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"I have DCM, but my genetic testing didn't find anything. What does this mean?”

With a diagnosis of DCM, genetic testing is
recommended to find a genetic cause in that
individual. The types of possible genetic
testing results and a more detailed discussion
of what an inconclusive genetic test means
were reviewed in the August 2023 newsletter
(use QR Code). However, when genetic
testing does not identify a suspected
disease-causing variant and does not identify
an uncertain variant, the genetic test is
labeled as “negative” (Figure 1). It is import-
ant to understand this does not rule out a
genetic cause to their DCM. A genetic
cause is still suspected, either in a gene not
yet known to be associated with DCM and
therefore not yet tested, or due to genetic
variation that the current test technology was
not able to identify.

Reasons we still suspect a genetic cause
are supported by evidence from our research
program and other studies. Some families
with negative genetic testing still have multi-
ple individuals who have DCM. This familial

The genetic causes of DCM remain incom-
pletely solved. Figure 1 reports data from
The DCM Research Project (Jordan et al.
2023) that showed approximately 22% of
indivdiuals with DCM have a positive genetic
test, while the remaining may be inconclusive
or negative. However, a negative genetic
test does not rule out a genetic cause!

nature indicates a genetic cause is expected
but remains unknown. In addition, in a recent
study published in August 2023, more
patients with advanced disease, such as
those who have undergone heart transplant,
were found to have more pathogenic or likely
pathogenic variants. Despite this, similar
numbers of patients with advanced disease
do not have any variants found as those with
less severe disease.

Because a genetic cause is still suspected,
first-degree relatives (parents, siblings,
children) of an individual with DCM and a
negative genetic test are still considered to
have increased risk for DCM. Ongoing heart
checks in these at-risk family members are
recommended to detect early DCM to hope-
fully prevent advanced disease. In addition,
over time as future studies help further
understand genetic DCM, updating genetic
testing may be useful as we learn more.

The genetics of DCM that remains
unknown poses a challenge and highlights
that more research is greatly needed. Your
participation in the DCM Research Project
has greatly helped to improve our knowledge
of DCM genetics. We thank you for your
continued participation!

Please create your account in the DCM Project Portal!

) :'EE The portal is a secure, IRB-approved

communication platform used to
message with the study team.
Please note that you have been
"previously consented” during user
registration so we can connect your
account with our database.

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



Study Participant Spotlight: Allison Dorsett

Ms. Allison Dor-
sett, mother of three
young children and a
former pure barre
instructor and former
NCAA competitive
cheerleader at The
Ohio State Universi-
ty, is no stranger to
an active lifestyle.
However, shortly
after running a 5k
race in late 2019,
Ms. Dorsett decided
to see her primary
care physician to
discuss occasional
chest pains she had
been experiencing. Ms. Dorsett was familiar with
heart disease in her family due to her father having
an irregular heartbeat and her mother’s sudden
passing at the age of 63. While her main motivation
at this time was to be proactive about her personal
health after reflecting on her family history, she was
surprised given her active lifestyle to learn she had
dilated cardiomyopathy (DCM).

After receiving a late evening call detailing her new
diagnosis, Ms. Dorsett recalls the whirlwind of the
next two weeks that included receiving a Life-Vest
and attending several appointments with different
providers to try and determine why she developed
DCM. Eventually, it was determined she carried a
DCM-causing genetic variant in the FLNC gene. Prior
studies of FLNC-associated DCM and her family
history led to the informed decision of Ms. Dorsett’s
care providers to recommend an implantable cardiac
defibrillator (ICD), which she received in March of
2020.

In addition, learning first-degree relatives were at a
50% chance to share this FLNC genetic predisposi-
tion for DCM put her family history in a new perspec-
tive. With this knowledge, Ms. Dorsett states she
immediately began communicating the risk to her
siblings, father, and extended maternal relatives.
While she acknowledged that the diagnosis of DCM
can be overwhelming, she recognizes that there is
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optimism in gaining knowledge that allows those at
risk to be proactive rather than reactive with their
heart health. Since communicating her DCM diagno-
sis and genetic testing results with her family, multi-
ple relatives have been able to determine whether
they share the FLNC familial variant, which has
allowed them to better understand their risk for DCM
and receive appropriate follow-up care.

“I am lucky. Not only am | helping
myself and my generation [like
my siblings], but also my kids.”

Ms. Dorsett’s experience highlights the significance
of knowing your family history, the benefits of being
active while listening to your body, and most of all,
the importance of remaining positive amid a new
normal. Ms. Dorsett’s proactive mindset has more
recently led to her and multiple relatives enrolling in
The DCM Research Project to help advance the
understanding of genetic-DCM through their partici-
pation. Participating in DCM research and volunteer-
ing with the American Heart Association has allowed
her to help further scientific knowledge while also
connecting with other patients and families living with
DCM. While Ms. Dorsett has had to adapt some of
her prior activities given her diagnosis, her health has
remained stable allowing her to continue to remain
active, whether it’'s as a participant at OSU alumni
cheer day, or alongside other parents at a local park
creating new memories with her kids.

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

The DCM Research Project is grateful for
the Dorsett family and for each one of our
study participants who help us advance
understanding of the genetics of DCM.



New Publications and Continued Content!

ORIGINAL RESEARCH ARTICLE On August 29th, 2023, another contribution
from the DCM Precision Medicine Study

Rare Variant Genetics and Dilated Cardiomyopathy was published in the medical journal

Severity: The DCM Precision Medicine Study Circulation. The study showed individuals
in a DCM cohort whose DCM was

Mark Hofmeyer, MD, Garrie J. Haas, MD, Elizabeth Jordan, MS () , Jinwen Cao, MS, advanced were more likely than those with
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Salpy V. Pamboukian, MD, Nancy K. Sweitzer, MD, PhD (©) , Matthew T. Wheeler, MD, race or ethnicity.

PhD( 2, Jane E. Wilcox, MD, Stuart Katz, MD (-1, Stephen Pan, MD, MS (=, Javier .

Jimenez, MD, PhD, Frank Smart, MD, Jessica Wang, MD (5), Stephen S. Gottlieb, MD (3, The study aimed to
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Kinnamon, PhD (' , Hanyu Ni, PhD, MPH /-1, and Ray E. Hershberger, MD for the of rare genetic variants

DCM Precision Medicine Study of the DCM Consortium .
Y in advanced DCM. The

summary of the article is at https://pubmed.ncbi.nlm.nih.gov/37641966/ and can be accessed
by scanning this QR code with the camera on your device.

This paper analyzed DCM severity with clinical data through the presence or absence of left ventricular assist
devices or heart transplants (LVAD/HT), or implantable cardiac defibrillators (ICD), alongside analysis of genetic
data. A total of 1198 patients were included in analysis and were further grouped into 347 with LVAD/HT, 511 with
an ICD, and 340 with no LVAD/HT or ICD. Pathogenic or likely pathogenic DCM genetic variants were identified in
26.2%, 15.9% and 15.0% of these patients respectively. These findings did not differ by race or ethnicity. The
findings of this study showed advanced DCM was associated with higher likelihood of having a pathogenic or
likely pathogenic variant compared to patients with less severe DCM. Findings from this study provide further
evidence for genetic evaluation in patients with DCM and their at-risk relatives.
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The Cardiac Magnetic Resonance (CMR) Study is actively screening genetically at-risk family members from the DCM
Precision Medicine study at select sites. If you have been previously screened through enroliment of this study, it may
be time for your second screen. The goal of the study is to identify the earliest signs of DCM using cardiac MRIs.
Research staff will contact eligible family members over the next year and invite them to participate in the study. If you have
questions or would like to participate now, please contact the OSU Coordinating Center at dcm.research@osumc.edu or
877-800-3430. Many at-risk relatives enrolled in the DCM Precision Medicine Study have already been contacted regarding
their eligibility for the CMR Study. In addition, at-risk relatives from any site who have not yet been contacted, if willing to
travel to one of the sites in the graphs above, may also be eligible for this study. If you or your relative is interested in
participating, please contact the OSU Coordinating Center to determine eligibility. See graphs above detailing the number of

family members enrolled by site and the total number of family members enrolled.
May 2024 | DCM Beat
www.dcmproject.com
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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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