MGUS

MyelomaUK

Related conditions Infosheet

This Infosheet explains what Monoclonal Gammopathy of
Undetermined Significance (MGUS) is and how it is diagnosed

and managed.

What is MGUS?

Monoclonal Gammopathy of
Undetermined Significance (MGUS)
is a condition where a type of white
blood cell, called a plasma cell,
produces an abnormal protein.
This abnormal protein is called a
paraprotein and it has no useful
function. MGUS is not a cancer.

Generally, MGUS does not cause
any symptoms and it rarely needs
treatment. It is often diagnosed by
chance, when tests are being done
for other reasons.

Plasma cells and paraprotein

Bone marrow is the spongy
centre of bones where blood cells
are made. Plasma cells are a

type of white blood cell that
produce antibodies to help fight
infection. In MGUS, the plasma
cells become abnormal. They start
to produce an increased amount
of a single type of antibody. This
is called a paraprotein and it has
no useful function. Paraprotein
may also be called M protein or
abnormal protein.
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Antibodies

Antibodies, also called
immunoglobulins (Ig), are part

of the immune system. They are
produced by plasma cells and bind
to bacteria and viruses, to then

be removed by other parts of the
immune system.

Antibodies are Y shaped proteins
made up of four parts: two identical
heavy chains and two identical light
chains. Figure 1 below shows an
antibody.

There are five types of heavy chain:
G, A, D, E and M. Antibodies using
these heavy chains are called IgG,
IgA, IgD, IgE and IgM. There are two
types of light chain: kappa (k) and
lambda (\).
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Figure 1. Antibody showing its two
heavy chains in purple and two light
chains in blue

Types of MGUS

MGUS is named according to the
type of heavy chain the paraprotein
is made from:

® IgM MGUS

® Non-lgM MGUS -i.e. IgG, IgA, IgD
or, IgE MGUS

® Light chain MGUS - where there
are no heavy chains, only light
chains

What causes MGUS?

The exact cause of MGUS is not
known but is thought to involve
complex changes to a persons
genetics. There are some factors
that can increase the risk of
developing MGUS:

® Age: MGUS is more likely to
develop in older people. The
average age at diagnosis
is 70 years.

® Gender: MGUS is more common
among men than women

® Ethnicity: MGUS is more
common and tends to develop
at a younger age among black
people

® Family history: MGUS is more
common among people who
have a close relation with MGUS
or myeloma
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What are the symptoms
of MGUS?

People with MGUS generally

have no symptoms. Usually, any
symptoms that they have are
caused by other medical issues.
Having MGUS can mean you are

at a slight increased risk of several
medical issues. These include bone
fractures, osteoporosis, blood clots,
and infections.

However, most people with MGUS
will not be affected by these issues.
For people who do have them, they
may be caused by other conditions.
Speak to your healthcare team or
GP if you are concerned about any
symptoms.

Monoclonal Gammopathy of
Clinical Significance (MGCS)

For some people, the paraprotein
or light chains can cause specific
problems. This can include
kidney damage, skin problems, or
nerve damage, called peripheral
neuropathy.

When these problems arise, the
condition may be called Monoclonal
Gammopathy of Clinical
Significance (MGCS). It may also be
called Monoclonal Gammopathy of
Renal Significance (MGRS) when
the kidneys are affected.

For more information see the

Monoclonal Gammopathy of Clinical
Significance (MGCS) Infosheet from
Myeloma UK

How is MGUS diagnosed?

As MGUS does not normally cause
symptoms, the paraprotein is
usually discovered when tests are
being done for other reasons.

Once a paraprotein is shown

in blood tests, further tests are
done. These tests ensure that the
paraprotein is caused by MGUS and
not a cancer, called myeloma.

In MGUS, blood or urine tests will
show:

® A paraprotein level in the blood of
30g/Lorless

@ Little or no protein in the urine
® A normal calcium level

® Normal kidney function

® No anaemia

Some people may also have a bone
marrow biopsy and X-rays. These
will show:

® |ess than 10% abnormal plasma
cells in the bone marrow

® No bone damage
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Some people with MGUS may
have an abnormal result for one
or more of these tests due to an
unrelated condition.

Is MGUS treated?

MGUS is not normally treated. This
is because most people with MGUS
remain well and do not have any
problems related to it. However,
your MGUS will be regularly
monitored.

How is MGUS monitored?

MGUS is regularly monitored with
blood or urine tests and symptom
checks. These blood and urine
tests involve taking a sample of
blood and pee (urine) to check for
any changes. These tests ensure
that any changes to your MGUS are
detected quickly.

However, people with MGUS have
a slightly higher risk of developing
a more serious condition. Each year
a very small number of people with
MGUS, around 1 in 100 people,
develop a blood cancer or related
condition. Regular blood tests
ensure that any changes to your
MGUS are detected as early as
possible. You can read more about
MGUS changes on page 6.
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Every patient will have the same
tests, but how often you have them
varies from person to person. You
may have blood tests and symptom
checks every 3 to 6 months when
first diagnosed. If your test results
have remained stable for some
time, you may have these tests
once a year or less.

A GP, specialist nurse, or
haematologist (specialist doctor
for blood conditions) can arrange
these tests.

e =
You may need to make regular
appointments yourself to have these
blood tests. Speak to your healthcare
team about how your appointments
should be made, and who is
responsible for making them.

. J
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Your GP may find the publication
Myeloma and MGUS: A guide for GPs
helpful. This can be ordered from
Myeloma UK.
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Blood and urine tests

Your regular blood and urine tests
will check:

® Paraprotein levels in your blood
orurine

® Kidney function

® Blood cells including red and
white blood cells and platelets

® Checking mineral levels in your
blood, including calcium

These tests will be monitored
for any signs that your MGUS is
changing including, anaemia,
reduced kidney function, high
calcium levels, and raised
paraprotein levels.

Your healthcare team will look at
trends in your results rather than

a one-off reading. Small changes

in results are common. Looking at
test results over a longer time will
give a more accurate picture of your
MGUS. Your healthcare team can
help to explain your specific results
and answer any questions you
concerns you have.

The MGUS Diary from

Myeloma UK provides space to
record your test results and contains
more information on specific blood
tests. Order your free printed copy at
myeloma.org.uk
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Symptom checks

Your healthcare team will monitor
you for any symptoms that could
suggest a change in your MGUS.
Contact your healthcare team

as soon as possible and do not
wait for your next appointment if
you develop any of the following
symptoms:

% General deterioration in
1V health or ability

Pain, particularly in your back
orribs

W
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Fatigue

Having frequent infections,
or infections that do not go
away easily

% 0

S

Unexpected bone breaks

B

Swollen legs or tummy
Breathlessness
Bruising or bleeding

Numbness or tingling in the
feet, hands, or legs

e b2 ) D=

Unexpected weight loss
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Can MGUS change into
another condition?

Most people with MGUS have a
stable condition with no effect on
their general health throughout
their lifetime. However, people
with MGUS have a slightly higher
risk of developing a blood cancer
or related condition. Each year,
around 1 in 100 people with MGUS
develop a more serious condition
such as, myeloma, lymphoma, or
AL amyloidosis.

Myeloma

Myeloma, also known as multiple
myeloma, is a type of blood cancer
arising from plasma cells in the
bone marrow. It causes symptoms
and requires treatment.

Some people may develop a
condition called smouldering
myeloma. This is an early stage
of myeloma which is not usually
treated. _
For more information see
Myeloma - An introduction and the
Smouldering myeloma infosheet
from Myeloma UK
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AL amyloidosis

AL amyloidosis is a condition where
an abnormal protein made of light
chains builds up in different tissues
or organs.

For more information see

AL amyloidosis: Your Essential Guide

from Myeloma UK

Lymphoma

For people with the IgM type
paraprotein, this type of MGUS
can rarely develop into a slow
growing type of blood cancer. This
is called a low-grade non-Hodgkin
lymphoma or Waldenstrom’s
macroglobulinaemia. Symptoms
of lymphoma can include fatigue,
anaemia, swollen glands, and
sweating at night.

H
For more information, contact

WMUK (wmuk.org.uk) or Lymphoma
Action (lymphoma-action.org.uk)

High-risk and low-risk MGUS

It is not currently understood why

some people with MGUS go on to

develop myeloma, AL amyloidosis,
or lymphoma, while others do

not. It is thought to involve further
changes to genetics.
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When first diagnosed, your MGUS
will be classed as high-risk or
low-risk. Here, ‘risk’ means how
likely your MGUS is to change into
a blood cancer or related condition.
‘High-risk’ means more likely,
‘low-risk’ means less likely.

Your MGUS would be classed as
high-risk if you have any of the
following:

An abnormal serum free light
chain ratio - this is the balance
between the two different types
of light chain: kappa and lambda.
An abnormal ratio shows there is
an increased production of one
type of light chain

Types of MGUS that are not
IgG type

Higher paraprotein level
(15 g/L or more)

The risk of your MGUS changing
is higher the more of these
factors you have. However, your
risk of developing blood cancer
or a related condition remains
low overall.

People with high-risk MGUS may
have blood tests and symptom
checks more often.

If you do not have any of the factors
mentioned above, your MGUS is
called low-risk MGUS. Your chance
of developing blood cancer or a
related condition is extremely low.

Hearing that you have MGUS and
need to have regular blood tests
can bring worry or anxiety. There is
no right or wrong way to feel about
your diagnosis. Once the initial
emotions have been processed,
most people with MGUS continue
to live normally and the condition
has little impact on their lives.

If you feel the anxiety is difficult
to manage, speak to your
healthcare team or GP. They
can help explore ways to help
you manage it. You may also feel
reassured to know that very few
people have their MGUS change
into a blood cancer or a related
condition. Regular blood tests
also mean that any changes are
detected as early as possible.

Sources of support

It is normal to have questions about
MGUS or want to talk with someone
who understands your situation.
You can access support from:
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Your healthcare team -

if you are concerned about
your tests or about any new
symptoms, you should speak
to your healthcare team

The Myeloma UK Infoline—
Call 0800 980 3332 or

email AskTheNurse@
myeloma.org.uk. Our team
of specialists can provide
emotional support and
practical information

§4§ . .

Family and friends — who you
tell about your diagnosis, and
when, is a personal decision.
However, the friends or family
that you do tell can be an
important source of support

A trained Myeloma UK Peer
Buddy, matched with you -
chatting with someone else
who has MGUS can help

The Myeloma UK Discussion
Forum-go to
forum.myeloma.org.uk

to chat with others affected
by MGUS

Counselling or other talking
therapies — these may help

if you are finding things
challenging. Your healthcare
team can give you information
on available services
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Myeloma UK is here for J
everything a diagnosis brings. Get in
touch to find out more about how we
can support you by calling the Infoline
on 0800 980 3332 orvisiting our

website myeloma.org.uk

Key points

® MGUS is a condition where
abnormal plasma cells in the
bone marrow produce a protein
called a paraprotein

® MGUS is not a cancer

® MGUS normally has no
symptoms and is not treated

® For a small number of people
(1in 100 each year), MGUS
may change into a blood cancer
or related condition, such
as myeloma, lymphoma, or
AL amyloidosis

® A combination of regular blood
tests and symptom checks are
used to monitor MGUS

® Report any change of symptoms
or new symptoms to your
healthcare team as soon as
possible. Do not wait until your
next appointment

® In most people, MGUS remains
stable and has no effect on
general health
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AL amyloidosis: A condition in
which abnormal proteins are
deposited in the tissues and
organs of the body, disrupting
their function and causing
symptoms.

Antibodies: Proteins produced
by plasma cells. They help

to fight infection. Also called
immunoglobulins.

High-risk MGUS: A type of MGUS
that is more likely to develop

into a blood cancer or related
condition.

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

Low-risk MGUS: A type of MGUS
that is less likely to develop into a

blood cancer or related condition.

Myeloma: A type of blood cancer
caused by abnormal plasma
cells.

Monoclonal Gammopathy of
Undetermined Significance
(MGUS): A condition where a
type of white blood cell produces
an abnormal protein, called a
paraprotein. MGUS does not
normally cause symptoms. It is
not a cancer.

Non-hodgkin lymphoma: A type
of blood cancer caused by white
blood cells called lymphocytes.

Paraprotein: An abnormal
protein produced in MGUS.
Measurements of paraprotein
in the blood can be used to
diagnose and monitor the
condition. Also called M protein
or abnormal protein.

Plasma cells: A type of white
blood cell that produces
antibodies to fight infection.
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About this Infosheet

The information in this Infosheet is
not meant to replace the advice of
your healthcare team. They are the
people to ask if you have questions
about your individual situation.

For a list of references used
to develop our resources, visit
myeloma.org.uk/references

We value your feedback

about our patient information.
For a short online survey go to
myeloma.org.uk/pifeedback
or email comments to
patientinfo@myeloma.org.uk
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Other information available
from Myeloma UK

Myeloma UK has a range of
information booklets available
covering all aspects of myeloma
and related conditions.
Download or order them from
myeloma.org.uk/publications

To talk to one of our Myeloma
Information Specialists about
any aspect of myeloma, call

our Myeloma Infoline on

0800 980 3332 or 1800 937 773
from Ireland.

The Infoline is open from Monday
to Friday, 9am to 5pm and is free
to phone from anywhere in the UK
and Ireland.

Information and support about
myeloma is also available at
myeloma.org.uk
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We're here for everything
a diagnosis of myeloma brings

Get in touch to find out more about how we can support you

Call the Myeloma Infoline on

~/ 0800 980 3332

Email Ask the Nurse at
bd AskTheNurse@myeloma.org.uk

Visit our website at
& myeloma.org.uk
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