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CE marked in vitro diagnostic for microsatellite instability status detection

Executive Summary

e OncoMate™ MSI Dx Analysis System (OncoMate™ MSI) is a polymerase chain reaction (PCR)-based, validated
gold standard for determining microsatellite instability (MSI) status in solid tumors.>23 It offers analytical sensitivity
and unsurpassed specificity with a short turn-around time.**>

e In patients with certain types of cancer, loss of mismatch repair (MMR) protein function results in tumor cells with
MSI.® Screening cancer patients with reliable markers to assess MSI can provide pathologists, oncologists and
patients with information that characterizes tumors and guides care and treatment decisions.”

e OncoMate™ MSI uses the most sensitive panel of markers for MSI status detection.*® Promega MSI technology
has been used extensively in clinical research for more than 15 years and is supported by more than 140 peer-

reviewed publications.123

OncoMate™ MSI Dx Analysis System

OncoMate™ MSI is a CE marked in vitro diagnostic
(IVD) medical device in Europe. The PCR-based test
determines MSI status in DNA purified from tissue
samples derived from solid tumors. Multiplex analysis
allows OncoMate™ MSI to deliver a fast turn-around
time, to be economical with precious patient samples,
and to be easy to perform and interpret.*°

Promega MSI technology has been used extensively in
clinical research for more than 15 years. With the CE
marking in Europe for OncoMate™ MSI, this
technology is now accessible for clinical laboratories
as a diagnostic tool, offering valuable insight to help
inform patient treatment decisions.”

Numerous peer-reviewed journal articles refer to
Promega MSI technology as the gold standard, most
widely used MSI testing method.*>3 OncoMate™ MSI
uses the same sensitive and specific panel of markers
for detection of MSI status, in an improved format,
appropriate for clinical testing use.* These include five
monomorphic mononucleotides, which are
recommended by the European Society for Medical
Oncology (ESMO)® and other leading cancer
organizations.®® OncoMate™ MSiI is highly accurate in
identifying tumors with MMR deficiency. In a method
comparison study, OncoMate™ MSI showed strong
agreement with an immunohistochemistry (IHC) panel.
The Overall Percent Agreement (OPA) was 97.3%
between the two test methods.1°

About MSI
Microsatellites are short, repeated sequences of

nucleotides/bases in DNA that are randomly distributed

in the human genome. MMR is a DNA repair system
that works by identifying errors and removing them
from DNA. When the MMR system becomes deficient
(dMMR), microsatellites develop an accumulation of
uncorrected errors (mutations) that lead to instability —
this is known as MS|.1112

MMR can play a role in cancer because tumors divide
rapidly, creating many opportunities for DNA copy
errors. People with a genetic condition, known as
Lynch Syndrome, have inherited mutations in the MMR
system, which places them at higher risk to develop
certain cancers compared with people with a normally
functioning MMR system.® However, even if an
individual does not have Lynch Syndrome, certain
kinds of solid tumor cells can acquire mutations that
affect their ability to repair mismatch copy errors.*
Tumor cells that develop these sporadic mutations in
the MMR system also show increased MSI or are said
to be MSI-High.?

European guidelines recommend MSI testing to
assess dMMR function of solid tumors for a spectrum
of cancers, including colorectal cancer and endometrial
cancer, to reduce morbidity and mortality.8 An accurate
MSI result can be used as a marker to predict
response with immuno-oncology therapies.”
Furthermore, cancer patients with MSI-High tumors
can undergo further genetic testing to identify Lynch
Syndrome. In addition, genetic testing of relatives of
patients with Lynch Syndrome can help identify
hereditary predisposition for cancers and potentially
save lives by prompting improved surveillance and
early detection of cancer.

MSI-High is found in around 15% of all colorectal
cancers, 30% of endometrial cancers!® and up to
37% of gastric cancers,*? although it can be found in
other cancers.'*



Unmet Need in Cancer Diagnostics clinicians lack information to be able to predict which

More can be done to screen cancer patients with patients are likely to respond to these new therapies.
reliable markers to support treatment decisions and

improve surveillance, according to European Our Work in Clinical Diagnostics '
guidelines.? Today, Promega is a global clinical leader in

manufacturing tools for biotechnology and molecular
biology with a portfolio spanning genomics, protein
analysis and expression, cellular analysis, drug
discovery and genetic identity and in vitro diagnostics.

A lot is at stake. Scientific breakthroughs in our
understanding of interactions between tumor cells and
the host immune system have led to development of
immuno-oncology therapies that have demonstrated
remarkable efficacy in some sets of patients.” But
suboptimal MSI testing can reduce access to these
life-saving immunotherapies for cancer patients, as

Our ambition is to make MSI testing accessible to
every laboratory, thereby offering physicians a vital
tool with which to make strategic decisions in cancer
patient care and treatment.
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