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Hinoshita: OK, everybody. Now it’s time 2:40 PM. Then let’s start the next session of this symposium.

®Dr. Dee Morrison and Ms. Elizabeth Newbronner
“The Thalidomide Trust activities and its research in thalidomiders in UK “

Hinoshita : As for the next presentation, here are two guest presenters. One of them is Dr. Dee
Morrison over there. I should introduce her to you. She graduated from Liverpool University of medical
school in1986. Basically she has been working as partner in general practice at Walnut Tree health
center in Milton Keynes for about 20 years. She began a medical adviser to the thalidomide trust since
2012. Since then she has vigorous been working as a medical adviser, tapering her work volume in
general practice. I saw her at the Thalidomide Trust in last October. She accepted us warmly and gave
us a ride on the way to and from the station in a new gorgeous car, BMW. I still imagine that she and
her family might have greatly been attracted by German products, maybe just like thalidomide. Then,
Dr. Morrison, please.

Morrison @ Thank you. Knowledge is power.
Information is liberating. Thank you, Dr.
Hinoshita for the introduction. As you have said I
am a General practitioner having been a partner

in a busy training practice for over 20 years. I also The Thalidomide Trust
have 6 years experience of helping managers

understand the clinical aspects of or our work to .
Knowledge is power

help change the way referrals to specialists are Information is liberating

managed. But for the last 3.5 years I have been
working part time as Medical Adviser to the
Thalidomide Trust for 3 days a week and now have
just a small GP commitment. I am being helped
today in my talk by Liz Newbronner from Firefly
research and we have split the talk in two sections
with myself talking for the first 30 minutes
explaining;
+  The Thalidomide trust , what it is and how we
help beneficiaries;
+  How others outside the Trust help our

* The Thalidomide Trust ~ how we help

. * How others outside the Trust help
beneficiaries and 2 case examples;

+ 2 large research projects which have helped

* Projects to underpin our knowledge

underpin our knowledge.

Then I am going to hand you over to Liz for the last

15 minutes to look at one further research project
in more detail. I suggest we take Q&A at the end.
However, please let me know if you have any translation issues as I go along.
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If T turn first to the Trust, I wanted to explain
what we are here for, what we can help with and
who else can help. The Thalidomide Trust’s main
role is to look after and distribute the
compensation fund set up for those affected with Distillers Biochemicals/Diageo
thalidomide embryopathy arising from
thalidomide manufactured and distributed in the
UK by Distillers now Diageo. Depending on their
level of damage every individual receives an
award. Since 2010, they have also been awarded
an individual amount from the UK government
called the Health Grant. This is guaranteed for
the next seven years. I mention money because it
is important. It has a direct correlation with the individual’s lifestyle and in turn their health. Also the
Trust has had to undertake research to help lobby for increments in the award, the initial amount and
its’ continuance, as well as the obvious need to research to develop our knowledge of the medical issues.
So to summarize, the Trust’s main role is the investment and annual distribution of the compensation
fund.

Compensation

Health Grant

So how do we help individuals? Well, for past 10
years, the Trust has operated a telephone helpline
to support beneficiaries, more recently this has
included email exchange. This is mainly answered
by Ann Horten, who has an occupational therapist
background but is also affected by thalidomide ‘ p
herself. She has upper limb damage. For the last
three and half years I've helped as a GP. We have
recently appointed a social worker as we perceive
an increasing need for state benefits as individuals

Helpline

lose their independence as they age and need more
help with state benefits. Alongside the helpline we
are also able to visit and assess individuals in their
own home. The wider team within the Trust helps with this particularly the overall Trust director and
also the finance director. We have a pool of beneficiaries who provide much needed peer to peer support
for individuals. We have an active NAC made up from beneficiaries who have been elected for a fixed
term to help. We have annual meeting for the deaf community who also have a private Facebook page.
We hold talks annually at the NAC meeting. This year, for example, we had a pyschologist affected by
thalidomide himself from Australia speaking about managing chronic pain. Last year we had a talk on
cereblon and causation, a talk about the Blood pressure project and also Dr. Cowan, a neuro- orthopedic
doctor talking. So we do regularly try to keep everyone u p dated about the issues we can help with. We

also send out a newsletter. This is how we help.

So what issues do we help with? We can help with wheelchair purchase, gadgets and gizmos - I think
some might call this aides, dressing sticks etc. Kitchen adaptations and home adaptations. Anne might
visit the individual, or take them to see the home of another beneficiary who has had their home adapted.
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So it’s very hands on. She is also fully
knowledgeable about cars. She has visited the
garages where they do the adaptations, and she
will help with individual car enquiries. We also can
help with car tax though we are stopping this. As
many are claiming state benefits, we can also help

with the claims for this. It is a very important
area. Emily, who is a social worker and new to the
Trust, will be helping more with this side. We also
help with finding people to help care for them and

personal assistants.

We have undertaken leaflets to help with the
measurement of blood pressure for those who need to take it in the leg and for those who cannot have a
blood pressure taken at all. We emphasize making . . .
sure that the right size of cuff is used and that the
limb with the cuffis at the same level as the heart.

We are open to any suggestions to improve them.
We have given the leaflets to EDRIC who have
adapted them for their website and we have had
enquiries from Australia and Canada and shared
them with them as well. We have also a telephone
counsellor, again affected by thalidomide herself,
who provides private counselling by phone. This
service this has been independently assessed and
found to be a worthwhile service to offer.

Role of the Thalidomide Trust

Thalidomide damage is not unique

International reputation

Expert congenital deformity — custom make joint
Complex surgery specialists

Good bedside manners

“A quick expert opinion and treatment options from a
specialist familiar with thalidomide damage”

Before I move on to other medical issues we help, I wanted to mention very quickly the style of help
within the Trust. Individuals can be fiercely independent, they can resist help and up to now some have
not even considered themselves to be disabled despite severe limb reduction. Some have a fear of medical

professionals due to difficult childhood experiences from having blood taken ete. and some do not wish
to take medication because of how their damage arose. They often value advice from others affected by
thalidomide and peer to peer support is very important to them. Anne, our OT, over time has developed
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a way of working with them. If you remember
she is affected by thalidomide herself, so is our
telephone counsellor and so are our volunteer
visitors. If you wish to learn more about this we
have written articles for Pain News.

So we move now to my role and how I help. I get
involved when an individual wishes to
understand more about the cause of their
symptoms and in particular is needing help with

investigations or an opinion from a specialist.
This involves liaising with the individual and
their GP, to find the best opinion possible. It's
very much dependent on how far the individual will travel. Our beneficiaries are spread throughout the
UK and some now live across the world. We do not rely on a single center and have many hospitals
which help. However we mainly liaise with the Royal National Orthopaedic Hospital (RNOH) just north
of London but it has no hand specialists. So we also work with Wrightington Hospital in the Northwest

of England which has all orthopedic specialties apart from spinal surgery.

When we are choosing specialists we take into consideration;

* no thalidomide damage is unique — there are other groups with similar damage

+  we usually choose experts with an international reputation in their field i.e they receive
referrals from across the world.

«  Particularly for limb damage they are often experts in congenital deformity with the ability
to custom make a joint replacement. They are able to put a replacement joint in and out and
this is called a revision specialist because of the relative young age we are dealing with.

*  They are complex surgery specialists.

+  They all have good bedside manners - we take the feedback from beneficiaries.

This is very important because of peer to peer support.

+  They have seen others affected by thalidomide and can discuss lifestyle management and
the pros and cons of surgery. This is very important for individuals who are using their
bodies to compensate for a short reach.

Hence, the Trusts role is to facilitate a quick expert opinion with options for treatment from a specialist
familiar with thalidomide damage.

We also have a neuro orthopedic doctor working with us -Dr. Cowan from the RNOH- I mentioned before
North of London. He is looking at non-surgical issues. He specializes in complex rehabilitation. He looks
after other groups with conditions such as post-polio patients and joint hypermobility and other complex
conditions.

So how do these experts help?

Many of our individuals have physiotherapy, massage, acupuncture locally to where they live and use
their own Health Grant to pay for regular sessions. Currently Dr. Cowan at the RNOH helps individuals
via their GP find therapists. However, if they need inpatient rehabilitation he can also arrange this at
the RNOH.

We have helped a few individuals with laser eye surgery because they cannot manage with short arms
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to put glasses on and off. We have had a few enquiries about ear reconstruction. Many of them had failed
ear reconstruction as children. But now there are new techniques around. We have had one or two
enquiries about facial reanimation surgery where they graft new muscle and nerve onto the face. I'm
not quite sure how much we should be advertising these cosmetic techniques.

If T move now onto orthopedic issues, for hand issues we refer to Professional Trail at Wrightington
Hospital. He is a wrist replacement specialist and an upper limb surgeon. He is able to help diagnose
the hand pain. We also have a hand specialist in London. Regarding elbows we refer again to Professor
Trail working at Wrightington but more so to Mr Lambert at the Royal National Orthopedic Hospital
(RNOH). These are the two hospitals I mentioned before for orthopaedic surgery.

For shoulders we used to refer to Prof Wallace in Nottingham, but he has now retired having undertaken
several shoulder replacements for individuals. We now refer to Mr. Lambert at the RNOH, more later.
For the spine, we use Mr. Casey who is a complex spinal surgery specialist at the Royal orthopedic
hospital. He holds joint appointments across 2 hospitals working also in one of the London neurology
hospitals. For hip surgery we use Mr Skinner again at the RNOH. For nerve conduction studies, which
I will mention more about a little later with the neuropathy study, we use Charing Cross hospital in
London.

I wanted to briefly show you 2 case examples- these are from the individual perspectives -to demonstrate
where we refer to and how much they have to travel around to get the best opinion. But before I do that
I first show you some information about Mr. Lambert, the shoulder consultant, gave me to share with
you.

Those with shoulder deformity due to thalidomide are affected by all the same pathologies which affect
the aging general population. However, acromioclavicular joint dysfunction is more common because
they have reduced reach and their restricted movement in the shoulder and elbow means the shoulder
blade has to move further. The shoulder blade articulates with the clavicle so the acromioclavicilar joint

Shoulder joint in Thalidomide Embryopathy

Affacted by sll same pathologies as affecting the ageing general population
Acromiodlaviclar joint dysfunction mere common
Reduced reach with restricted movement in the shoulder and elbow means the
shoulder blade has ta move further, The Acromioclavicular joint in Thalidomide Embryopathy is
Shoulder blade articulates with the clavicle so the acromioclavicylar joint worn out much more quickly than in those with normal

?:::;een the two is often a source of discomfort because it is having to move shoulder joint function and reach.

The shock absorbiing disc In the middle of the acromioclavicular joint has been
rioted to be absent in thoze with Thalidemide embryopathy who have had scans |
and operatlons

With age the shock absorbing disc in the middle of the joint is often worn out i
normal individuals

between the two is often a source of discomfort because it is having to move more. The shock absorbing
disc in the middle of the acromoioclavicular joint has been n oted to be absent in those with thalidomide
embryopathy who have had scans and operations. With age this shock absorbing disc in the middle of
the joint is often worn out in normal individuals. Hence it's no surprise in those with thalidomide
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embryopathy, that this AC joint is worn out much
quicker than those with normal shoulder joint
function and reach. If we go to the shoulder joint
itself, deformity causes the humeral head- the ball
of the ball and socket joint - to be more ovoid
(rather than round) with a smaller under-
developed glenoid- the socket. This makes the
shoulder joint rock rather than move with a
rotational roll of a normal sho ulder joint. The
range of movement is restricted and hence at the
extreme range the joint actually hinges so
increasing the pressure on the margin of the joint
which then becomes arthritic. This accelerated

shoulder Joint in Thalidomide Embryopathy

+ Deformity causes the humeral head to be more ovoid with @ smaller, under
developed glenoid

+ This makes the shoulder joint rock rather than the normal rotational roll

+ The range of movement is restricted and hence at the extrems range the jaint
actually hinges, so increasing the pressure on the margin of the joint whick then
becomes arthritic

« Accelerated arthritis occurs in all causes of deformity of the shoulder joint- not
just Thalidomide emryopathy,

» Muscles raybe small and wesk due to underdevelopment of the bones of the
Joint,

arthritis occurs in all causes of deformity of the shoulder joint- not just thalidomide embryopathy. If we

note also the muscles may be small and weak but still present due to the underdevelopment of the bones

of the joint.

So in summary, the muscular components are still
in general present in TE. So whilst the bones
between the joints are short and deformed
lengthening and torsional deformities can be
somewhat compensated through joint replacement
arthroplasty for osteoarthritis to help pain and
limitation of movement of the shoulder joint.

As said T have 2 case examples to show you how

the referrals work.

The first case is a nurse who has upper limb

damage, short forearms, radial club hands and

shoulders. She
shoulder pain and

bilaterally dislocating was
experiencing debilitating
increasing restriction in movement. We can see the
black circle, that’s where she lived. She had been
to physio and had seen a local consultant a few
years before she contacted us. It had been
suggested she consider a shoulder replacement
when she couldn’t stand the pain any more. We
involved her in a small project with Prof Trail at
Wrightington looking at arm pain and how the
Trust could help. He agreed with the diagnosis of
shoulder arthritis and injected both shoulders with
steroid; this didn’t help and he advised her to
consider shoulder replacement when she couldn’t

Hence, the muscular components are still in general
present in Thalidomide Embryopathy.

So, whilst the bones between the joints are short and
defarmed, joint replacement arthroplasty can somewhat
compensate for lengthening and torsional deformities an
help pain and limitation of movement from early arthritis
in the shoulder joint.

put up with the pain any longer. She returned home and several months later she returned again to see
a local consultant who again suggested shoulder replacement. So she talked to the Trust after h e
suggested she needed to see someone more experienced than himself. She told us Professor Trail was
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too far away from where she lived and she also wanted to see someone who had actually operated on
others within the group for this issue. So we suggested Mr. Lambert at the RNOH. He did CT and MRI
scans. She remembers him telling her repeatedly she was too young for such surgery. But she wanted
to go ahead. So she had a left hemiarthroplasty — in simple terms the ball was replaced. This X-ray is
not hers as unfortunately the XRs did not arrive in time for this presentation. She reports that she now
has more movement in her shoulder than she has had for years and her pain levels are much reduced.
She is hoping physiotherapy will further improve her movement. And now four months later, she is on
the waiting list for her other shoulder. She is very happy.

Second case example - again similar upper limb
damage. The Individual phoned the Trust
describing pain all over. It was difficult on the
phone to decide what was the most important
issue and he had been referred already by his
local GP to a hip consultant. I suggested referral
to Dr. Cowan at the RNOH for an overall
assessment. There he was found to have good hip
movement and it was felt the sacro-iliac joint was
a problem. So he was referred back to physio near
where he lived to help with this. Dr. Cowan also
suggested he had hand pain and with the
paraesthesia needed to see Professor Trail at
Wrightington Hospital. There he was found to have weakness of flexion and abduction of the fingers
particular on the ulnar side of the hand. He referred him for nerve conduction studies at Charing Cross
Hospital in London where our neuropathy study took place. But as he was also complaining of shoulder
pain Prof Trail also injected the shoulder joint and AC joint. In the meantime he continued to have hand
therapy and physiotherapy for his sacro-iliac joint. On review the shoulder joint injections hadn’t worked.
So he reinjected the joints again this time from a different approach. The nerve conduction studies came
back negative, and the unit in London suggested an MRI sc an of his neck. The MRI scan showed some
nerve compression in the neck so he has now been referred to the spinal sui‘geon, Mr Casey, back at the
RNOH. In the meantime he is feeling a lot better, with the pain in his hands and back and following the
second set of shoulder injections his shoulder pain has improved.

So I've explained what the Trust is, how we help
and how others can help. I want to now explain
about 2 of our projects. The first project, a
peripheral neuropathy study came about because

Questions in The Trust arising from the Helpline

of questions within the Trust. Individuals were + Symptams - Paraesthesta, pain, numbosss ~ bt also sweating, poor healin,
sustiovang difficulties — sutanomic nerous systen

complaining about paresthesia, pain, numbness,
but also they were describing sweating,

= Analagy drawn ta post polio syndrome

« gnown that adilts ghven thalidomide devalop a prad

swallowing difficulties bladder and bowel P———

problems. An analogy was drawn with post-polio
syndrome. We were also aware that adults given
thalidomide develop a predominantly sensory,
length dependent, axonal neuropathy. So the
study was set up with Charing Cross Hospital in
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Peripheral nerve dysfusetion in middle-aged subjects born with F haral nerve dysh ddie-aged subjects barn with

4

o ik
Thafidomide Embryapathy Thafidomide Embryopathy

i Iy exposore 10 thalidoimnive touid dompge the nerves, bepl tur
with e e mose sensitive t e GaINg Brocess ond couse prablens fotec in Jife
Adarge peoportica of the £ vidials showed had resutiz svggestive of
neCvE COMprassian - 51, narve roots foveer baek, i sainat cord of
17 individisals ~ upger limb damage 5ad SpnpIoms & hesis, gt numb theneck
reistively narmal lower fimbs thst were ganesally asymptormstic

D 10 the campls anatony ard diFficdTy ny g the chinicat angd ¥
Ffirdings tog irh decidicg is and sreatroet aptives they shald bs
Large nerve filites — wepkaess, pins and reedies. OFE sbnoensal reflaxes referred to specishiss familias with the isues.
Merog conduiting Sludies
= Semall nerve fibres- pain and temp Hanoe teuralogist! nearaphysiolegis: and surgeon shoald wark together
Thermal thresholés of hoth bands and fest
- fustoremic nerve filres — B8, pulse, swesting, sexal function, bladser and bowet
Synipathets skin resporsas

London with their neurology team. The hypothesis
was that early exposure to thalidomide can

damage the nerves, the nerves can heal but Peripberal nerve dysfunction in middie-aged subjects bor with
7 Thakidomids Embryapathy
knowing that the function of nerves declines with el omlstnt it byposhnts bt e evnes e s
age they wondered if the nerves exposed to ' ¢ e amentin Gme,may have bos bon s wap
. . PR . * oot known i iswer limbs narves wers it the cormect anstomical place &2 hsd right
thalidomide would be more sensitive to the aging convections o ’ |
«  ather causes - alcohol, vitamin defizienties, diabetas

: peily one leg showsd aby { test rasudte

process and result in problems in later life. So we

Yechnical problems
- skin resparse enix aerve fibres - afferced by carpal tuaned

took 17 lndIVIdua].S With upper llmb damage and * sratis:icsfor&Nswerec;iﬁerenz;mthe%xsmlsarsa:‘ee(

+ Therrmal thresholds. hewer test woud be skin bicosy

neurological symptoms with normally formed
lower limbs and had controls. The paper is
awaiting publication with PLOSONE so the
results etc are not reported here. However,

in middle-aged subjects born with Thalidomids
Embryopathy Peripheral nerve dysfunction in middle-aged subjects born with

Thalidemide Embryopathy

Letrar

*  ommpression af nerees camman

« Such symploms should be prapedy imestigated by specislizs

= pther tauses laoked for e.g. disbetes, slrakol, vitymin deficianting

Poit polio snafogy « concesn abaut this sralony

« Polia~ infectizn, dinicaliy apperent
rsuralogical dysfunction , recovers, long
pEtiod
stabiity, further deterioration with sge

+ Only sffects motor neeies

< Re-nnervation cause glant motar anits ~
inherently wnstable xad deteriorste
wth time

When atked to help - Trust rafers to centrez of expertise

i et cmti st attributing any
withowit firm disgnostic consideraion or firm evidance;

+ Swallowing difficulties - numbar causes, not necassarily neursiogical and inaybe
izt a0 early symptom of e dyzfunctizn

fb tion - promi investigatian far spinal and catsds squine
Causes; MUSEDE NO 35 Iz of any i e t

However the saggestion of dererionation with ags
is pomibile

Referrsl on for ps

clinically it is important as compressive neuropathies were found to be more common. Due to the
complex anatomy, and difficulty in interpreting the clinical and neurophysiology findings together with
deciding on diagnosis and treatment options it was concluded that such individuals should be referred
to specialists familiar with the issues. Hence, the neurologist, neurophysiologist and surgeon should
work together. This is why we often refer to experts in different hospitals depending on the issues and
why I showed you the case studies.
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Following the study the Trust sent a letter out to
ben eficiaries as it was taking a long time for the
paper to be accepted for publication, with a letter

from the neurologist encouraging referral for such e e e ooy 11> borm vath
symptoms as they were potentially reversible and What are we doing?
. . . Sill soma ooacern witheut further ressarch thare may be 3 3argely subclinical
Hisad | senallfa e fi ysfunction whith over time coil
needed investigation. Also other causes should be gencalied arg and smalfouaronic Tore which ovr tns ol

excluded such as diabetes, alcohol, vitamin §& bt Comon—meuro-onhapsadis dactor st O ~ sxarising o
benediciaries refarred w’him ~ po clinical evidence of any such iy st

deficiency etc. present

*  EP RECALL-UK - test in chetk for any Indication she avionomit nerous
system i affected

The second project is a Blood pressure project
called BP RECALL UK . It is a research project
with Professor Williams, a cardiologist and an

expert in Blood Pressure and his team in London.
The project has national credibility being included in the National Institute Health Research portfolio
with particular value for patient outcomes.

As you are aware many of our individuals have difficulty having a blood pressure taken in the upper
limb. Though, as I have mentioned, we have written leaflets on how to take a blood pressure in the leg
etc. They are not endorsed by experts due to lack of research. Also the leg is increasingly unreliable as
individuals age due to peripheral artery disease.

g‘?‘_}_ BP RECALL UK ﬁ BP RECALL UK §

« Different ways taking blood pressure

* Cardiovascular risk assessment

« Any need medication and why

* Best way for a future assessment

« UCL - centre of excellence for dysmelia

The study is aiming to take 50 individuals and look at existing ways of doing a cardiovascular risk

assessment eg. retinal photography, ECG, and 24 hour urine etc. However, it will look at other ways of

taking a Blood Pressure in the upper limb, fingers and head rather than the usual way in the upper
arm. It will use a specialized new MRI scanner. This will look in detail at the heart, the kidneys, the
brain, body fat etc. I t will match, therefore, any BP taken with damage from blood pressure in the body,

e.g. forehead and finger. We have also included a test for the autonomic nerves system.

Very simply the outcomes are;

+  The individual will receive their own risk of heart attack or stroke-cardiovascular risk
assessment and advice as to whether they need to take medication to reduce the risk.

« It will also suggest the best way they should be followed up in the future such as different
ways the blood pressure may be taken or repeat MRI scan. Due to their current age it is
envisaged that if there is no end organ damage currently present then it is unlikely the
individual will have to worry about their blood pressure in the future.

+ It will help individuals reluctant to take medication feel more secure as to the need to take
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it.
+  We hope it will lead to UCL being a centre of excellence for all those with dysmelia and
provide advice to centres abroad.

It would take a lot more time to outline the full depth of the intended research. However, if you wish to
read more you can have a copy of the full proposal.

In summary I have explained to you, The
Thalidomide Trust, what it helps with and how
others help and also explained about 2 of our major The Thalkiormids Trust - how we help

research projects which help to develop our How others outside the Trust help
Projects to underpin our knowledge

knowledge.

Slide- Knowledge is power - information is

liberating.

We feel it is very important to share our knowledge K“Wﬂ?&ﬁ WWer
and to learn what others are doing so our limited Information is liberating

resources can be used wisely. Hence we are
grateful to our hosts and Dr. Hinoshita for holding
this conference.

I will now pass you over to Liz Newbronner for our last very important area of research within the Trust.

Hinoshita : Thank you very much, Dr. Morrison. Dr. Morrison, may we have a few questions now or
later? Later, OK.

Next I should introduce Ms. Elizabeth Newbronner. She is a co-speaker with Dr. Morrison. She, Ms.
Newbronner, graduated from University of Cambridge majoring in geography 1982. She got MBA
(Health and Social Services) at University of Leeds at 1995. Now she is studying Ph.D. course of
University of York. She has owned researching company named Firefly Research which worked for
universities, government, national charities and foundations. Her main research interests are in the
fears of the disability, long term conditions, self-management, old people, and family care. Then, Ms.
Newbronner, please.

Newbronner : Thank you. I'd like to thank Dr. Hinoshita for inviting me here to speak. It's a great
honor and I'm extremely pleased be here. So thank you very much.

I just want to try briefly today and give you some
initial result from survey of all UK thalidomide
survivors we conducted the end of the summer and
early autumn. The survey built on results from
previous qualitative work we’ve been conducting
for last five or six years, and the monitoring of the
Health Grant to thalidomide survivors in the UK. Liz Newbronner

Briefly just say the aims of the survey were — The : Firefly Research & Evaluation
survey was conducted for the Thalidomide Trust
and it was to get a much clear the picture of the )
living circumstances, work situations of UK The Thalidomide Trust F!rEfly
thalidomiders. To better understand the physical
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health problems they were experiencing and also
to assess well-being and health related quality of
life. So there were three main aims, and the
intention is the Trust will use that information to
help develop the Trusts services, as Dr. Morrison
described. Hopefully to secure the
continuation of the Health Grant when the
current Gant ends seven year time and also to

has

support negotiations with the Diageo about the
UK thalidomide
survivors. So in conducting the survey we send the
survey through the Thalidomide Trust to all 467
UK born thalidomide survivors. And people could

compensation funding for

respond by post or online or they could complete
the survey on the telephone with support from
myself. 351 people completed the survey which
gave us a response rate 75 percent which we were
extremely pleased with. Thirteen percent of the
people chose to complete survey anonymously, but
because the majority gave us the names, we were
able to draw data from the Thalidomide Trust
about the compensation points and to get some
indication of the level of impairment they've
experienced originally. 169 respondents were
female and obviously rest were the male. But 11
for some reason didn’t give us a gender but
anyway, that breakdown of the genders is very
much mirror of the population, thalidomide
population in the UK. And because we have
information about people’s original compensation
points and we can see impairment levels in our
survey group more most exactly mirror the whole
population in the UK. And I can show you brief
slide about that shortly.

So in terms of the survey content, we had 10 sec
tions gathering information about the personal
circumstances, work and pensions, elf-reported
information about their original thalidomide

Aims of the survey

Main aims were to;

+

Get a picture of peoples’ eurrent living circumstances
and work situations

Better understand of the physical health problems
people are experiencing
Assess mental wellbeing and health related quality of life

This information will be used to:

.

The Thalidomide Trust Fi

Help the Trust develop its services
Secure the continuation of the Health Grant
Support negotiations with Diageo about future funding

fly

Conducting the Survey

Sent by the Thalidomide Trust to all 467 UK born
Thalidomide survivors

People could respond by post, on-line or complete it on
the telephone with support

351 people completed the survey — a response rate of
just over 75%

13% chose to complete the survey anonymously

169 of the respondents were female; 171 were male;
and 11 did not give their gender

* The impairment levels of the survey respondents closely

The Thalidomide Trust

matched those of all UK Thalidomide survivors

Firefly

B

Survey Content & Analysis

Survey had ten sections - About You; Family and
Housing; Werk and Pensions; Original Thalidomide
Impairments; Mobility and Equipment; Health Problems;
Use of health Services; Social Care Support; Mental
Wellbeing; Health Related Quality of Life

Included two standard questionnaires;

- 8F12 Health Related Quality of Life

— Warwick Edinburgh Mental Well Being Scale
Currently analysing the data

Initial results are presented here with a focus on health

Firefly

impairment and the health problems and also information about mobility and equipment and use help
services, social care. We use two standard questionnaires to explore health related quality of life. So we
used SF12 and particularly we chose that because we have used it before and we’re also aware of studies
using it in Germany and in Sweden. So we were quite keen to have the possibility of international
comparison. And we also used mental well-being scale which was in developed in the UK, and we chose
that because it were able us to make comparison with the general population in the UK very easily
because it’s used by a national government to monitor mental well-being. The survey closed in October,
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so we're currently analyzing the data, so I feel a

bit nervous because these are very initial results. Thalidomide Compensation Points
So I'm just going to present a few things here with

particular focus on health but we’ll show a little =7
bit about peoples living circumstances, and work Z
situations. So as I said, the spread of the people o

on the survey very much mirror the whole UK

population of thalidomiders. And I just show this : l '. "
slide because I think it also shows the distribution m e T i .
of compensation points it’s very similar to the Form—n—
German situation. So I think that just help to .
think about international comparison. And for the The Thalidomide Trust FH‘EHY

purpose of this analysis we're going to split the

HAW vy ®All beneliaies

group within our survey into a number of
impairment groups so that we can sort of look at
things in a little bit more detail. We may focus
down further but for the moment we are thinking

Thalidomide Impairments

we’ll have two arm group. So the first group would
be people with arm shorter than their elbow and
second group would be people with arms longer
than their elbow. Then we also had a group for
damage to legs only and people were affected both

Damage to face and/or outer ear 85 19%

in their arms and legs. So we were sort of looking .
at those splits for the analysis, and then here, just
showing a little bit more information about all the The Thalidomide Trust

problems people reported including hearing

impairment, deafness. So there is sort of brief
breakdown there for you. In terms of people’s
living circumstances, we found that 64 percent of

our group live with partner, or their partner and » 64% live with their partner or their partner and
their children/other family member

« 11% live with another family member/s (e.g.
parents or sibling) '

. . « 22% live alone
could be like a parent or sibling. And 22 percent « Ten people live at home with paid carers or live

Living Circumstances

children or another family member which again I
think mirrors Peter’s findings in Germany. 11
percent live with another family member which

live alone and I think these are the groups that in residential care

we have some concerns about. Just 10 of our » The majority (85%) own their own home

sample live with paid care worker or in residential .

care. Interestingly 85 percent owned their own The Thalidomide Trust F eﬂy

home and so have a reasonable level of security in
terms of their home. The work situation for UK thalidomiders I think it’s a little bit different from other
European countries. We only have 16 percent of our group who are able to work fulltime or who are
working fulltime. And almost two-thirds are not working at all. So I think that’s very different to the
German situation. We also asked people about changes in the working lives. As Cristina said, a number
of people said their work situation changed since 2000, and I think this might partially due to the
physical changes that people experiencing deterioration in the health but also in the UK people gave
received much financial compensation since 2000 both their main compensation and the Health Grant,
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and also being exempt from taxation. So I think
the financial position has changed for people. We
asked people about how the things might change
in the future and a great many said they would
have to make further changes to their work
situation - either reduce their working hours,
change their job or give up working. So I think this
is a major concern for people. I'd like to touch
briefly on the self-reported health problems. These
are self-reported issues as we don’t have clinical
examinations, but 93 percent of group were
experiencing a pain or loss of movement in one or

more joint. So that was the overwhelming issue

Work Situation

+ 62% (n=219) said that
since 2000 they had
gither stopped
working, changed jobs
or reduced their
working hours

- QOfthose who were
working full or part-
time, 94% (n=118)
expected to change
their work situation in
the next five

Firefly
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The Thalidomide Trust

Self-reported Health Problems

+ 93% were experiencing pain and/or loss of
movement in one or more joint (i.e. musculo-
skeletal problems)

Musculoskeletal Problems

o protterss ~ renvscte pan asgzspnrn Gl B0 2

B

e

» 48% had generalised pain (either severe and/or e ]
continuous or moderate and/or intermittent) A, ]
swsamension | R
« 50% had one or more mental health problems s —— N—
PRURP———
. o i ; _ =
73% reported experiencing neurological , — < R

symptoms (tingling; loss of feeling; heat/cold) OO ===

% % zme ome @5 v G DR 8%
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that they were reporting. But almost half reported generalized pain and again half reported they had
one or more mental health problem, currently or recently in the last you know, few months. And nearly
three quarter were experiencing neurological problems. And as Dr. Morrison says we know there maybe

Mental Health Neurological Symptoms
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a variety of causes around for people but nevertheless it is major concern for thalidomiders in the UK.
And this just gives a very brief breakdown for the musculoskeletal problems and again I think this
Swedish study the back problems were major concern for people. Again there maybe a variety of reasons
but self-reporting is significant. In terms of mental health, quite number of people reported more than
one mental health problem but the key issue I think is a lot of people with anxiety closely followed by
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depression. I think this is where the Trust would

like to explore further the experiences people are Other Health Problems
having and look at the relationship between S
mental health and people’s living circumstances, mm:‘:::"i;”:”_?__.

their work situations, and their impairment or the exoscsns s o T
decline in their functional abilities. Another area ma;:ﬁ:::k

is neurological symptoms although they may be a frem—— Fw

variety of causes, it is certainly a major cause of MZ’::KZL=,

concern and I think the recent nerve study will —

hopefully shed more light on that. "wm‘gs;;‘m s G o 3 s
Interestingly one of the, anecdotally problems The Thalidomide Trust FEFEﬂy

reported among thalidomiders in the UK are
problems with balance and alls and that did come out of survey in the self-reported health problems.
And again I think that is something to investigate further because it's not quite clear and there could
be multitude of causes for that. But the consequences as a whole and fractures and so on are quite
serious for a lot of thalidomiders. So something to explore further. I think the other thing that quite
important in the UK particularly in terms of lifestyle prevention of further problems like management
issues and one of the things that trust is supporting is fitness project which has learn from Swedish,
thalidomiders fitness project. So there is a lot of interesting in helping thalidomide survivors self-
manage, to improve the diet and hopefully prevent future problems.

So just maybe quickly I'm conscious at the time, so I just move quickly on the work we did about mental
well-being and health related quality of life. So using the standard instrument, the Warwick Edinburgh
Mental Wellbeing Scale (WEMWBS) we found the mean score for UK thalidomide survivors was 43.6

. Mental well being against
Mental Well Being Scores compensation points
+ Mean score for UK Thalidomide-survivors "
« Mean score for general population aged s °
45-54 = 50 o
« Lower well being scores (bottom 40%) e
appear to be associate with living alone &
and still working full time g
+ No obvious relationship between mental S S——
well being sore and level of impairment e w m w @ wm wom
The Thalidomide Trust Firefly || rhe Thatidomide trust Firefly

where as the UK mean score for the general population is 50. And so the early result suggest that the
lower scores - the bottom 40 percent are most strong associated with living alone and not actually related
to level of impairment those are the social factor seem to be very important. Another slide - this is just
simple scatter p lot, We need to do more work but the level of compensation points and the person’s
mental well-being score seems very random, but we need to do more analysis about.

So and then just moving on to the SF12 results. Here are just wanted to show the scales and subscales
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because as I say I know the colleagues I using this
measurement. What we found in the UK
consistently - this is the third time we use this
method - is that the physical score is substantially
lower than normalised score of 50 for the general
population of similar age. Interestingly mental
health score is not that different from normalised
score for the general population. But there are
number of people, if I just move on, you see from
this graph. There are a number of people who have
very low scores and I think again that something
that we want to try and explore further to
understand why certain groups have that very,

Normalised Responses for SF12v2
- aggregate scores and subscales

K M

‘ Pzin {(BP) 33.6 14.2 58.2

Mental Health (MH} 0.7 7.4 54.5
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Normalised SF-12 scores compared to
general population aged 45 -54
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very low scores. And again, a very simple scatter

plot just gives indication, but as you can see maybe

not surprisingly the blue line that goes down is
suggest there is a relationship between level of
impairment and the score for physical health
related quality of life. but curiously he red line
suggest that there might also be a relationship
between people who have lower levels of physical
impairment but have poorer levels of mental
health related quality of life. So again something
we very much want to explore further. And I've
just got two more slide, I should just round off by
saying that I think my perception from doing

Discussion

« Many Thalidomide survivors with mild to moderate levels
of impairment are now reporting a rapid loss of function

* Most are self-managing their pain and loss of function
through lifestyle chan%es, non-prescription pain
medication and complementary therapies

+ Despite having lifelong impairments some Thalidomide
survivors feel ‘newly disabled’ and this has important
implication for their mental well being

+ The majority of survey respondents had experienced one
or more problems with quality or access to health
services, especially lack of knowledge/understanding of
Thalidomide damage amongst health professionals

+ Further analysis will use multiple regression to explore
the relationship between key variables .

Firefly

The Thalidomide Trust

qualitative work with the thalidomiders in the UK, is that many thalidomide survivors who have mild
moderate levels of impairment are now reporting rapid loss of function. Many people in the UK because
the financial reso urces in the last few years, are self-managing, taking steps to self-manage the pain
and loss of function through lifestyle changes, non-prescription medication, complimentary therapy. But
as Dr. Morrison says that may not be enough for some people they may need more medical intervention
or at least much better understanding of the problems they are experiencing. I think there is also an
issue, although thalidomiders have been living with lifelong impairments. I think many people have not
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seen themselves really as disabled. And for those
who are now losing some function, they have

become newly disabled and that has important Th an ;{{ y@ U f

implications for people sense of mental well-being. A

And I think coupled with that people experiencing % U Z‘ﬁ &‘;:)

quite lots of problems accessing health services,

particularly the local routine health services, often Danke

don’t understand the problems they're experi- T q Ck

encing, hence all the trust work to develop the

network of specialist across the UK. And lastly can

I just say that this is very much first impressions .

of the data that we have. But we hope to do much The Thalidomide Trust F}reﬂy

more statistical analysis and get more solid result.
So the next few month hopefully colleagues and another countries to make some comparisons. So I just
wanted to say thank you again for inviting me and giving me the time to speak today.

Hinoshita: Thank you. Do you have any questions? Two presentations given by Dr. Morrison and Ms.
Newbronner. So may I ask you, Dr. Morrison? I am thinking of chronic pain and serious joint problems.
It seems you are more active for the surgical treatment, operations, in your country. How do you think
of it? In this respect, we are not so active to proceed the operational treatments in Japan. How do you
think of it?

Morrison: Ithink the consultants carefully assess whether they can help the condition. As I mentioned
with the nurse and the partial shoulder replacement, with her nurse training background she knew
what the risks were for shoulder surgery and she was counselled that she was very young many times
for this particular surgery. I think the surgeons are happy to operate when they have the knowledge to
do so but it is a last resort. They’re not quite so happy with a hip necessarily if the arms are short. They
may be using the hip instead of their arms to eat etc. If the operation goes wrong, they are going to lose
a major part of their ability to function or the hip replacement would not allow them to be so flexible
with the leg. And again with spinal fusion for pain they would carefully assess the issues as to what
benefit the individual will have because they don’t want to lose flexibility to compensate for other areas
of the body. But certainly shoulder replacement seems to be helping — there have only been a few but so
far the outcomes have been good.

Hinoshita : [ see. So you have ever found the successful cases with the operation?

Morrison :  Yes. Yeah.

Hinoshita : OK. Next.

Peters : But the number of surge groups here is going up in Germany as well. But the patients have
already done surgery and several ones on the waiting list will do that next month. I think because also

developing osteoarthritis in hips, knees, also in shoulders.

Hinoshita : OK. In your case, there are some patients waiting for the surgeries? Hip joints, shoulder
and so on. OK. All right.
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Morrison ¢ As children many had operations which didn’t work so they are afraid of operations. So it’s
a difficult situation we have.

Hinoshita : It seems this program may be controversial. OK, doctor.

MecCredie ©  Just to admit that we have one of a bilateral upper limd defects who has had seven hip
replacements and one shoulder replacement and all failed.

Hinoshita: Right, Dr. Kayamori.

Kayamori: I against about operation for shoulder. Just in the morning I showed the slide that means
the skeletal musculatures were really hypoplastic. They tried to make the muscles stronger but in vain.
So I don’t think surgical treatment for shoulder joint replacement is indicated. It must be not successful.
That’s my opinion. Thank you.

Morrison : This is why I brought the information from Mr Lambert on shoulder surgery and went
through how they can help and why. I have two pages he actually wrote for me and which I can share
with you. He is an expert in operating with congenital deformity. They see the complex cases at the
RNOH which is the national center and they are specialist surgeons.

Kayamori: Aslong asI did a lot of patients examined with nerve conduction study, but I couldn’t find
evidence showing polyneuropathy except for compression neuropathy.

Morrison : Did you look at the small nerve fibers and the autonomic nervous system?

Kayamori: No, no, I didn’t do that too.

Morrison :  Yes.

Kayamori: Sympathetic nerve, I didn’t do that. But sensory motor nerve, only I did. Thank you.
Hinoshita : It seems that Dr. Lambert has been good at the shoulder joint surgery. So if you have any
patient suffering from shoulder joint pain or motion problems, how about introducing him or her to Dr.
Lambert in UK? Anyway let’s wait for more scientific results. Is there any other comment or opinion

from German doctors about this problem? OK? Let’s get back to this program later at the joint discussion
or meeting.

(@Dr. Rudolf Beyer
“Pain control in people with thalidomide embryopathy “
Hinoshita : Then go ahead to the next presentation. The next oral presentation will be given by Dr.

Rudolf Beyer. His title is “Pain control in people with thalidomide embryopathy.” I will introduce him to
you. He graduated from University of Hamburg in 1987. He has been always specializing anesthesiology



HU R RIEFREEORR. EEREOEBBICHEY DR 119

and pain control. He had been working as consultant anesthetist, Schén Klinik Eilbek, Hamburg. He
had been working at Department of Anesthesiology and Pain Medicine from 2007 through 2012. Now
he is senior physician, Schén Klinik Eilbek, Hamburg since 2014. Then Dr. Beyer, please.

Beyer: Thank you, Dr. Hinoshita, for the kind invitation for the possibility to be here, this nice meeting.
Hinoshita: You're welcome.

Beyer : 1 would like to talk about pain and pain
control in people with thalidomide embryopathy.
Pain is a complex output of sensory organ, and I'm . o . .

convinced that we need to receive best knowledge § - amCantrolm Peopie with .
all to develop good strategy for the treatment of L Th idamade Embryapathy ;
pain. Therefore I will say some words on the BEEE ¢ v

subject of pain mechanisms before I focus on the

X ) ) i . DrRudolfBeyer
various options of treating pain. Now go back to EEEGCEIEEEE Uidt
© 1 5chon Klinik Hamburg Eilbek

the university. A pain stimulate as caused a
mechanical, thermal or chemical a gent in the
periphery, and this transferred to the spinal cord
wire the peripheral nerves. Within the spinal cord,
the signal is via the tractus spinothalamicus. At

- Contents

Nociception and Pain

Supraspinal processing and

. . < ‘ (' ~assessment
' 1. Mechanism of Musculoskeletal Pain —
. . ‘ = motoric
. vegetative ,
L aHective individial
ko ‘L assessment &' |
~ cognitive [ ierpretation |

2. Characteristics of Thalidomide Damage
3 iFr"ain_ Cantml,’_' , :vspi'nal cord processing

o Peﬁphéral pain stimulus

this time enhancing and inhibiting influences modulate the signal significantly. Within the brain a more
complex process takes place that leads to the ultimate tangible sensational pain. Further-more, what
we consider to be pain could be divided into different components. The sensory alert notification, namely
the location and the dimensional damage, the direct motoric answer to get out of the danger zone,
vegetative answer to prepare t e body for fight or flight. The affective emotional component, and at the
end, analyzing of the incident comparing with past experience. Especially the affective component has
a major influence of how we feel the pain and therefore how we present or express our pain to other
people. This whole slide shows the normal way of norm al pain processing.

Over the last 20 years more mechanisms of pain chronification has been discovered. So researchers
determined to make 2 major steps. In the first step, a long acting pain stimulus leads to sensitization of
the nerve system. And in the second step, remodeling of the nerve system leads to chronification. For
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better understanding I would like to explain how

Sensitization and Chronification |

this is working. Even today, you will fine doctors

FHASES

who believe that pain processing is a matter of sutsteg Central Nere System Pain
iz

wiring and nerves work like electrified cable @& @ gi@\;ﬁ«

' > Toe’

system. But I would say it's more like a well & e

network computer system. sl anen

A sustained pain stimulus leads to a local
inflammatory process which presents as
pronounced tenderness and pain at motion. After
a while, structural changes of the nerve system

leads to the development of new functional

pathways for pain. This is basically done by
changing the properties of the iron channels. And by “waking up” hibernating synapsis.

Sensitization and Chronification . Sensitization and Chronification -

% Development of new functional pathways for
' paln processing :

By altered gene encoding within the neuron, so the cell properties change permanently, that means the
neuron reacts more easily and more strongly to stimuli even if they are subthreshold, and the end point
of chronification consists of structural remodeling of the peripheral and central nerve system that leads
to new pathways for not nociceptive information and long-term pain.

n and Chronification

= endpoint of chronification consist
he peripheral and

_Permanentalterstionof theneuron

ormation and
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So every one of us has most likely expeﬁence nociceptive pain. As I mentioned before, this is a normal
way of pain processing. In case of neuropathic pain the damage is in the nerve system itself, and a
treatment approach is common pain killers usually fails. For example, phantom pain does not really
respond to opioids and non-steroidal inflammatory drugs.

Types m" Pam : el = Types of F’am

N c;cetwe Pain ;
Ttssu damage affects free nerve endmgs (Noc;ceptcrs}

ortant wammg that protect us fmm hazards
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¥ast Innger than 6 month . ! e perrpherai : :

e affects biological, p&y«:hoioglcai and socizal wek!bemg : f« spinal
: -~ central

The fare most pain has its origin in the locomotor system and they were also lots of anatomical research
on this in the last decade. They found pain processing receptors nearly everywhere. It has shown that
there is wide appearance of mechanical receptors with polymodal properties in the connective tissue
that envelopes the muscles, namely the polymodal nociceptors.

‘Musculoskeletal Pain . Muscu?oske!etal Pain

Fascige:

Widespread appearanca of sensxbfe nerve
: it “especraliy inthe region of muscle
msemcm i

qut nncicep’éors are polymodal, they

,s'irﬁmta‘rﬁeously raspcxnd to different‘s’timuti T Mustieoscaletal P

Noc;ceptmn due to mechamcaily, thermic
‘and chemical stimuli

In the muscle itself there are large number of free nerve endings which respond to the products of muscle
metabolism like adenosine triphosphate or a low tissue pH, and also in the bone marrow free nerve
endings and substance P are found. At the end of the day, all these anatomic findings show us that the
locomotor system is a perfect sensory organ for sensation of pain.

Besides biological aspect, we also have to consider physiological and social aspect of pain. A chronic pain
will influence our mood in a bad way and to turn it round a manifest depression, and fear will affect our



