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Inconclusive Genetic Testing:
What does it mean for me and my family?

Our genetic information, or DNA, is a
code of instructions for our bodies and
is made up of a series of letters. If there
is a change in the spelling of these
instructions, this is known as a “variant.”
Humans are diverse and each of us
have changes in our genetic information
that are part of normal variation and do
not cause problems for our health.
However, some variants negatively
impact our heart health and cause
conditions, such as dilated cardiomyop-
athy (DCM).

When a variant is identified in a part
of our DNA that provides important
instructions for the heart muscle, or in
“‘DCM-related genes,” they are evaluat-
ed to determine whether or not they are
likely to cause DCM. Guidelines created
by the American College of Medical
Genetics determine how a variant is
interpreted and is a detailed process
that is carefully done in order to help

guide clinical cardiac care for you and
your family (Figure).

Sometimes there is not enough
information to know whether or not a
specific variant causes DCM. In these
cases, the variant is classified as a
variant of uncertain significance (VUS).
In a study recently published by The
DCM Research Project on August 1st, a
genetic cause is inconclusive in approx-
imately 50% of patients with DCM.

In the DCM Precision Medicine Study,
probands were informed if a VUS(s)
was identified in them. However,
because the clinical impact of VUS(s) is
unclear, meaning it is uncertain if the
VUS is or is not contributing to the
history of DCM, these types of variants
are not recommended to be used to
guide medical decisions or clinical care.

CONTINUED ON PAGE 3

€ DCM Project Portal GOES LIVE!

J00| We encourage all DCM Research Project partici-
pants enrolled in any of our studies to create a
user account on the DCM Project Portal.

Scan this code with the camera on your device or go to
www.dcmprojectportal.com

The portal is IRB-approved and is designed to make communication with the study
team easier. Be sure to note that you have been “previously consented” when asked
during the user registration process so we can connect your account with our database.




Study Participant Spotlight: Mary Ellison

Ms. Mary Ellison is
a mother of three and §
a grandmother to her
grandchildren ranging S
from ages of one to
twenty years old. Ms. ‘
Ellison has always led j#&
an active life, with %

work as a cashier, to
a cook, to a booth
operator at a local
casino.

While Ms. Ellison
was always active,
she stated when she
was in her mid-thir-
ties, she noticed her
foot was dragging
behind when walking.
Then, she noticed it  © : : ;
was becoming more difficult. When she told her doctor
that this seemed to be getting worse, she was referred
to neurology. After a series of tests, she was told she
had muscular dystrophy, a progressive weakening of
the muscles. When additional testing was completed
over the course of the next year to try and figure out a
cause for her condition, she was surprised to incidental-
ly find out she had dilated cardiomyopathy and was in
heart failure.

‘I didn’t know | had a problem... | was scared,” Ms.
Ellison recalled when detailing her emotions when told
for the first time she had DCM. She was aware of heart
disease in her family, particularly in her father. However,
she detailed this fear was in regards to what this diag-
nosis meant for her, and more so, what this could mean
for her children when she learned it was suspected to
be genetic. A few years after her diagnosis, Ms. Ellison
enrolled in the DCM Research Project in 2018.

“The main goal was just to figure out
what was going on, to see if my kids
could have it... | wanted [to join] for my
kids and to help others."
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Ms. Ellison recalled having open conversations with
her family, especially her children, when she received
her diagnosis and was told about their risk. Initially, Ms.
Ellison’s research genetic testing identified a variant of
uncertain significance in one her MYH7 genes. Howev-
er, over time the specific variant found in Ms. Ellison
was also found in more people with DCM, which result-
ed in a reclassification. The variant previously identified
in Ms. Ellison is now likely pathogenic and is expected
to explain in part the development of her DCM. While
Ms. Ellison was the only member of her family enrolled
in the DCM Research Project, Ms. Ellison is now able to
share more information with her relatives about their
risk and steps they can take to learn if they have inherit-
ed this genetic change.

When reflecting on her initial motivations for joining
the study and the recent updates to her genetic testing
results, Ms. Ellison expressed feeling of happiness.
While she understood her children were at risk given
her history when results were uncertain, she was happy
that more information was now available and cascade
genetic testing for her children was available.

Ms. Ellison’s biggest takeaway from her time in the
DCM Research Project has been her involvement has
led to learning more about the genetics of DCM. While
at-risk relatives are recommended to monitor their heart
through routine cardiovascular screening, Ms. Ellison’s
ultimate hope alongside the DCM Research Project is
that over time we will continue to learn more about
DCM genetics to identify more targeted ways to prevent
disease in those at risk. In the meantime, Ms. Ellison
remains optimistic, goes to her doctor regularly, and
while DCM has limited some of her activity, she
ultimately enjoys staying busy with her family.

By Katie Parker, MS, Licensed Genetic Counselor and
Team Member in the DCM Precision Medicine Study.

The DCM Research Project is grateful for the
Ellison family and for each one of our study partici-
pants who help us advance understanding of the
genetics of DCM.



New Publications and Continued Content!

Update: NIH Grant Renewal Application Submitted!

Exciting developments are happening with the DCM Research Project. An application to renew the DCM
Precision Medicine Study National Institutes of Health grant was submitted. While it will take some time
to learn whether we are awarded this grant, stay tuned! In this grant, we proposed to bring family mem-
bers back to DCM Consortium clinical sites for two clinical re-screenings (medical history, exam, ECG,
echocardiography) during the 5 years of NIH support. The study will also propose to enroll additional
family members not yet enrolled and conduct clinical screening. We still have an enormous amount to
learn about DCM genetics, how to detect it, its genetic makeup, and how to prevent itt THANK YOU TO
ALL the probands and family members enrolled in the DCM Precision Medicine Study.

Inconclusive Genetic Testing continued

As a result, first-degree relatives (parents, siblings,
children) of a proband with an inconclusive result are
not informed of whether they have the same VUS as
the proband in their family. First-degree relatives of
probands without a determined genetic cause of their
DCM, including probands with a negative or inconclu-
sive, are recommended to have routine clinical cardi-
ac screening to monitor their heart until a definitive
genetic cause is identified. The DCM Research
Project strives to further understand genetic DCM,
including the meaning of VUS(s) identified in
DCM-genes. Additional studies, like the Cardiac
Magnetic Resonance (CMR) Study and the Echocar-
diogram Study, are either completed or underway to
gain additional understanding of the impact of VUS(s)

in genetic DCM.

In addition, the DCM Research Project recently
performed a re-evaluation of available information for
variants in DCM genes that could be eligible for
reclassification if new information came available. In
some cases, a VUS was now found to have enough
evidence to suggest that it causes DCM, resulting in a
reclassification. Participants were informed if they
were found to have inherited this genetic variant.

The interpretation and clinical meaning of genetic
variants can be complex. The continued research in
the DCM Research Project will focus on this complex-
ity, and specifically on VUSs, in the genetic cause of
DCM. Your participation is crucial in helping advance
our overall understanding of genetic DCM!

Benign and Likely Benign

E—

This is a negative result.

Benign and likely benign variants are
not expected cause DCM.

These types of results are not reported
as they do not impact our health, do
not cause DCM, and do not impact
clinical care.

The cause of DCM in the family is still
suspected to be genetic, but remains
unknown.

Parents, siblings, and children of
probands with this result need regular
heart checks.

Variants of Uncertain Significance

?

This is an inconclusive result.

VUS are uncertain, therefore, evidence
is limited and we do not know if they
cause DCM or not.

These variants are not used for clinical
decision making.

The cause of DCM in the family is still
suspected to be genetic, but remains
unknown.

Parents, siblings, and children of
probands with this result need regular
heart checks.

The DCM Research Project recognizes
the important in better understand

these types of variants in genetic DCM.

Research initiatives are underway to
better understand VUS(s) in genetic
DCM.

Pathogenic and Likely Pathogenic

=

This is a positive result.

Pathogenic variants and likely
pathogenic variants are expected to
cause DCM.

Genetic testing in parents, siblings,
and children is recommended to
determine who is at risk and who is
not.

Family members who also have the
same pathogenic or likely pathogenic
variant as the proband need regular
heart checks.

Family members who have normal
clinical screening and do NOT have the
same pathogenic or likely pathogenic
variant as the proband do NOT require
regular heart checks.

August 2023 | DCM Beat

www.dcmproject.com




DCM Beat
BULLETIN BOARD

1 CLINICAL GENETIC TESTING?

While our research continues even after a research result is
identified in a family, we recommend that all individuals
with DCM consider undergoing clinical genetic testing.
Clinical genetic testing is done similarly to any other blood
test that is ordered by your doctor and sent out to a labora-
tory. Your results would be provided to your doctor. Clini-
cal genetic testing can be a complex process. Therefore,
referral to a center expert in genetic evaluation should be
considered. We can help you identify a clinic that offers
genetic counseling and testing for DCM.

If you have undergone clinical genetic testing outside
of this study and have results, please provide us with a
copy of your results for our database. You can share
these by contacting the study or by uploading to your
DCM portal account.

Please contact us (toll-free) at 877-800-3430 or email the
DCM Research Project at DCM.research@osumc.edu.

MEDICAL UPDATES

If anyone in your family is newly diagnosed with heart problems,
please let us know. Similarly, if you or anyone in your family has
had heart or genetic tests performed outside of the study,
regardless of results, we would be interested in receiving copies.
Please contact us and we will send you a medical records release
form. If we have already sent you medical record release form(s),
please send us the completed form(s) as soon as possible. You
may also complete medical record release forms and upload
medical records in your DCM portal account.

CONTACT INFORMATION UPDATES

If you have moved, have a new phone number, or new
email address, please let us know. Call 877-800-3430 or
email us (DCM.research@osumc.edu), or update your
information through your DCM portal account directly.
This way we can get in touch with you for any follow-up
and continue to send you our newsletter.

” GO PAPERLESS!

If you would like to receive our newsletter by email, please
contact us with your email address, and we will be pleased
to add you to our email mailing list. You may also opt out
of receiving a paper copy of this newsletter.
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