 10 Inclusion and exclusion criteria for participants. If applicable, eligibility criteria for study centres and 

individuals who will perform the interventions (eg, surgeons, psychotherapists) 

_____7________ 

Interventions 11a Interventions for each group with sufficient detail to allow replication, including how and when they will be 

administered 

__10-13_______ 

11b Criteria for discontinuing or modifying allocated interventions for a given trial participant (eg, drug dose 

change in response to harms, participant request, or improving/worsening disease) 

____14_________ 

11c Strategies to improve adherence to intervention protocols, and any procedures for monitoring adherence 

(eg, drug tablet return, laboratory tests) 

____13_________ 

11d Relevant concomitant care and interventions that are permitted or prohibited during the trial ____13_________ 

Outcomes 12 Primary, secondary, and other outcomes, including the specific measurement variable (eg, systolic blood 

pressure), analysis metric (eg, change from baseline, final value, time to event), method of aggregation (eg, 

median, proportion), and time point for each outcome. Explanation of the clinical relevance of chosen 

efficacy and harm outcomes is strongly recommended 

 

_9-10________ 

Participant timeline 13 Time schedule of enrolment, interventions (including any run-ins and washouts), assessments, and visits for 

participants. A schematic diagram is highly recommended (see Figure) 

__6________ 
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Sample size 14 Estimated number of participants needed to achieve study objectives and how it was determined, including 

clinical and statistical assumptions supporting any sample size calculations 

_____8_______ 

Recruitment 15 Strategies for achieving adequate participant enrolment to reach target sample size ______7_______ 

Methods: Assignment of interventions (for controlled trials) 
 

Allocation:    

Sequence 

generation 

16a Method of generating the allocation sequence (eg, computer-generated random numbers), and list of any 

factors for stratification. To reduce predictability of a random sequence, details of any planned restriction 

(eg, blocking) should be provided in a separate document that is unavailable to those who enrol participants 

or assign interventions 

______9_______ 

Allocation 

concealment 

mechanism 

16b Mechanism of implementing the allocation sequence (eg, central telephone; sequentially numbered, 

opaque, sealed envelopes), describing any steps to conceal the sequence until interventions are assigned 

______9_______ 

Implementation 16c Who will generate the allocation sequence, who will enrol participants, and who will assign participants to 

interventions 

______9_______ 

Blinding (masking) 17a Who will be blinded after assignment to interventions (eg, trial participants, care providers, outcome 

assessors, data analysts), and how 

_____6________ 

 17b If blinded, circumstances under which unblinding is permissible, and procedure for revealing a participant’s 

allocated intervention during the trial 

_____NA______ 

Methods: Data collection, management, and analysis 
 

Data collection 

methods 

18a Plans for assessment and collection of outcome, baseline, and other trial data, including any related 

processes to promote data quality (eg, duplicate measurements, training of assessors) and a description of 

study instruments (eg, questionnaires, laboratory tests) along with their reliability and validity, if known. 

Reference to where data collection forms can be found, if not in the protocol 

____9-10______ 

 18b Plans to promote participant retention and complete follow-up, including list of any outcome data to be 

collected for participants who discontinue or deviate from intervention protocols 

___13_______ 
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Data management 19 Plans for data entry, coding, security, and storage, including any related processes to promote data quality 

(eg, double data entry; range checks for data values). Reference to where details of data management 

procedures can be found, if not in the protocol 

_NA_(in REB 

application)______ 

Statistical methods 20a Statistical methods for analysing primary and secondary outcomes. Reference to where other details of the 

statistical analysis plan can be found, if not in the protocol 

_____15________ 

 20b Methods for any additional analyses (eg, subgroup and adjusted analyses) _____15________ 

 20c Definition of analysis population relating to protocol non-adherence (eg, as randomised analysis), and any 

statistical methods to handle missing data (eg, multiple imputation) 

 

_____15_______ 

Methods: Monitoring 
 

Data monitoring 21a Composition of data monitoring committee (DMC); summary of its role and reporting structure; statement of 

whether it is independent from the sponsor and competing interests; and reference to where further details 

about its charter can be found, if not in the protocol. Alternatively, an explanation of why a DMC is not 

needed 

_____NA_______

_ 

 21b Description of any interim analyses and stopping guidelines, including who will have access to these interim 

results and make the final decision to terminate the trial 

____NA_______ 

Harms 22 Plans for collecting, assessing, reporting, and managing solicited and spontaneously reported adverse 

events and other unintended effects of trial interventions or trial conduct 

_____14_____ 

Auditing 23 Frequency and procedures for auditing trial conduct, if any, and whether the process will be independent 

from investigators and the sponsor 

__NA (part of REB 

process)_______ 

Ethics and dissemination  

Research ethics 

approval 

24 Plans for seeking research ethics committee/institutional review board (REC/IRB) approval ______8_______ 

Protocol 

amendments 

25 Plans for communicating important protocol modifications (eg, changes to eligibility criteria, outcomes, 

analyses) to relevant parties (eg, investigators, REC/IRBs, trial participants, trial registries, journals, 

regulators) 

_____NA (Part of 

REB 

application)______

__ 
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Consent or assent 26a Who will obtain informed consent or assent from potential trial participants or authorised surrogates, and 

how (see Item 32) 

___8__________ 

 26b Additional consent provisions for collection and use of participant data and biological specimens in ancillary 

studies, if applicable 

____NA_______ 

Confidentiality 27 How personal information about potential and enrolled participants will be collected, shared, and maintained 

in order to protect confidentiality before, during, and after the trial 

_____NA- Already 

in REB 

application____ 

Declaration of 

interests 

28 Financial and other competing interests for principal investigators for the overall trial and each study site ______16_______ 

Access to data 29 Statement of who will have access to the final trial dataset, and disclosure of contractual agreements that 

limit such access for investigators 

_____NA- part of 

REB 

application_____ 

Ancillary and post-

trial care 

30 Provisions, if any, for ancillary and post-trial care, and for compensation to those who suffer harm from trial 

participation 

_____NA______ 

Dissemination policy 31a Plans for investigators and sponsor to communicate trial results to participants, healthcare professionals, 

the public, and other relevant groups (eg, via publication, reporting in results databases, or other data 

sharing arrangements), including any publication restrictions 

____15_________ 

 31b Authorship eligibility guidelines and any intended use of professional writers _____NA______ 

 31c Plans, if any, for granting public access to the full protocol, participant-level dataset, and statistical code ________NA- no 

plans_____ 

Appendices 
   

Informed consent 

materials 

32 Model consent form and other related documentation given to participants and authorised surrogates ___NA- in REB 

application_____ 

Biological 

specimens 

33 Plans for collection, laboratory evaluation, and storage of biological specimens for genetic or molecular 

analysis in the current trial and for future use in ancillary studies, if applicable 

_____NA______ 
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*It is strongly recommended that this checklist be read in conjunction with the SPIRIT 2013 Explanation & Elaboration for important clarification on the items. 

Amendments to the protocol should be tracked and dated. The SPIRIT checklist is copyrighted by the SPIRIT Group under the Creative Commons 

“Attribution-NonCommercial-NoDerivs 3.0 Unported” license. 
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