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Abstract:

The quality of life (QOL) of patients with multiple sclerosis (MS) is estimated to be poor compared to
the general population. Its management is complex thus requiring openness to non-pharmacological
approaches such as therapeutic education (TPE). However, there is an abundance of educational
programs with several components and varying degrees of effectiveness. This protocol is
developed with the objective to determine the impact of TPE programs on the QOL of MS patients.
We will undergo research in PubMed, Web of Science, and Scopus to identify all eligible articles
published between January 1%, 2007, and February 2022 evaluating the QOL. We will include any
quantitative study design: Randomized Controlled Trials (RCTs), non-randomized controlled trials,
non-randomized uncontrolled trials, and observational studies. The quality of these studies will be
assessed by recommended tools. Two investigators will independently perform the data extractions
and any disagreements will be resolved by other reviewers. A narrative synthesis will report results
according to the Preferred Reporting ltems for Systematic Reviews and Meta-Analyses (PRISMA)
checklist guidelines to draw conclusions based on the totality of the evidence. These results will be
summarized by characteristics of studies and programs and by effects on the QOL. This systematic
review will provide practice guidance and evidence to effectively target the features and components
of TPE programs, to effectively meet the specific needs of MS patients and thereby improve their QOL,
and on the other hand to facilitate the appropriation of these programs by clinicians and researchers
to optimize the management of MS.

Systematic review registration: PROSPERO CRD42022338651.
Keywords:
Multiple sclerosis, programs, quality of life, therapeutic education

manifests itself by demyelination, multifocal
inflammation, and axonal damage.™ Its

Introduction

ccording to the Multiple Sclerosis

International Federation (MSIF), 2.8
million people worldwide are affected
by pathology.l'! With a female, multiple
sclerosis (MS) affects young adults, usually
between the ages of 20 and 40 challenging the
most productive years of their lives.l>* It is
an autoimmune, chronic, and degenerative
disease of the central nervous system that
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etiology remains unknown with a phenotype
probably related to interference between
genetic parameters considered complex
and others environmental.**! It is a disease
with a progressive evolutionary character
but which remains unpredictable!®®!
traditionally assuming disparate forms,
in this case, the relapsing-remitting (RR),
primary progressive (PP), and secondary
progressive (SP) forms.™
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Great uncertainty accompanies patients diagnosed with
MS in all aspects of their lives.” Its most typical physical
symptoms include monocular vision loss, sensory loss,
ataxia, spasticity, chronic pain, sexual dysfunction, speech
impairment, and fatigue.*®! At the same time, people
with MS exhibit impaired psychological well-being,
including an increased prevalence of depressive, anxiety,
and mood disorders,”! often subjectively perceived by
patients as even more severe than physical symptoms,
with detrimental consequences.'”! They often feel
unable to cope with daily tasks and obstacles, leading to
increased passivity and impaired social relationships.!3!
The most common onset of MS in early adulthood
means that in addition to personal and psychological
problems, the disease also causes an emotional, social,
and economic burden for the patient and the family!'*!
expressed needs, individual roles and coping styles
are inevitably questioned.''*! Given this, the quality of
life (QOL) can only be considered poor compared to the
general population.!1718

Faced with the physical, psychosocial, and economic
challenges and the chronic nature of the disease, the
management of MS is complex,™! thus requiring
a biopsychosocial aspect,**! where the medicinal
approach is fully integrated with new therapeutic
approaches to optimize daily activities, the QOL and the
psychological well-being of individuals.!""! In this respect,
therapeutic patient education (TPE) is emerging as a
non-pharmacological intervention and an imperative
lever in the care pathway of individuals suffering from
chronic pathologies®*! including MS.

According to the WHO definition in 1998, TPE is
an ongoing process that “ helps patients acquire or
maintain the skills they need to manage their lives with
a chronic pathology as well as possible. It is an integral
and ongoing part of patient care. It includes organized
activities, with psychosocial support, designed to make
them aware of and informed aboutthedisease, Mecare, the
organization, the hospital procedures, and the behaviors
related to health and the pathology”.”) Indeed, TPE
programs improve understanding and decrease the
occurrence of certain preventable complications and
symptoms,® which can reduce the impact of MS on
the patient’s personal and/or social life.*! In this sense,
studies have shown an improvement in the QOL of MS
patients after educational programs®2 thanks to good
management of the disease. These patients certainly
develop their sense of autonomy and self-efficacy.** !

Indeed, TPE programs for MS patients have been widely
offered for many years in a variety of formats and content.
What is missing is the proper clarification of the key
elements that frame these educational programs enabling
these patients to acquire coping and self-management

skills in their daily lives to optimize QOL. This is mainly
due to the presence of complex programs/®! that are
characterized by the absence of a standardized conceptual
framework that can describe strategies for the promotion
of educational management of MS patients®! in order
to positively change their behaviors.’ Therefore, the
effectiveness of these programs on QOL and MS symptoms
is particularly debatable showing different effects and
outcomes, and clinicians or researchers find difficulties
in the appropriation of educational programs. This
observation raises a great need for a precise description of
the different dimensions that can influence and accompany
the fluctuation of effectiveness from one TPE program to
another to effectively meet the needs of patients.

To our knowledge, this systematic review is the first
study to determine the impact of TPE programs
specifically on the QOL of MS patients by identifying
effectiveness factors associated with the characteristics
and components of these programs that are important
for future research.

The guiding question of this review is: Do TPE programs
have an impact on the QOL of patients with MS?

Materials and Methods

This protocol is based on the PRISMA- P (Preferred
Reporting Items for Systematic Reviews and
Meta-Analysis Protocols) checklist.P!l It has been
submitted for registration to the PROSPERO International
Prospective Registry of Systematic Reviews (PROSPERO)
under the registration number: CRD42022338651

We will perform and report the results of this systematic
review according to PRISMA guidelines.*

Eligibility criteria

The studies included in this review must meet all the
inclusion criteria set out in the PICOS model (Patients,
Intervention, Comparison, Outcome, and Study design
type). All studies that meet the eligibility criteria will be
selected for further review and synthesis. A summary of
the eligibility criteria is reported in Table 1.

Population

This review will examine studies including patients
who are older than 18 years old with a confirmed
diagnosis of definite MS by a neurologist according to
the revised McDonald criteria®! regardless of the type
of the pathology (relapsing-remitting (RR), secondary
progressive (SP), primary progressive (PP)).1

Intervention
Although the literature expresses a great conceptual
diversity in the definitions related to health education
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Table 1: Summary of eligibility criteria for systematic review under the PICOS model

Inclusion criteria

Exclusion criteria

Studies including patients <18 years old

-Any intervention that does not meet
the definition of a TPE program

-Not TPE intervention

Studies evaluating outcome measures
other than QOL

Population Studies including patients >18 years old with a diagnosis of definite MS

Intervention  TPE programs will be defined as any intervention that provides patients with either (a)
information about disease-related symptoms and consequences and (b) learning and
education about self-management strategies leading to behavior change

Comparison Studies that compared QOL before and after a TPE program with or without the
presence of a control group.

Outcomes -Articles that assessed QOL as either a primary or secondary outcome and assessed
by a valid instrument
-Assessment of QOL at two or more time points

Type of Any quantitative study design: Randomized Controlled Trials (RCTs), non-randomized Pilot and feasibility studies, abstracts,

Studies controlled trials, non-randomized uncontrolled trials and observational studies.

-Papers published between the January 1st, 2007 and February 2022

systematic reviews, protocols or
dissertations

programs such as self-management, self-management
education, health education, and TPE. These concepts
all lead to the same goal, which is the acquisition or
maintenance of skills that ensure an optimized and
healthy QOL where the patient takes effective ownership
of their own disease.??*l Thus, in this systematic
review, TPE programs will be defined as any structured
intervention that allows patients to receive (a) information
on disease-related symptoms and their consequences
and (b) learning and education on self-management
strategies™! leading to a behavior change.® The goal
remains the development or maintenance of cognitive,
sensorimotor, and psycho-affective skills®! through the
active participation of the MS patient. These programs
can be delivered individually, in groups, by telephone
or online, in any setting or session length, and by any
provider.

Comparison

We will include studies that compared the QOL before
and after a TPE program with or without the presence
of a control group.

Outcomes

We will include articles that assessed the QOL as
a primary or secondary outcome. Only studies
that consider this assessment at two or more time
points (baseline, postintervention, follow-up) will be
selected. The QOL of MS patients should be assessed by
a valid instrument such as the Multiple sclerosis quality
of life scale (MSQOL-54).5%7]

Type of studies

Eligible articles must meet the following inclusion
criteria: (a) any quantitative study design: Randomized
Controlled Trials (RCTs), non-randomized controlled
trials, non-randomized uncontrolled trials, and
observational studies,(b) articles published between
January 1%, 2007 and February 2022 determining the
effect of TPE programs on the QOL of MS patients, (c)
no restrictions on the language of publication of articles
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will be made, (d) pilot and feasibility studies, abstracts,
systematic reviews, protocols or dissertations will not
be considered.

Information sources and search strategy

A systematic literature search will be performed in
PubMed, Web of Science, and Scopus to identify all
eligible articles. Combinations of MESH (Medical
Subject Headings) terms and keywords will be
used and combined with appropriate Boolean
operators (“AND” and “OR”) and truncations to
search the three databases mentioned above. The
following keywords will be maintained and extended
with synonyms:

-"Multiple Sclerosis”, “MS, “Chronic Progressive
Multiple Sclerosis”, “Relapsing Remitting Chronic”,
“Secondary-progressive multiple sclerosis”, “Primary
Progressive Multiple Sclerosis”, “Relapsing-Remitting

Multiple Sclerosis”;

-Therapeutic Education”, “Self-Management”,
“Patient Education”, “Self-Care”, “Therapeutic Patient
Education”, “Patient Therapy”, “Education of the
Patient”, “Health Education”, “Counselling /Methods”,
“Patient Information”, “Patient Care Planning”,
“Self-Management”, “Self-care”, “Self-management
Program”;

-Quality of Life”, “HRQL”, “QOL”, “Health-Related
Quality of Life”, “Quality of Life”, “QOL tools”, “SF-36",
“WHOQOL”, “DQOL”, “well-being”, “psychological

Va

well-being”, “emotional well-being.

An initial search strategy in PubMed was
developed: ((“Multiple Sclerosis” [Mesh])
AND (“Self-Management” [Mesh] OR “Patient Education
as Topic” [MeSH] OR “Self-Care” [Mesh]) AND “Quality
of Life” [Mesh]. Then, the strategy will be adapted and
modified according to the specific syntax of the other
databases [Additional file N°1]. In parallel, additional
searches will be performed manually in the reference
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lists of the included primary studies and systematic
reviews for a selection of other potentially relevant
articles missing from the databases.

Selection process

All identified studies will be exported to an Excel
spreadsheet to identify and remove duplicates. First of
all, initial database searches will be performed by two
research team members (IR) and (IE) to independently
review the titles/abstracts of research articles obtained
according to the eligibility criteria framed by the PICOS
model. Afterward, the full texts will be selected and
evaluated in contribution with another member (MER)
to verify the accuracy of the data and lead to a
comprehensive and thorough review of the articles. The
final decision will be discussed within the group
and the remaining discrepancies will be resolved by
consensus. The reasons for exclusion will be reported
and a PRISMA™ flowchart will be produced based on
the results of the selection process.

Data extraction and management

To document and organize the data of the eligible
articles a data extraction form will be developed first
on Microsoft Office Excel sheets and will be pilot
tested by both reviewers (IR) and (IE). A final template
will be established, and for each study, the following
information will be extracted separately and grouped
into tables:

Article characteristics (author, year, country),
sample characteristics (size, age, gender, type of MS,
EDSS: Expanded Disability Status Scale®!), study
characteristics (study design, tools for measuring the
QOL, number of measures, total follow-up and summary
of results).

We will use the systemic approach of TPE to frame and
structure the content of educational programs in terms
of four successive steps:F+3¢

1) Educational diagnosis which identifies the patient’s
needs, 2) personalized program which consists of
negotiating with the patient the skills to be acquired either
cognitive, sensorimotor, or psycho-affective skills,*! 3)
implementation of the program with subcategories: type
of intervention, underlying approach/model/theory,
pedagogical methods and tools and 4) the last step is
the evaluation of the targeted skills/program course.

We will also report the description of the program
delivery: aspect, duration, and frequency of sessions,
provider/educator, and support sessions. Again, to
optimize data consistency any disagreements will be
resolved by discussion and consensus and if necessary
two counselors (MER) and (MB) will be consulted.

Quality assessment

Critical assessment of the methodological quality
and relevance of included studies to the research
question will be systematically assessed by tools that
are considered more appropriate for different types of
studiest [Additional file N°2].

The Cochrane RoB 2.0 tool will be used to assess the risk
of bias in RCTs.! It consists of five domains: 1) bias
arising from the randomization process, 2) bias due to
deviations from planned interventions, 3) bias due to lack
of outcome data, 4) bias in outcome measurement, and
5) bias in the selection of reported outcomes. Possible
judgments of risk of bias are Low risk, High risk, and
some concerns.

For non-randomized controlled trials, the Risk of Bias In
Non-randomized Studies - of Interventions (ROBINS-I)
tool™! will be used. The seven bais related to this tool
are confounding, participant selection, intervention
classification, intervention deviations, missing data,
outcome measurement, and selection of reported
outcome. The judgment of risk of bias assigned will be
either “Low risk”, “Moderate risk”, “Serious risk” or
“Critical risk”.

For non-randomized, non-controlled studies, it is
preferable to usel®! the National Institutes of Health (NIH)
quality assessment tool for the before-after (Pre-Post)
studies with no control group.*? It includes 12 questions
with a rating assigned to judge the quality of each study:
Good /Fair/Poor.

The Joanna Briggs Institute (JBI) Critical Appraisal
Checklist™*! will be deployed for observational studies.
The answers will vary between “Yes”, “No”, “Unclear”
and “Not applicable”. The number of positive answers
by “YES” will be added to grant the studies either:
“Low risk of bias”, “Moderate risk of bias” or “High
risk of bias”.

Two reviewers (IR) and (IL) will independently assess
the risk of bias and the methodological quality of each
included study. Any disagreement will be resolved by
discussion, and by consultation with an advisor (MB) if
necessary.

Data synthesis

The summary tables produced will facilitate the
comparison of the results obtained. On the basis of these
results, a narrative and qualitative synthesis will be made
to describe in a structured way: a) the characteristics of
the studies, b) the characteristics of the different TPE
programs, and c) their effects on the QOL of MS patients.
We will also report the results of the quality assessment
of the studies.
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Discussion

Conclusions will be drawn from the results of
the evaluation of the body of evidence from the
comprehensive review of studies. In effect, we will
analyze the components of the educational programs
in relation to the outcomes of the QOL dimensions. The
discussion will be related to the educational content and
delivery modalities using a rigorous systems approach to
TPE. The aim is to show the key points of these programs
that will contribute to improve the QOL. The place of
caregivers in the programs as well as the educational
reinforcement sessions will also be shown.

Conclusion

This systematic review will provide practice guidance
and evidence to effectively target the features and
components of TPE programs, to effectively meet the
specific needs of MS patients and thereby improve
their QOL, and on the other hand to facilitate the
appropriation of these programs by clinicians and
researchers to optimize the management of MS.
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