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Animation available from Myeloma UK
about AL amyloidosis

_ ] Welcome to the first issue
Myeloma UK has produced a new short 3D animation for of AL amyloidosis Matters

AL amyloidosis patients and their families to improve their in 2016.

understanding of the condition. In this issue we highlight

new online resources for

AL amyloidosis: a 3D
animation and videos from
our recent AL amyloidosis
Infoday. We also focus on
autonomic neuropathy and
highlight new developments
in treatment.

As always we welcome any
feedback you have about
the newsletter. If you have
any suggestions for future
articles or would like to
provide a patient experience
please contact me on 0131
557 3332 or sue.perkins@
myeloma.org.uk

Frame from the animation showir
plasma cells producing excessi\
free light chains

Maggie Lai, Scientific and Medical Our three minute animation uses

Education Specialist at Myeloma 3D visuals to help explain what

UK who worked on the animation happens in AL amyloidosis -

explains, “AL amyloidosis is an including what it is, how it develops

incredibly complex condition and and the aims of treatment.” Sue Perkins

can be hard to understand. Service Development Manager

You can view the animation at www.myelomatv.org.uk or on YouTube
(search for Myeloma UK)
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News&Notes

PRONTO clinical trial

Following on from the VITAL trial version of antibodies produced by
discussed in the last News and our own immune system to fight
Notes, the same drug NEDOOOT will infection) which has been developed
be used in a new, Phase Il trial for to specifically target amyloid protein
AL amyloidosis patients who have and fibril deposits.

previously responded to treatment

: ) The aim of the trial is to measure
and have ongoing cardiac problems.

whether the drug improves cardiac
NEODOOT is a type of drug called a problems and it is scheduled to open
monoclonal antibody (a man-made in March 2016.

A study of genotype and phenotype in
plasma cells in AL amyloidosis

This ongoing trial at the National techniques including DNA analysis
Amyloidosis Centre will study the to improve understanding of
characteristics of the abnormal plasma AL amyloidosis and how it responds
cells in AL amyloidosis patients. to treatment.

Treatment for AL amyloidosis aims to The trial will collect an additional

target abnormal plasma cells and we bone marrow sample from patients
know that the different characteristics  at the same time as routine samples
of these cells can affect how well are collected - at diagnosis and at

treatment works. This trial will analyse  the end of treatment.
abnormal plasma cells in detail using

Tourmaline AL 1 clinical trial

This is a new Phase Il trial of the drug  Patients who have relapsed (when

Ninlaro® (ixazomib) in relapsed or AL amyloidosis has become active

refractory AL amyloidosis patients. again) or refractory AL amyloidosis

Ninlaro belongs to a group of drugs (when AL amyloidosis fails to respond

called proteasome inhibitors, which to treatment) affecting the heart N I N LARO
' and/or kidneys and who have received

also mcludg \/elcaqle (bprtezqmb) two previous lines of treatment can L / |Xazom|b CapSU|eS
and Kyprolis® (carfilzomib) which is N ) L
participate in this trial.

already used to treat AL amyloidosis.

The trial is investigating if patients The trial is open for recruitment at
respond better to Ninlaro plus the National Amyloidosis Centre in
dexamethasone compared to other London and in Oxford, Birmingham
treatment combinations. and Manchester.

CATALYST trial for relapsed patients

This is a new Phase | trial that will the maximum tolerated dose of

evaluate the safety and efficacy of the drug combination and the K\,T/DFO!I%‘

Kyprolis (carfilzomib) plus thalidomide recommended dose. After these doses

and dexamethasone in patients with have been determined the trial will g:;ﬂ?,."'""

relapsed AL amyloidosis. Like Velcade open to a larger number of patients. r::m:::;::mm,, 60 mg‘me;ﬁ;ﬂ
and Ninlaro, Kyprolis is a type of The trial is due to open in several o

proteasome inhibitor. CATALYST is hospitals across the UK in the next

a dose escalation trial, investigating couple of months.
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2015 Infoday videos now online

The Myeloma UK AL amyloidosis
Patient and Family Infoday was held
on Friday 20 November at the Park
Crescent Conference Centre. There
were 103 attendees - our highest
attendance ever. We were delighted to
welcome the team from the National
Amyloidosis Centre as our expert
speakers for the day, as well as Mark
McConway who provided an insightful
and inspiring patient experience.

The Infoday included talks about

the latest in the treatment and
management of AL amyloidosis and
provided attendees the chance to
meet others affected by the condition.
The day was also filmed and you

can see videos of all the talks on
www.myelomatv.org.uk or YouTube
(search for Myeloma UK). We're very
pleased to see that the video of Mark
McConway'’s talk has already had over
300 views.

Chatter From My Home
Life Around Oct 2010...
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Screenshot from Mark McConway'’s video

L

Patient and Family
AL amyloidosis Infoday

www.myeloma.org. uk

9.30am - 4.30pm Friday 28 November
Park Crescent Conference Centre London

The Infoday will feature

experts talking about

the latest in the treatment

and management of
AL amyloidosis and
provide the chance to

meet others affected by

AL amyloidosis.

Prof Philip Hawkins
and Dr Ashu Wechelekar
at the 2015 AL amyloidosis Infoday.
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Following the article on
peripheral neuropathy

in AL amyloidosis in the
previous issue, this article
explains the link between
AL amyloidosis and
autonomic neuropathy
including what it is, its
symptoms, how it is
treated and managed and
some self-management
tips for patients.

Autonomic neuropathy is damage

to the autonomic nervous system. In
AL amyloidosis the abnormal amyloid
protein that binds into fibrils which
deposit in various tissues and organs
can build up in the autonomic
nervous system.

The autonomic nervous system
controls internal processes in the
body including:

Blood pressure

Heart rate

Digestion

Bladder function

Sexual function

Normally, these processes are
controlled by the body automatically
(or autonomously) meaning people
are not conscious of them, in the
same the way they are conscious of
other processes, for example eating
or walking.

The autonomic nervous system
includes the heart, blood vessels,
intestine and sweat glands and is
made up of two parts:

The sympathetic part which prepares
the body for emergency or stressful
situations (also known as ‘flight or
fight responses’).
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The parasympathetic part which
controls the body’s processes during
rest or normal activity and helps the
body recover from emergency or
stressful situations.

When amyloid fibrils deposit in nerve
endings the messages they carry to
and from the brain and the organs of
the autonomic system can become
distorted or interrupted.

The symptoms of autonomic
neuropathy can vary from patient

to patient and will depend on which
nerves are affected. The most
common nerves to be affected are
those which supply blood vessels, the
digestive tract and those needed for
erectile function in men.

Early symptoms include dizziness
when standing (due to a low blood
pressure on standing) and nausea
and/or vomiting when eating.

Other symptoms can become
present depending on which organs
of the autonomic nervous system are
affected and include:

Digestive symptoms - caused by
damage to the nerves of the gut and
intestines, bowel upsets including
constipation, diarrhoea, feeling full
after a few bites of food, nausea
(particularly after eating) and
vomiting.

Bladder symptoms - frequent
urinary tract infections, incontinence,
urinary retention (inability to empty
the bladder).

Heart rhythm and blood pressure
symptoms - low blood pressure,
dizziness or giddiness, fainting,
exercise intolerance and in some
cases heart attacks.

Sexual dysfunction - caused

by damage to the nerves of the
reproductive organs, leading to

impotence in men and vaginal dryness
in women.

Sweat gland symptoms - dry skin on
the feet, excessive sweating e.g. when
eating, lack of sweating.

Eye symptoms - sluggish pupil
reaction.

Symptoms often start off gradually. If
patients develop any new sensations
it is important that they discuss them
with their doctor or nurse as soon

as they notice them. Autonomic
neuropathy is often more manageable
if diagnosed and treated early.

Early diagnosis of autonomic
neuropathy caused by AL amyloidosis
is important as it can prevent further
nerve damage. If a patient’s doctor or
nurse suspects they have symptoms
of autonomic neuropathy there are

a number of tests they can use to
confirm a diagnosis depending on
which organ they suspect is affected.
However, most of these tests can only
be done in specialised autonomic
function units. Simple bedside tests
such as measuring blood pressure
while lying down and then 3 - 5 mins
after standing are useful screening
tests in the clinic. The tests for
autonomic neuropathy include:

Breathing tests to measure heart rate
and blood pressure when breathing at
different rates.

Tilt-table tests to measure blood
pressure during changes in positioning.
Digestive tests to measure the rate at
which the patient’s body digests food.

Reflex tests using electrical impulses
to measure sweat gland response to
stimulation.

Bladder test to measure functionality
of the bladder.



Bladder ultrasound using high
frequency sound waves to create an
image of the patient’s bladder and
urinary tract.

Although it is not possible to repair
existing damage to the nerves of

the autonomic nervous system, the
symptoms it produces can often be
managed. As autonomic neuropathy
is caused by amyloid deposition in the
nerves then improvement can occur
with treatment for AL amyloidosis.
The two commonest problematic
symptoms are dizziness on standing
due to a low blood pressure and
diarrhoea (or less commonly
constipation). Symptomatic treatment
can be used to manage the problems
autonomic neuropathy is causing and
this will be tailored to each patient’s
circumstances.

Blood pressure symptoms - can
usually be controlled by avoiding any
drugs which have hypotension as a
side-effect and maintaining adequate
fluid intake. A drug called midodrine is
commonly used to help with the low
blood pressure. Common strategies
such as a high-salt, high-fluid diet are
not recommended in AL amyloidosis.

Digestive symptoms - can be
managed by patients making changes

to their diet to prevent constipation
and diarrhoea, plus medication, if
these continue to be a problem.
Medication can include the use of
Imodium®, if not controlled addition
of codeine phosphate and/or
injections of somatostatin. Some
antidepressants (e.g. imipramine)
provide symptomatic pain relief
from nerve damage in the abdomen.
Metoclopramide and erythromycin
tablets (anti-sickness drugs) can help
with nausea and vomiting.

Bladder symptoms - can be
improved by patients retraining their
bladder, which involves following

a schedule for taking on fluids and
emptying the bladder. This helps to
increase the capacity of the bladder
and to empty it properly. Patients
may be given medication to help
the bladder empty or to control an
overactive bladder. Catheters can be
used to deal with persistent bladder
symptoms.

Sexual dysfunction symptoms -
although these can be embarrassing
to discuss with doctors or nurses,
there are options to improve
symptoms, e.g. medication to
maintain an erection or lubricants

to help vaginal dryness.

Sweat gland symptoms - medication

can help to reduce excessive
sweating.

Complementary therapies, such as
acupuncture and transcutaneous
electrical nerve stimulation (TENS)
may help to relieve symptoms.

There are many adjustments that
patients can make to help relieve the
symptoms of autonomic neuropathy
including:
Drinking fluids to replace those lost
from diarrhoea
Eating small, frequent low-fat,
high-fibre meals to improve
digestion
Posture changes - taking care
when standing up, e.g. standing up
gradually in a series of stages, can
decrease dizziness. Patients who sit
or lie down for a long period of time
can tense their muscles regularly to
increase blood flow
Elevating the bed for patients who
have low blood pressure

Nerve damage caused by a build-up

of amyloid protein is irreversible

but the symptoms of autonomic
neuropathy can be managed. It is
important that patients are aware of
the symptoms and report them to their
doctor or nurse as soon as possible.
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PATIENT
EXPERIENCE

YOU'LL NEVER KNOW HOW STRONG YOU ARE, UNTIL
BEING STRONG IS THE ONLY CHOICE YOU HAVE’

Sandra Blundell is 51 and
lives in Colchester with
her husband, Richard,
and daughter, Anna. Her
other daughter and two
sons all live close by and
she has one grandson
with another grandchild
due very soon. Here
Sandra talks about her
long journey to diagnosis,
the treatment she has
received and how it has
all affected her life.

Back in September 2012 | visited my
GP as | felt constantly tired and had
frequent heart palpitations. They said
it was anxiety, prescribed Prozac and
ordered blood tests. | had never been
illin my life, was very fit and healthy
and was not an anxious person.

A month later | started training for

a fun run but found | couldn’t run; |
felt like | had lead weights in my legs
and chest. | went back to my GP

who referred me to a cardiologist.

| had a series of tests including an
echocardiogram and a heart scan and
was referred to a haematologist who
ordered more blood tests.

During November we went to Gran
Canaria. On arrival at the hotel |
noticed my ankles were very swollen
and all week | struggled to walk up
the steps off the beach with the lead
legs and tight chest feeling. | was
beyond tired.

By December | was diagnosed

with Monoclonal Gammopathy of
Undetermined Significance (MGUS).

| learnt that MGUS can be a sign of
the very early stages of myeloma, but
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was told my levels were very low and
progression was nothing to worry
about.

During February 2013 | developed a
burning electric shock feeling down
my thighs and cotton wool feeling
feet. It was so severe that | went

to hospital as an emergency and |
was given strong pain-killers and
referred to orthopaedics for a spinal
MRI. | was starting to drastically
lose weight. My haematologist
appointment was brought forward
and | had a series of skeletal X-rays
which came back fine.

| went to Spain in the May, but again
my ankles swelled on the flight and |
was so tired. On the last day | started
to lose blood. On the way home we
went straight from the airport to

my GP. | was given hormone tablets
and referred to a gynaecologist
immediately. | was seriously anaemic
and given a 4 month course of
hormone injections to put me in an
early menopause to help with the
anaemia. The gynaecologist called
my haematologist who brought my
appointment forward and requested
a bone marrow biopsy - this came
back normal. My notes stated a
possible referral to the National
Amyloidosis Centre for further
advice but this never happened.

In the June | had the spinal MRI
which showed two bulging discs in
my spine and | had 7 steroid spinal
injections in the August, but my pain
continued.

By September | was back at the
orthopaedic clinic and was given
more pain relief and told to rest.
By now a whole year had passed
since my first visit to my GP and
| had gone from cardiology to

haematology, to gynaecology
to orthopaedics and back to
haematology.

| struggled through the next 3 months
and overall had lost 2 stone in weight
and was tired most of the time. Work
was hard and exercise was now a
thing of the past.

In December 2013 | found an
international Facebook support group
for MGUS and began to educate
myself with their support.

On 5 January 2014, Richard took

me to hospital as | felt soill. | was
admitted to a cardiac ward as my
ECG was "abnormal” and my blood
pressure was very low. During the
next 3 days | had an echocardiogram,
angiogram, abdominal scan and a
chest X-ray.

I was discharged 4 days later with

no real answers except that | had gall
stones and an enlarged heart. The
doctor ordered further investigations,
to possibly remove my gall bladder. |
felt better, but was still not well.

Throughout my hospital stay |

asked if my haematologist knew |
was there. No one was listening, so
once again | turned to the Facebook
support group, a lady from Florida
jumped on my post immediately.
She recognised my symptoms and
thought | had cardiac amyloidosis and
told me to get myself to the National
Amyloidosis Centre (NAC). | believe
this lady saved my life and from this
day forward we have spoken daily.

On the 9 January my haematologist
rang me. He was concerned he

hadn’t been told | was in hospital

and recommended a bowel biopsy

to rule out AL amyloidosis. | told him
about the Florida lady and asked for a
referral to the NAC and he agreed.



My bowel biopsy was two weeks later
and came back “inconclusive”. Once
again my Florida lady stepped in “Was
it done properly? Was it stained with
conga red? Are they specialists? You
need to see a specialist”. | had no idea!
My haematologist called his colleague
for a second opinion and | had more
blood tests. They both told me not to
panic and “Go live your life”.

Richard had booked for us to go to
Egypt for my 50th birthday in March.
| had been unwell for 18 months

and the thought of this break was

SO exciting.

On 12 February | got my blood results
and a call from the NAC with an
appointment for the next day. My
haematologists told me my results
were fine, to enjoy my holiday, but

to go to the NAC to be on the

safe side.

| felt a mixture of excitement for both
my holiday, and for getting checked
out for AL amyloidosis. | thought once
the appointment was done | could
focus on my holiday.

At the NAC | was diagnosed with
cardiac AL amyloidosis and was told
it came with a poor prognosis of

3 - 6 months without treatment. |
had stage 3 heart failure at this point.
The treatment was chemotherapy, to
start as soon as possible. The NAC
consultants explained that | would
need a fat pad biopsy to diagnose
the type of amyloid and to determine
treatment.

| wanted so badly to cling to the
dream of Egyptian sunshine, but
was told treatment had to start
immediately. | felt really weird;
an overwhelming feeling of inner
strength mixed with a feeling of
being totally on my own.

We walked out of the hospital in
silence, laden with leaflets, booklets,
blood bottles, padded envelopes,
urine collection bottles, research
papers; | had just signed up to be part
of a trial for AL amyloidosis called the
Alchemy Trial. | was fighting for

my life!

In 20 minutes our lives had been
turned totally upside-down. It played
back in my head as we sat on a bench
outside the NAC, unable to function.
Here we were in the middle of
London, just Richard and me and

AL amyloidosis. My phone was

©000000000000000000000000000000000000000000000000000000000000000000000000000

ringing; Kayleigh my daughter, then
both my sons, James and Mike. | was
frozen; numb. | switched my phone
off. The numbness was mind blowing,
but | knew straight away | was not
going to give in. Not then, not now,
never! At this point | didn’t want to go
home. It was almost as if the moment
we got home it would all become
real. We stopped at Liverpool Street
Station to talk. All | could think about
were my children and Richard.

| knew | had to hold it together and
step up my life: tell the children, start
treatment, pray, and fight for my life.
Do it for them, do it for me.

Sadly | had to close my 15 year private
practice as a psychotherapist before

| started treatment. | loved my work
with a passion and this was a huge
loss both personally and financially,
but | had to be realistic. | was too tired
to work.

The start of chemotherapy marked
the end of my client work, but | chose
to continue my skills in a different
context; | began to write reflectively
about my journey, | critiqued my
humanistic philosophy and researched
the psychology of happiness,
positivity and survival and how to live
with a life-long illness.

Today | also feel very strongly about
raising awareness and early diagnosis
of AL amyloidosis to give others a
chance to have treatment before it is
too late.

Current treatment is very tough
chemotherapy but this can only slow
progression of the disease as there

is no cure. New, better and less toxic
treatments are on the horizon and
currently doing well in clinical trials.
If proven effective it will significantly
improve the quality of life for

AL amyloidosis patients.

However, trials and research cost many
millions of pounds, so | would also

like to help raise money towards the
research at the National Amyloidosis
Centre towards discovering a much
needed cure. One day | hope to have
my writings published to help others,
with a donation of each sale going

to the National Amyloidosis Centre
research towards finding a cure.

2016 brings with it the possibility of
high-dose therapy and a stem cell
transplant (HDT-SCT) and a mixed
bag of emotions; | am excited that

| am now well enough for this, but
also full of anticipation. | have cardiac
amyloidosis and am waiting for an
appointment to see if my heart is now
strong enough for HDT-SCT. | have
had 10 months of cyclophosphamide,
Velcade and dexamethasone
treatment. Today | still have amyloid
in my heart wall, but tests show | am
no longer in heart failure. However, my
free light chains are on the rise again,
albeit very slowly.

Personally, | found the diagnosis

and treatment a very challenging
experience. My whole being has been
stripped to the core both physically
and emotionally, but | feel so lucky to
be here, and to have had a chance to
battle and fight this condition.
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Fundraising update

Set yourself a goal in 2016 and raise money
to support AL amyloidosis patients.

www.myeloma.org.uk

By donating or fundraising you are helping us to discover and develop
better treatments and help those affected by AL amyloidosis to become
more informed and connected.

Contact the Fundraising Team or visit our website to get involved.
Call 0131 557 3332 or visit www.myeloma.org.uk/donate

RIDE TO RAISE RESEARCH
FUNDS FOR AL AMYLOIDOSIS.

Anyone with a bike and some determination can take
part and change the future for AL amyloidosis patients:

www.myeloma.org.uk/londonparis

Myeloma UK, 22 Logie Mill, Beaverbank Business Park, Edinburgh EH7 4HG | VYOLI ) \
T: 0131557 3332 E: myelomauk@myeloma.org.uk w u
www.myeloma.org.uk/amyloidosis Charity No: SC 026116



