KNOW AML

What are they, and how
are they used in AML?

They can be used for patients
with specific genetic changes

KMTZ2A gene NPM1gene
mutations mutations
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Genetic testing can be used to check whether
patients have these gene changes and whether
menin inhibitors could be used in their treatment.

Menin inhibitors may
help some patients with
AML that has come
back (relapsed) or that
has not responded to
treatment (refractory).
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How do menin inhibitors work?

In types of AML with changes in the KMT2A
or NPM1 genes, these leukemia cells grow
quickly and do not function normally.

Menin is a protein that helps leukemia cells in these

’ types of AML stay immature and keep growing,
instead of developing into normal blood cells.

In AML with changes in the KMT2A

or NPM1 genes, menin forms a ‘

group with other proteins that g m—
together keep leukemia cells

Immature and growing quickly.

Menin inhibitors stop menin

from working in this protein ‘

group, slowing leukemia cell X m—) v
growth and helping blood cells .

to grow normally.




When are menin inhibitors used?

Two menin inhibitors are currently available
@ for patients whose AML has come back after

treatment or hasn't responded to treatment,

and has changes in the KMT2A or NPM1 genes.
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Other menin inhibitors are being studied in clinical trials
< to see how well they work and what side effects they cause.
-'QD Trials are also testing menin inhibitors in combination with
other treatments, such as chemotherapy, and in people who
are newly diagnosed with AML.
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What are the possible side
effects of menin inhibitors?

Like all cancer treatments, menin inhibitors have side effects. Not all
patients will experience them, and they can be managed with supportive
care and adjustments to treatment. Some possible side effects are:
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Nausea Diarrhea Low blood Fatigue Heart rate
cell counts changes

@ Differentiation syndrome is a known side effect of menin
Inhibitors. It does not occur in most patients, but it can be
serious. Close monitoring allows early identification and treatment. It
happens when white blood cells start maturing (differentiating) very

quickly in response to treatment. Signs and symptoms include:

fever « rapid weight gain « feeling unwell « breathlessness » swelling

It most often appears between 1and 4 weeks after starting treatment.
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e Menin inhibitors can also interact with other medicines,
such as antifungals, so healthcare teams monitor patients
¢ closely and adjust doses if needed.
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Key points to remember

In types of AML with changes in the KMT2A or NPM1
genes, menin helps leukemia cells to grow quickly.

Menin inhibitors stop menin from working with other
proteins, preventing leukemia cells from growing and
helping blood cells to mature normally.

Possible side effects of menin inhibitors include
diarrhea, low blood cell counts, nausea, fatigue, and
differentiation syndrome, which can usually be managed
with supportive care and treatment adjustments.

Two menin inhibitors are approved for use in patients,
and others are being studied in clinical trials to find out
more about how well they work and their side effects.
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