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Navigating the Complexities of HD
he last six months has been especially difficult for HD families and those who
care for them. Just when you think there should be light at the end of the
COVID tunnel, several setbacks on the clinical trial stage confront us. News of
safety concerns, tolerability issues, side effects, and the ensuing decisions to stop,
pause, or restart trials has left us all a little disconcerted. Of course, we shouldn’t
be surprised, right? We are working in a research space, and one phrase I remind
my patients is “If we knew what it is we were doing, it would not be called research, would it?”
Some more thought about this topic, as I reflect on 2022.
4It’s OK to be frustrated. I have found that honesty with your patients and family members
is a good thing. Very often patients come to us wearing “their Sunday best” (as my social work
team likes to put it), but behind that façade lies much angst. Angst for the present symptoms,
the future, and for those around them. I have become more willing to share these concerns with
our patients—not in a “misery loves company” mindset, but as an honest appraisal of the nature
of this disease.
4Hope comes in strange places. We equate hope to cures, or treatments, but my clinical
conversations can refer to moments of joy that we can appreciate together. One of my dear
patients who recently passed away would love to get her nails done, or get a Starbucks on
the way to clinic. Her sister would love to see a smile on her face when she could share these
relatively simple moments of joy.
4Mindfulness is a work-in-progress. My colleagues in psychology are putting together
a wonderful course for HD families where we work through navigating stress and the
complexities of HD in families. They have taught me that mindfulness—being aware of
the present, your feelings, what you can control, and what you can’t—is a practice.
With this in mind, I hope you enjoy the current edition of HD Insights. In it, we have the beautiful
story of a baby, reflections on the Roe v Wade decision and IVF for HD-free embryos, updates on
wearable sensors, a look into an FDA listening session, a roundup on the recent trial news… plus we
get to meet new folks at the HSG!
DANIEL CLAASSEN, MD
Associate Professor
of Neurology
Vanderbilt University

EDITORIAL BOARD

Daniel Claassen, MD
Editor
Vanderbilt University
Donald Kennedy, PhD
Stanford University
Nobuyuki Nukina, MD, PhD
Riken Brain
Science Institute
Rodrigo Osorio
Agrupación Chilena
de Huntington
Ralf Reilmann, MD, PhD
George Huntington Institute

HUNTINGTON
STUDY GROUP

Shari Kinel, J.D.
Chief Executive Officer
Andrew Feigin, MD
Chief Medical Officer
Elise Kayson, MS, ANP
Vice President of Clinical
Operations
Christopher A. Ross, MD, PhD
Chief Scientific Officer
Anne Van Dusen, CHC
Chief Operating Officer
Michael Lentine, MBA
Chief Financial Officer
Samuel Frank, MD, FAAN, FANA
Co-Chair of EMC
Sandra Kostyk, MD, PhD
Co-Chair of EMC

IN BRIEF

4 NEWS HIGHLIGHTS

HSG Vision
Statement
HUNTINGTON STUDY GROUP
EXECUTIVE MEMBERSHIP COMMITTEE CO-CHAIRS
SANDRA KOSTYK, MD, PhD AND SAMUEL FRANK, MD

O

n May 12, 2022, Sandra Kostyk (The
Ohio State University) and Samuel Frank
(Beth Israel Deaconess Medical Center)
were elected to serve as Co-Chairs of
the Executive Membership Committee (EMC) of the
Huntington Study Group (HSG). We are pleased to
now officially welcome Sandra and Samuel into their
new role as of July 1, 2022.
This is an exciting and evolving time for the organization.
While the Huntington Study Group launched a whollyowned for-profit entity in HSG Clinical Research, Inc.
(HSGCR), dedicated exclusively to clinical research
operations, the HSG will continue to rely on our
membership to drive its mission-driven focus. That
mission includes providing premier educational
content in Huntington’s disease (CME4HD™), ongoing
training for Huntington Study Group members (HSG
MemberEd), credentialing researchers for clinical
trials, and leading innovations in HD research through
efforts like the HSG’s observational study to test the
reliability of virtual administration of the Unified
Huntington’s Disease Rating Scale titled, “vUHDRS.”

SANDRA KOSTYK
Sandra Kostyk MD, PhD, is a
Neurology Specialist at The Ohio
State University Wexner Medical
Center in Columbus, Ohio.
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SAMUEL FRANK
Samuel Frank, MD, is the Director of
the Huntington’s Disease Society of
America Center of Excellence at Beth
Israel Deaconess Medical Center, which
provides interdisciplinary treatment for
all patients with Huntington’s disease.

We look forward to their collaborative
leadership with our members and staff to
ensure the HSG continues to make a difference
for the entire HD community.”
SHARI KINEL, CEO, HUNTINGTON STUDY GROUP

“In their role as Co-Chairs of the HSG Executive Membership Committee (EMC),
Sandra and Sam will spearhead initiatives to further enhance our core mission to
seek treatments that make a difference in the lives of people affected by HD,”
said Shari Kinel, CEO of the Huntington Study Group. “We look forward to their
collaborative leadership with our members and staff to ensure the HSG continues
to make a difference for the entire HD community.”
The new HSG EMC Co-Chairs began their term with an orientation to the overall
governance structure of the organization, working toward nominating candidates
for open EMC positions and filling open HSG subcommittee positions.
“We wanted to be part of the HSG as it takes on an expanding role in the clinical
research community with our industry and foundation partners,” said Dr. Frank. “In the
short term, there is so much to be done to re-organize HSG and we are thrilled to help
shape our group. We are excited to continue developing new initiatives in education,
clinical care and clinical research, while re-engaging the research community as we
emerge from the isolation of the pandemic. myHDstory™ and vUHDRS® are two
HSG-led projects that may have tremendous impact on our field and may help get
treatments to market faster, with a lower barrier to entry for research.”

HSG Innovations in
Research and Care,
Transforming Outcomes:
RESEARCH

HSG’s Accomplishments
Impacting Research &
Clinical Outcomes
4Developed and own UHDRS –
Gold standard primary end point
41st direct-to-patient online research
for individuals diagnosed with HD
41st HD clinical trial
41st HD clinical trial to utilize
wearable sensors
41st virtual visit conducted in
a HD trial
41st HD IV infusion trial

EDUCATION & CARE

HSG’s Premier Learning Center for
Researchers & Healthcare Providers
41st accreditation program for
clinicians in management of HD care
41st and largest annual gathering
of clinical researchers and experts
in HD
41st and largest network of trial
ready sites specializing in HD
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BY LISE MUNSIE, PhD

1
Discovery of Binding Sites
Needed for mtHTT Aggregation
and Folding into Amyloid Fibrils

Lise Munsie, PhD, is Senior Development Manager and Project
Leader, Pluripotent Stem Cell Therapies at CCRM, a Canadian, notfor-profit group that is focused on developing and commercializing
regenerative medicine, cell and gene therapy technologies.

Understanding the normal function of huntingtin (HTT),
how it interacts with other proteins and how it functions in
cellular pathways is important for understanding the natural
history of HD and may inform pathways for drug discovery
and future therapeutics.
When HTT is mutated (mtHTT) it causes aggregation of
mtHTT into amyloid fibrils in the brain. These aggregates
are a hallmark of HD and are caused by the misfolding of
the protein. Chaperones are proteins that are responsible
for the proper folding of proteins, and a trimeric complex
of three chaperones, Hsc70, DNAJB1 and Apg2, have the
ability to bind mtHTT and suppress or reverse aggregation.
Modulating the expression of these chaperones can be
beneficial in models of HD.
Recently, a research group mapped out and modeled
how this trimeric complex binds mtHTT, allowing it to
suppress or reverse mtHTT aggregation. Using a technique
called cross-linking mass spectrometry, the group found
that mtHTT specifically binds the DNAJB1 protein in
the complex. They honed in on a binding region on the
protein, and when they mutated that binding region, they
found that the complex could no longer bind mtHTT, but
no other normal protein interactions were inhibited. The
group concludes that this binding site in DNAJB1, H244,
is specific for HTT binding and required for the trimeric
complex to act on amyloid fibrils in HD.
Ayala Mariscal, S.M. et.al. (2022) Identification of a HTT-specific binding motif in DNAJB1
essential for suppression and dis-aggregation of HTT. Nature Communications: 13:4692

2
Using Stem Cells
to Create BloodBrain Barrier
Mimicker

The blood-brain barrier (BBB) is part of the human central nervous system (CNS) and is a structural
and functional barrier to organisms entering the brain. Changes associated with cell types other than
neurons, like those in the BBB, are hypothesized to contribute to neurological disease progression.
The BBB can be mimicked for research by differentiation of induced pluripotent stem cells (iPSC)
into neuro-endothelial cells. In a study, scientists took iPSC derived from individuals with 33 CAG
(wildtype), 77 CAG. and 109 CAG (HD), and differentiated these cells into a BBB model. All three cell
lines were able to successfully differentiate into the BBB.
The group found that the HD model led to higher leakage in BBB, indicating compromised BBB
morphology. By analyzing protein expression, the authors found that a particular protein involved in the
creation of this barrier, claudin 5, was downregulated. Whole genome sequencing indicated that many
other transporter proteins were also dysregulated in the HD models.
In response to an immune stimulus, HD cells had less ability to respond compared to wildtype cells.
This model allows for the evaluation of different transport routes in the brain for which there is no
other in vivo or in vitro model. This iPSC-derived BBB model will serve as a tool to support studies for
CNS drug discovery and delivery, which is critical for finding treatments for HD.
Vignone, D. et.al. (2022) Modelling the human blood-brain barrier in Huntington’s Disease. International Journal of Molecular Sciences: 23: 7813
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3
Knock Down
Model Shows
HTT’s Crucial
Role in
Cytoskeletal
Regulation

Defining HTT function in neurodevelopment is
important. Since HTT knock down is a promising
therapeutic avenue for treating HD, it is critical to
know at what point in the course of disease HTT can
be knocked down. A new study investigated this by
designing a mouse model that has HTT knocked down
in just the cortical excitatory neurons. The researchers
investigated the consequences of HTT knock down in
this HD-vulnerable cell type during mouse development.
The group found that depletion of HTT in the
excitatory neurons led to enlarged neuronal spines
(sites on neurons where they communicate to
one another). Normally enlarged spines leads to
increased neuronal activity, however in the case of
HTT knock down, the group found there was reduced
neuronal activity.

This study indicates that HTT involvement in the actin
cytoskeleton both in development and during the
course of disease could be a major factor contributing
to HD progression.

The authors found that proteins
involved in the cytoskeleton of
the cell, which are responsible for
the size and shape of the spines,
were not being properly regulated
when HTT was knocked down.
The authors determined that
HTT is involved in the activation
of a protein called cofilin which
regulates the cytoskeleton. When
HTT is not present, cofilin is less
active and the morphology of
neuronal spines and functions
becomes impaired and decoupled.
Synaptic dysfunction is welldefined in HD, and this study
indicates that HTT involvement
in the actin cytoskeleton both
in development and during the
course of disease could be a
major factor contributing to HD
progression.
Wennagel, D. et.al (2022) Huntingtin coordinates
dendritic spine morphology and function through
cofilin-mediated control of the actin cytoskeleton.
Cell Reports: 40, 111261
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5
Trial Outcomes for
Immunotherapy
Drug Pepinemab

4

Disrupting mHTT-CaM Binding is a
Potential Complementary Therapy

There are many promising therapeutic avenues in the field of gene therapy which
involve delivering drugs to patients to stop the huntingtin (HTT) gene from being
expressed. There are still a lot of unknowns with this radical approach for disease
treatment, however, so it is important to continue to try to find different ways to
treat HD using more traditional drug discovery or treatment approaches.
Understanding mutant HTT (mHTT) function in HD is a way to find drugs to
treat HD. It has been established that mHTT protein binds other proteins abnormally. One protein is called calmodulin (CaM), and the inappropriate binding of
mHTT-CaM causes cellular perturbations that are hypothesized to lead to cellular
dysfunction that causes HD.
Recently a research group used this abnormal binding in a screening assay to
find small molecules that would stop mHTT from binding CaM. Initially the group
screened 3,951 compounds. Using a cell-based assay, they were able to find multiple compounds that inhibit mHTT-CaM binding. These were narrowed down to four
compounds that disrupt mHTT-CaM but do not cause cellular toxicity.
When treating cells with these compounds, they found three of them could
rescue mHTT-induced cellular toxicity. The group then found that two of the
compounds showed positive effects on CaM activity in cells expressing mHTT,
and these two compounds became the lead compounds. Neither had effects on
cellular aggregate number or sizing or on the expression level of mHTT, indicating that these aspects of disease are not affected by mHTT-CaM interaction. The
group concluded that these small molecules could be used as a complementary
therapeutic in the treatment of HD.
Kapadia, K. et.al. (2022) Small-molecule disruptors of mutant huntingtin-calmodulin protein-protein interaction attenuate
deleterious effects of mutant huntingtin. ACS Chemical Neuroscience: 13:2315-2337
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Pepinemab, an antibody-based compound
that has been shown to have positive effects
in HD mouse models, was moved into human
clinical trials for HD. This SEMA4D protein is
known to have functions specific to the immune
response in the brain and is upregulated in
stressed or damaged neurons, like those in HD.
It is hypothesized that inhibiting the action of
SEMA4D may reduce neuronal loss in HD.
Pepinemab is known to have a good safety
profile in humans, and therefore moved into the
Signal-HD phase II HD clinical trial (sponsored
by Vaccinex Inc. and conducted by the HSG) in
265 patients with preclinical or early clinical
signs of HD. The pepinemab treatment was well
tolerated. While clinical outcomes did not reach
significance in this trial for HD patients, the
treatment did decrease brain atrophy and have
potential cognitive benefit, suggesting further
trials or development of this drug may lead to
positive clinical outcomes.
This treatment seemed to have more benefit
in patients who were further into their clinical
progression compared with pre-clinical patients,
which means patients showing clinical signs of
HD should be the focus group for future clinical
trials using this SEMA4D immunotherapybased approach.
Feigin, A. et.al. (2022) Pepinemab antibody blockage of SEMA4D in
early Huntington’s disease: a randomized, placebo-controlled, phase 2
trial. Nature Medicine: http://doi.org/10.1038/s41591-022-01919-8

This treatment seemed
to have more benefit in
patients who were further into
their clinical progression compared
with pre-clinical patients.

6
Stem Cells
Used to Probe
HD Effect
on Striatal
Neurons

Scientists can take cells from an adult—generally skin or
blood cells—and derive stem cells. These cells are called
induced pluripotent stem cells (iPSC) and are the best tools
scientists have to model human disease, since stem cells
have the ability to become any cell type in the body.
Stem cells made from Huntington’s disease (HD)
patients allow scientists to study any cell type or system
from not only human cells, but the specific cell types,
like striatal neurons, that are uniquely affected by
mutant huntingtin (mHTT).
New HD iPSC lines continue to be derived. Most recently
a line from a patient containing 77 CAG repeats has been
derived, characterized, and is available for research.
iPSC cells can be changed into neurons using specific
protocols and growth conditions. A recent study used
this unique property of iPSC to study how mHTT affects
human neurons. The group analyzed how neurons
develop when mHTT is present in the cell. They found
that neurons expressing mHTT had altered morphology
compared with wildtype neurons, which was indicative
of a delayed maturation.

This study confirms HTT involvement in neuronal
development and indicated the need to understand
the consequences of these changes during development.

To support this, the researchers
found a decrease in protein levels
associated with mature neurons
in the cells expressing mHTT.
Neurons signal to each other
through pathways called synaptic
connections, which are critical
for normal brain function. Using
image-based techniques, the group
found that there were fewer of these
connections in cells expressing
mHTT and there was a delay in the
development of the neurons’ ability
to perform their normal function,
which is measured through
electrophysiology.
This study confirms HTT involvement in neuronal development and
indicated the need to understand
the consequences of these changes
during development.
Grigor’eva, E.V. et.al. (2022) Generation of
induced pluripotent stem cell line, ICGi033-A, by
reprogramming peripheral blood mononuclear cells
from a patient with Huntington’s disease. Stem Cell
Research: 63: 102868
Dinamarca, M.C. et.al. (2022) Synaptic and functional
alterations in the development of mutant huntingtin
expressing hiPSC-derived neurons Frontiers in
molecular biosciences: 10.3389/fmolb.2022.916019
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Spotlight on Emma Grushkin

E

mma Grushkin joined the Huntington Study Group team
in March of 2021 and is the Manager of Creative Services
and Communications.
She is responsible for the production of media projects
that support HSG’s efforts in product development, clinical trial
recruitment, education, and marketing. Additionally, she assists in the
digital design, planning, and execution of the HSG Annual Meetings.
Emma earned her degree in journalism and communications from
the University of Florida in 2019, where she studied telecommunication
production. Emma’s experience comes from producing, directing,
and anchoring local live news broadcasts, film production, producing
educational videos, and portrait photography.

A Note from Emma
To our readers,
My dream job growing up was to have a position where I could make a
difference in the lives of others. I take great pride in the opportunity to be
a contributing writer for the HD Insights magazine and to share stories of
resilience within the Huntington’s disease community. It is a privilege to meet
such inspiring HD advocates with stories that have the power to make a real
difference. I hope that you, our reader, enjoy these stories as much as I take
pleasure in producing them.
Here are a few life lessons I have learned…
1. Never let anything or anyone stop you from living your very best life.
2. Obstacles are an opportunity to learn and grow.
3. Cherish time with family and friends who will love and support
you no matter what.
4. You are your own worst enemy and your own best friend. Be kind to yourself.
5. Make it a good day or not, the choice is yours.
I look forward to meeting you at this year’s annual meeting in Tampa, Florida!

EMMA GRUSHKIN
Manager of Creative Services and Communications, Huntington Study Group
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DO Y OU WA N T TO S H A R E
Y OU R S T O RY ?

To be featured in HD Insights
Stories of Resilience, contact Emma at
EMMA.GRUSHKIN@HSGLIMITED.ORG

HSG
40

THE
ONLY 2

Clinical Studies
in Huntington’s
Disease

8
18
14

By the numbers

Observational
Studies
Phase I/II
Trials
Phase II/III
Trials

FDA Approved
Drugs in
Huntington’s Disease

18,000+
Participants in HD Clinical Research

https://huntingtonstudygroup.org/hd-insights-podcast

The HD Insights Podcast is designed as a long form, one-onone interview format. Our goal is the same as with the print
publication: to promote, disseminate, and facilitate research
and science education in HD by producing informative content
that will be valuable to the global community of HD researchers
in academia and industry.
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HD-Free Embryos
on the

Rise

In-vitro fertilization offers
couples an opportunity to end
HD for future generations.
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The Future of IVF
for Rare Diseases
Tell me a little bit about your work in genetic
testing for patients at risk for rare disease genes?

W
Jessica Ryniec, MD
Jessica Ryniec, MD, is a specialist in in-vitro fertilization (IVF). She sees
patients who are pursuing IVF for infertility and to identify embryos that
do not carry a certain disease gene. She practices at CCRM Fertility in
Boston, Massachusetts, where partial or full coverage of IVF is mandated
by state law. This places her practice in an ideal position to see patients
with rare diseases.

e do carrier testing through a blood test when the
couple first comes to see us to find out if they carry the
same disease gene as a family member, such as cystic
fibrosis or spinal muscular atrophy or HD.
Sometimes people know ahead of time that there is a specific gene
in their family—often these are dominant genes like in Huntington’s.
But we also recommend genetic carrier screening for all patients to see
if their partner and they carry the same recessive genes, because that
would also be a risk. That is what we test with our 175+ gene panels.
In performing these blood tests, the labs need to make a probe
specific to the patient’s genetics because even though we know what
genes are associated with a disease, there can be different fingerprints
in different people. So, there is an evaluation to see what exact gene
this person has.
Our patients will have chosen ahead of time whether they want to
know what we find that in testing or not. Then we proceed with the
egg retrieval and the genetic testing of the embryos. For rare disease
screening of monogenic disorders, we do pre-implantation genetic
testing (PGT-M) of the embryos.

What are the risks in IVF?

T

95%
The percentage of

eggs or embryos that survive the
freezing process for use in the future
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he risks to the mother are very, very low. But there are other
risks inherent in the IVF process in order to be successful.
Even naturally, a lot has to happen for an embryo to get to
the point of implanting and becoming a baby. But there are slightly
elevated risks of embryo damage in vitro versus in the womb in rare
disease IVF, because we have to manipulate them a little bit in the
lab when we do the fertilization via intracytoplasmic sperm injection
(ICSI). This is opposed to conventional IVF where we just put the
sperm and egg in proximity to one another.
Then there are procedures like assisted hatching, where a small hole
is drilled in the shell of the embryo to help it to grow and expand, and
then there is the biopsy itself to test for the gene. But all these risks are
usually pretty low.
If the couple wants to freeze eggs or embryos for the future,
there are also some risks in freezing and warming them. Not all
eggs or embryos will necessarily survive that process, but about
95% will, I’d say.
There used to be a much lower survival rate for eggs compared
with embryos, but now they are getting pretty close. Embryos still
do a little bit better because there are multiple cells instead of just
the one cell and because we know more about the embryos, since
they’ve already fertilized and the cells have undergone considerable
cell division.

Will the Dobbs Decision Impact
IVF or Embryo Research?

T

he country’s two major political parties came to
blows, as is increasingly the pattern, over the
Supreme Court’s Dobbs decision in June, 2022.
With the abortion decisions sent back to the
states, legislators have been busy assessing their trigger
laws, and whether they will establish that human life
should be protected at conception or at a certain number
of weeks of gestation, and under what circumstances
exceptions should be made. For many states, their laws
automatically protect abortion rights clear to birth. Others
establish more moderate cutoff periods, while still others
ban abortion altogether.
Some in the HD community have raised concerns about
whether, in pro-life states, the rights to IVF will be protected. We asked Tennessee Senator Richard Briggs, who is a
physician and a legislator in a trigger law state, to offer his
thoughts on whether the Dobbs decision will impact these
rights or have an effect on embryonic research. Senator
Briggs has been involved with CEOs of the major medical
centers to help assure that the performance of medically necessary abortions are not thwarted, while waiting for trigger law
revisions when the General Assembly reconvenes in January.
His comments on the Dobbs decision’s impact on current
abortion, IVF practices and embryonic research:

Quite frankly, I’m not sure anyone thought that Roe vs. Wade
would be reversed by the U.S. Supreme Court. Of course it
was, and what our law in Tennessee basically did is revert to
the 1970 law that was in place before Roe vs. Wade.
On things like rape, incest, mother’s health or severe fetal
deformities, I think the trigger law needs to be modified to
enable these exceptions right away. Then the debate can
go, if somebody didn’t want to be pregnant, is an elective
abortion allowed and when—at six weeks or 12 weeks or
16 weeks?
However, I am one of 132 legislators, and we have I
think a very pro-right-to-life legislature. I’m certain there
will be an entire spectrum of opinions. What I think is
reasonable and a private medical issue, someone else
may view as a crime.
Regardless of the abortion backdrop, I don’t see any
forthcoming change in IVF or use of embryos for research.
I see it as a very separate issue from abortion. I think
that we have done most of what we’re going to do about
dealing with embryo research, as well as how to handle
aborted fetuses. People can always file bills, but I don’t
hear anyone talking about IVF or embryonic research
being on the table.

Regardless of the abortion backdrop, I don’t
see any forthcoming change in IVF or use
of embryos for research. I see it as a very separate
issue from abortion.”
SENATOR RICHARD BRIGGS

FA L L 2 0 2 2 / . 15

Clinical Research

Can you test eggs for the HD gene?

I think that the infertile
population has some very,
very fierce advocates… I think
this is a time for awareness
and advocacy on a state level.
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N

o, because they are single-cell. To do a gene test, you have
to remove some cells from the embryos, test them and then
discard those particular cells. When you finish, typically
about four to five cells from the outer part of the embryo are involved.

With rare disease testing, where are the pain points,
the costs that might not be covered by insurance, the
biological or technological difficulties with doing this?

W

hile insurance covers IVF for infertility in my state and a
few others, sometimes this doesn’t extend to rare disease
IVF, and even when it does, the genetic testing for
a specific gene disorder may not be included in that. Fortunately
for my patients, many times it does when it is for a specific gene
disorder—it really it depends on the specific insurance companies.
A single cycle can be up to $20,000–25,000, depending on
how much medication someone needs. Ultimately, costs can
depend largely on the characteristics of the person, because
some people might need multiple cycles for us to find normal
embryos, whereas others might just need one.

Why is this so expensive?

A

large part of it is the medication and, of course, there
are multiple ultrasounds and blood draws. There’s a
procedure with anesthesia to retrieve the eggs, so you
have surgical site and surgery fees, and then the lab fees to fertilize
the eggs, grow and monitor the embryos, and do the biopsies on
the embryos. Then there is the implantation procedure. So, there
is a lot that goes into it. These high costs don’t look to change
anytime soon, because you need all those components.

Do you know of specific advocacy groups that have
worked or are working to get more IVF covered by insurers?

R

esolve New England is probably the biggest IVF
advocacy group in Massachusetts. There’s the New
England Fertility Society, and Resolve, which does
a lot of advocacy as well. And then, of course, patients and
doctors can be huge advocates when they can make their
voices heard by legislators.

$20-25K

Do you see any risks of the Dobbs decision
changing IVF opportunities in some states?

The cost of a single IVF cycle

I

think it’s a very real concern, because IVF came about
after Roe v. Wade. So IVF wasn’t really thought of when
the state bills were written. There are definitely a lot
of potential impacts that it could have, especially in states
with those early personhood bills, because those define life at
fertilization, which is near the beginning of the IVF process.
So, the questions that need to be addressed may be: do we have
to limit the number of embryos that we make, or the number
of eggs that we fertilize? And what do we do with embryos
that are additional to the one that’s initially being transferred?
What happens when no one has to pay for their upkeep forever,
but the law says you can’t discard? If something happens to an
embryo in the lab, is that technically manslaughter?
Some of it sounds crazy, but it’s definitely a concern. I doubt
it is the intent of many legislators to ban IVF or influence current
practice, but it could happen unless intentional exceptions are
written into the law.
I think that the infertile population has some very, very fierce
advocates that can make change happen. We saw this happen in
Nebraska recently, when they were trying to put forward their
personhood bill, and the parts that would affect embryo use
and storage were taken out of the language. So I think this is
a time for awareness and advocacy on a state level. And that’s
why it’s really important for everyone to talk about what these
possible impacts are and craft the laws to protect IVF.

depending upon the amount of medication needed.
Some people may require multiple cycles to find
normal embryos.

Finally, tell me what led you to this line of work?

I

come from a big family—four brothers and sisters—and
family has always been the most important thing to me.
And I think this field is such a wonderful balance of medicine
and human compassion because we are taking everything we
know about the menstrual cycle and our hormones and our
bodies and altering or adjusting it to improve outcomes.
Then there are also a lot of psychological and mental health
issues that go with this obviously difficult diagnosis of infertility,
and for those with genetic concerns, that can be magnified!
There’s also surgery and procedures involved, and as a very
hands-on person, I enjoy that.
So there’s just a really nice balance of multiple things that I’m
interested in. Best of all are those special moments I have to be
a part of people’s lives, given how important family is to me.
Being a mom was very important to me. I couldn’t imagine not
being able to have a family. So having my own family and helping
people have theirs just feels really perfect. It all fits together.
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Meet Morgan, Matt
and Addie Gothard
Elementary school teacher Morgan Gothard is an

as-yet untested young woman who is at risk for HD. In

2021, she and her husband, Matt Gothard, an accountant
with The Cutter Group, LLC, received a Help Cure HD
grant for one cycle of IVF. Today, they are caring for a

healthy, scrappy Addie Gothard as she approaches her
ninth month of life.

We asked the couple to talk with us about their

experience. As Addie was keeping Mom busy, Matt

recounted their IVF journey from concept to conception
to sitting here today with their HD-free baby girl.
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Through getting more familiar with
HD groups, we found out that there
were new grants available through
Help Cure HD. We applied, and were
one of the first ones to get a grant!
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How did you first learn about the HD risk?

W

e have been married almost five years. About a year
after we married, we found out that Morgan’s dad
had HD.
He is a patient of Dr. Claassen’s, and Morgan goes in every
year for testing as a participant in ENROLL-HD. Through
getting more familiar with HD groups, we found out that there
were new grants available through Help Cure HD, a group
founded by Allie LaForce and Joe Smith.
We applied and were one of the first ones to get a grant!
This was at the end of 2019, but then COVID kind of shut
things down. So, we started our first IVF cycle in August
of 2020.

How does the grant work?

T

he grant pays for egg retrieval and genetic testing,
plus all the medications you need along the way. The
testing is blind, so the couple doesn’t know if the HD
gene is found in any eggs or not. They also test for a lot of
other common genetic abnormalities.
We started with shots to prepare Morgan for the egg
retrieval. They retrieved eggs, did in-vitro fertilization and
sent the eggs for genetic testing before implanting them. We
were kind of a healthy couple and didn’t have any fertility
issues, so they just implanted one of the embryos that came
back as candidates.
Unfortunately, Morgan had a miscarriage at 10 weeks.
About six months after that, we went through a second cycle,
everything was great, and that embryo became Addie.

Nicki Sims, who heads up the grant program
for Help Cure HD is pushing for legislation to
require insurers to help cover the costs of IVF,
genetic testing, and the other expenses.
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What were the biggest challenges during this process?

P

robably all the shots. For about three weeks before
each egg retrieval, Morgan got three shots a night so
multiple eggs could be harvested at one time. That way,
when they do the retrieval they are not just pulling one egg.
Then there was one hormone shot a night for the first 12 weeks
of pregnancy, plus estrogen patches to help make sure her body
accepted the implanted embryo.
Fortunately, my sister is a nurse and was willing to
come every night and deliver those shots. After that it was
“pregnancy as usual”!

Of course the next question is, do you plan to do
it a second time?

W

e do have some eggs that are frozen. We have to
kind of recover a bit, let some time pass, then we
probably will.

Tell me more about Help Cure HD. Do they raise
all the funds for grants or does the Smith/ LaForce
family donate as well?

I

t is both. We just went to the gala in Houston, and I think
they raised over a half a million dollars at that one event.
They are definitely growing, and they want to help more
and more people each year.

Do you see an upturn in advocacy for insurance
coverage, since the waiting list for grants will likely
only grow as more couples are successful?

H

elp Cure HD is doing advocacy work on a national
level. We just talked with Nicki Sims, who heads up
the grant program for Allie and Joe. She is pushing
for legislation to require insurers to help cover the costs of IVF,
genetic testing, and the other expenses. It’s hard because any
one insurer is unlikely to see the long-term cost-benefits of a
healthy adult versus one with active HD, but system-wide, of
course, it pays for the costs of IVF to be covered.

Any final thoughts on the potential IVF has
for others at risk for HD?

O

f course we are huge fans of IVF for HD! This is
the one way to ensure that generations down the
road don’t have to worry about Huntington’s disease.
It’s simply a great thing, given that there’s no cure at this
point in time.

•

Help Cure HD

H

elp Cure HD was founded in 2018 by TNT
NBA sports commentator Allie LaForce
and MLB pitcher Joe Smith, who lost his
mother to HD in 2020. Together, they
created the Help Cure HD grant program in 2018 and
have, to date, provided nearly 100 couples a grant to
cover the expenses for IVF, including medications and
PGT-M genetic testing. Nearly 20 women have given
birth to a child who is HD-free with a growing number
of pregnancies each day.
“We just held our annual gala in Houston, where
we raised over $500,000 toward funding our grant
program,” said Nicki Sims, Director of Grants and
Clinical Relations at Help Cure HD. “With these
kinds of contributions, donations from our corporate
sponsors and clinical sponsors, the funding has grown
tremendously. In 2021, we awarded 54 grants, and so
far in 2022, have awarded 23, and are about to award
for cycle two of 2022 in a few weeks.”
Help Cure HD officially covers all the costs of one cycle
of IVF, all the way until the patient is released to their
obstetrician, eight to ten weeks following a successful
transfer. In about 40% percent of the cases, the first
cycle may not be successful in producing a baby. For
these patients, Sims says negotiations and generosity
on the part of clinicians sometimes fill the gap.
“Everyone wants to see a success for these couples,” she
said. “We will advocate for them with their doctors, and
there are certain doctors we work with who have gone out
of their way to discount rates and make that second cycle
possible. We could not do what we do without them.”
Couples who want to apply for a grant should contact
info@helpcure.org or visit www.helpcurehd.org.
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B Y B . J . V IAU

Conversations on

PRE HD

FDA Patient Listening Session Executed by
Huntington’s Disease Community Advocates

F

B.J. Viau is the Director of Patient
Advocacy at Horizon Therapeutics
and is a lifelong Huntington’s
disease advocate. He is co-founder
of the HD Youth Organization, an
international non-profit helping
young people impacted by HD. B.J.
has served as its board chairman for
over 10 years.
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ellow HD patient advocate Seth Rotberg and I have
weekly conversations about the HD community and how
we can find ways to provide positive impact. A couple of
years ago Seth, who is gene positive, pre-symptoms, was
doing a bit of a speaking tour on podcasts and panels,
raising awareness for HD. He would always send me the
links for listening and ask for constructive feedback. One of the common
themes I kept hearing Seth say was, “I know I will get HD one day, but
it’s OK and I am living a good life right now.” Although this was a true
statement, I suggested some alternative ways to say this in order to create
more urgency with potential listeners to join the fight.
One of the small tweaks we made for his future speaking engagements
was “I know I will get symptoms of HD one day, unless something is
done about it.” A small change to say that the inevitable doesn’t have to
be true as new treatments could save his life, and we need people’s help to
accelerate this option!

IF YOU’RE READING THIS AND WANT TO SUPPORT
THIS EFFORT IN SOME CAPACITY, PLEASE REACH OUT,
OR LOOK FOR US AT THE HSG ANNUAL MEETING.

Seven advocates shared their personal
stories, their hopes for future treatments
and what the opportunity to participate
in clinical trials before symptoms
occur would mean to them and others
impacted by their lives.

BJ VIAU: BJ@HDGENETICS.COM
SETH ROTBERG: SROTBERG15@GMAIL.COM
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Accelerating
HD Treatments

A

s two non-scientists, we then started to ask ourselves
what we could do to accelerate treatments to help
Seth and our many friends who are also presymptomatic or who are still at risk. We started
having many conversations with stakeholders that included
clinicians, pharmaceutical partners, advocacy organizations and
others. Although we weren’t going to create a new treatment in
a lab ourselves, we did identify the opportunity to use our voices
and community connections to accelerate the future potential
treatments in a few ways (see sidebar below).
The FDA developed a handful of patient-focused tools a few
years ago in hopes of better understanding the needs of patients
afflicted with any serious illness—for them and their surrounding
families. The Huntington’s disease community was fortunate
enough to get a patient-focused drug development meeting back
in 2015 to discuss the impact of the disease on the patient and
the caregiver.
Although this meeting was important, after watching the
recording, we realized that the attendees and speakers represented
symptomatic patients, but not those who are gene-positive but
pre-symptomatic—individuals who didn’t have symptoms today
but knew they would eventually get them. We sought advice from
a few patient advocates affected by other rare diseases, and they
suggested a different tool called an FDA patient listening session.
Essentially, a listening session is an opportunity to share personal
stories directly with FDA representatives to help them better
understand a condition.

HOW WE CAN USE OUR
VOICES AND COMMUNITY
CONNECTIONS TO
ACCELERATE THE FUTURE
POTENTIAL TREATMENTS

Seth and I drafted a rough agenda and followed the guidelines
provided on the FDA website to submit our proposal back in
November 2021. Our specific aim was to provide stories that share
what it’s like to live knowing you will one day get HD, but having
yet to be clinically diagnosed with any symptoms.
Our request was accepted with one condition set by the FDA:
that we provide insight regarding risks this population is willing
to take when considering joining a clinical trial or taking a newly
approved medicine, and the types of benefits they would be looking
to receive.
On July 25, 2022, we held the virtual patient listening session
with the FDA, which included the stories for seven patient
advocates and results from a community survey around risk/
benefits and general feelings towards clinical trials. There were 50
individuals from the FDA who attended the session. Additional
attendees from HSG, HDSA, CHDI, HDYO, Help4HD and
Optio Bio attended the call as observers.
The seven advocates shared their personal stories and how
HD has impacted their lives to date, even though they don’t
have symptoms. They shared their hopes for future treatments
and what the opportunity to participate in clinical trials before
symptoms occur would mean to them and others impacted by
their lives. A full recap of the event can be found on the HDYO
website: https://en.hdyo.org.
The IRB-approved community survey we had created was meant
to capture more data to better understand the impact HD has on
patients before being clinically diagnosed. Within one month, we

Accelerate knowledge of biomarker data by raising awareness about observational
study opportunities like PREVENT-HD and ENROLL-HD to a younger population that
isn’t yet aware of these.
Work with pharmaceutical companies to help them better understand the needs
of younger people when they are creating clinical trial protocols, inclusion and
exclusion criteria, and recruitment strategies.
Identify gaps in clinical trial awareness and education to individuals who don’t regularly
go to a clinician for care and/or stay current with all the HD clinical trial updates.
Find opportunities to influence and educate the FDA about pre-symptomatic
individuals (both gene positive and at-risk) to help them better prepare for future
clinical trials programs in this population.

. 24 / H D I N S I G H T S

The virtual patient listening session included

FIFTY

FDA individuals
plus attendees from major HD organizations

Our main takeaways from the FDA patient listening session
and the community survey are that a lot more needs to be done to
attend to the needs of the pre-symptomatic patient community.

were able to get 164 qualified responses, where we learned:
473% of respondents visited a clinician less than once a year.
476% expressed a level of willingness to participate in
pre-symptomatic clinical trials.
4Using a hypothetical thought experiment, individuals were
willing to accept a mortality risk between 30-42% for a gene
therapy that would slow symptoms by 90%.
A poster of the data will be shared at the 2022 Huntington
Study Group Annual Meeting in Tampa, Florida.
At the end of the call, the FDA’s Director of Neuroscience, Dr. Billy
Dunn, spoke on behalf of the FDA and thanked everyone for sharing
their stories. He shared the FDA’s commitment to accelerating trials for
individuals with HD, and the ultimate goal of approving a treatment
for individuals before they ever deal with symptoms. It meant a lot to
hear this directly from Dr. Dunn, but we also understand there is a lot
of work we need to do to get to that point.
Our main takeaways from the FDA patient listening session
and the community survey are that a lot more needs to be done to
attend to the needs of the pre-symptomatic patient community. We
believe the survey we created was just a conversation-starter, but a
more robust and professionally created survey needs to be executed
next. We want to continue to partner with clinicians, pharmaceutical
companies, advocacy organizations and other stakeholders to not just
learn more from the pre-symptomatic community, but also to make
them aware that their opinions are needed, now!
We believe the FDA is open to discussing more robust data
from the pre-symptomatic HD community. A discussion around
the data could lead to official guidance for pharmaceutical/biotech
companies to follow when creating new treatment programs for
patients who aren’t yet symptomatic. More data could also lead to
the FDA better understanding what appetite for risk individuals
have, even before they have diagnosed symptoms.

INPUT AND EXPERTISE WELCOME
We’d really appreciate collaboration of all types
and welcome anyone’s input if you have an
opinion or expertise in any of the below:
Writing risk/benefit market research questions
Background working with the FDA
Passionate about accelerating trials and
treatments for pre-symptomatic individuals

•
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ROCHE HD
DIGITAL
MONITORING
PLATFORM

Supporting Clinical
Assessments of
Huntington’s Disease

T

he desire and necessity for digital, at-home healthcare technology was accelerated by the
global pandemic, but companies like Roche have been preparing for this tipping point
for many years. Roche initially developed a smartphone- and smartwatch-based digital
monitoring platform for people with Parkinson’s disease and multiple sclerosis. They realized
its potential for other neurological diseases and adapted and integrated it into clinical trials
for people with Huntington’s disease (HD) to test if it could reliably collect and evaluate data on disease
symptoms, to complement the information that is gathered at clinic visits.

REMOTE MONITORING
Roche’s remote HD digital monitoring platform (HD dMP) was
designed to assess motor, cognitive, and functional domains in HD
using frequent active and continuous passive monitoring.
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Historically, the clinical assessment of HD primarily relies on periodic
in-person visits and administration of clinician-rated measures. However, the
infrequency of these assessments can result in subtle changes in signs and
symptoms of the disease going unnoticed or without understanding the
daily context in which people experience them.
Roche’s remote HD digital monitoring platform (HD dMP) was
designed to assess motor, cognitive, and functional domains in HD
using frequent active and continuous passive monitoring. The active
tasks include questionnaires, upper body motor tests such as speeded
tapping, stability and walking tests, and cognitive tests such as word
reading. Passive monitoring continuously monitors chorea, walking
tests, and activity levels throughout a person’s daily life.
The HD dMP was implemented into multiple studies of the tominersen
clinical trial program in manifest HD as well as Digital HD, an
observational study led by Professor Ed Wild at the UCL Huntington’s
Disease Centre, a cohort including healthy volunteers, premanifest and
manifest HD. Across these studies, more than 1,000 people with HD across
18 countries and five continents have contributed data via the HD dMP.
The collection of such a large data set demonstrates the practical feasibility
of integrating the HD dMP into both observational and interventional
clinical trials. It is also hoped that the tool will provide data to support the
assessment of efficacy of novel therapies in development for HD.

This year at CHDI 2022, Jonas Dorn PhD, Digital Biomarker
Lead for Huntington’s Disease at Roche, presented HD dMP results
from the Phase III GENERATION HD1 trial, in which dosing was
stopped early due to overall benefit-risk considerations. The HD dMP
data showed overall good adherence in this large Phase 3 study, with
>50% of patients completing the minimum number of tests required
at 69 weeks. However, it transpired that in the placebo arm, those with
HD who stopped collecting digital data did worse, on average, than the
people with HD who continued to collect digital data. This means that
the digital data in the placebo arm was biased toward slower disease
progression, which in turn means that placebo cannot be meaningfully
compared to treatment arms to assess the efficacy of tominersen
treatment in this trial.
Further analyses were shared by Dr. Dorn at the recent European
Huntington’s Disease Network Plenary Meeting (EHDN 2022) in
September that help to characterize the people with HD who dropped
out of the digital data collection prematurely. It appeared that people
with more advanced HD at baseline stopped collecting digital data
earlier, suggesting that the burden from the assessment may have been
too high. These findings, together with other insights, will help the
team to improve the HD dMP digital data collection in trials.
Dr. Dorn also showed initial results suggesting that data from a
single test, speeded tapping, detected disease progression earlier than a
standard clinical measure, the composite Unified Huntington’s Disease
Rating Scale (cUHDRS). Moreover, the speeded tapping test seemed
to perform even better compared to cUHDRS in people early in the
disease course of HD (HD-ISS stage 2). This suggests that the HD
dMP may enable shorter and smaller trials in the future.
Digital monitoring in HD holds much promise. Currently, the
Roche HD dMP is for use in clinical research as a digital health

By combining continuous passive
monitoring and active tests, the
use of digital monitoring may
allow more sensitive measurement
of disease progression.

technology tool to determine if it can provide meaningful clinical
outcome assessments in the future. The platform is not approved by
any regulatory authority as a medical device and is not intended for use
in diagnosis, mitigation, treatment, or prevention of disease. Roche is
continuing to analyze available data to validate the HD dMP as well
as make operational and technical improvements to enhance the user
experience with valuable feedback from patients and trials sites.
By combining continuous passive monitoring and active tests, the
use of digital monitoring may allow more sensitive measurement of
disease progression, which could decrease the required follow-up time
and expedite the development of new treatments, leading to earlier
and more robust decisions on the efficacy of treatment. By collecting
data in the real world, digital monitoring could provide insights into
how disease symptoms impact quality of life for people with HD
and support efforts to improve those, where possible. Roche and its
collaborators are working to see that promise fulfilled soon.

•
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Clinical Trials Updates
HD Insights has compiled status updates and
information regarding the following clinical
trials related to Huntington’s disease. Additional
information relating to current and past clinical
trials, research, and HSG-credentialed research
sites can be found on our website at
www.huntingtonstudygroup.org.

Novartis VIBRANT-HD
Trial of Branaplam:

Branaplam is an oral therapy that Novartis is repurposing to modify
HTT mRNA throughout the brain and the body, resulting in lower
levels of HTT protein. In April, 2022, Novartis temporarily suspended
dosing, based on a recommendation from the Independent Data
Monitoring Committee, due to findings suggestive of potential
peripheral neuropathy in some participants. Data is being collected
on participants, which will inform potential next steps for the trial.

PTC Therapeutics
PIVOT-HD Trial
of PTC518:

Similar in some respects to branaplam, PTC518 is an oral, small
molecule-splicing modifier that was specifically designed to lower
huntingtin mRNA and protein. PTC-518 is hoping to begin a Phase
2 study, having completed an initial 12-week placebo-controlled
phase focused on PTC518 pharmacology and pharmacodynamics.
The Phase 2 study is a placebo-controlled phase focused on
determining PTC518 effect on mHTT, but the duration of this
trial has not been disclosed. Given the potential toxicity issues
with branaplam, we are waiting to see if PTC-518 and similar
medications have a clear path forward.
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uniQure AMT-130 Trial

AMT-130 is a HTT lowering drug, packaged in AAV (adeno-associated
virus), and delivered into the striatum. The high-dose arm of the Phase 3
trial has been suspended pending investigation into three patients (out of
14) who had adverse reactions that required hospitalization. These patients
presented with an encephalitis-like phenotype that resolved over time.
Earlier safety trials with patients receiving the lower dose did not
experience these safety concerns. It is currently unclear if these side
effects are from the drug, or the procedure itself, but the low-dose arm
is proceeding as planned. uniQure still expects to complete the fiveyear trial and will issue further updates in early 2023.

WAVE PRECISION-HD
Trial of Wave ASO

Prilenia’s PROOF-HD
Trial of Pridopidine

The Wave anti-sense oligonucleotide (ASO) is engineered to
selectively lower mutant HTT by targeting certain single nucleotide polymophisms (SNPs). This strategy could potentially leave
healthy huntingtin intact. Previous iterations of an ASO did not
lower mHTT protein. However, Wave is developing a third ASO
with a novel chemical structure that is currently undergoing
evaluations in sites in Europe.

Prilenia Therapeutics continues the study of pridopidine,
a selective sigma 1 receptor, in HD patients where the
primary outcome measure is total functional capacity.
HSG fully recruited ahead of schedule and the study has
entered the open label extension portion of the study. Top
line results for the study are anticipated by the end of the
second quarter of 2023.

In September, 2022, Wave announced an update on the
SELECT-HD study. They disclosed that CSF mutant huntingtin
(mHTT) protein in cerebrospinal fluid was reduced after study
participants received a single dose of either 30 or 60 mg
WVE-003 in the SELECT-HD study. In contrast, unlike mHTT,
wtHTT was not reduced over the same 85 days as compared to
baseline, a result consistent with allele-selectivity.
They found a mean mHTT reduction from baseline of 22%
(median reduction 30%) at day 85 after participants received
just a single dose of WVE-003. Eighteen participants have been
dosed in the SELECT-HD trial (30 mg, n=4; 60 mg, n=4; 90 mg,
n=4; placebo, n=6). Participants enrolled at 30 mg, 60 mg and
placebo had adequate follow-up to day 85 for biomarker analysis.
Single doses of WVE-003 up to 90 mg appeared generally safe
and well-tolerated.

Roche Revives
Tominersen

Neurocrine Biosciences
KINECT-HD Trial of
Valbenazine (Ingrezza®)
The KINECT-HD trial demonstrated valbenazine is efficacious
in reducing chorea in Huntington’s disease. This trial also
incorporated wearable movement sensors which were used as
a secondary endpoint to detect changes in chorea. Given the
positive results, it is expected that Neurocrine will file for a label
change to approve the use of valbenazine for chorea in HD.

Tominersen is an ASO drug, delivered intrathecally. Designed by Ionis and developed by Roche,
it targets the HTT messenger RNA to lower all forms of huntingtin protein. In a Phase 1/2a
trial, the drug was found to reduce concentrations of mutant huntingtin. There were mild and
moderate adverse events for 98% of patients, but many were consistent with lumbar puncture
side effects. There were no severe or dose-limiting adverse events.
The large Phase 3 study was halted due to safety concerns which included increase
ventricular size and worsening clinical outcomes in the treated group.
Roche determined to modify the dose of ASO (lower dose) and select a population that
have milder symptoms to reassess the efficacy of this compound. Based on a retrospective
review of the GENERATION HD1 data, the team at Roche hypothesize that tominersen
might benefit younger patients with less advanced symptoms. The new 16-month study,
GENERATION HD2, will test this hypothesis.
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You, Me and HD
An Interview with Charlie Burke

T

Charlie Burke, an advocate and
public speaker from Wales, United
Kingdom, is writing her story in
the book, Huntington’s Disease
Heroes, a publication by Lemonade
Press, which was founded by HD
advocate, Erin Paterson. This book
will be a compilation of stories about
Huntington’s disease told from various
perspectives. Charlie has been an
advocate for Huntington’s Disease
Youth Organization (HDYO), Champions
for HD, HD International, and the
Huntington’s Disease Association in
the UK. Her story teaches us about the
power of sharing our personal journey
and the strength that lies within a
supportive community.

hree months after her first child was born, Charlie’s
father shared with the family that he was gene
positive for Huntington’s disease. What did this mean
for her newborn son? What did this mean for her as
a new parent? A year later, Charlie came across an opportunity
by BBC News to be featured on a documentary about genetic
testing for people at risk of Huntington’s disease.
After unexpectedly being selected, Charlie decided to seize
on the opportunity to share insight on what families affected
by Huntington’s disease experience. After much anticipation,
Charlie’s genetic test came back negative, leaving her still
passionate about advocacy, and continuing to use her platform
to spread optimism and support within the HD community.
Charlie blogged about her experience on her website, You,
Me and HD and invited others to share their story. She then
expanded her platform to social media, where she posts
encouraging content on mental health, HD advocacy, and
her own personal experiences.

L EARN M ORE
To learn more about Charlie Burke’s story and how you
can share yours, visit: www.youmeandhd.co.uk
To support the publication of
Huntington’s Disease Heroes, visit:
https://gofund.me/ec3c481c
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Follow Charlie’s Instagram account: @youmeandhd

It was a wake-up call: you don’t
know what’s going to happen
tomorrow, and you just have
to live life for today.”
CH A R L I E B U R K E

PARENTAL CONCERNS
Charlie discovered her father was gene-positive for HD
three months after her son, Cian was born. About a year
later, Charlie decided to participate in genetic testing.
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What was the history of Huntington’s disease
in your family?

M

y nan was going through symptoms of dementia.
When she went into a normal doctor’s appointment,
there happened to be another doctor there who
specialized in Huntington’s disease. Had that doctor not been
in there, we still wouldn’t have known to this day. So, it’s quite
random, really, how we’ve kind of fallen into the community.
In 2019, three months after I gave birth to my son, Cian,
my dad sat down with me and my siblings. He said, “I’ve
got something to tell you. I’m gene positive for Huntington’s
disease.” I first thought about my dad, and then I just
thought about Cian. I thought, what I’m carrying in my arms
right now has a chance of getting juvenile Huntington’s
disease. It was a wake-up call: you don’t know what’s going
to happen tomorrow, and you just have to live life for today.
With motherhood, you’ve got this baby in your tummy for nine
months, and that’s the only time that your baby will ever be
truly safe, because as soon as they’re out in the real world,
anything can happen.

How did your grandmother and your father’s gene
positive result for Huntington’s disease affect the family?

I

t knocked everybody flat. There were times that I was
looking at my dad totally differently, trying to find
symptoms. I suddenly went from thinking my dad’s going
to be here forever, to how much time do we have left with
him? In any capacity, that’s incredibly hard… especially when
you’ve got such a young baby.
It was really hard on my mom. All of a sudden, you’ve got
several people that could be linked by this faulty gene. I just
wanted to be there for her. She always said that she counts
herself lucky because we’re all adults now. The one thing
she worried about was Cian and his chance to grow up and
experience life.
There were days I wanted to run away from everything
and not face the reality. The previous 18 months were the

happiest times. When I met Cian’s dad, Rob, I knew I could
turn to him for anything. That was a test in itself because
when I met Rob, I didn’t know about the HD gene. He has
been such a positive force through this journey.

What led you to creating You, Me and HD?

I

had Cian in March, my dad told us in June, and it
wasn’t until November that I thought, “There’s not
much positivity out there, in terms of the disease and
awareness.” I was really struggling with people at work
understanding what I was going through.
There were some incredibly dark days thinking, I’ve got to
look after this baby, but this baby could quite easily be taken
away from me in a few years’ time. It really did affect the way
that I let myself love Cian. I mean, the moment that boy was
put into my arms, I was hooked. It was just that battle every
single day of looking at him and thinking, “Am I going to
keep living my life, focusing on every single milestone that he
reaches and thinking, he’s just begun to walk… is there going
to be a day that he stops walking? Is there going to be a day
where I’m no longer caring for him? Will he potentially care
for me?”
That’s when I decided to set up You, Me and HD. I wanted
to find someone who had been exactly in the same position
as me with this rare disease. In the beginning, there was a
lot of getting to know people and asking questions. That led
to this advocacy, and I suddenly felt like I was part of this
massive family.
I started speaking to Ashley, who runs the lifestyle blog,
I’m Not Drunk. I suddenly felt like there were people I could
really talk to and understand. I spent a year telling my own
story through my blog. Then, I started speaking to other
people and got them to share their stories. I think that’s really
how the page grew, which set up this community. Posting
daily or weekly reminders that you could be going through a
rough time, but we’re still here. Trying to find that brightness
in a really dark place for people is what I think is really, really
important with HD.

Trying to find that brightness in a really
dark place for people is what I think is
really, really important with HD.”
CHARLIE BURKE

FINDING COMMON BONDS
Charlie with Ashley, who runs the lifestyle blog, I’m Not Drunk. Charlie and Ashley have
become best friends through sharing their experiences with HD.
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CHARLIE AND HER FAMILY
Left and Top, Charlie with her father.
Above, Charlie and Rob with Cian.
“I was in a really, really dark place in
terms of how I was going to deal with the
repercussions of being tested,” admits
Charlie. “But coming out of it, one of
the first things my dad said to me was,
‘You’ve got to be happy now.’”

Originally, you did not want to have the
genetic test done. What led you to change your mind?

I

never would’ve gotten tested if it weren’t for Cian. We just
started our family, and we kept asking ourselves, “Would
it be fair to decide to have another baby knowing it was
at risk?” I applaud anybody who makes any kind of decision,
whether they decide to have children or not. I will never be
that first person in line to judge somebody on what they choose
to do. Until you go through it, you can’t judge anybody.
By knowing the outcome of the genetic test, we could
make the financial decision for embryo selection. If I tested
negative, we wouldn’t have to go down that route. I was so
angry when I found out we wouldn’t get funding because we
couldn’t confirm Cian wasn’t at risk. It was like, “Well, what
do you expect me to do? I’ve got to wait until my son’s 18 to
find out whether or not he has a certain strand in his DNA?
How’s that fair? I’m the one who made him. Out of everybody
in the whole wide world that should know exactly what’s going
on in my son’s body, it should be me.” I kept fighting that

for ages. We just knew the only way we were ever potentially
going to know about Cian was if I put myself out there.

What was your experience with the genetic testing process?

A

bout a year after I set up the blog, I found a Facebook
post about the BBC News looking for someone who was
at risk for Huntington’s disease but hadn’t been tested.
If there was anybody else out there who went through the last 12
months that I had just been through… if I could be that person
for them, then I thought, I’ll go through it.
We didn’t think we’d be the family they would pick. They
filmed the whole journey from start to finish, from the moment
we decided to go into the counseling room, to the moment we
after we found out the result. They kept saying to me throughout,
“If it comes back positive, you don’t have to be filmed.” Right
from the very beginning, I said, regardless of what that result is,
I want you to film every single moment that you can. This disease
makes you reevaluate so many things, but importantly, trying to
get other people to understand it is incredibly hard.
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This book has the potential to
literally be a Huntington’s Bible.
It caters to everybody from each
stage of their lives throughout
the disease.”
CH A R L I E BU R K E

FAMILY TIME
“The way I parent Cian now going forward is with the outlook that we are
incredibly lucky.… that life is still for living,” says Charlie.

What advice would you give to someone who
was on the fence on whether or not have a genetic test?

Y

ou’ve got to make sure that decision is for you. Don’t
let anyone’s opinion affect what you ultimately decide
to do. I know a lot of people who are at risk in their
early twenties that get told, “I don’t think right now is the
time for you to know.” They get incredibly angry about that.
There is such a high suicide rate when it comes to people
finding out. You can quite easily take that news and see your
future in a totally different light. My dad found out later in
his life and he’s still not symptomatic. My nan didn’t start
presenting symptoms until she was 80.
Have the confidence to know that you can own it, whatever
happens. You are more than a faulty gene. Do not let that
tiny strand define everything about you. You are still the same
person you were before you walked in, and you will be that
person afterwards. As much as you can easily look at it as a
life sentence, it’s not. My mom used to say to me, “You could
find out that you’ve got Huntington’s disease today, but you
could get hit by a bus tomorrow. So, in those last 24 hours,
you’re going to sit there thinking all these, what if’s and not
truly living.”

How did you feel after testing negative for the
Huntington’s disease gene? How did your negative
result affect your advocacy work?

W

e had Cian in the room when they gave us the
result, and it was just so raw… to have gone
through that as a family and just know that
whatever happened, we’d have each other. There’s a few
seconds where you have this massive relief, this huge weight
off your shoulders, and then suddenly that survivor’s guilt
eats at you. It is the most horrible thing because before you
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walked in that room, you were able to identify with everybody.
Then, you are on one side.
It closes you off. Not just online, but with family. Do
you suddenly not talk to that family member who’s at risk
because are they going to look at you differently? Before
being tested, I was in a really, really dark place in terms
of how I was going to deal with the repercussions of being
tested. But coming out of it, one of the first things my dad
said to me was, “You’ve got to be happy now.” I always took
comfort in knowing that if something happened with my
dad or my brothers, my mom wouldn’t be alone in caring for
them. That was a big thing for me.

How did your negative result affect your advocacy work?

N

ow, it’s just advocating in a way that you’re still taking
care of everybody. You are obviously still raising awareness for those that don’t get the negative outcome.
They go on to be symptomatic. You’re still fighting in that
corner, opening up that conversation about mental health
and caring for everybody.
There’s been a big shift in the community recently. You
almost feel like you are the people left behind. Because, let’s
be honest, when someone does have Huntington’s disease,
they are the person all your focus and energy goes to. It’s
easy to forget or judge the other person because they’re
not going through it. We’re quite lucky that my dad’s not
symptomatic. At the same time, I’ve seen my nan change
quite a bit from three years ago to where she is now.
I know that it’s especially hard for people that do lose their
loved ones to HD. They think they can no longer be a part of
this community because the person isn’t here, or due to a
negative test result. For me, it’s practicing every day to still
be able to make a difference. There’s still something to be
gained from this experience.

What has the writing process for Erin Patterson’s
next book, Huntington’s Disease Heroes, been like for you?

W

hat’s really lovely is that every author comes in
from a different angle. This book has the potential
to literally be a Huntington’s Bible. It caters to
everybody from each stage of their lives throughout the
disease. You’ve got people who are writing that have juvenile
Huntington’s disease and people who are considering starting
a family. There’s another author who’s writing about their
caring role with their father.
My angle is more from that maternal bit. A lot of the time,
you’ll hear about people deciding whether or not to have
children. Whereas you never really hear that side of, right,
I’ve already got a kid and I can’t change the outcome of
whatever happens. I’ve got to just roll with it. My story has
changed so much within the last three years. This past year,
I’ve suffered a miscarriage. You can be writing about things
like “you don’t know what’s around the corner,” but then it
becomes very real. Writing has been really therapeutic, but
also hard at times… letting yourself go back into the past,
relive that, and truly letting yourself come to terms with
how low you were.

Since becoming an advocate in the HD community,
what are some key takeaways you have learned?

N

ever compare your situation to someone else’s
in the HD community. That’s the first rule in the
Huntington’s disease club. Because somebody isn’t
symptomatic yet, doesn’t mean that they can’t be involved in a
conversation with someone who’s in the later stages with their
loved ones. We all have something to learn from each other.
Remaining open to the whole neurological community is
important as well. I follow a lot of people that are caring for
people with dementia and Alzheimer’s. There’s much to be

learned from what they have to go through. It’s very easy in
this community to keep to yourself and have those outbursts
of saying, “You couldn’t possibly understand, because
it’s a rare disease.” Yes, it’s a rare disease. However, the
more people that know about it, the more we can learn and
potentially cure Huntington’s disease. It’s only when you
remind people about that, they’re actually like, “Hang on a
minute, these conversations really matter.”

As Cian, grows up, how do you plan on navigating
serious conversations with him about Huntington’s disease?

W

hen I started the blog, I found a little comfort
writing letters to my loved ones. I never ever wrote
a letter to Cian until the day before I found out
that I was negative. Instead of writing it down, I decided to
film and share it. That was such a key moment in getting
people to understand what this whole thing truly means.
I remember saying in the letter, “We might find out tomorrow
that Mummy was being absolutely silly, imagining all these
things. But we might also realize that this is our lives.”
I promised him that whatever happened, I was never, ever
going to wrap him up in cotton wool, that he was going to
live and do amazing things, whatever happened.
I was a worrier before HD came into my life. I always
second guessed, and had multiple answers to one scenario
of, “What could go wrong?” The way I parent Cian now
going forward is with the outlook that we are incredibly
lucky. We’ve got things in place so that if my dad becomes
symptomatic, we can explain what’s happened. Obviously,
we’ve got the documentary, and Cian features on it. Cian
may grow up, look back, and go, “Do you know what, Mom?
Why were you so upset? Why was this such a big thing?”
I want him to actually understand how it could have easily
been the other way and why it was such a big thing. I can’t
wait to have that conversation with him. If anything, I think
that would just open up his mind to how people’s lives are
so different.

What message do you have for the
Huntington’s disease community?

Remember, you’re never alone.
You’ve still got a voice. As much
as a disease can be so rare, you’re
never, ever going to be on your
own with it.”
CHARLIE BURKE

W

hen I look back at everything, I just think of it
as a beautiful star. I say to so many people, “I’m
glad it happened.” That may sound really strange,
but for example, I wouldn’t have met my best friend, Ashley.
A lot of people believe this whole experience is forever doom
and gloom, but there’s so much to be gained from it.
Just remember that life is still for living. You’re still going
to do amazing things, and you’re going to meet amazing
people who are going have an amazing impact on your life.
Remember, you’re never alone. You’ve still got a voice. As
much as a disease can be so rare, you’re never, ever going
to be on your own with it.

•
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