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The South West Impact of MS Project: a long-term study of the impact of 4 .
MS and CIS on those living with these conditions in Devon and Cornwall o

“The SWIMS Project will do
three things. It will enable us
to (1) understand what it is
like to have MS or CIS, (2)
improve the way that changes
in MS symptoms and disability
are measured—a vital step
forward for the testing of new
and emerging treatments for
MS, and (3) predict what will
happen to individuals with MS
over time” Prof John Zajicek,
Chief Investigator for SWIMS.

In this issue:
e SWIMS progress report

e New research projects
taking place in Devon

- clinical trials in RRMS

- muscle temperature
study

- falls in MS study

e Your frequently asked
questions put to the team

Spring 2011 Progress Report

We would like to welcome those
of you who have recently joined
the project. We are delighted that
you have decided to take part.

By the end of February 2010 over 1,400
people with MS or CIS had consented to
take part. You will see from the map
below, where the approximate location
of each person is represented by one
dot, that many areas of Devon and
Cornwall are represented.

The concentration of participants in the
Plymouth and Torbay areas reflects the
fact that there is a higher resident
population here compared to rural
areas, and also that recruitment to
SWIMS started at these two centres a
little earlier than recruitment from
within Cornwall and the rest of Devon.

Since the last newsletter was produced,
we have written a research article which
introduces the project, and summarises
the information given in the first 967

baseline questionnaires that were
returned to us. The article was
accepted for publication in
BioMedCentral Neurology. This is an
open-access, peer-reviewed, scientific
journal. | would just remind you that
in the
anonymous; we never use your name
or any other information that could
identify you.

If you would like to read the article,
please
http://sites.pcmd.ac.uk/cnrg/swims,
look under ‘Publications’. Alternatively
if you would like us to post or email you
a copy, please do get in touch. |
mentioned that the article is open-
access, i.e. available free of charge to
anyone via the journal’s website, and |
have recently been advised by BioMed
Central that the article has been

the information article is

visit our website:

accessed over 900 times. So there has
been a lot of interest in the project thus

far, which is great news. John Zajicek

Page 1



SWIMS News
1pact o,
e

5
g
&

a

~27,,05\

For some questions in the SWIMS
questionnaire none of the answers given in
the list fit my situation. What should | do?

We are very aware that some of the questions in the
questionnaire are extremely difficult to answer. It is
frustrating that in some cases you are being asked to tick a
box from a list of answers that do not seem to cover all
possibilities. We're pretty confident that we know which
questions are the problematic ones—we can see this in the
number of times that many of you leave certain questions
unanswered, or you tick two boxes where the question asks
for one tick. The advice we would give you is to, where
possible, choose the nearest answer to tick. Because we
can’t guess what your answer is when two tick boxes are
selected for a single question, we usually have to discount
this question altogether and so your answer may be lost.
We don’t want your efforts filling in the booklet to be
wasted! If you feel you need to provide extra information to
help clarify your answer then please do include this. We
record this information, anonymously of course, with the
rest of your questionnaire booklet.

There is some guidance on page 8 of this newsletter on how
best to answer the most problematic questions. Please feel
free to contact us if you are not sure how to answer any of
the questions in the SWIMS booklet. Our contact details are
also given on page 8.

Gay Jones and Denise Hunter, Data Entry Team

In fact we are in the process of working out which questions
are the most informative about the impact of MS, and which
cause the most difficulty for participants. As part of this
process we have analysed each of the rating scales to see
how well they perform. We have done this using a mixture
of statistical methods, experience and common sense, as
well as taking on board the anonymous comments that you
have provided about the wording of the questions and the
range of answers given in the list.

Wendy Ingram, Project Coordinator

Issue 8

In a previous Newsletter we offered to answer your questions
about MS or SWIMS. These are your frequently asked questions...

What exactly do you mean by a “relapse”?

For SWIMS we define a relapse as “a worsening of existing
neurological symptom(s) which lasts for at least 48 hours,
or the appearance of a new neurological symptom which
lasts for at least 48 hours.”. A relapse is often described by
other names, including an attack, exacerbation, flare-up,
acute episode or clinical event. New symptoms appear, or
old symptoms re-appear, either gradually or suddenly.
Symptoms usually come on over a short period of time —
hours or days. They often stay for a number of weeks,
usually four to six, though this can vary from only a few days
to many months. Typical MS symptoms in a relapse include
weakness, unsteadiness, bladder disturbance or double
vision. Other symptoms of MS, like fatigue or pain, can be
more difficult to categorise as a relapse because they may
not have a clear-cut beginning or end. A relapse is not
caused by an infection. Please call the office if you are
unsure what to answer in the relapse section of the SWIMS
questionnaire booklet.

We would repeat the advice given by the MS Society that, if
you think you are having a relapse, you need to contact your
MS nurse or GP as soon as possible. It is important that
other possible causes of symptoms are not missed, so you
will probably be asked lots of questions about your
symptoms, your general health and your activity over the
last few days. You may be asked to take a specimen of urine
to the surgery or clinic to be checked for infection. It is
important for future treatment options that vyour
neurologist is aware that you are having a relapse.

To this we would add that if you have had a relapse within
the last 12 months, you may be eligible to participate in
clinical trials of drugs for MS - see page 5 for more details.

I’'ve chosen to have online questionnaires,
but | want to go back to having a booklet
posted to me. What do I need to do?
Either contact us by phone or email, or write to us. | will
make the necessary changes for you to receive either online

or postal booklets — whichever you feel happiest with at
the current time.

Jeanette Sanders, Project Administrator
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I’'ve heard about “controlled trials for MS”
What exactly are these trials?

A placebo controlled double-blind clinical trial is a rigorous
method of assessing the benefits, unwanted side-effects,
and safety, of an unproven treatment in humans.

A placebo controlled trial means that each participant
receives either active tablets or placebo (dummy) tablets. A
double blind trial is one where neither the participants nor
the study doctors know whether a participant is taking the
active or dummy tablets until the end of the trial, so that
when assessments of the participant’s progress during the
trial are made, judgements cannot be clouded by the
knowledge of what the participant has been taking.

No matter how promising a new treatment may appear, it
must go through a proper clinical trial before its benefits and
risks can be certain.

Prof John Zajicek, Consultant Neurologist (Plymouth)

How long will SWIMS go on for?

The SWIMS Project Team always anticipated that we would
collect data about MS from people with MS for up to ten
years. This was our aim from the outset (in 2004), and
although we felt confident that this would be possible, there
were some researchers out there who did not believe that
many people would actually be willing to complete
questionnaires about MS vyear after year. But you are
proving the doubters wrong because here we are in 2011
still going strong! The major problem we had in the early
days was that of funding. It was not possible to obtain ten
years’ worth of money to run the project. It's extremely
unusual for funding bodies to award that amount of money
in one go. So we have had to apply for blocks of funding
every year or so. This is why we can not state definitively
that we will run SWIMS for a duration of exactly ten years.
We are delighted to have recently received funding from the
MS Society to finance SWIMS until 2013. We will update
you on any developments regarding the length of time that
we would like to continue collecting data via the
questionnaire booklets. In the meantime we encourage you
to keep sending your questionnaire in, wherever possible.

Prof Jeremy Hobart, Consultant Neurologist (Torbay)
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SWIMS is for people who have relapses and
I don’t, so it’s not that relevant to me.

The first five pages of the questionnaire booklet are indeed
about relapses. If you do not have relapses you can let us
know by answering ‘NO’ to the very first question in the
booklet — ‘Have you had any relapses in the last 6 months?’
I would like to stress that this is not just a project for people
who are experiencing relapses. Everyone with a diagnosis
of clinically isolated syndrome or MS is very important to
this research, regardless of the type of MS. From page 6
onwards in the questionnaire booklet there are questions
that do not focus on relapses.

Wendy Ingram, Project Coordinator

What’s the situation with low dose
naltrexone?

Since the last SWIMS newsletter the MS Society has included
the following information about low-dose naltrexone (LDN)
on their website: www.mssociety.org.uk/research/
research_news/low_dose_naltrex.

“A second placebo controlled double-blind clinical trial of
low-dose naltrexone (LDN) in people with MS has been
published in the medical journal Multiple Sclerosis.

The phase Il clinical trial involved 96 people with relapsing
remitting or secondary progressive MS and found that LDN
was a safe treatment over the 17 week period. Researchers
did not, however, detect any significant effects on overall
quality of life using the MS QolL-54 questionnaire in people
taking LDN compared with people taking a placebo
treatment. The trial measured both physical and mental
quality of life in participants of the trial

Side effects experienced by people on the trial were
considered mild and included nausea, gastric pain, mood
alteration, mild irritability, headache and joint pain. No
serious side effects were recorded on the trial leading
researchers to conclude that low dose naltrexone was a safe
therapy over a seventeen week period.

These results follow news of a trial in California that
released results earlier last year. That trial concluded that
LDN was a safe therapy but information on effectiveness
was lacking.”

Researchers concluded that longer-term studies looking at
the effectiveness of LDN are needed.
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There’s a lot of news in the press about
venous insufficiency (CSSVI) and MS. What
is the actual truth about this treatment?

News about CCSVI can be found on the MS Society’s website
www.mssociety.org.uk/research/az_of_ms_research/cd/cc
svi, a summary of which is given below.

What is CCSVI? Chronic cerebrospinal venous insufficiency
(CCsVI) is a syndrome characterised by poor removal of
oxygen-depleted blood from the central nervous system.
This is thought to be caused by a constriction of blood
vessels in the brain and neck which affects brain blood flow
and drainage.

What are the key studies? Following a small study looking
at CCSVI in people with MS and without MS, researchers in
Italy published a paper in December 2009 which reported on
the effects on MS of draining excess blood from the brain by
a technique called balloon dilation. The researchers found
that there were more participants that remained relapse-
free for a year after treatment (compared with a year before
treatment). Participants however remained on their disease
modifying drugs throughout the trial and this may have
complicated results.

A large study began in New York in November 2009 looking
at how common CCSVI is in people with MS and in people
without MS. This is the first large-scale study on CCSVI and
is aiming to look at 1500 people. Preliminary results showed
that more than 55 per cent of people with MS showed signs
of CCSVI and 22 per cent of people without MS showed signs
of CCSVI.

Does CCSVI cause MS? We don't yet know if CCSVI causes
MS, increases the risk of developing MS, is a result of having
MS, or is an entirely separate condition. The studies done so
far on CCSVI are small scale, and many of them report
conflicting information. This means that there is currently
not enough evidence to properly understand how CCSVI

Issue 8

In a previous Newsletter we offered to answer your questions
about MS or SWIMS. These are your frequently asked questions...

relates to MS. However, many larger studies looking into
the relationship between CCSVI and MS are already
underway.

Is there a treatment for CCSVI? The MS Society is aware
that some people have undergone a surgical procedure for
CCSVI that inflates a balloon into the veins or involves
inserting stents into the affected veins. The aim of these
procedures is to improve drainage from blood out of the
brain. Currently, this is an unproven treatment and as such
the MS Society does not recommend that people undergo
this procedure outside of a properly-regulated clinical trial.

To date, there has only been one small study investigating
the safety and effectiveness of balloon dilation in treating
CCSVI. It therefore isn't possible to comment on whether
the treatment is safe or effective in treating MS.

What studies are planned and ongoing? As a result of an
international call for research into CCSVI, seven studies
looking at various aspects of MS and CCSVI were funded by
the National MS Society (USA) and the MS Society in
Canada.

Until clinical trials are conducted it is not possible to be sure
of the potential risks and benefits of the procedure.”

Prof John Zajicek (Consultant Neurologist, Derriford
Hospital, Plymouth) )is quoted as saying, “l can understand
people that get desperate but at the moment there’s no
evidence to my mind that this procedure, and this

explanation for multiple sclerosis, has any value at all”.

At the time of going to press, footage about CCSVI and MS
from the BBC South West’'s Inside Out programme is
available at www.bbc.co.uk/programmes/b00z88b1.
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Research Opportunities

We know that taking part in SWIMS takes up some of your valuable time and energy; however, we
would like to let you know about other studies that are taking place locally, just in case you are
interested in participating in additional research.

Clinical Neurology Research Group, Peninsula College of Medicine & Dentistry

Clinical Trials of Drugs for MS

We are now recruiting to a number of new clinical trials
involving relapsing-remitting MS. Each of these clinical
trials has been designed by the pharmaceutical company
that has a commercial interest in the drug being studied.
We participate in the trial as a study site on behalf of the
pharmaceutical company, in conjunction with many
other hospital sites around the UK or sometimes further
afield. We are currently looking for people who fit all of
the following criteria:

-

v Relapsing-remitting MS,

\

v One or more relapse(s) in the last 12 months,

v Either not currently being treated, or
currently taking a beta-interferon (Avonex or
Rebif or Extravia or Betaferon),

There are currently no trials open for people with
primary progressive or secondary progressive MS. We
are always on the look-out for trials in progressive MS
and we will provide an update in future SWIMS

K‘/ Normally walk unaided.

Newsletters.

If you would like to register your interest in taking part in
clinical trials for people with MS, please feel free to
contact Nick Pilkington (senior research nurse) on
Freephone 0800 015 3430 (free from most landlines) or
01752 315261 or email cnrg@pms.ac.uk.

Page 5

Neuropathic Pain Questionnaire

We have been working for some time to improve upon
the scales used to measure neuropathic pain. We now
have the funding required to undertake the next step in
this research. The consultants involved with this
research are currently contacting people who may be

eligible to take part. If you have MS and neuropathic

pain, and would like an information pack please contact
Miss Alex Furtado at the Clinical Neurology Research
315237 or

Group on 01752 email

alex.furtado@pmes.ac.uk.

Nick and Marie, research nurses at the
Clinical Neurology Research Group
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Research Opportunities continued

School of Health Professions, University of Plymouth

A Study Investigating the Risk Factors for Falls.

Falls are a significant issue for some people with MS, but
current knowledge about the factors that increase a
person’s risk of falling is limited. This project seeks to assess
people with MS who tend to have falls, as well as those who
do not fall, in order to find out which particular aspects of
balance, mobility or stability are associated with having falls.
The research team are looking for people who fit all of the
following criteria:

4 N

v Diagnosed with MS,

v Able to walk without the assistance of
another person,

v Either have or have not experienced falls.

\ /

This project is being run by Hilary Gunn, physiotherapist,
who plans to set up assessment sites that cover most of
Devon. Hilary can be contacted for more information on
01752 588825 or email hilary.gunn100@plymouth.ac.uk.

The Effect of Temperature Changes on
Neuromuscular Function in MS.

This is an investigation into the effects of temperature on
leg stiffness, since people with MS sometimes report that
changes in temperature can affect ease of movement. This
is the first stage of a piece of research looking at how
warming and cooling limb muscles can affect a person’s
ability to do physical tasks. Ultimately the research team
want to find out if there is a role for altering muscle
temperature as a therapy for MS. The team are looking for
people who meet all of the following criteria:

v Diagnosed with MS,
v Had stiff leg muscles recently, due to MS.

v Able to walk at least ten steps (either
unaided or with an aid).

For further information please contact the study organiser,
Prof Jonathan Marsden, on 01752 587590 or email
jonathan.marsden@plymouth.ac.uk.

SWIMS Project is published in scientific journal

Patient-orientated longitudinal study of multiple sclerosis in south west England (The South West
Impact of Multiple Sclerosis Project, SWIMS): 1. protocol and baseline characteristics of cohort.

In this scientific paper we describe the reasons for setting up
this project, and summarise some of the information
provided in the first 967 baseline questionnaires returned to
us. We looked at the group of 967 people to see how
representative the group are, compared to what we already
know about the population of people with MS in other areas
of the UK. It is important to do this so that we can gauge
whether our current and future findings can be applied in
general terms to the wider MS population.

Page 6

We found that seventy five percent of
the 967 people are female, which is in
keeping with the male to female ratio
of MS cases in the UK.

o O O

The average age of the group at the point when MS
symptom(s) first appeared is 35 years, and the average age
at diagnosis is 40 years, which is a little older that we might
expect. The age range of people at the point of joining

continued on next page
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SWIMS is 18 to 83 years. The fact that we only approach
those over 18 years old to participate goes some way to
explain why the average age of diagnosis is higher than we
might expect (because we don’t have any information from
those people with MS who are currently under 18 years old).

il

In the baseline questionnaire
booklet, and then vyearly
after that, we ask you what
type of MS vyou have.
Although MS type might not e

be particularly important to an individual person with MS, it

Increasing
disability

— —
(—

is an important indicator of the overall impact of MS in
terms of our research, and again “sets the scene” in terms of
comparing the SWIMS group to other MS populations.
Thirty six percent of participants reported that they had
relapsing-remitting MS (RRMS) at time of joining SWIMS,
21% had primary progressive MS (PPMS), 19% had
secondary progressive (SPMS), 3% had a benign type and
21% did not know which type. This broadly matches with
other published data, considering that there was quite a
high number of participants who did not know which type
they had. It is not surprising that about one fifth of the
group were uncertain about their MS type as, in certain
situations, it can be difficult for most people involved with
MS to be certain about MS type. For example, it can be
difficult to say exactly when secondary progressive MS
starts. It may be easier as time passes to look back with
more certainty about MS type, but at the point of filling in
the questionnaire the situation is not altogether clear.

We ask about the symptoms that you have at baseline, and
whether you have seen any of the specialists involved with
MS, because we can use this to build a picture of the impact
of MS, not only the impact to the individual, but also on the
services available in the area. We noted that GPs were
consulted on average approximately twice a year. Our
colleagues at the University of Plymouth who have expertise
in health economics, i.e. the costs associated with ill-health,
are keen to undertake further analysis on this type of
information provided in the SWIMS booklets.

Fatigue and poor balance were the most commonly
reported symptoms by the group of 967 participants. It is
important to add that whilst 80% of the group reported that
they had fatigue, an analysis that we performed recently on
the scale used to measure fatigue in the SWIMS
questionnaire booklet (the Fatigue Severity Scale) showed
that this rating scale did not measure fatigue very well at all.
This highlights one of the reasons that SWIMS was set up;
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we aim to improve the measurement of symptoms that
people with MS tell us have a big impact on daily life. It is
crucially important that the rating scales used, for example
in a clinical trial of a new drug that is being tested for its
effect on fatigue, accurately measure changes in the
symptom concerned. There will be a separate publication of
the performance of the fatigue scale in a scientific journal,
and we will pass on information about this via the
newsletter and website when we have it.

Memory problems and pain were also common symptoms;
however, visits to clinical psychology specialists and the pain
management service was surprisingly low. It is difficult to
know whether this reflects poor availability of services or
problems with access or availability of these services. More
work is needed on this.

We ask about relapses that have occurred in the twelve
months prior to joining SWIMS. For those with relapsing-
remitting MS, the average number of relapses was
approximately one per year, which is consistent with studies
of a similar nature to SWIMS.

In summary we found that we can be
confident that SWIMS participants as a
group are representative enough for the
longer term work (e.g. on predicting the
outcome of MS for individuals or groups of
individuals with MS) to be applicable to the
wider population. We recognise that the

study will not be 100% representative; indeed some people
will be under-represented as a result of the entry criteria
that we set up in order to protect participants and to
maximise the quality of the data collected (e.g. the very
young people, and those who are not fluent in English). We
also recognise that not everyone wants or is able to take
part in SWIMS, but we will keep inviting people with MS or
clinically isolated syndrome to participate so that the SWIMS
group becomes even stronger. The more questionnaires
that are returned to us, the more powerful the data
becomes. We are grateful for each and every one of you
who complete SWIMS questionnaires.
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Guidance for Completing SWIMS Booklets

Mobility
I have no problems in walking about
I have some problems in walking about

I am confined to bed

5. M o Moiydu walkyirgloors:

& without any help apart from a frame?
¢ with one person watching over you?
& with one person helping you?

& with more than one person helping?

& notatall?

or do you use a wheelchair indep
(e.g. round corners)?

(W]

endently

EuroQol (EQ-5D)

The answers available to you are very limited indeed in this
widely used scale of general health that we have included in
the SWIMS booklet. We recognise that many people have
trouble answering this question when they are in-between
having “some problems walking” and being “confined to bed”.
Please choose the statement that is closest to how your
mobility is affected on the day of completing the
guestionnaire. Feel free to add a comment if it helps you to
explain why you have chosen a particular answer.

Postal Barthel Index (PBI)

This part of the “Postal Barthel Index” is particularly
troublesome. We recognise that the answers you have
available to you do not cover all situations.

If you walk indoors and do not need any help with mobility,
tick without any help apart from a frame and put a line
through “apart from a frame”.

If you walk indoors without any help apart from using a
walking aid similar to a frame, tick without any help apart
from a frame. The important thing here is that a walking aid is
required.

If you need help to use a wheelchair indoors, please tick use a
wheelchair independently and put a line through
“independently”.

In this way, you are ticking the box which best represents your
situation in relation to the answers on offer to you.

Please note that the answer not at all means: “I do not walk
indoors at all”. It does not mean: “l don’t need any help at all”.

Thank you for completing your SWIMS booklets

SWIMS Project Coordinating Office, Room N7, ITTC Building, Tamar Science Park, Plymouth, PL6 8BX

Email: swimsproject@pms.ac.uk

0800 015 3430 (free from most landlines) or 01752 315246

To visit our website go to www.pms.ac.uk/cnrg
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