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Disclaimer

The information in this Infopack is provided for the benefit
and personal use of myeloma patients and their carers,
family, and friends.

This information is provided as general guidance for
information purposes only. It should not be considered

as medical or clinical advice or used as a substitute

for personalised or specific advice from a qualified
healthcare professional. In respect of legal, financial or
other matters covered by this information, you should also
consider seeking professional advice about your personal
circumstances.

Whilst we try to ensure this information is accurate,
we do not accept liability arising from its use.

This publication is intended for a UK audience.
It therefore may not provide relevant or accurate
information for a non-UK setting.
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Introduction

If your myeloma has returned (this is called a relapse),
this can be a particularly difficult time for you and for
those close to you. When relapsed myeloma is diagnosed,
it can be just as challenging as the initial diagnosis and
can raise new questions and concerns.

If you have been told that your myeloma is not responding
to a treatment (that is, it is ‘refractory’ to the treatment),
this can cause worry and anxiety too.

What does this Infopack contain?

This Infopack contains information about relapsed

and refractory myeloma, and what to expect if you have
been told you have either of these. There is information
about tests that may be done, possible treatments,
and sources of support.

Who is this Infopack for?

This Infopack is for you if you have myeloma and
have been told you have relapsed or are refractory to
treatment. If you are newly diagnosed, you may also
find this Infopack useful, so that you know what to
expect in the future. It may also be helpful for family,
and friends to read.

When and how should | read this Infopack?

This Infopack can help support you with a range
of information about relapsed and refractory myeloma.

4 myeloma.org.uk
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Here are some tips for reading this Infopack:

® Read the Infopack at your own pace. There are some
things you will want to know now, but some things
can be left for another time

® You may find it easiest to read the Infopack in small
chunks. It has been split into sections to help you find
the information as and when you need or want it

e Each section has a ‘Key Points’ list at the start. You may
find it helps to read that before the rest of the section

® Words highlighted in bold in the text are explained
in the Medical terms explained list (Section 8)

® Throughout the Infopack ‘healthcare team'’ is used
to refer to your hospital doctors and clinical nurse
specialist (CNS)

If you are newly diagnosed with myeloma, it might
be useful to know that Myeloma UK also provides
information on all aspects of myeloma, including
a Newly diagnosed myeloma Infopack.

Visit myeloma.org.uk to find these resources.

How has the Infopack been developed?

The information in this Infopack has been gathered
from patients, their families, and carers who have

had experience with relapsed or refractory myeloma.
The information in this Infopack has also been reviewed
by healthcare professionals before publication.

Infoline: 0800 980 3332 5
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The quotes in this Infopack are from myeloma patients
and their family members and friends, and we are grateful
to them for sharing their thoughts. Many of them are
taken from The small things that make a difference,

a book of hints and tips written by — and for — people
affected by myeloma. You can download or order a copy
from Myeloma UK via the website or the Myeloma Infoline.

Further information and support

Myeloma UK is here to support you with everything

a myeloma diagnosis brings. Whether you need
information, a listening ear, or to connect with a
community of other patients and family members, we are
here to provide the information and support you need.
Our Myeloma Infoline and Ask the Nurse email service
provide information, practical advice, and emotional
support to people affected by myeloma. See Section 9

to find out more about how Myeloma UK can support you.

You can call the Infoline on 0800 980 3332
or 1800 937 773 from Ireland, or email
AskTheNurse@myeloma.org.uk

We also have a range of information available on all
aspects of myeloma. Visit myeloma.org.uk/library to
order or download information booklets and to find videos
and other resources.
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What is myeloma?

This section explains some key facts about
myeloma, including what it is, how it affects
patients, and how it is treated. If you have

been living with myeloma for some time, the
information in this section may be familiar to you,
and you may want to turn straight to the next
sections about relapsed and refractory myeloma.

Key points

8

Myeloma is a blood cancer that arises from
plasma cells. Plasma cells are a type of cell made
in the bone marrow, that normally produces
antibodies to fight infection

In myeloma, some plasma cells become cancerous
(called myeloma cells), and produce a large amount
of a type of antibody called paraprotein

Problems in myeloma are caused by build-up of
myeloma cells in the bone marrow, and by paraprotein
(or a small part of the paraprotein called light chain)
around the body

Common problems in myeloma include bone pain,
bone breaks, fatigue, frequent or recurrent infection,
and kidney damage. Different patients experience
different problems

Myeloma treatment aims to control these problems

myeloma.org.uk
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Myeloma is a relapsing and remitting cancer.

This means that patients are treated and usually go
into remission, during which their cancer is not active.
Eventually the myeloma will become active again
(called a relapse)

Some patients have long periods of remission.
Many will have a number of remissions and relapses
during their lives

In some cases myeloma does not respond

to a treatment (it is refractory to the treatment).
In this case a different treatment will be tried, that
works in a different way

Myeloma is currently not curable, but it is very
treatable. There are many different treatment options
when myeloma does come back. New treatments are
being developed in clinical trials

Infoline: 0800 980 3332 9
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What is myeloma?

Myeloma is a type of blood cancer that arises from

plasma cells. Plasma cells are normally found in the
bone marrow. Plasma cells are a type of white blood cell.
They form part of the immune system.

Normal plasma cells produce antibodies. Antibodies
help fight infection. In myeloma, some of the plasma
cells become cancerous (sometimes called malignant).
This means they multiply out of control and produce

a large amount of a single type of antibody, known as
paraprotein. Paraprotein has no useful function. The
cancerous plasma cells are often called myeloma cells.

Paraprotein can be found in the blood and urine.
Paraprotein is made up of four parts: two heavy chains
and two light chains. Myeloma is often diagnosed
and monitored by measurement of paraprotein and
light chains.

In about 1 in 5 patients, the myeloma cells produce

only the light chain part of the paraprotein. This is

called light chain myeloma. More rarely, in less than
1in every 100 patients, the myeloma cells produce very
little paraprotein or light chains (called oligosecretory
myeloma), or no measurable paraproteins or light
chains (called non-secretory myeloma). These types
of myeloma are diagnosed and monitored in other ways.

Unlike many cancers, myeloma does not normally exist
as a lump or tumour. Instead, the myeloma cells multiply
and expand in the bone marrow. This can occurin
different places around the body where bone marrow

is normally active. It can include the bones of the spine,
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pelvis, rib cage, shoulders and hips. Sometimes there
is a lump of myeloma cells in one place - this is called
a plasmacytoma.

Most of the problems in myeloma are caused
by a build-up of myeloma cells in the bone marrow,
and by paraprotein and light chains around the body.

Common problems in myeloma include bone pain, bone
breaks (fractures), fatigue, frequent or recurrent infection,
and kidney damage. Different patients experience
different symptoms and complications, and can respond
to treatment differently.

The causes of myeloma are not fully understood.
It is believed to be caused by both genetic and
environmental factors.

Treatment, remission and relapse in myeloma

Myeloma treatment is aimed at controlling the disease,
relieving the complications and symptoms it causes,
and extending and improving the quality of life.

Myeloma is a relapsing and remitting cancer. This means
there are periods when the cancer is causing symptoms
or complications and needs to be treated. These are
generally followed by remission (when there is no sign

of active myeloma), or plateau (when the paraprotein

or light chain levels are reduced and stay at a stable level).

Treatment may stop during remission or plateau, or it may
be continued. This will depend on your circumstances and
the treatment you are on.

Infoline: 0800 980 3332 11
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After a period of remission or plateau, the myeloma

will at some point become active again. This is called

a relapse. Patients who have relapsed need further
treatment, although when the treatment starts will vary.
Some patients have long periods of remission. Many will
have a number of relapses and remissions or plateaus
during their lives. There is more about relapsed myeloma
in Section 2.

In some cases, myeloma does not respond to a treatment.
This is called being refractory to that treatment. Many
available treatments work in different ways. Your myeloma
may be refractory to one type of treatment however,

it may respond well to a different type of treatment.

There is more about refractory myeloma in Section 6.

There is currently no cure for myeloma unfortunately.
After each treatment the myeloma will eventually come
back. However, myeloma is highly treatable, and there
are many different treatment options which can be

used when myeloma does come back. The outlook for
myeloma patients has improved greatly over recent years
and is continuing to improve.

At some point it will no longer be possible to treat a
patient’s myeloma, and treatment will focus on managing
symptoms. Until that point however, whenever a patient
relapses or becomes refractory to a treatment, a new
treatment will be started.

12 myeloma.org.uk
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Section 2
What is relapsed
myeloma?
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What is relapsed myeloma?

Myeloma is a relapsing and remitting cancer,
which makes it different from many other cancers.
Being told your myeloma is relapsing can be a
challenging time and it is normal to have concerns
and questions about what this will mean for you.
This section describes what relapse is and why

it happens.

Key points

® Myeloma has periods when it is active, followed by
periods of remission or plateau when the myeloma
is under control

® At some point after each remission, the myeloma will
come back (called a relapse), and further treatment
will be needed

® There is no fixed number of relapses you can
experience in myeloma, or the number of times
relapses can be treated

® Myeloma happens when a plasma cell has genetic
changes and becomes a myeloma cell (a type
of cancer cell). The myeloma cells multiply in the
bone marrow and further genetic changes happen
to some of the cells

® Relapse happens in myeloma because current
treatments cannot kill all the myeloma cells
in a person’s bone marrow

14 myeloma.org.uk
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o After myeloma is treated, a small number
of the myeloma cells remain in the bone marrow.
Eventually, these cells start to multiply and over time,
the patient relapses

Infoline: 0800 980 3332 15
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What is a relapse?

Myeloma has periods when it is active, followed by
periods of remission or plateau when the myeloma
is under control. After reaching remission or plateau,
many patients will remain well for some time. It may
be months or years before the myeloma becomes
active again.

A relapse is the point at which myeloma becomes

active again. You will need treatment when your myeloma
relapses, although this may not start immediately. There
is more about timing of treatment on page 46.

Unfortunately relapse always happens at some point
after each remission or plateau. Relapses can happen

a number of times during the course of your myeloma.
There is no specific number of times you may relapse,
and it is different for everyone. There is no fixed number
of relapses you can be treated for.

Figure 1 on page 17 shows how myeloma can relapse
and go into remission over time.

16 myeloma.org.uk
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What is refractory myeloma?

Sometimes, the myeloma does not respond well, or at all,
to a treatment. In this case the myeloma is referred to as
being refractory to the treatment.

Many of the available treatments work in different ways,
so if your myeloma is refractory to one type of treatment,
you may still respond well to a different type.

Section 6 provides information specifically about
refractory myeloma. However, the information in the other
sections of this Infopack will also be useful to you if you
have been told your myeloma is refractory to a treatment.

Coping with relapsed myeloma

It can be very worrying to be told that your myeloma has
relapsed and you are no longer in remission. However,
there are a lot of different treatment options. Many
patients do go on to have a number of remissions

or plateaus after relapses.

It is okay to have a mix of feelings about the news

that you have relapsed. You should allow yourself time
to process your feelings. If you need some more support,
there are many options available. Section 9 has more
about sources of support and ways to cope during a
relapse, and how Myeloma UK can help.

18 myeloma.org.uk
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The ‘R’ words (‘relapsed’ and
‘refractory’) are the words you never
want to hear. | heard them 15 months
ago. However, with the advances that
are being made in myeloma treatments,
two months ago | heard the ‘R’ word we
do all want to hear — remission! Never
give up hope.

Why has my myeloma relapsed?

Relapse happens in myeloma because current treatments
cannot kill all the myeloma cells in a person’s body.

This means some myeloma cells will always be left

after treatment. These cells can lie dormant and may
eventually multiply at a later time, causing the myeloma
to return (relapse). The time this takes is different in
everyone. This is why the length of time that myeloma

is in remission is different for everyone. This is explained
more in Section 4.

This section explains more about how relapse happens,
and the genetic changes that happen in myeloma cells.

Words used in genetics

These key words may be helpful when you are reading
this section.

Genes are the sets of instructions that control how each
cell in the body develops and grows. Genes are made up
of material called DNA, and packaged into bundles called

Infoline: 0800 980 3332 19
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chromosomes. Together the genes make up the blueprint
of life that determines how the body develops, grows,
and functions.

We inherit our genes from both our parents (this is called
heredity). However, genes can change during our lifetime
in our cells too. These types of changes are mistakes

in the genetic code in a cell and are also called genetic
abnormalities. Genetic changes can cause changes

in the way a cell develops and multiplies.

Sometimes a combination of several genetic changes
causes the normal controls in a cell to be ‘switched off’
or suppressed. This means the controls stop working
properly and the cell becomes a cancer cell, such as

a myeloma cell.

Genetic changes in myeloma

Myeloma happens when the genetic code of a

plasma cell is damaged, so that the normal controls in
the cell are switched off, and the plasma cell becomes a
myeloma cell (a cancerous plasma cell). The exact cause
of these genetic changes is not known. These changes
happen during adult life and are not present in normal
plasma cells or the plasma cells we are born with.

The myeloma cell starts to multiply inside

the bone marrow. Eventually the myeloma cells in
the bone marrow start to cause problems such as
bone damage.

At first, the myeloma cells multiply into copies of
themselves that are all the same. This is called a clone
of myeloma cells. As the myeloma cells continue to
multiply, more genetic changes can happen in some

20 myeloma.org.uk
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© Normal
@ plasma cells
Genetic damage
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Cell multiplies
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that are all
the same

(clone of cells)
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S
of myeloma cells
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Figure 2. How myeloma cells develop. At first all the myeloma
cells are the same (called a clone of myeloma cells). Over
time, some of the myeloma cells change further, forming new
clones of cells that are different from the original myeloma
cells but the same as each other. In the diagram, each clone
of myeloma cells is shown in a different colour.
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myeloma cells. These different myeloma cells multiply
into copies of themselves, forming new clones. Over time,
the number of different clones increases.

This is shown in Figure 2 (page 21). In the diagram,
each clone is shown in a different colour. The genetic
changes in one clone (for example the grey cells) are
different from those in another clone (for example the
orange cells).

@ Is myeloma inherited?

Myeloma patients and their families are often
worried that other people in the family could

be at increased risk of getting myeloma, or that

it could be passed on to children in the family.
Myeloma is different to some other cancers, such
as some types of breast cancer, where there are
known genetic changes that can be passed onin
families. It is not caused by a faulty gene inherited
from one or both parents.

People do have a slightly higher risk of developing
myeloma if a close relative (parent, brother

or sister) already has it. The overall risk of
developing myeloma is still very low, however.

For more information see the Is myeloma
an inherited cancer Infosheet from Myeloma UK

Myeloma treatment and remission

When myeloma is treated, not all the myeloma cells will
be affected by treatment in the same way. Many of the
myeloma cells will be killed by the treatment. As long as

22 myeloma.org.uk
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Figure 3. The effect of treatment on myeloma cells.
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the treatment is successful, you will then go into remission
or plateau. However, none of the current treatments can
kill off all your myeloma cells. This means that a few cells
will remain after the treatment. These cells may be a clone
that is resistant to the treatment, or simply small numbers
of myeloma cells that were not killed.

This is shown in Figure 3 (page 23). In the diagram,

the treatment kills off all the clones except the orange
one which is resistant. This clone survives and eventually
starts to multiply. Sometimes it is just small numbers

of myeloma cells from one of the clones that are left after
treatment. Over time these may become active and cause
a relapse.

While you stay in remission or plateau, the number of
myeloma cells left in your bone marrow remains very low,
and not enough to cause you any symptoms.

The small number of myeloma cells that remain in the
bone marrow after successful treatment are referred to
as minimal residual disease (MRD).

Relapse

The few myeloma cells that remain in the bone marrow
eventually start multiplying again. Once there are a lot
of myeloma cells in the bone marrow, they start causing
symptoms. This is a relapse.

The treatment you are given when your myeloma relapses
will normally be different from treatments you were given
previously. This is because the myeloma cells left after
the previous treatment are likely to be resistant to the
previous treatment.

24 myeloma.org.uk
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How will my healthcare
team know if my
myeloma is relapsing?

Many myeloma patients have questions about
test results that are used to indicate a possible
relapse, and whether changes in test results
should be a cause for concern. This section
explains how your healthcare team will know

if your myeloma is relapsing, based on new or
changing symptoms, or a changing trend in your
blood results.

Key points

® Your healthcare team will carry out regular tests
to monitor your myeloma and check whether it is
becoming active again (relapsing)

® Regular blood tests will include blood cell counts,
measurement of paraprotein and light chain,
and blood chemistry

e Trends in blood tests over time are more important
than a single changed result

® Your healthcare team will also monitor you for any new
or returning symptoms. It is important to report any
symptoms to them

® Ifyou have a type of myeloma where paraprotein
and light chain are not produced, you will be monitored
using other methods such as scans, as well as routine
blood tests

26 myeloma.org.uk
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® When your myeloma does relapse, the timing for
starting treatment will depend on your test results
and any symptoms

Infoline: 0800 980 3332
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How will my healthcare team look
out for signs of relapse?

Your healthcare team will carry out various tests,

both during and after treatment, to monitor the activity
of your myeloma. They will also ask you about how you
are feeling in general. This all helps to give them a good
understanding of your individual situation.

Your regular tests, in addition to any new or changed
symptoms, can indicate whether your myeloma is
becoming active again (relapsing). When myeloma

is relapsing, there is usually an increase in paraprotein
or light chain levels and a reduction in the levels of
healthy blood cells (red blood cells, white blood
cells, and platelets). These tests are explained later

in this section.

Many patients whose myeloma is relapsing describe
having the same or similar symptoms to those they had
when they were first diagnosed. However, you could
develop new symptoms you have not had previously.
For example, you may develop kidney or bone problems
even if you have not previously been affected by these
complications.

It is important that you report any new or increasing
symptoms promptly to your healthcare team. This means
they can carry out tests and investigations to work out if
your myeloma has relapsed. Telling your healthcare team
promptly makes sure that if the symptom is due to your
myeloma relapsing, you can start treatment quickly.

28 myeloma.org.uk



@elomaUK

When you experience new symptoms or the worsening
of existing ones, as well as a steady rise in paraprotein
and/or light chain levels, this is called a clinical relapse.

In many cases, your healthcare team may start your new
treatment before you have any new symptoms, but when
your blood tests show that you are having a relapse.
This is called a biochemical relapse.

How soon you start treatment will depend on your own
test results and other factors. You may have more clinic
visits and blood tests during a biochemical relapse,

if your treatment is not started straight away.

Living with myeloma can mean you find yourself feeling
more concerned about any symptoms you might have
and whether they could be the first signs of relapse or
of treatment not working. However, it is important to
remember that, in most cases, your healthcare team will
pick up signs of relapse from your test results, before
you notice an obvious worsening in your general health.

Infoline: 0800 980 3332 29
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The importance of trends

Paraprotein and light chain levels are very individual to
each patient and can sometimes fluctuate up and down
without causing too much concern. One result showing
an increase in paraprotein or light chain level does not
necessarily mean your myeloma has relapsed.

Try not to worry too much if you have a single test result
that is different. Your healthcare team will look at all

your results over time to see if there is a trend in your
paraprotein or light chain levels, rather than being guided
by only one result.

Tests to help diagnose a relapse

Various blood tests will be done at your regular
appointments, to monitor the activity of your myeloma.
These are used to check when your myeloma may be
relapsing, or becoming refractory to a treatment you
are being given.

When tests show signs of relapse, whilst this might be
worrying, the blood tests also mean the possible relapse
is detected early. This means the best treatment options
for you can be put in place more quickly.

Paraprotein and light chain

Changes to your paraprotein or light chain level can

be good indicators of changes in the activity of your
myeloma. If your paraprotein or light chain levels increase
over several blood tests, this may indicate your myeloma
is relapsing or becoming refractory to your current
treatment.

30 myeloma.org.uk
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Light chains are measured using a test called

the serum free light chain assay. This test is very
sensitive and can often identify changes in myeloma
activity sooner than paraprotein tests can. This helps
to detect relapsing or refractory myeloma sooner. Light
chains can be measured in most myeloma patients
(including patients with light chain myeloma).

Your healthcare team will also look at other blood results
(full blood count and blood chemistry), as they can also
indicate whether the myeloma is returning. These are
explained in the next sections.

Full blood count

A full blood count (also known as FBC) measures the
numbers of different cells in your blood. When the number
of myeloma cells in the bone marrow starts to increase,
the number of normal blood cells will start to decrease.
The full blood count measures:

¢ Red blood cells — which carry oxygen round the body

® White blood cells — which help protect you
from infection

® Platelets — which help prevent bruising and bleeding

Infoline: 0800 980 3332 31
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Blood chemistry

A full blood chemistry test measures the levels

of

various chemicals in your blood. Changes in the

tests can be due to many causes, but can indicate
if your myeloma is becoming active again. They
can also indicate the presence of myeloma-related
complications. The chemicals tested include:

Creatinine and urea - these are waste products that
are normally filtered out by the kidney and passed into
the urine. High levels of creatinine and urea in the blood
indicate the kidneys are not working properly

Calcium - this is a mineral that is normally found in
bones. In patients with active myeloma bone disease,
a higher than normal level of calcium is released from
bone into the blood (called hypercalcaemia)

Beta 2 microglobulin (B2M) - this is a protein that

is found on the surface of almost all cells in the body.
It is present in most body fluids but is increased in
myeloma. 2M is one of the most important indicators
of both the amount and the activity of myeloma

Albumin - this is a type of protein that normally makes
up most of the protein found in the blood. In myeloma,
less albumin is produced than normal

i For more information about these tests see the

Tests and investigations in myeloma Infoguide
from Myeloma UK

32
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Tests to help diagnose a relapse in
non-secretory or oligosecretory myeloma

If you have non-secretory myeloma, your plasma cells

do not release the paraproteins or light chains that other
types of myeloma release. This means that the usual
paraprotein or light chain tests cannot be used to look for
myeloma relapse. Instead, your healthcare team will use
other tests which may include imaging (such as magnetic
resonance imaging (MRI) or computerised tomography
(CT) scan. You may also need a bone marrow biopsy

or bone marrow aspirate. This is in addition to some

of the other blood tests described earlier.

If you have oligosecretory myeloma, your plasma cells
release very small amounts of light chains. It may be
possible to monitor you using free light chain tests,
because these tests are very sensitive. If not, you will be
monitored in the same way as explained for non-secretory
myeloma patients.

These tests will help your healthcare team monitor

the activity of your myeloma. It is still important that you
report any new or changing symptoms to your healthcare
team promptly.
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Section 4

When may my
myeloma relapse?
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When may my
myeloma relapse?

Many myeloma patients feel anxious about

when they might relapse. Unfortunately, it is not
possible to know exactly when this could happen.
How well your myeloma responds to treatment
and how long it is in remission or plateau varies
from person to person. It can be helpful to
remember that you are closely monitored by
your healthcare team to make sure any relapse

is spotted as soon as possible.

This section describes some factors that can
affect the time it may take before a relapse occurs.

Key points

® |tis not possible to know exactly when relapse will
happen, and the length of remissions can vary greatly
between patients

e There are several factors that can influence how long
a remission lasts. These include response to previous
treatment; a patient’s frailty; and some genetic
changes in a patient’s myeloma cells

e |f your myeloma responds well to a treatment,
this can result in a longer remission time

36 myeloma.org.uk



@elomaUK

Frailty is where a person gradually loses their built-in
resilience. It is related to aging, but is also related to
reduced physical fitness and mobility, and having
co-existing health problems. People who are frail
may not be able to tolerate treatment as well, may
have more side effects, and may have to stop
treatment sooner

Clinical trials are looking at the effectiveness of
myeloma treatments targeted to patients according
to their level of fitness or frailty

Some genetic changes in myeloma cells mean that
you may not respond so well to treatment, and may
relapse sooner after a remission. These are referred
to as high-risk genetic changes

Although there is nothing you can do to prevent
or delay a relapse, it is good to look after yourself
physically. This will also help you tolerate the side
effects of myeloma treatments

Knowing that relapse will happen but not knowing
when can be very stressful. There is support available
to help you cope with this uncertainty
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When will | relapse?

Unfortunately, you cannot control or know exactly when
relapse will happen. The average length of remission
periods after successful treatment can vary greatly from
one patient to another.

The next section explains some factors that can affect
how soon you may relapse. However, it is very important
to understand that statistics about relapse and remission
times are based on averages across many myeloma
patients, and are not generally applicable to any
one patient.

Not knowing when a relapse will occur can have

an emotional impact, and anxiety before hospital
appointments and test results is common. For more
about ways to cope with the emotional aspects

of relapsed and refractory myeloma, and sources
of support, see Section 9.

Factors that may affect timing of a relapse

There are some factors that may affect how quickly

a relapse might occur. These factors will all be taken
into account by your healthcare team when they are
tailoring your treatment. This is so that you will get the
best possible response to your treatment, with the least
possible side effects.
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Response to previous treatment

If your myeloma responds well to a treatment, this can
often result in a longer remission time before the next
relapse. For example, patients who have what is called

a complete response following high-dose therapy and
stem cell transplant (HDT-SCT) generally have a longer
period of remission before a relapse. Complete response
is where myeloma cannot be detected in the blood, and
very little remains in the bone marrow.

You will be monitored during your treatment. If your
paraprotein and light chain levels or other tests show
that you are not responding well to the treatment,
your healthcare team may look at other possible
treatments for you.

Frailty, age, and co-existing medical problems

Many myeloma patients are aged over 70, and often

have other health problems and mobility issues. Some

of these patients, though not all, are considered to be frail.
Frailty, in this context, is where a person’s body systems
gradually lose their built-in resilience. It is related to aging,
but age alone does not produce frailty.

A myeloma patient’s level of frailty is assessed based
on different factors:

® Increased age

® Reduced physical fitness, mobility, and ability
to perform daily tasks without help

e Other co-existing health problems, such as heart
disease or diabetes, and the medicines used to
treat them
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® Myeloma itselfis a cancer that can make people
more frail, due to the damage it does to their bones
or immune system. This type of cancer-related frailty
can improve as the patient responds to treatment.
For example, patients may be able to walk further
when they are in remission than they could before
they were diagnosed

Doctors sometimes call frailty in myeloma ‘dynamic’. This
means it can change over time, becoming better or worse.

A patient who is frail is less able to cope with things

that cause their body stress, and they may not recover

as easily. A patient who is frail may not be able to tolerate
treatment so well, may have more side effects, and may
have to stop treatment sooner. This can affect how well
they respond to treatment, and therefore how quickly they
may relapse.

Myeloma teams commonly use frailty assessments to
help them find the right balance between giving the right
amount of treatment to get a patient with myeloma into
remission, and not so much that it makes them more
frail. This can help maintain quality of life and extend
the length of remission.

Some national clinical trials are looking at the
effectiveness of myeloma treatments targeted to patients
according to their level of fitness or frailty.

Genetic changes in myeloma cells

As explained in Section 2, myeloma happens when
genetic changes occur in normal plasma cells that cause
them to become cancerous (myeloma cells).

40 myeloma.org.uk



@elomaUK

Some genetic changes mean that you may not respond
so well to treatment, and may relapse sooner after a
remission. These are known as high-risk genetic changes.
Your healthcare team may have told you that you have
one of these high-risk genetic changes, and may refer

to your myeloma as high-risk myeloma rather than
standard risk myeloma. These genetic changes are

found using genetic tests called fluorescence in-situ
hybridisation (FISH) tests and karyotyping. The level

of risk depends on which genetic changes you have.

Defining a person’s myeloma as high risk or standard risk
is used as a guide, but there are sometimes exceptions.
Your healthcare team will keep you informed about

your genetic risk and how you are responding to your
treatment.

i For more information about genetic testing
see the Tests and investigations Infoguide
from Myeloma UK

It can be concerning to know that you have high-risk
myeloma. However, having a high-risk genetic change

is only one factor that can affect the course of your
myeloma and how well you respond to treatment. If your
healthcare team knows that your myeloma is high-risk,
this may help them to target your treatment to gain as
good and prolonged a response as possible. Clinical trials
are looking at the effectiveness of treatments targeted
to patients with high-risk myeloma, aiming to produce
the best possible response and the longest remission

in these patients.
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If you have been told you have a genetic change and have
concerns, you can talk to your healthcare team about
what it means for you, your treatment and your prognosis,
specific to your own circumstances.

Is there anything | can do to
prevent or delay relapse?

Unfortunately, there is nothing you can do to slow

or prevent relapse. However, it is always good to look after
yourself physically as well as you can. This will also help
you to tolerate the side effects of myeloma treatments.

Myeloma patients are usually advised to follow the same
principles of healthy living as other people. There are no
diets specifically recommended for myeloma. Healthy
living includes:

e Eating a healthy, balanced diet
o Keeping a healthy weight

® Being physically active

Looking after your mental health

Getting plenty of rest when needed

Not smoking and not drinking too much alcohol

Look out for any new or changing symptoms and let your
healthcare team know promptly. This can help make

sure any change in your myeloma is spotted early, and
treatment is started when it is needed. If you are finding it
difficult to cope with the worry of relapse and waiting for
test results, you are not alone. Many patients experience
this. There is more about ways to cope and sources of
support in Section 9.
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Treatment
at relapse
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Treatment at relapse

There are many effective treatments available to
you if your myeloma has relapsed, even if you have
had several lines of treatment before. The aim of
treatment for relapsed myeloma is to control and
slow down the activity of your myeloma, put your
myeloma back into remission or plateau, relieve
symptoms, and give you the best quality of life,

for as long as possible.

This section describes the different myeloma
treatment options at relapse, and the treatments
for symptoms and complications (called
supportive treatments).

Key points

® The aim of treatment at relapse is to regain control
of the myeloma, put your myeloma back into remission
or plateau, and give you the best quality of life for as
long as possible

® The timing of starting treatment will depend on
different factors. You may start treatment once tests
show your myeloma is starting to relapse, even though
you do not have any new or returning symptoms

® Treatment at each relapse is called a treatment line
(for example treatment when you are first diagnosed
is ‘first line treatment’, and treatment at your first
relapse is called ‘second line treatment’)

® You may be given a combination of different treatments
or a single treatment
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There are different treatment options available on the
NHS at each relapse. Which treatment or combination
is suitable for you will depend on various factors, which
your healthcare team will discuss with you

Clinical trials can provide access to new treatments
at relapse. Not all trials are suitable for all patients

A second high-dose therapy and stem cell transplant
(HDT-SCT) can be an option for some patients
at relapse

You may also be given supportive treatment to help
with any complications, symptoms or side effects
caused by either the myeloma or the myeloma
treatments

If your relapsed myeloma does not respond to a
treatment (that is, it is refractory to the treatment),
your healthcare team will discuss other treatment
options with you
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Is treatment always necessary?

Treatment for relapsed myeloma is always necessary

at some point to regain control of the myeloma, unless
you decide you do not want any further treatment, or if the
side effects of further treatment are thought to outweigh
the benefits. However, treatment is not always needed

as soon as a relapse is diagnosed.

When do | start treatment?

The timing for starting your treatment will be individual
to you. The timing varies from patient to patient and
for each relapse. This is because there are no set
criteria — treatment is always a balance between the
need to bring the myeloma under control quickly, while
avoiding unnecessary side effects caused by starting
treatment too soon.

If you have myeloma symptoms, as well as a rise in
paraprotein or light chain levels (i.e. a clinical relapse),
treatment is likely to start quite quickly.

Often, a patient’s treatment will be started when their
paraprotein or light chains are starting to rise,

but there are no returning symptoms. This is called

a biochemical relapse.
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The timing of treatment will depend on several factors.
Your treatment may not be started immediately
if you have:

® No significant symptoms

® No evidence of organ damage

* No anaemia

e Slow rise in paraprotein or light chains

You are more likely to start treatment earlier if you have:

® Had a rapid increase in paraprotein or light chain
levels over a few months

e Had myeloma-related complications in the past
e High-risk myeloma (see page 40)

The decision about the timing of treatment will take these
different factors into account. The decision will be made
in discussion between you and your healthcare team.

Waiting to start treatment

If tests show that your myeloma is beginning to relapse,
or is relapsing slowly, but you do not yet need to start
treatment, this can be an uncertain time and cause
anxiety. However, your healthcare team will be monitoring
your condition and planning treatment so that it starts

at the most effective time. In the meantime, sticking to a
healthy lifestyle where possible can help make sure you
are ready for treatment. Make sure you take time to do
activities that you enjoy too.

For sources of support, and ways to cope with the
uncertainty of this period, see Section 9.
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Remain positive and remember that
there are treatment options available
and new options to be explored.

Treatment options at relapse

There are many treatment options available for relapsed
myeloma. In addition, promising new treatments can

be accessed in clinical trials and some are becoming
available on the NHS.

The best treatment varies for different patients. It will
depend on different factors including:

o Whetheritis your first or a later relapse

® Treatments you have had previously, how you

responded to them, and how long you responded for
(how long your myeloma was in remission or plateau)

What is licensed and approved for use on the NHS,
or available in a clinical trial

Your priorities and preferences, and aspects
of treatment that may affect your quality of life

Your general health, age, and any health problems
such as diabetes or heart disease

Any existing myeloma-related issues such as kidney
problems, or long-lasting side effects from previous
treatments

Whether you are known to be refractory to
any treatment

myeloma.org.uk
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Making the choice of treatment

Effectiveness is often the most important factor when
choosing a treatment. However, sometimes there may
be no clear difference between options in terms of which
treatment is more likely to give you a better remission.

It is also important to consider how the treatment will
affect your quality of life. For example, some treatments
will involve visiting hospital regularly, while others can be
taken at home. Treatments also have different possible
side effects, and this may be a consideration for you.

Talking to your healthcare team about these things

when deciding on a treatment can help find an effective
treatment that still allows you a good quality of life, based
on the things most important to you and your lifestyle.

Will | have the same treatment as | had before?

Generally, you will be given a new treatment or
combination at each relapse. In some cases, you may
receive a treatment you had previously, if you responded
well to it. In other cases, you may receive one of your
previous treatments, but in a new combination.

Treatments options at first and later relapses

There are many treatment options available, both at first
relapse and for later relapses. Your healthcare team may
refer to which treatment line you are being given. Your
treatment when you were first diagnosed was your ‘first
line’ treatment, treatment at your first relapse is ‘second
line’ treatment, and so on.
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The number of treatments is increasing all the time,
as new treatments are licensed and approved for use
on the NHS.

Many treatments are designed to be given as
combinations. For example the proteasome inhibitor
carfilzomib (Kyprolis® may be given with the
immunomodulatory drug lenalidomide (Revlimid®),
and the steroid dexamethasone. This combination

is often referred to as KRd. Some newer treatments
are given on their own, such as the bispecific antibodies
elranatamab (Elrexfio®) and teclistamab (Tecvayli®).
Some treatments can be given either on their own

or in a combination, such as the monoclonal antibody
daratumumab.

Particular treatments are approved for use at different
relapses, up to fourth relapse (fifth line) and beyond.

In general, what you will be treated with will depend

on what is approved, what you have been treated with
previously and your healthcare team’s recommendations.
However, all points mentioned at the beginning of this
section will be considered.

The types of myeloma treatments you may be given at
first and later relapses are shown in Table 1 (page 51).

For a full list of treatments and combinations
given at each relapse (treatment line), see
myeloma.org.uk/understanding-myeloma

. ‘

For information about each treatment, see the
Treatment Guides from Myeloma UK
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Type of treatment
given at first and later

relapses (second and
later treatment lines)

Proteasome inhibitors

Immunomodulatory
drugs (IMiDs)
Monoclonal antibodies
Steroids
Chemotherapy

Bispecific antibodies

Antibody drug
conjugates

Other types of treatment

@elomaUK

Bortezomib (Velcade®)
Carfilzomib (Kyprolis®)
Ixazomib (Ninlaro®)
Lenalidomide (Revlimid®)
Pomalidomide (Imnovid®)
Daratumumab (Darzalex®)
Dexamethasone
Cyclophosphamide
Elranatamab (Elrexfio®)
Teclistamab (Tecvayli®)

Belantamab mafodotin
(Blenrep®)

Selinexor (Nexpovio®)
Panobinostat (Farydak®)

DT-PACE (a combination
of 6 medicines)

ESHAP (a combination
of 4 medicines)

Table 1. Types of treatment given at first and later relapses
(second and later treatment lines). The treatments listed
may be given alone or in combinations. Different treatments
and combinations are given at different relapses.
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Treatment in a clinical trial

A clinical trial is a research study of a new or existing
treatment that involves patients. New treatments being
studied in clinical trials may be available for relapsed
myeloma patients, so you may want to consider taking
part in a clinical trial. Your healthcare team will talk with
you about what this might mean and what trials are
running in your area.

It is important to understand that not every patient is
suitable for every new treatment or clinical trial. If you
are interested in taking part in a clinical trial you should
discuss it with your healthcare team.

—~| For more about clinical trials, and what is involved
5 in taking part, see the Clinical trials and how
treatments are developed Infoguide from
Myeloma UK.

% For an up-to-date list of UK clinical trials
for relapsed and refractory myeloma, visit the
Myeloma Trial Finder at trials.myeloma.org.uk
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Can | have a second stem cell transplant?

If you had successful treatment with high-dose therapy
and stem cell transplant (HDT-SCT) as part of your initial
treatment, a second one may be considered at your first
relapse in some cases if you have enough stem cells
stored. This is also called a salvage HDT-SCT.

The option of a second HDT-SCT will depend on the
timing of the relapse, your age, previous treatment,
and your general health and fitness to undergo the
procedure again. Generally, a second HDT-SCT will only
be considered for patients who experienced remission
or plateau for at least 2 years after their first HDT-SCT.

HDT-SCT is an intensive treatment option and can
put a lot of physical and emotional strain on patients
and those close to them. Many patients say that it is
easier to go through their second HDT-SCT because
they know what to expect, but others say this makes
it more daunting.

Your healthcare team will talk through the potential side
effects and risks of a second HDT-SCT with you, including
the potential impact on your quality of life. It is important
that the side effects do not outweigh the benefits of
treatment and that they are acceptable to you. What is
right for one patient is not always right for another and
deciding whether to have a second HDT-SCT, if offered,

is a personal choice.

." For more information see the High-dose therapy
and autologous stem cell transplant Infoguide
from Myeloma UK
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Allogeneic (donor) transplant

An allogeneic stem cell transplant uses stem cells from
a genetically ‘matched’ donor, usually a brother or sister.
Allogeneic stem cell transplants are not widely used in
myeloma, but may be considered for relapsed patients

in some situations. They have the potential to benefit
some patients, but the risks are greater than those for
autologous stem cell transplants. Your healthcare team
will discuss this if it is an option for you.

i For more information see the Allogeneic stem
cell transplantation in myeloma Infosheet from
Myeloma UK

Will new treatment make any
existing side effects worse?

If you have ongoing side effects from previous treatment
it is possible that further treatment could make this
worse. This can affect the choice of treatments for you
at relapse.

For example, some patients have peripheral neuropathy
(pain and tingling caused by damage to nerves) which
was caused by a myeloma treatment. If this continues
after the treatment is finished, your healthcare team

may avoid other treatments which also cause peripheral
neuropathy, and give you a different treatment instead.

Your healthcare team will take all of this into account
when discussing treatment options with you at relapse.
You may also be given treatment to help manage any
side effects and complications. This is called supportive
treatment.
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Supportive treatment

Alongside your myeloma treatment, you will receive
supportive treatments to help you with any complications
or side effects that you experience.

Myeloma and its treatment can affect the body in many
ways, causing different symptoms and complications.
The next paragraphs describe supportive treatments that
you may receive as part of your ongoing care at relapse.

A Supplements or herbal medicines that have
not been prescribed by your haematologist
may cause harm when taken alongside your
prescribed treatment.

You must speak to your healthcare team before
taking any kind of supplement or alternative
treatment, including herbal, traditional or natural
medicines and remedies, and vitamins or wellbeing
supplements, to ensure it is safe to do so.

Radiotherapy

Radiotherapy can be used to kill myeloma cells
and to relieve pain in areas where there is damage
caused by myeloma bone disease.

i For more information see the Radiotherapy
Infosheet from Myeloma UK
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Bisphosphonates

Bisphosphonates are medicines that slow down

or prevent bone damage. Bisphosphonate treatment
is recommended for all patients whose myeloma

is being treated.

Some patients may have time off their bisphosphonate
treatment when their myeloma is in remission, but
bisphosphonate treatment will generally resume

at relapse.

i For more information see the Myeloma bone
disease Infoguide from Myeloma UK

Painkillers

You may be prescribed painkillers to control any new

or increasing pain at relapse. There are many types

of painkillers available to treat different types and levels
of pain. You may need to try different painkillers to find
one that manages your pain well.

Medicines that are not normally used as painkillers may
be helpful in some types of pain. For example, gabapentin
or pregabalin may help with the pain caused by peripheral
neuropathy.

." For more information see the Pain and myeloma
Infoguide from Myeloma UK
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Treatment and precautions for avoiding infection

Infection can be more common during relapse.

This is because the active myeloma can reduce your
white blood cell count. This can affect your ability
to fight infection. Some myeloma treatments can
also reduce your white blood cell count.

You may be prescribed treatment to help boost your
immune system. You will also be given treatment for
any infections you get.

You can minimise your risk of infection by following these
practical precautions:

e Wash your hands regularly, and use sanitising hand gel
® Avoid crowded spaces like busy buses or trains
e Ask people not to visit if they may have an infection

e Contact your healthcare team or out-of-hours service
if you have signs of a possible infection. This can
include raised or lowered temperature (above 37.5°C
or below 36°C), feeling unwell or shivery, rash, cough,
sore throat, diarrhoea, or pain or redness around a cut

o Take antibiotics as prescribed

e Get your annual flu vaccinations and any others you are
entitled to

." For more information see the Infection
and myeloma Infosheet from Myeloma UK
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Always report your side effects and
any other problems to your doctor or
nurse quickly. Changes can be made
to your treatments so you don'’t have to
feel rotten.

How do | know my treatment has been effective?

Relapsed myeloma can respond very well to treatment.
After successful treatment, you will then go into another
period of remission or plateau. How long remission
periods last after relapse can vary greatly from one
patient to another, so it is hard to predict this. Tests

will be carried out regularly to measure how you are
responding to treatment.

Signs that treatment is working include:
® Reduced paraprotein or light chain levels

® Animprovement in symptoms or complications
such as bone pain, anaemia and kidney problems

® Animprovement in your general health

e Reduced number of myeloma cells in the bone marrow
(if this has been measured)

How you respond to treatment at relapse depends, in
part, on how the myeloma has evolved. If resistant clones
of myeloma cells have built up within the bone marrow,
this may mean that some treatments will work less well.
See Section 2 for more about this.
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Side effects that have built up from previous treatment
may also make a new treatment less effective or more
difficult to tolerate.

In some cases, your later remissions may last for less time
than your first one. However, this is not a certainty. With
newer treatments and combinations becoming available
all the time, some patients can achieve just as good a
remission after a relapse, or an even longer one, as after
their initial treatment.

What happens if treatment
at relapse does not work?

Sometimes relapsed myeloma does not respond

to the treatment you have been given (that is, it is
refractory to this treatment). If your myeloma does not
respond to the first treatment tried at relapse, your
healthcare team will discuss other treatment options
with you, and you’ll decide together on the next steps.

Many of the available treatments work in different ways
so if you have not responded to one type of treatment
this does not mean you will not respond well to a different
type. There is more information about refractory myeloma
in Section 6.
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Section 6

What is refractory
myeloma?
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What is refractory myeloma?

Refractory myeloma means myeloma that has
not responded to a treatment that was tried.
This section explains how refractory myeloma
happens, and how it is treated.

Key points

62

Refractory myeloma means myeloma that has
not responded to a treatment that was tried

This may happen after successful earlier treatments
and remissions

Sometimes newly-diagnosed patients may be
refractory to a treatment

Being refractory to a treatment does not mean
you are refractory to all treatments

There are often other treatment options available, even
if you have become refractory to several treatments

Being told you are refractory to a treatment can be
stressful and cause anxiety. There are sources of
support available to you
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Refractory myeloma

Refractory myeloma is myeloma that has not responded
to a treatment that was tried. This may happen when

a patient has had a relapse, after responding well to
previous treatment or treatments.

Sometimes, patients who are newly-diagnosed may have
myeloma that has not yet responded to any treatment.
This is sometimes called ‘primary refractory myeloma’.

Treatment options for refractory myeloma

Generally, the same treatments and combinations
available for relapsed patients are also available to
patients with refractory myeloma. These are listed
in Section 5. However, the treatment approach

for refractory myeloma can be different due to the
treatment resistance that has been identified.

Your healthcare team will try different approaches,
which could include:

¢ Increasing the dose of one, some, or all of the
treatments in the combination, to see if this causes
aresponse

e Adding in another treatment to the combination, such
as cyclophosphamide, dexamethasone, or an antibiotic
called clarithromycin

® Changing to a different type of treatment or
combination (this could be through a clinical trial)
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Being refractory to a particular treatment does not
necessarily mean you will be refractory to all others.
Finding the right treatment or combination may take
a little time but is achievable for many patients.

Even if you become refractory to several treatments, there
can be different combinations, new treatments, or clinical
trials that could help you. Your healthcare team will be
able to talk with you about the options which are available
to you in your specific circumstances.

Section 7 has more information about myeloma that has
relapsed multiple times.

Coping with refractory myeloma

For all patients with refractory myeloma, psychological
and emotional support is important. Knowing that your
myeloma has not responded to treatment can cause
understandable anxiety.

Your healthcare team will understand this is a difficult
time for you and will take time to talk through all the
available options. If you are finding it hard to handle

the news of becoming refractory to treatment, and you
feel you may need some support, there are many options
available. Some things that might help include:

e Finding ways to talk to those close to you

Talking to a professional such as a counsellor

Connecting with other patients

Looking for ways to manage any stress or anxiety

Section 9 has more about sources of support and how
to access them, and how Myeloma UK can help.
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Section 7

Multiple relapses
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Multiple relapses

The number of relapses and when these happen
is individual to each myeloma patient. There are
now many treatments for relapsed myeloma, even
for patients who have had a number of previous
treatments. This section helps you understand
more about treatment options for multiple
relapses. It also explains what happens if you
decide to stop receiving myeloma treatment.

Key points

e There is no set number of relapses. This varies
for different patients, but your healthcare team will
keep monitoring you so that signs of relapse are
identified quickly

® There are many treatments and combinations now
available at relapse. This is making it easier to treat
multiple relapses. Not all treatments are suitable for
every patient, but your healthcare team will discuss
with you the treatments that are options for you

e Sometimes clinical trials can offer additional treatment
options after multiple relapses, which are not yet
widely available

® |t can be very difficult to decide to stop all treatment
to control your myeloma, but some people may need
or want to consider this at some point. Take your time
to think about the decision and talk to your healthcare
team, and friends and family about it if you can
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How many relapses might | have?

For some people, myeloma may become like a chronic
disease with few relapses, and so they need little
management of symptoms or complications. Others
may experience many relapses with short remission
periods, needing many courses of treatment to control
their myeloma and its symptoms and complications.

It is not possible to predict how many relapses you will
have, and you cannot control the number or timing of
relapse. However, there is no strict limit to how many
relapses can be treated either. There are many treatment
combinations available at relapse.

Over time, it is possible that you may have fewer
treatment options available to you on the NHS. This
could be for several reasons - for example you might be
refractory to some treatments, or your healthcare team
may feel you will not tolerate the side effects of some
treatments.

Treatment after multiple relapses

NHS treatments

There are a number of treatments available on the NHS
for myeloma patients who have had multiple relapses,
even those who have had numerous previous treatments.
Over time the number of treatments available on

the NHS has increased, and new treatments are still
being approved.

Just as for your first relapse, your healthcare team will
look at the options available and which options are
suitable for you, based on your own circumstances.
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See Section 5 for more about treatments, and for
information about the factors that will be taken into
account by your healthcare team when considering
possible treatments for you.

@7 For a full list of treatments and combinations
given at each relapse (treatment line), see
myeloma.org.uk/understanding-myeloma

Clinical trials

Clinical trials are research studies of new or existing
treatments that involve patients. Clinical trials may be
for newly-diagnosed or relapsed patients, but they often
involve patients who have previously received a number
of lines of treatment and become refractory to them.

For patients who are well enough to tolerate treatments,
clinical trials can give more options for treatment after
multiple relapses, although not every clinical trial is
suitable for every patient. Clinical trials may also offer the
option of new treatments or combinations that are not yet
available on the NHS.
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You can ask your healthcare team about possible clinical
trials, as they will know if a clinical trial is a suitable
possibility for your specific circumstances.

@7 For an up-to-date list of UK clinical trials for
relapsed and refractory myeloma, visit the
Myeloma Trial Finder at trials.myeloma.org.uk

=

For more about clinical trials and what is involved

in taking part, see the Clinical trials and how
treatments are developed Infoguide from
Myeloma UK

Thinking about stopping treatment

Some patients may reach a point when they decide

not to have any more myeloma treatment, because the
benefits of further treatment are likely to be outweighed
by the side effects. For others, a time may be eventually
reached when there are no myeloma treatment

options left available to them (they are refractory to all
treatments). It is important to know that, if you do have
no further myeloma treatment, you will still continue to
be given supportive treatment to manage symptoms
and complications of your myeloma.

Making the decision to stop myeloma treatment is never
an easy one. If this is something you are thinking about,
it is okay to take your time to consider how you feel.
Sometimes it can be useful to plan ahead for when you
stop treatment and for end-of-life care. This can help you
to feel more in control and remove the worry of practical
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decisions that have not yet been made. If you feel this
would help you, you could consider starting by having
early discussions with your family and close friends.

The decision to stop treatment may be hard for others

to understand or come to terms with. However, beginning
the conversation early can help all of you to begin to
adjust to the idea and to support one another.

You should also talk to your healthcare team early.
They can help to ease the process by making sure

you understand your options clearly and have the right
supportive treatment when you are ready to stop
myeloma treatment. They may be able to signpost you
to other kinds of guidance relevant to your individual
circumstances too.

i For information about the later stages of myeloma
when myeloma treatment is no longer an option,
see the Planning ahead for the end of life
Infopack from Myeloma UK

This can be a difficult time for you and those close
to you, but there is support available for you. For more
information and sources of support see Section 9.
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Medical terms explained

Albumin: A protein which makes up more than half
of the total protein in the blood of healthy people.
Low levels indicate active disease and can be used to
determine prognosis.

Allogeneic stem cell transplant: A procedure in which
stem cells from a compatible donor (usually a sibling) are
given to the patient following high-dose chemotherapy.

Anaemia: A condition in which the amount of
haemoglobin in the blood or the number of red blood cells
is below the normal levels, causing shortness of breath,
weakness, and tiredness.

Antibodies (immunoglobulin): Proteins found in the
blood produced by cells of the immune system, called
plasma cells. Their function is to bind to substances in
the body that are recognised as foreign, such as bacteria
and viruses, enabling other cells of the immune system
to destroy and remove them.

Beta 2 microglobulin (B2M): A small protein found in the
blood. High levels occur in patients with active myeloma.

Biochemical relapse: Relapse that is indicated by
rising paraprotein and/or light chain levels in the blood
and/or urine, but not by new or worsening symptoms
or complications.

Bispecific antibody: A type of treatment that works by
using cells called T cells from the body’s own immune
system to attack myeloma cells.
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Bisphosphonate: A type of medicine that slows down
or prevents bone damage. They are given orally or as an
intravenous infusion.

Bone marrow: The soft, spongy tissue in the centre
of bones that produces blood cells.

Bone marrow aspirate: A procedure to remove a sample
of fluid and cells from the bone marrow for examination
and testing.

Bone marrow biopsy (trephine biopsy): A procedure
to remove a small sample of bone marrow tissue
(for examination under a microscope).

Chemotherapy: A type of treatment intended to kill
cancer cells. Chemotherapy treatments can be given
orally or as an intravenous infusion.

Chromosomes: Structures in which the DNA is packaged
within a cell.

Chronic: A disease or iliness that persists over a long
period and causes continuous or episodic periods of
ill health.

Clinical relapse: Relapse that is indicated by rising
paraprotein and/or light chain levels in the blood
and/or urine, and also by new or worsening symptoms
or complications.

Clinical trial: A research study of new or existing treatment
or care, that involves patients. Trials may be designed to
find better ways to prevent, detect, diagnose, or treat a
condition or to answer specific scientific questions.

Clone: A group of myeloma cells which share the same
genetic changes.
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Complete response: The response to treatment which
results in a very low level of myeloma cells in the bone
marrow, and no detectable paraprotein in the blood.

Computerised tomography (CT or CAT scan):
A scanning procedure that uses X-rays and a computer
to create detailed images of the body.

Creatinine: A normal waste product of muscle tissue
breakdown which is found in blood. Creatinine is normally
filtered through the kidneys and excreted in urine.

DNA (deoxyribonucleic acid): The material inside every
cell of a living organism that carries all the instructions
the organism needs to grow, reproduce, and function.
DNA is organised into genes.

Fluorescence in situ hybridisation (FISH): A test used
to detect chromosomal abnormalities in myeloma cells.

Frailty: A condition where a person’s body systems
gradually lose their built-in resilience.

Genes: Strands of DNA which act as sets of instructions
that control how each cell in the body develops and
grows. Together these make up the blueprint of life that
determines how the body develops, grows, and functions.

Haemoglobin: The protein found in red blood cells that
carries oxygen around the body.

Heredity: The process by which characteristics are given
from a parent to their child through the genes.
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High-dose therapy (HDT): Treatment with high doses

of chemotherapy given intravenously, usually via a central
line, prior to patients receiving healthy stem cells as part
of the stem cell transplant procedure. Also known as
conditioning treatment.

High-risk myeloma: A more active or more difficult
to treat myeloma, often associated with certain
genetic changes.

Hypercalcaemia: A higher than normal level of calcium
in the blood, which may cause loss of appetite, nausea,
thirst, fatigue, muscle weakness, restlessness, and
confusion.

Immune system: The complex group of cells, tissues
and proteins (including antibodies) that protect the body
against infection and disease.

Immunomodulatory drug (IMiD): A type of treatment
used to act on the body’s immune system.

Karyotyping: A genetic test that looks at the number
and overall appearance of the chromosomes in a cell.

Light chains: Part of an antibody (or immunoglobulin).
An antibody is made up of two heavy chains and two
light chains. There are two types of light chain, kappa
and lambda.

Light chain myeloma: A type of myeloma where only
the light chain portion of the immunoglobulin is produced.
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Magnetic resonance imaging (MRI): A scanning
procedure which involves a combination of radio-waves,
a powerful magnetic field and a computer to produce
images of any organ or tissue within the body. An MRI
scan generates very detailed cross-sectional images

of the area under investigation.

Malignant: Cancerous cells which have the ability
to spread.

Minimal residual disease: The small number of myeloma
cells that remain in the bone marrow following successful
treatment.

Monoclonal antibody treatment: A type of manufactured
treatment that mimics the actions of antibodies.

Myeloma cells: The abnormal plasma cells that occur
in myeloma.

Non-secretory myeloma: A type of myeloma in which
there is no detectable paraprotein or light chains in either
the blood or urine.

Oligosecretory myeloma: A type of myeloma where
patients only secrete very low levels of paraprotein
and/or free light chains.

Paraprotein: An abnormal antibody (immunoglobulin)
produced in myeloma. Measurements of paraprotein
in the blood can be used to diagnose and monitor the
disease. Also known as M protein.

Peripheral neuropathy: Damage to the nerves that
transmit signals such as pain and touch, or that sense
our position and control movement. Damage can cause
pain, tingling and altered sensation.
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Plasma cells: A type of white blood cell that produces
antibodies (immunoglobulins) to fight infection.

Plasmacytoma: A localised build-up of myeloma cells
either inside the bone (bone plasmacytoma), or outside
the bone (extramedullary plasmacytoma).

Plateau: A period of time when the myeloma, and the
paraprotein level, is relatively stable. Often referred to as
stable disease.

Platelets: A type of blood cell involved in blood clotting.
Prognosis: The probable outcome or course of a disease.

Proteasome inhibitor: A type of treatment which
interferes with the normal functioning of a part of the
cell called the proteasome. The proteasome is involved
in the removal, breakdown and recycling of damaged
or no longer needed proteins.

Quality of life: A term that refers to a person’s level
of comfort, enjoyment, and ability to pursue daily
activities. It is a measure of an overall sense of wellbeing.

Radiotherapy: Treatment with X-rays, gamma rays,
or electrons to damage or kill cancer cells.

Red blood cells: A type of blood cell which transports
oxygen around the body.

Refractory: Disease that has failed to respond to a
treatment or has stopped responding to the treatment.

Relapse: The point where disease returns or becomes
more active after a period of remission or plateau.
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Remission: The period following treatment when
myeloma cells and paraprotein are no longer detectable,
and there are no clinical symptoms of myeloma.

Serum free light chain assay: A test used to detect
and measure the amount of free light chains in the blood.

Side effects: The undesired effects caused by a medicine
or treatment, for example fatigue or nausea.

Stem cell transplant (SCT): The infusion of healthy

stem cells into the body. This allows the bone marrow

to recover and renew its blood-forming capacity following
the administration of high-dose chemotherapy.

Steroid: A group of hormonal substances produced
by the body. They are also produced synthetically
and used to treat many conditions.

Supportive treatment: Treatment intended to relieve
symptoms and complications, or the side effects of
treatment, rather than treating the underlying disease.

Treatment lines: Treatments or combinations given at
diagnosis and at each relapse. For example, treatment
at first relapse is called ‘second line treatment’.

Urea: A normal waste product of the liver which is filtered

through the kidneys and excreted in the urine. High levels
of urea indicates that the kidneys may be damaged or not
working properly.

White blood cells: A type of blood cell involved in the
body’s immune system, which help to fight infection
and disease.
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Section 9

Help, support,
and ways to cope
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Help, support, and
ways to cope

Hearing your myeloma has come back or your
treatment is not working can be a challenging
time. However, there are things you can do to
help look after yourself at this time, and different
types of support are available to you. This section
discusses ways to live well with this stage of

your myeloma, and sources of support that

are available.

Key points

® |tis normal to experience all sorts of emotions after
being told your myeloma has relapsed or has become
refractory to a treatment. You are likely to need time
to process the news

® Those close to you may find it difficult to understand
your situation, and to understand the relapses and
remissions that happen in myeloma

e Find ways that help to keep your stress levels as low
as possible. You may find gentle physical activity,
and complementary therapies such as mindfulness
and aromatherapy helpful

® Try to keep relationships as normal as possible.
This can help you to avoid feeling isolated and
prevent you or your friends and family from feeling
too overwhelmed by the news
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® There is support available for you if you are worried
about relapse or becoming refractory to treatment

® Sources of support include your healthcare team,
the Myeloma Infoline, Peer Buddy service and
Support Groups, and our emotional wellbeing tool
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How will | feel about the news?

When you are told you are experiencing a relapse or are
refractory to a treatment, you may experience many

of the emotions you felt during the early days of your
diagnosis, such as fear, sadness, anxiety, or numbness.

Some patients might find it easier to handle this news
than their initial diagnosis because they were more
prepared for it to happen. Others might find it just as
difficult because it is a reminder that the myeloma
has not been cured, and it is a change from the period
of remission that came beforehand.

It is important to remember that how you feel is personal
to you and there is no ‘right’ way to feel. It is natural to
worry about what is going to happen to you, and your
emotions may change from one day to the next.

This was a very distressing time,
although it wasn't as bad as the initial
diagnosis, for me. | did know that
myeloma would return, although

| had hoped it wouldn't.
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How others may react

People around you may struggle to understand the
relapses and remissions that occur in myeloma. They
may have assumed you were ‘cured’ after your first round
of treatment or that there is nothing wrong with you now
if you're looking healthy. Other people may encourage you
to ‘be positive’. This can be difficult and will not always be
how you feel. Try not to put pressure on yourself to feel

a certain way.

You might find it useful to suggest your loved ones

read this Infopack to help them understand more about
what you are going through and what they can expect.
Myeloma UK also provides an Infopack written especially
for those supporting someone with myeloma.

—~| For more information see the Supporting
.
a person with myeloma Infopack from
Myeloma UK

Keeping your relationships with people as normal as
possible is helpful — if you have been close and talked
a lot, try to keep doing this. As well as helping you both
feel connected and supported, this can help to keep
some normality in your lives.

Cancer is hard to talk about, and | would
rather people talked to me about my
cancer in the language that comes to
them than to be held back for fear of
saying the wrong thing.
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Adjusting to the news and learning to cope

It can be very disappointing and upsetting to hear that
your myeloma is relapsing or that your treatment has not
worked. It is natural to feel anxiety and sadness. These
are all normal responses in stressful circumstances
before you reach a point where you feel able to address
the situation.

You will have your own way of adjusting and coping.
However, the experience you have built up earlier in your
myeloma can help with the challenges of a relapse.

This can include:

® The knowledge you have gained about myeloma -
this can mean you know more about treatment options
and can take a more active role in discussing your
options, if you want to do so

o Experience of treatment side effects, meaning you
know what to expect, and know what ways there are
to manage them

® The relationships with your healthcare team that you
have developed since your diagnosis — this will help
with ongoing communication

e Knowing the ways that help you to reduce stress, such
as physical activity, meditation, or relaxation techniques

We all know that our myeloma will
come back — obviously we all wish this
takes as long as possible. When it does
return, focus on what you can control -
your thoughts, your actions.
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There are many treatment options for relapsed

and refractory myeloma, with more being developed
and tested. Section 5 explains about treatment options
at relapse.

Remember you are not alone. Relapsing and becoming
refractory to a treatment are realities of living with
myeloma. More and more patients are living longer,
with better quality of life due to the increasing number
of treatment options.

Sources of help and support

Although it can feel isolating, no one is alone when
their myeloma has relapsed or has become refractory
to a treatment. There is a wide range of emotional and
practical support available, so do not be afraid to reach
out for support when you feel you need it.

Your healthcare team

One of your key sources of help should be your healthcare
team. A good relationship with your healthcare team can
help you feel supported through your treatment, confident
in their judgements, and can provide a helpful place to
ease emotional and psychological concerns.

If you are experiencing complications of myeloma or side
effects of treatment, report them to your healthcare team
so they can help you manage them. They can adjust your
treatment if necessary, recommend other sources of help,
and refer you to a counsellor or therapist. This can help
you to live more comfortably and remain positive.
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Learning more about myeloma and various treatment
options can help you communicate better with your
healthcare team and make you feel more involved in
decisions about your treatment. If you do not understand
something, ask them to explain it in a different way. If
you are finding it difficult to create a good relationship
with your doctor or nurse and you are having trouble
saying what you want to say, you may find it helpful to
write down your questions or concerns, or you can try
speaking to another member of your healthcare team.

Myeloma is a complex cancer and choosing the right
treatment can be challenging for doctors as well as for
patients. You may feel that you want to talk to another
doctor to confirm that a treatment is appropriate for
you. Doctors are usually happy to arrange another
opinion, and you should not feel you will offend them.
Your consultant or GP will need to refer you for a
second opinion.

It is a good idea to get contact details for your healthcare
team and to know who to contact when you have
concerns, especially for out of office hours.

Be honest with your healthcare team
and tell them how you are feeling.
They will be able to help you.

86 myeloma.org.uk



@elomaUK

Counselling

Counselling can provide a safe environment for you to
discuss any issues or worries you have. Counselling can
be a long-term support or can be used short-term to get
you through particular issues or challenges.

You can ask your healthcare team to referyou to a
counsellor, or you can find a private practice yourself.
It can sometimes take a while to get an appointment
through the NHS, but if you choose to go through a
private practice you will need to pay for the service.

A particular technique called Cognitive Behavioural
Therapy (CBT) can be helpful for anxiety, depression,
and other mental health problems. It aims to break down
negative thoughts and the cycles they can cause. There
are specialist CBT counsellors, general counsellors that
will use CBT in their sessions, and similar courses that
can be done online. Like general counselling, you can

be referred to CBT through the NHS, but there is often

a long delay before you are seen. You can choose to find
a private therapist but be aware this can be expensive.

Don'’t be afraid to talk to someone - this
can be a counsellor rather than a friend
or family member, sometimes it’s easier
to talk to someone outside of your
immediate family and friends.
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Complementary therapies

Complementary therapies such as mindfulness can be
useful in providing some ‘you’ time. They can be used
alongside your myeloma treatment and aim to help you
relax and unwind. There are many different types of
complementary therapy available, from aromatherapy
and gentle massage to mindfulness and gentle yoga.

Your healthcare team can refer you to a complementary
therapist or you can find a private one. Some hospitals
and cancer centres have complementary therapists on
site who provide their services for free. If you do decide
to find one yourself, make sure they are a registered
and accredited practitioner and have experience with
cancer patients. Speak to your healthcare team before
starting any complementary therapy so they can advise
on whether it is suitable for you. Your complementary
therapist should be made aware of any treatment you
are having.

Cancer centres and Maggie’s centres

Many hospitals have cancer centres or Maggie’s centres
attached to them. Here you can find information and
support, complementary therapies and a listening ear.

Go to page 96 for details of other organisations
providing support and advice.
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Help and support from Myeloma UK

Myeloma UK has different services to help you when
you have relapsed and refractory myeloma.

Myeloma Infoline

Our friendly and experienced Myeloma Information
Specialists are available to provide information, emotional
support and practical advice to anyone affected by
myeloma. Our freephone service is available on Monday
to Friday from 9am to 5pm. We do not put any time

limits on your call, and you do not have to tell us who

you are if you prefer. Call us on 0800 980 3332 (UK)

or 1800 937 773 (Ireland), and find out more about

the service at myeloma.org.uk/infoline.

Ask the Nurse

You can also email questions you have about any aspect
of myeloma to AskTheNurse@myeloma.org.uk.

Thank you for being there.

Information booklets

Myeloma UK produce a range of information booklets
about different aspects of myeloma, containing
information that will help you live well with relapsed

and refractory myeloma. There are signposts to some

of these in this Infopack. All our information booklets are
free of charge. They can be downloaded from our website,
and many can also be ordered as printed copies.
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Myeloma UK Patient Information booklets are certified
under the Patient Information Forum Trusted Information
Creator (PIF-TICK) scheme. This means that they are
based on reliable, up-to-date evidence, and are written

in plain English.

You can subscribe to our magazine Myeloma Matters
free of charge in printed or digital format. The magazines
include first-hand stories from patients and carers, as
well as information on all aspects of myeloma. Details

of our information booklets and Myeloma Matters are

on myeloma.org.uk/library

Peer Buddy service

Our Peer Buddies are trained volunteers who provide
one-to-one support. Through our service we will match
you up with someone who can share their experience
of myeloma and be there to listen, understand and
support you.

% Find details of the Peer Buddy service at
myeloma.org.uk/peer, or contact the Myeloma
Infoline to be matched up with a suitable
Peer Buddy.
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Emotional wellbeing tool

This interactive digital tool is designed to help support
emotional wellbeing through information, videos, and
activities. The tool gives you space to work through how
you are feeling, and find strategies and sources of support
to help you manage your emotional wellbeing.

@7 Go to myeloma.org.uk/wellbeing to access
the emotional wellbeing tool

Support groups

There are Myeloma Support Groups around the country
where patients, carers, friends, and family members get
together regularly, either in person or online. There may
also be myeloma or haematology groups at your local
hospital, Macmillan, or Maggie’s centre.

@7 For up-to-date information about Support Groups,
or ifyou are interested in setting up a new group,
visit myeloma.org.uk/support-groups or email
supportgroups@myeloma.org.uk
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Discussion forum

Online forums can provide a space for discussion and
sharing experiences. You may also like this if you prefer
the anonymity of an online platform. The Myeloma UK
Discussion Forum is open all day every day, giving you the
opportunity to chat with others any time of day or night.

% Join our Discussion Forum at
forum.myeloma.org.uk

Patient and family events

Our in-person Patient and Family Infodays provide

the chance to meet other myeloma patients, hear other
people’s experiences, and listen to medical experts.
They have a supportive atmosphere with lots of
opportunities to ask questions. They normally include
sessions about relapsed and refractory myeloma, and
about new treatments.

We also hold Digital Infoday Sessions on different topics.
You can watch these live, and submit questions if you
want to, or watch the sessions on demand any time.

@7 Find out more about patient and family events
at myeloma.org.uk/events
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Tips for living well with relapsed
and refractory myeloma

Relapsed and refractory myeloma can have a big
psychological and emotional impact. However, patients
often talk about finding a ‘new normal’, where they have
adjusted to their circumstances and found ways to move
forwards with their lives.

These are tips from patients who have been through
relapsed and refractory myeloma:

e Try to adopt a positive attitude but remember that
it is ok to have ‘off’ days

® Rely on those close to you — while they will also
be upset by the news, sharing how you are feeling
can bring you closer and enable you to get the
support you need

e Plan to do something you enjoy every day. Simple
things like a short walk with a friend or family member
can make a difference to your mood

® Take up or pursue hobbies that suit your energy levels
during treatment

o Be alert to side effects of treatment and report these
to your healthcare team promptly so that they can be
dealt with as soon as possible

Try and build in time to rest during the
day and don’t feel guilty about this.

Infoline: 0800 980 3332 93
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® Talk to other patients either face-to-face or online -
it can help to get to know others who are going through
a similar situation, and what they do to cope

¢ Find ways to manage your stress levels and to
relax, such as meditation, mindfulness, gentle yoga,
or gardening

Think of what ‘therapy’ works for you.
As | was off work I'd take time to visit
friends, particularly those who made
me laugh. Rediscover old passions —
| often play my records very loudly
which makes me very happy!

® Plan a reward or treat for yourself for the end of each
treatment cycle

e Ifyou are on a new treatment combination, learning
more about it can help you to feel more in control

o Ifyou work, it is a good idea to let your employer
know your situation as soon as possible. Employers
are required to consider ‘reasonable adjustments’
to ensure you are not substantially disadvantaged
when doing your job. Discuss any adjustments you
need while you are going through treatment
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e Discuss any planned or booked holidays with your
healthcare team — they can advise you on the timings
of treatment and whether this is likely to interfere with
holiday dates. Make sure your holiday insurance covers
your circumstances

i For more information about travel insurance,
see the Travel insurance and myeloma
Infosheet from Myeloma UK

® Seek help if you are feeling very down or anxious. Talk
to your healthcare team, and see the list of useful
organisations on page 96

i For more information see the Living well with
myeloma Infopack from Myeloma UK
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Useful organisations

Carers UK carersuk.org
0808 808 7777
Provides advice, information, and support for carers.

Citizens Advice citizensadvice.org.uk

adviceni.net
England: 0800 144 8848 Wales: 0800 702 2020
Scotland: 0800 028 1456 N. Ireland: 0800 915 4600

Offers advice about debt and consumer issues,
benefits, housing, legal matters, and employment.

Macmillan Cancer Support macmillan.org.uk
0808 808 0000

Provides emotional, practical, physical, and financial
information and support to all cancer patients and

their carers.

Maggie’s maggies.org
0300 123 1801

Provides free practical, emotional, and social support

to people with cancer and their family and friends.

Mind mind.org.uk
0300 123 3393

Provides advice and support for anyone needing support
with their mental health.
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NHS 111 Service nhs.uk/111
111

Call 111 when you need medical advice quickly but it’s
not a 999 emergency. NHS 111 is available 24 hours a
day, 365 days a year.

Samaritans samaritans.org
116 123

Listening and support free, 24 hours a day, to anyone
who's struggling to cope.
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We’re here for everything
a diagnosis brings

RPO E K& @

Visit myeloma.org.uk, a one-stop-shop for information
on myeloma; with videos, news, and articles to help you
keep up to date and live well with myeloma.

Call our Myeloma Infoline on 0800 980 3332 for
practical advice, emotional support and a listening ear.

Get answers to your questions by emailing
our Myeloma Information Specialists at
AskTheNurse@myeloma.org.uk

Order or download our information booklets, which
cover all aspects of myeloma - call 0800 980 3332
or visit myeloma.org.uk/publications

Learn about myeloma from experts and meet other
patients at our Infodays and Digital Infoday Sessions.

Join a Myeloma Support Group to meet other people
living with myeloma face to face or online.

Get matched up with a trained Peer Buddy for
one-to-one support from someone with direct
experience of myeloma.

Chat and share experiences with others affected
by myeloma, including our peer volunteers, on the
Discussion Forum.

l__ﬂ @ X@@MyelomaUK
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We are Myeloma UK

Myeloma UK is the only UK charity focused on myeloma
and its related conditions. We are here for everyone
affected by myeloma. Together we make it possible

to live longer and better lives with myeloma. Together,
we support, so no-one faces myeloma alone.

All our charitable activity is funded by fundraising,
voluntary donations, and gifts in wills. We couldn’t do it
without you, our supporters. Together, we are the cure.

Make a donation
You can donate online at myeloma.org.uk/donate, by
phone, or by posting a cheque payable to Myeloma UK.

Fundraise

Fundraising is a positive way of making a difference.
Whether taking part in or holding your own event it raises
vital funds and helps raise awareness.

Leave a gift in your will

Over a third of all our charitable activities are funded by
gifts in wills. That’s a third of Infoline calls, a third of drug
approval panels and a third of research projects.

g However you decide to raise funds, our
Fundraising Team is here to support you.
Contact us at 0131 230 0429 or
fundraising@myeloma.org.uk
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Nobody ever forgets the moment they are diagnosed
with myeloma. Myeloma UK advances the discovery
of effective treatments, with the aim of finding a cure.
That is what patients want, it’s what they deserve and
it’s what we do.

Judy Dewinter — President, Myeloma UK

-

We appreciate your feedback. Please fill in a
short online survey about our patient information
at myeloma.org.uk/pifeedback or email any
comments to patientinfo@myeloma.org.uk

For a list of references used to develop our
resources, visit myeloma.org.uk/references
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Get in touch to find out more about
myeloma and how Myeloma UK can
support you:

Call the Myeloma Infoline on
</ 0800 980 3332

Email Ask the Nurse at
>4 AskTheNurse@myeloma.org.uk

Visit our website at
) myeloma.org.uk
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