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Myeloma Patients Europe (MPE) has developed a series of factsheets for patients
and patient advocates, providing an overview of available treatment options for
myeloma and covering some relevant topics related to the disease.

The factsheets cover important issues around the treatment, so that patients can
feel safe and informed when asking their doctor specific questions.

For each of the available therapies, the following topics will be addressed:
= What is myeloma?
m What is the particular treatment?
= How does the treatment work?
= What are the benefits?
m What are the side effects?
= Who should not receive the treatment?

m How and when is the treatment given?

Myeloma treatment is constantly evolving and the factsheets will be updated
regularly to reflect the latest developments.



What is myeloma?

Myeloma is a rare cancer of the bone marrow. It causes the formation of abnormal
plasma cells, also called myeloma cells, which divide uncontrollably. Usually,
plasma cells help the body to fight infections by making antibodies that recognise
and attack viruses, bacteria and fungi. Myeloma affects multiple places in the
body (this is why it is sometimes referred to as ‘multiple myeloma’) where bone
marrow is normally active, such as the bones of the spine, pelvis, rib cage and the
areas around the shoulders and hips.

Myeloma causes pain, anaemia (low red blood cells), fatigue, fractures, recurring
infection, bruising and high blood calcium (hypercalcaemia). These symptoms
usually require treatment and could be followed by a period of remission where
symptoms subside and may not require any treatment. This cycle of remission
and recurrence (relapse) often occurs several times. Many patients, particularly
in relapse setting, will receive treatment for a long period of time to ensure that
their myeloma is kept at bay.

Treatment may involve taking a combination of drugs that have been found to be
more effective than single drugs. Myeloma generally cannot be cured, but survival
rates are increasing, due to the availability of new treatments and many patients
are able to enjoy a good quality of life. A number of other new treatments have
recently been approved or are under consideration for use following relapse, or
for refractory myeloma.
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What is idecabtagene vicleucel
(Abecma®)?

Idecabtagene vicleucel is a chimeric antigen receptor T-cell therapy (CAR-T
therapy) for the treatment of adult patients with relapsed and refractory
multiple myeloma, who have received at least three previous lines of therapy,
including an immunomodulatory agent, a proteasome inhibitor and an anti-
CD38 antibody, and whose disease has progressed since receiving the last
treatment .

Idecabtagene vicleucel received orphan drug designation (a status assigned
to medicines developed for rare disease conditions that affect fewer than five
patients per 10,000 inhabitants in the EU) on 20th April 20172 It was granted
Conditional Marketing Authorisation from the European Commission in June
2021 with validity throughout the European Union from 18th August 20212,

Conditional Marketing Authorisation means that the company manufacturing
idecabtagene vicleucel (BMS/Celgene) is required to provide further evidence
on the safety and efficacy of the drug as this evidence becomes available
from ongoing clinical trials (most importantly, data on long term safety is still
expected)®. Idecabtagene vicleucel is the first CAR-T therapy to be approved
for the treatment of multiple myeloma.

How does idecabtagene vicleucel work?

Idecabtagene vicleucel is a type of CAR-T therapy. This type of CAR-T
treatment uses a patient’s own white blood cells to make a treatment specific
to that individual. There are various types of white blood cells, such as B cells
and T cells, which play vital roles in the body’s immune response to infection
or cancer. CAR-T therapy modifies and utilises T cells to direct them to destroy
cancerous myeloma cells.

This is achieved through equipping the T cells with a protein molecule called
a “chimeric antigen receptor” (CAR). The CAR resides on the surface of T cells
and can instruct T cells to find, bind to and destroy cancerous myeloma cells.
More specifically, idecabtagene vicleucel targets B cell maturation antigen
(BCMA), a protein that is present on the surface of myeloma cells.

What are the benefits of idecabtagene vicleucel?
The phase 2 KarMMa clinical trial * (NCT03361748) investigated the safety and

efficacy of idecabtagene vicleucel in adult patients with relapsed or refractory
multiple myeloma, who had received at least three prior lines of therapy and
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continued to have worsening disease or no response to their last treatment.

Out of the 140 patients enrolled, 94 responded to the treatment and remained
in remission for approximately 11 months. Of the 140 participants, 42 had
a complete response (their cancer was not detectable using conventional
diagnostic methods) and 33 patients achieved a minimal residual disease
(MRD) negative status (no cancer cells could be detected using advanced
diagnostic techniques).

What are the side-effects of idecabtagene vicleucel?
Potential toxic effects of idecabtagene vicleucel include 4

m Cytokine release syndrome (a systemic inflammatory condition that appears
as a flu-like illness and includes fever, fatigue, nausea, headache, shortness
of breath, high heart rate, altered mental state and difficulty speaking, which
is commonly treated with steroids and/or a drug called tocilizumab)

= Neutropenia (low levels of neutrophils, a type of white blood cell also known
as an immune cell)

m Anaemia (low red blood cell count)

m Thrombocytopenia (low levels of platelets, a component of blood important
for clotting)

Albeit rare, neurotoxic effects (affecting 23 patients during the KarMMa trial)
may occur; these can appear as confusion, fatigue, headache, agitation and in
rare but severe cases, seizures.

How and when is idecabtagene vicleucel given?

Idecabtagene vicleucel is created by collecting some of your own T-cells
(through a process called leukapheresis), genetically modifying them, growing
them in a laboratory and then infusing them back into your blood. The infusion
will be carried out in a certified healthcare facility.

Before the infusion, you will receive chemotherapy (also known as
lymphodepleting therapy) to reduce the level of white blood cells and help your
body accept the CAR-T cells. Following treatment with idecabtagene vicleucel,
you will be closely monitored in the certified healthcare facility for at least
seven days for any side effects to show and must remain in the proximity of the
facility for at least four weeks.
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