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ABSTRACT

Introduction Patient partnership is a key component of
patient-centred care. One form of partnership is individual
peer support, which can improve patients’ quality of life
and adherence to treatment. Patient with multiple sclerosis
could benefit from this type of support, but such an
intervention has not been explored in the literature.

We propose in this article a pilot study protocol to assess
the feasibility and acceptability of healthcare-integrated
individual peer support, and the feasibility of a large-scale
efficacy trial.

Methods and analysis The PAIR-SEP study is a mixed-
methods pilot clinical trial combining quantitative and
qualitative approaches. Sixty patients with relapsing-
remitting multiple sclerosis undergoing drug therapy

from the Neurology centre of Nantes University Hospital
(France) will be randomised on a 1:1 ratio to receive either
usual care only or usual care combined with peer support
(three individual sessions at 1, 3 and 5 months with a peer
helper).

We will evaluate clinical outcomes in preparation of the
large-scale trial: therapeutic adherence 6 months after
baseline, therapeutic compliance, quality of life, anxiety
and depression, social support. All dimensions will be
assessed using validated health questionnaires at baseline
and at 6 months.

Intervention’s acceptability and feasibility will be evaluated
using qualitative methods: undirected interviews with
patients from the intervention group and separate focus-
groups with the peer helpers the healthcare team.

Ethics and dissemination Ethical approval was obtained
from the local ethics committee on 1 October 2022. This
study was designed in collaboration with multiple sclerosis
peer helpers.

The trial findings will be published in peer-reviewed
journals.

Trial registration number NCT05519553.

INTRODUCTION

With the significant increase in chronic
diseases prevalence, patient partnership has
gradually emerged to the detriment of the
paternalistic approach.' The Montreal model,
created by researchers of the Centre of Excel-
lence for Partnership with Patients and the

STRENGTHS AND LIMITATIONS OF THIS STUDY

= The mixed-methods approach of this study will allow
for an in-depth evaluation of the study objectives.

= We will not only evaluate the feasibility of the larger-
scale trial, but also on the feasibility and acceptabil-
ity of the intervention in itself.

= The qualitative and quantitative results relating to
the implementation of the intervention will be useful
to adapt it to a real-world setting.

= As our study will only be conducted at one site, in-
sights about the generalisability of our intervention
will be limited.

= As with any feasibility study, our results about mul-
tiple sclerosis patients’ therapeutic adherence are
exploratory and should be interpreted with a lot of
care.

Public (CEPPP) nearly 15 years ago, describe
a patient partner as ‘a person progressively
habilitated, during their care pathway, to
make free and informed health choices.
Their experiential knowledge is recognized
and their self-care skills are developed with
help from the healthcare team. [...] They are
full member of the team when it comes to the
care and services offered to them’.??® Thus,
patients’ engagement (and of their relatives)
alongside healthcare workers constitute a
continuum from collaboration, as coactors of
their own care, to participation, using their
experiential knowledge of the disease to take
part in institutional decisions.”

One form of patient engagement is peer
support, where patient partners provide
guidance to other patients, helping them for
example to adjust to their new way of living or
to maintain or strengthen social bonds. These
patient partners are generally called ‘peer
helpers’. Peer support interventions can take
a variety of forms: moderation or comodera-
tion of discussion groups and patient educa-
tion sessions, one-to-one consultations with
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patients, support before or during a medical appoint-
ment or hospitalisation, etc.

Studies exploring the clinical benefits of peer support
are still scarce and usually do not provide high-level
evidence of efficacy,”” but their results are promising.
Indeed, several qualitative studies have shown that peer
supportis greatly appreciated by both patients and patient
partners, and that it provides patients with a feeling of
hope, positivity and ways to cope with their disease.* "
Comparative studies have shown a significant impact of
peer support on psychological outcomes (eg, depres-
sion, self-efficacy and self-management) in patients with
cancer’ and with serious mental illnesses,6 but also on
many recovery outcomes (eg, HbAlc, blood pressure and
weight reduction) in patients with diabetes.” Large-scale
studies are needed to confirm these results and evaluate
their transferability to other chronic conditions.

One chronic disease in which peer support could be
beneficial is multiple sclerosis (MS). In France, 5000 new
cases of MS are diagnosed every year and an estimated
100000 persons live with the disease. It is the first non-
traumatic cause of disability in adults. Clinical symptoms
and disease evolution can vary greatly from one patient
to another, but they usually have an important negative
effect on their quality of life.”” '* As of today, there is no
cure for MS and drug therapy is mostly meant to diminish
relapses duration and severity and slow down the course
of the disease.

As in many other chronic diseases,” MS patients’
adherence to their long-term treatment is low and thera-
peutic compliance estimates vary between 40% and 88%
depending on the studies.'® Non-compliance seems to
exacerbate the frequency and severity of relapses, the
importance of cognitive impairment and the progression
of disabilities."” ' Numerous factors have been shown to
increase non-compliance: belief of ineffectiveness, missed
doses, side-effects, fear of injections, all of which could
be addressed via peer support.'” Indeed, by sharing their
experiences and resources, and providing support and
information, peer helpers could have a positive influence
on patients’ disease-related representations and treat-
ment beliefs, which are key determinants of treatment
adherence and compliance. However, to our knowledge,
no research has been conducted on the impact of peer
support on MS patients.

In order to successfully conduct such studies, several
implementation barriers have to be lifted. Indeed, in this
type of one-to-one partnership, the necessary sharing
of knowledge and power represents a real paradigm
shift for healthcare professionals, which could be diffi-
cult to accept. On the one hand, they must be able to
adapt their posture to consider patients as fully-fledged
members of the care team; on the other hand, it is essen-
tial that each actor’s roles and responsibilities are clearly
defined beforehand. A preliminary work seems therefore
essential.

In this article, we present the protocol of a pilot trial
that aims to address these issues. The goals of this study
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are twofold: (1) to explore the feasibility and acceptability
of peer support interventions among peer helpers and
healthcare workers and (2) to evaluate several clinical
and psychological outcomes (therapeutic adherence,
quality of life, emotional state and social support) that
could be useful for a large-scaled trial.

METHODS AND ANALYSIS

This article follows the 2013 Standard Protocol Items:
Recommendations for Interventional Trials and 2010
Consolidated Standards of Reporting Trials (CONSORT)
statements, for reporting trial protocols and pilot trials,
respectively.” The WHO Trial Registration Data Set was
also completed (see online supplemental material 1).

Study design

The PAIR-SEP study is a mixed-methods pilot trial with a

convergent design: quantitative and qualitative data will

be collected, analysed and compared with answer the
pursued objectives.

The qualitative study will be based on individual and
group interviews of patients, peer helpers and healthcare
workers. The quantitative study will consist of an open-
label randomised controlled pilot trial with two parallel
groups: a control group receiving usual care only, and an
intervention group receiving usual care combined with
three peer support interviews (set at 1, 3 and 5 months
after inclusion).

The study will consist of three parts:

1. Intervention planning, consisting in the recruitment
and training of a small group of MS patients (n=3) who
will act as peer helpers, and in the cocreation of an in-
terview grid for the three peer support sessions.

2. Trial implementation, with the conduction of peer
support interventions for the intervention group.

3. Qualitative investigation, consisting of undirected in-
terviews for patients and focus groups for peer helpers
and professionals.

The inclusion period will last 9 months (beginning in
June 2023) and participants will be followed up during 6
months. The overall data collection lasts 15 months.

Study setting

The study will take place at Nantes University Hospital
(France), in which a project to structure patient part-
nership is underway. This project is based on the
experience of several clinical departments working
informally with patient partners. For several years now,
the neurology department has been collaborating with
a volunteer patient-partner from the French League
against MS to run a discussion group with MS patients
on the ward. The presence of a psychologist and an
advance practice nurse in the department has helped to
improve quality of care with a more holistic perspective
of the disease.
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Eligibility criteria

This study is focused on adult MS patients whose care

is managed by the Neurology Department of Nantes

Hospital. The following profiles will be included:

» Adult patients

» With relapsing-remitting MS according to 2017 revised
Mc Donald criteria?" (more than 80% of MS patients),

» Attending medical consultation at Nantes University
Hospital Neurology Department,

» For whom background drug therapy is needed (oral
or injectable),

» Who gave consent to participate in trial.

The exclusion criteria are as follows:

» Primary-progressive or secondary-progressive MS
patients

» Patients under protection of vulnerable adult’s
measure or convicted

» Patients not fluent in French

» Patients with severe cognitive impairment, who may
find difficult filling out questionnaires properly

» Patients prone to follow-up interruption (home
moving, nomadism...)

Outcomes

The outcomes will relate to our two objectives: peer
support impact on MS patients and feasibility/accept-
ability of the study.

Peer support impact

As PAIR-SEP is a pilot study, all impact outcomes are
exploratory and are therefore on the same level, however
therapeutic adherence was chosen as primary for the sake
of the sample size calculation. These preliminary results
will be used to inform the protocol of a future multicentre
randomised controlled trial. All impact outcomes will be
assessed using difference in questionnaire scores between
baseline and 6 months in both groups.

Therapeutic adherence will be explored using the
mean score difference at baseline and after 6 months
of the ‘Necessity’ and ‘Concerns’ subscales of the BMQ
(Beliefs about Medicines Questionnaire) Specific scale.
The BMQ has been validated as a screening test for low
therapeutic adherence in several chronic diseases™ **
and has recently been used in MS patients.** * This ques-
tionnaire consists of two scales, BMQ-General and BMQ-
Specific, which can be used separately. The BMQ-Specific
scale assesses treatment-associated beliefs, according to
10 items and two subscales: treatment necessity and treat-
ment concerns. The items are scored on a 5-point Likert
scale ranging from ‘Totally agree’ (one point) to “Totally
disagree’ (five points). A final score, ranging between
5 and 25, is calculated for each subscale by summing
the answers to each item. The psychometric properties
of this scale have been validated in several populations,
mostly chronic patients (asthma, renal failure, psychi-
atric pathologies, ...).”> ** Cronbach’s alpha coefficients
of the Specific-Necessity and Specific-Concerns subscales
range, respectively, from 0.55 to 0.86 and from 0.63 to

0.80 depending on the population studied.” A vali-
dated French version, published by Fall et al, in 2014 is
available.”’

According to the Necessity-Concerns framework (N
CF), the score of the Concerns subscale can be subtracted
to the score of the Necessity subscale to compute an indi-
cator called the NCF. The NCF varies between -20 and
+20, and a positive value indicates that the perceived treat-
ment necessity exceeds treatment associated concerns.
The closer the NCF comes to +20, the better risk/benefit
balance of the treatment is. Several studies have showed
that patients with a higher perceived treatment necessity
or lower treatment associated concerns (as assessed by
BMQ-Specific) are more prone to follow their physician’s
recommendations.” ** *

Therapeutic compliance will be assessed by the mean
score difference at baseline and after 6 months of the
Medication Adherence Rating Scale (MARS) question-
naire. MARS is a validated tool to assess therapeutic
compliance in chronically ill patients.”® * The short
version consists of 5 items, scored on a Likert scale
ranging from 1 to 5. A final score, between 5 and 25, is
calculated by summing the answers to the items. If the
final score is 21 or above, or if every item is scored at least
four points, the patient is deemed compliant. The MARS
questionnaire was adapted and validated in French by
Misdrahi et alin 2004™ and then by Fond et alin 2017.”!

Quuality of life will be assessed by the mean score differ-
ence at baseline and after 6 months of the MusiQolL-
MCAT. This short questionnaire was specifically designed
for MS patients, with a validated French translation and
good psychometric properties.” ** It consists of 31 items,
divided in nine dimensions: activities of daily living (eight
items), psychological well-being (four items), symptoms
(four items), relationships with friends (three items),
relationships with family (three items), relationships with
healthcare system (three items), sentimental and sexual
life (two items), coping (two items), and rejection (two
items). Each item is scored on a 6-point Likert scale,
ranging from ‘never/not at all’ (one point), to ‘always/
very much’ (five points) with an extra value for ‘not appli-
cable’ (six points). For each individual, the score for each
dimension is obtained by computing the average score of
the related items. All dimension scores are linearly trans-
formed to a 0 to 100 scale and an overall average score is
computed. Higher scores indicate a higher level of quality
of life.

Emotional well-being will be assessed using the mean
score difference at baseline and after 6 months of the
HAD (Hospital Anxiety and Depression) questionnaire.
The HAD scale allows for anxiety and depressive disor-
ders screening.” It consists of two subscales (anxiety and
depression) of seven items each. The possible score for
each item ranges from 0 to 3, and a subscale score supe-
rior to eight denotes anxiety or depression. The higher
the score is, the higher the severity of the symptoms. The
HAD questionnaire was created in 1983 and was used
in several chronic diseases, including MS.* *” Its French
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translation was made by Lépine et al and validated by
Ravazi et alin 1989.% %

Social support will be assessed using the mean score
difference at baseline and after 6 months of the 6-item
Social Support Questionnaire (SSQ6). Social support can
be assessed in two ways: objective (received social support)
or subjective (perceived social support). Perceived social
support refers to how individuals perceive friends, family
members and others as sources available to provide mate-
rial, psychological and overall support during times of
need. Studies on peer support impact on chronic patients
show that one of the main benefit of peer support is on
perceived social support.'” '

SSQ6 is a G-item questionnaire designed to measure
perceived social support using two dimensions: satisfac-
tion and availability of support. This questionnaire is a
shortened version of the original Social Support Ques-
tionnaire designed by Sarason et al in 1983.*' It has been
translated and validated in French.* Each item is a ques-
tion that solicits a two-part answer: part 1 asks participants
to list from O to 6 people that fit the description of the
question, and part 2 asks participants to indicate how
satisfied they are with the support provided by each of
these people, using a 6-point Likert scale (6: ‘very satis-
fied’ to 1: ‘very dissatisfied’). Two scores are then calcu-
lated by summing the answers within each dimension:
The N score (availability) ranges from 0 to 54 and the S
score (satisfaction) ranges from 6 to 36.

Study feasibility and acceptability

An important part of the study is to explore what partici-
pants, healthcare team and peer helpers think of the peer
support interventions that will take place. It seems essen-
tial to assess the strengths and weaknesses of the study
to make consistent change and improve the method with
a broad-scale implementation perspective. Thus, quali-
tative data will be collected, using undirected individual
interviews with the participants of the intervention group
and focus-groups dedicated to collect feedback from peer
helpers and the Neurology Department healthcare team.

Intervention group patients’ interviews

The possibility to participate in an undirected interview
will be given to each patient in the intervention group
at the end of the quantitative assessment. This interview
will be conducted by a member of the research team
and is estimated to last for about an hour. It will explore
how the patient felt during peer support sessions, what
it meant to them to receive guidance and advice, if it
changed their disease representations or daily experi-
ence. It will allow for an overview of all MS patients’ life
dimensions affected by the peer support interventions.
The interviews will also give the opportunity to know
what MS patients expected from peer support and what
they actually got from it, giving leads on how to improve
the programme.

Focus groups

Two separate focus groups will be organised to better
understand what the study entailed for the healthcare
team and peer helpers.

A focus group with only peer helpers will allow the
exploration of several aspects of the study: recruitment,
training, coaching during intervention, study organisa-
tion and unfolding, drivers and barriers to participate
in the study as a chronic patient themselves. Peer help-
er’s feedbacks will be crucial to improve the programme,
as peer support interventions have to be tailored to the
needs of not only MS patients but also peer helpers, as
they also experience physical and psychological conse-
quences of the disease.

Another focus group will be organised with the health-
care professionals of the hospital’s Neurology Depart-
ment. Their feedback on the conduct of the study will be
collected, exploring themes such as the introduction of
the peer helpers to the team, teamwork with peer helpers,
work relationship between healthcare team and peer
helpers, study impact on the team and study endorse-
ment. A good relationship between peer helpers and the
Neurology healthcare team is essential, as malfunctions
could jeopardise the study.

Interventions

The study is designed in three parts: intervention plan-
ning, intervention and evaluation. The PAIR-SEP research
team consists in a peer helper, a neurologist, an advanced
practice nurse, two public health physicians, a quantita-
tive methodologist and two qualitative methodologists.

Intervention planning

At the time of writing this article, the recruitment of the
peer helpers has already taken place. The objective was
to constitute a group of three MS patients able to provide
support to patients in the intervention group. The prin-
cipal investigator (neurologist specialised in MS) identi-
fied several patients in her clientele to whom she offered
to participate as a peer helper in the study. The first one
is the patient who already runs the discussion groups
and helped to set up the research project. The other
two patients are women who have expressed their will-
ingness to become patient partners. They were involved
in patient associations prior to their recruitment. All of
them agreed to take part in the research and signed a
contract as temporary hospital collaborators.

The peer support team has been introduced to the
Neurology Department staff (nurses, psychologist, other
physicians, etc) before the start of the inclusion to create
a positive work atmosphere. To better explain their
missions, a flyer presenting the objectives of the study
and entitled ‘Who better than a patient to understand
what life with multiple sclerosis is like on a daily basis?’
was created with the three peer-helpers. In the flyer, each
of them introduces themselves and briefly explains their
experience with MS. This flyer will be distributed to every
patient interested to participate in the project.
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A specific training has been offered to the three
peer helpers. First, the research team explained them
the study’s objectives and anticipated course of events.
Second, to prepare peer helpers for their coaching
role, a specific training has been organised by an engi-
neer specialised in pedagogy and therapeutic education,
working at the Public Health Department of the hospital
and involved in the research. Based on the CEPPP’s
patient partner recruitment guide,” we created a self-
assessment questionnaire that was filled in by each of the
three peer helpers. This questionnaire was used to assess
the peer helpers’ skills in several domains: communica-
tion, empathy, listening and coping with chronic illness.
The training was developed according to the three
patients’ answers and focused on what they needed most
to feel comfortable as a peer support coach.

The three peer helpers were then involved in creating
the interview guides. These grids will serve as guidelines
to lead each interview, summarising objectives and themes
according to the stage of intervention (first, second or
third interview), in order to ensure some homogeneity
in the conduct of the intervention between patient and
peer helper.

Since recruitment, the peer helpers were involved in
supplementary training sessions (role-playing) conducted
each month by the pedagogy engineer and a public
health physician.

Intervention

The intervention in itself will consist of three individual
sessions between a peer helper and a patient. The first
session will systematically take place on hospital grounds,
but the two following sessions can be organised according
to the patient’s preferences either via videoconference
or in person at the hospital. These sessions will each be
approximately 1hour long and will consist in a discus-
sion between the patient and the peer helper, centred on
the patient’s disease experience and the difficulties asso-
ciated with it in daily life, relating notably to treatment
adherence, quality of life, social support and symptoms.
Each patient will meet the same peer helper at every
session, in order to create a bond and facilitate communi-
cation. At the end of every meeting, the peer helper will
fill out a follow-up sheet and a summary will be written at
the end of the three sessions, that will be incorporated in
the patient file. This synthesis will be used as a basis for
a meeting between the peer helper and the Neurology
Department advanced practice nurse, where the effect of
the intervention on the patient will be discussed.

During the entire intervention phase, coaching will
be available to peer helper in the form of psychological
support if needed from the Neurology Department. The
peer helpers will also be able to seek help or advice from
the research team.

Evaluation
At baseline, patients from both groups will fill out a
questionnaire during the inclusion visit, using the Wepi

software from Epiconcept. The same questionnaire will
be filled out online by patients from both groups, 6
months after inclusion, via a link sent by email. The ques-
tionnaire will assess five dimensions: therapeutic adher-
ence (specific BMQ), therapeutic compliance (MARS),
quality of life (MusiQoL-MCAT), anxiety and depression
(HAD) and social support (SSQG6).

Patients from the intervention group will be asked to
participate in an optional undirected interview with a
member of the search team after the final questionnaire
and two focus-groups will be organised (one with the peer
helpers, the other with the Neurology Department team).

Participant timeline

The study will be presented to each potential participant
during a check-up medical consultation at the Neurology
Department. If the patient is interested, he will receive
an information letter detailing the research objectives
and course of actions. A reflection time of 1week will be
provided to let the patient decide if he wants to be part of
the study. He will then be contacted by the research team
to schedule an inclusion meeting if he is interested.

The inclusion meeting will consist of four steps: (1)
checking eligibility, (2) patient inclusion and written
consent, (3) baseline questionnaires and (4) rando-
misation. Randomisation will be implemented by the
Neurology Department clinical research team without
stratification, using a randomisation list included into
the Clinical Ennov software. The randomisation list was
constructed by a statistician using blocks of random
sizes (2—4), with a 1:1 ratio. The result (experimental or
control group) will be sent via an automatic email to the
investigators and peer helpers. One peer helper will be
assigned to each patient randomised in the intervention
group, according to the peer support team planning and
the patient’s availabilities to schedule meetings.

If the patient is randomised in the control group, usual
care will be followed through. If the patient is randomised
in the intervention group, the research team will inform
them that a peer helper will get in touch with them via
email (or phone) to schedule the first meeting.

At the end of inclusion meeting, a 1 week period will be
chosen 6 months after baseline for the patient to fill out
the final questionnaires. If needed, an assistance to fill
out the questionnaires will be given by the search team,
either via phone or face to face on hospital grounds.

The patients from the intervention will then benefit
from the intervention, whereas the control group will
receive usual care. Both groups will fill out questionnaires
at baseline and after 6 months, as described above.

Sample size

For this pilot study, we plan on recruiting 60 patients
(30 in control group and 30 in intervention group) for
a first evaluation on therapeutic adherence with enough
precision. This number is coherent with Whitehead et al
suggestions™! to enrol at least 25 patients in each arm in
a pilot study for a small-range standardised effect (20%).
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By postulating a mean of 13.6 and a SD of 3.6 on every
subscale of the BMQ (hypothesis made from the study by
Kooy et alin 2015"), our sample will allow for mean score

on each subscale with a precision of 2x1.96x (j’%) =2.58,
which is around 19% of the mean. )

Data collection and management

To enhance participants’ retention, email reminders will
be sent before each peer support session and before the
final questionnaire. Data management will be conducted
with data quality promotion in mind.

No data monitoring committee has been implemented
for this study as the sample is very limited in size. No
interim analyses or stopping guidelines will be necessary.
Trial conductwill be supervised by the research committee
in monthly meetings, under the supervision of the investi-
gators but without interference from the sponsor.

Data analysis plan
In this a mixed-methods study, data analysis will depend
on the nature of the data: quantitative or qualitative.

Quantitative data

Descriptive analysis

The distribution of the variables will be described using
means, medians, SD and ranges for quantitative variables
and with total numbers and proportions of each modality
for qualitative variables.

The main results will consist in the difference between
the score at baseline and after 6 months of the following
scales: therapeutic adherence (BMQ-Specific), ther-
apeutic compliance (MARS), anxiety and depres-
sion (HAD), social support (SSQ6) and quality of life
(MusiQoL-MCAT).

In accordance to the CONSORT guidelines for pilot
and feasibility studies, the difference between the two
groups will only be indicative, and no formal statistical
testing will be performed. Data analysis will be performed
on complete observations; no missing data imputation
will be used.

Qualitative data
Data from the two focus-groups and MS patients’ inter-
views will be analysed using the same process.

A thematic analysis using conceptual categories will
be performed. After a phenomenological examination
of data, followed by an open coding phase, axial coding
will allow for a pooling of meaning units in conceptual
categories. Memo writing and frequent back and forth
between categories, synthesis and raw data will guaranty
theorisation integration in patients’ experience.

To neutralise any possible interpretative biases, a trian-
gulation will be implemented, by submitting data to
two analysts in order to compare in a critical way their
interpretations.

If necessary, the analyses will be performed using a
qualitative analysis software.

Patient and public involvement

A MS peer helper is part of the scientific committee of
this study and involved in designing and implementing
the study.

Ethics and dissemination

The local institutional review board ‘Groupe Nantais
d'Ethique dans le Domaine de la Santé’ approved this
study on 1 October 2022. All participants will provide
written consent during the inclusion visit with the neurol-
ogist in charge of the trial (see online supplemental mate-
rial 2).

The trial results are expected in 2024. These findings
will be submitted and published in international peer-
reviewed journals in 2025.

Any important protocol modifications will be commu-
nicated to relevant parties via email. All personal infor-
mation about potential and enrolled participants will
be kept confidential, using pseudonymisation on data
before analysis. All final trial data set will be accessible
to member of the research team who will proceed with
analysis.
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