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Addressing Contemporary Issues
hope I am not premature in this statement, but it seems like we are coming to the 
light is at the end of the COVID-tunnel. I am looking forward to seeing you all 
again, in person, one of these days. For me, one of the many ‘COVID-blessings’ 
has been the uninterrupted opportunity to work with my team, and the HSG, on 
clinical trial and study recruitment. The HSG has been tireless in getting studies to 
recruitment goals — KINECT-HD and PROOF-HD to name a few. I have been 

privileged to see much of the inner workings, as a co-PI on KINECT-HD, and I can’t emphasize 
how much work goes into the coordination, recruitment, and retention of these studies. 

In this edition, we take aim at the contemporary issues regarding recruitment and retention. I 
think most of us have been made aware of the many challenges with recruiting diverse populations, 
and the ramifications of these decisions (see some of the work on Aducnamab if you haven’t 
read that yet). As coordinators, site investigators, and members of the HD community, we have 
a responsibility to make sure we make trials accessible to a diverse community. Sometimes, 
this requires us to get outside our comfort zones, and think about ways to engage those in our 
community that may not have easy access to academic centers or specialty care. 

This issue tackles these topics head on. Kevin Gregory writes a great piece on contemporary 
issues in recruitment. Four panelists offer trial recruitment insights from diverse perches, and 
Anna Pfalzer reflects on how to make retention part of everyday clinical trials. We highlight 
myHD Story and HD Net, two new projects of the HSG. Take a peek into Katie Jackson’s life, 
as she courageously raises at-risk children. Finally, soak in the news in basic research and the 
updates in clinical trial status from PTC Therapeutics and uniQure.

Wow. So much going on. I hope you enjoy this edition, and see you soon.

“As coordinators, site investigators, and members 
of the HD community, we have a responsibility 
to make sure we make trials accessible to a 
diverse community.” 
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Pilot Study: 
Making HD Voices Heard
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Karen Anderson, M.D., is the Director of Georgetown/MedStar Huntington 
Disease Care, Education & Research Center (HD-CERC)

BY KAREN 
ANDERSON, M.D.

The number of novel agents for 
potential symptomatic and disease 
modifying treatments of Huntington 
Disease (HD) is increasing rapidly. 
Treatment priorities for investigators, 
sponsors or regulators may differ 
from those for individuals with HD 
and families. We know a great deal 
about HD from clinician and scientist 
reports, but very little data have been 
systematically collected directly from 
persons affected by HD.

To address this gap, the 
Huntington Study Group 
(HSG) is developing an online, 
observational study platform, 
myHDstory™. A critical first 
step for myHDstory™ is the 
pilot study, Making HD Voices 
Heard. The pilot study will 
ask people who are diagnosed 
with HD to report what they 
experience and how they 
function. The myHDstory™ 
platform was developed in 
collaboration with technology 
companies Grey Matter 
Technologies (GMT) and 
NeuroTargeting (NT).

Making HD Voices Heard 
is being conducted to help 
improve understanding 
of HD — for example, 
how individuals with HD 
experience their symptoms, 
and how the disease affects 
overall health and personal 
well-being. In addition, the 
information collected in this 
study will help to create better 
tools for measuring benefit 
in HD clinical trials. For 
those participants who have 
undergone genetic testing for 
HD, we are also interested 
in learning CAG test results 
and what the genetic testing 
experience was like for them. 
Participation in Making HD 
Voices Heard is voluntary and 
free. No medical treatments or 
medical advice will be provided 
as part of this study. 

We will use this pilot study to 
better plan the next studies 
of the myHDstory™ project. 
myHDstory will provide a 
means for others from HD 
families (presymptomatic, gene 
negative, at-risk, caregivers) 
to participate in research 
studies in the future. It will 
also be a means for clinical 
trial participants to contribute 
data between study visits and 
to be followed long-term after 
conclusion of an interventional 
study. The platform will serve 
as a rapid mechanism for 
testing of new clinical trial 
endpoints and other research 
methodology. 
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https://huntingtonstudygroup.org/hd-insights-podcast

2021 HD INSIGHTS PODCASTS

Catch up on this year’s HD Insights podcasts. 
Here are the latest episodes: 

    EPISODE 22
Dr. Michael Hayden, Chief Executive Officer for 
Prilenia Therapeutics, and a Killam Professor at 
the University of British Columbia

    EPISODE 23
Dr. Nicolò Zarotti, who worked on the first national 
guidance and psychological interventions in 
the United Kingdom for people with HD, ALS, 
Parkinson’s and multiple sclerosis which was 
recently published by the British Psychological 
Society or BPS in liaison with Lancaster University

    EPISODE 24  
Greg Suter and Amy Chesire, study site 
coordinators at two of the KINECT-HD study sites 
about their experiences on the study so far, and 
about what they’ve experienced working with 
patients on clinical trials.

    EPISODE 25 
Seth Rotberg, co-founder of Our Odyssey. Seth 
is a patient advocate, community connector and 
motivational speaker who is passionate about 
bringing his personal experience to support the 
health community.
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Networking for Improved 
and Consistent Care
Survey Highlights Work to Be Done

A an initiative led by the Huntington Study Group, with funding from 
Genentech and HD-Net, was developed to assess the current state of HD 
care in the United States. The project’s first initiative was to understand 
how HD care is administered via a series of research questions posed to 

physician practices where HD patients are treated. The survey topics addressed five 
domains: practice characteristics, patient characteristics, HD care, barriers to care, 
and HD training and education.

The results of the survey, which have been recently submitted for peer review, highlight 
the inconsistencies in how HD care is administered across the US. Generally, the 
research revealed that practices led by neurologists with formal training in movement 
disorders, or those practices seeing a larger number of HD patients, were more likely 
to maintain a multidisciplinary team approach. Practices with either a designated HD 
or other multidisciplinary clinic also fared better in this regard. Alternatively, half of 
practices cited the lack of certain disciplines to treat HD patients, including dieticians, 
genetic counselors, psychologists, psychiatrists, care coordinators, or occupational or 
speech therapists. 

Other results expressed the need for increased education about HD among the medical 
community, and on the standards for diagnosing and caring for HD patients. 

The output from the HD-Net survey has already prompted a pilot study to explore the 
benefits of creating hub and spoke models among centers of excellence sites with those 
practices lacking the understanding or the full capabilities to provide HD care.

IN  BRIEF  4  NEWS HIGHL IGHTS

BY MICHAEL O’BRIEN AND LAUREN SEEBERGER, M.D.

WWW.HUNTINGTONSTUDYGROUP.ORG/HD-NET

4 F IND OUT MORE ONL INE

Michael O’Brien is the Program Manager 
for the Huntington Study Group. Lauren 
Seeberger, M.D., is a faculty member at 
CAMC Neurology.



The first HD gene therapy trial using adeno-associated virus (AAV) vector 
delivery is now months into Phase I/II and reporting a good safety profile 
with all participants to date. uniQure says that their enrollment in the first 
cohort, which uses a lower dose, was completed in May, with six patients 

treated with AMT-130, and four patients receiving the imitation surgery. Following a 
positive recommendation by an independent Data Safety Monitoring Board (DSMB), 
the second, higher dose cohort of the trial has begun, with four patients enrolled as  
of the end of August.  

“We continue to be very pleased with the enrollment of this important study and look 
forward to having the trial fully enrolled by the middle of next year,” said Dr. David 
Cooper, VP of Clinical Development at uniQure. “We also look forward to sharing 
preliminary imaging and biomarker data from initial patients in the U.S. clinical trial 
before the end of the year and initiating a separate open-label study of AMT-130 
in Europe later this year.”
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We continue to be very pleased with the 
enrollment of this important study and 

look forward to having the trial fully enrolled 
by the middle of next year.”

WWW.HUNTINGTONSTUDYGROUP.ORG/HD-NET

Continued Progress 
in uniQure AMT-130 
Phase I/II Trial

DR. DAVID COOPER
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BY LISE MUNSIE, Ph.D.

Lise Munsie is Senior Development Manager and Project Leader, 
Pluripotent Stem Cell Therapies at CCRM, a Canadian, not-for-
profit group that is focused on developing and commercializing 
regenerative medicine, cell and gene therapy technologies.

Since there are no approved treatments for Huntington’s disease 
(HD) it is prudent to continue the study of basic biology to define 
pathways that are affected by the presence of mutant huntingtin 
(mHtt). Understanding the biology of HD will define biological readouts 
that can be used in drug discovery platforms, as well as indicate 
potential pre-existing drugs, compounds or therapeutics that can 
be leveraged as treatments.

Salvage NAD+ Pathway ss Therapeutics Target
Huntington’s disease (HD), Parkinson’s Disease (PD) and other 

polyglutamine disorders are all characterized by misfolding and 
subsequent aggregation of protein in neurons. By examining pathways 
that suppress proteotoxicity that is induced by misfolded protein 
accumulation, new therapeutic targets may be uncovered. 

Protein chaperones are critical to proteostasis through maintaining 
correct protein folding. The conserved protein chaperone family, 
nicotinamide mononucleotide adenyltransferases (NMNAT), is known 
to be vital to neuronal health, acting on the NAD+ pathway. A recent 
study examined NMNAT, along with additional proteins involved in the 
NAD+ pathway, and used specific screens to identify Npt1, Pnc1 and 
Qns1 (NAD+ salvage proteins), as potential targets for HD.1 

Using a yeast model of expanded polyglutamine and overexpression 
of the NAD+ salvage proteins in their wildype and catalytically inactive 
states, they found that the NAD+ salvage proteins can inhibit polyglu-
tamine aggregation when overexpressed, independent of the proteins’ 
innate catalytic activity.  When HSP90 proteins were knocked out of 
yeast, the NAD+ salvage proteins no longer had a protective effect in 
the polyglutamine model of toxicity. This indicates that HSP90 likely 
acts as a co-chaperone in this pathway. 

Together, these data support the theory that the salvage NAD+ 
biosynthetic pathway is a target for therapeutics to combat 
neurodegenerative proteotoxicity in HD. 

Homing in on HD/Type 2 Diabetes Connection
Although HD is characterized by degeneration of a subset of the 

neural population in the brain, mHtt is expressed in every cell of the 
body, likely leading to peripheral pathology. It is well established that 

there is an increased incidence of type 
2 diabetes in persons with HD that is 
caused by dysfunction in pancreatic 
β-cells. 

A recent paper investigated which 
pathways are being affected in β-cells 
leading to this comorbidity.2 The 
group used mouse pancreatic insuli-
noma NIT-1 cells as a model paired 
with overexpression of mHtt. When 
stimulated by glucose, these cells were 
not able to produce as much insulin 
as cells expressing wildtype Htt. The 
mechanism of action was found to 
be mHtt inclusion formation in NIT-1 
cells, similar to those typically found in 
neurons. The group found that IRS-2 (a 
protein involved in the β-cells’ ability to 
respond to changes in glucose by lead-
ing to gene transcription through the 
PI3K/AKT/FoxO1 pathway, allowing the 
production of insulin) was sequestered 
in these mHtt inclusion bodies. Conse-
quently there was increased apoptosis 
of NIT-1 cells expressing mHtt. 

These novel findings demonstrate that 
the PI3K/AKT/FoxO1 signaling pathway 
is disrupted in β-cells in HD, and this 
may be probed as a target pathway for 
drug discovery.
1 Pinkerton, M et. al. (2021) Salvage NAD+ Biosynthetic 
Pathway Enzymes Moonlight as Molecular Chaperones 
to Protect Against Proteotoxicity. Human Molecular 
Genetics: (30)8 672-686

2 Li, L. et al (2021) Mutant Huntingtin Impairs Pancreat-
ic B-cells by Recruiting IRS-2 and Disturbing and PI3k/
AKT/FoxO1 Signaling Pathway in Huntington’s Disease. J 
Mol Neurosci. DOI: 10.1007/s12031-021-01869-9 

1
New in 
Pathways 
Research 

By examining pathways 
that suppress proteotox-
icity that is induced  
by misfolded protein 
accumulation, new  
therapeutic targets  
may be uncovered. 



Combatting Neurodegeneration
The gold standard of in-trial treatment for HD is knock out (KO) of the huntingtin gene Htt, which is 

a treatment that eliminates the genetic cause of HD. Htt KO is techically difficult, and the long-term 
or unintended consequences of KO remain unknown. With this in mind, many investigations center 
around drug or peripheral treatments for HD, and identifying drugs or compounds with proven safety 
records that may be effective in HD. 

Betulinic Acid Hydroxamate Found Neuroprotective 
The hypoxic response is naturally initiated when the brain is exposed to low levels of oxygen, this 

is known as the hypoxia inducing factor (HIF) pathway. These conditions induce the stabilization 
of transcription factors HIF-1α and HIF-2α through inhibition of HIF proxyl hydroxylase’s (PHDs), 
which then allow HIF to act on different pathways to combat inflammation and rescue neurons. 

A recent study looked at pharmacological induction of the hypoxic response through the compound 
betulinic acid hydroxamate (BAH), which is known to be in the HIF pathway.1 The group studied the 
effects of BAH in the 3-nitropropionic acid (3-NP) model of striatal neurodegeneration in both a cell and 
mouse model. Both models showed that BAH elicits cellular protective responses with positive outcomes 
for 3-NP induced neurodegeneration. When studying the mechanism of action (MOA), the group found 
that BAH specifically acted on PHD2 through phosphorylation modification, which modulated PHD2s’ 
destabilization activity on HIF-1 α. This, in turn, induced the HIF pathway. This study indicates that 
BAH is a candidate for combating neurodegeneration in HD. 

Unfolding the Priopidine Mystery 
Pridopidine is a compound that has long been hypothesized to treat neurodegeneration and has been 

studied as a therapeutic for HD, however how it is leading to neuroprotection has remained a mystery. 
Previous data suggested that pridopidine affects the endoplasmic reticulum (ER) stress response by 
working as an ER localized Sigma-1 receptor (S1R) agonist.  
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Pridopidine is a compound that has long been 
hypothesized to treat neurodegeneration and has 

been studied as a therapeutic for HD.

Overexpression of mHtt leads to 
the oligomerization of SIR, which 
stabilizes it, leading to ER stress and 
neurodegeneration. Further delving into 
this MOA, a recent study2 shows the 
pridopinine acts to inhibit the mHtt-
induced oligomerization of SIR, which 
results in decreased ER stress in the 
presence of mHtt.   

The reduction in ER stress caused by 
pridopidine treatment was quantified 
through measuring eif2a phosphorylation 
(Eif2a-P) levels. (Eif2a-p is a marker 
of the unfolded protein response and 
Eif2a-p increases with increased ER 
stress, which can be seen in cells 
expressing mHtt.) The group showed 
decreased Eif2a-P in cells expressing 
mHtt in the presence of pridopidine. 

Further experiments showed a 
S1R dependency of the pridopidine-
induced modulation of Eif2a-P.  
Knocking out S1R led to the loss of 
the positive effects pridopidine has 
on ER stress, which could be shown 
by a lack of Eif2a-P modulation. This 
group has shown the pridopidine has 
a mHtt-specific positive effect on 
neurodegeneration. Understanding the 
MOA will improve this as a candidate 
for therapeutic intervention.

. 
1 Prados, M.E et al (2021) Betulinic Acid Hydroxam-
ate is Neuroprotective and Induces Protein Phosphate 
2A-Dependent HIF-1a Stabilization and Post-Tran-
scriptional Dephosphorylation of Prolyl Hydrolase 2  
Neurotherapeutics http://doi.org/10.1007/s13311-
021-01089-4

2 Shenkman, M et al (2021) Pridopidine reduced mutant 
huntingtin-induced endoplasmic reticulum stress by 
modulation of the Sigma-1 receptor Jour. Neurochem 
DOI:10.1111/jnc.15366

2
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A biomarker is a measurable substance or attribute in an organism 
where its presence is indicative of a biological phenomenon. 
In the case of disease, an ideal biomarker is something that 
correlates closely with disease progression and can be tracked in 
an individual in a non- or minimally invasive manner. In the case of 
Huntington’s disease (HD), clear biomarkers are critical to scientists’ 
and clinicians’ ability to successfully test drug candidates and 
therapeutic interventions on patients. 

There is currently scientific work focusing on finding biomarkers for 
HD that can be used in clinical trials. An ideal biomarker in HD would 
be present in pre-symptomatic individuals, progress with disease, and 
reflect positive outcomes with treatment. 

New MRI Imaging Type Sheds Light on a New HD Biomarker
In the case of HD, there is considerable imaging data that 

supports detectable changes in the brain during progression of HD. 
Imaging, such as structure magnetic resonance imaging (MRI), 
would make a very useful biomarker since it is a non-invasive 
method. Early detection and close follow-up are ideal since by the 
time structural changes to the brain of an HD patient is detectable 
by MRI, the changes are irreversible.

A recent study examined a novel MRI method — inflow-based 
vascular-space occupancy (iVASO-MRI) — which can detect arteriolar 
cerebral blood volume (CBVa).1 CBVa is a measurement that correlates 
with brain metabolism and has been shown to be elevated in pre-
symptomic HD patients. In this study, the Q175 mouse model was 
used as a surrogate for HD, and CRISPR/Cas9 was used to knock out 
the expanded and deleterious Q175 HD allele as a surrogate for HD 
knock-out therapy. The researchers used iVASO-MRI, in conjunction 
with standard mouse behavioral phenotyping, to study the effectiveness 
of the knock-out in stopping HD progression, and the ability of iVASO-
MRI to track the progression or improvements of the HD phenotype. 

As the mice were tracked over time, CBVa changed over the course 
of disease in Q175 mice compared to the wildtype controls. CBVa 
alterations, as tracked by iVASO-MRI, were rescued in the Q175 mice 
with HD knock-out. This indicates that iVASO-MRI may not only be a 
biomarker for HD, but also may be a technique that can be used to 
translate findings from mouse models into humans.

Micro RNA as a New HD Biomarker?
Aside from imaging, tracking biomark-

ers in blood is also desirable since blood 
is renewable and minimally invasive to 
obtain. Unlike imaging-based tracking, 
which requires specialized and expen-
sive equipment, blood can be readily 
collected cheaply in almost all geograph-
ical locations.  

A group that specializes in microRNA 
(miRNA) set out to examine if these 
small non-coding RNAs that are present 
in circulating blood could be used as a 
biomarker for HD.2 It is known that the 
expression/presence of these microRNAs 
are involved in pathogenic HD. The 
researchers compared the miRNAome 
signature in HD patients to that of 
control patients and patients with 
psychiatric disorders not related to HD. 

They discovered there was an 
HD-specific miRNA signature, with 
specific downregulation of has-miR-98 
and upregulation of has-miR-323b-3p 
in HD patients versus both groups of 
comparators. Longitudinal studies will be 
needed to examine the sensitivity of this 
miRNA signature in HD to determine if 
it can work as a biomarker for clinically 
relevant interventions. 
1 Liu, H., et al. (2021) Huntingtin silencing delays 
onset and slows progression of Huntington’s disease: a 
biomarker study. Brain doi: 10.1093/brain/awab190

2 Ferraldeschi, M. et.al. (2021) Circulating hsa-
miR-323b-3p in Huntington’s Disease: A Pilot 
Study. Frontiers in Neurology: doi: 10.3389/
fneur.2021.657973

3
Studies to 
Find New 
Biomarkers

In the case of HD there is considerable 
imaging data that supports detectable 

changes in the brain during progression of HD. 
Imaging, such as structure magnetic resonance 
imaging (MRI), would make a very useful 
biomarker since it is a non-invasive method.
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Brian Beers is the Global Product Lead for Huntington’s disease 
at PTC Therapeutics, Inc. Prior to joining PTC, he worked on 
a variety of clinical development programs including diabetes, 
epilepsy, and sleep disorders. Nearly a decade ago, he got 

involved in orphan drug research and spent several years working in 
Duchenne muscular dystrophy (DMD), finding gratification in what he 
says is a real sense of purpose for the people he serves. “Between the 
patients, parents and investigators, these rare diseases have very tight-knit 
communities. It’s a really nice feeling to see what you are doing helps.” 

Today, he oversees the trials of PTC518, an oral mRNA splicing 
modifier now moving into Phase II development for Huntington’s 
disease. He explains: “There are several ways that we reduce expression 
of huntingtin protein, and one of them is to reduce the expression of 
huntingtin mRNA by modifying the splicing mechanism in the cell. 
That is what we are doing now, using a particular molecule — which we 
named the PTC518 — to hinder the production of the RNA that enables 
huntingtin protein to be made.” 

“Some of the things that have been done at PTC are transferrable to other 
rare diseases — the RNA splicing platform in particular,” he said. In spinal 
muscular atrophy (SMA), the PTC splicing platform was used to develop a 
disease-modifying small molecule that drove a dramatic change in children’s 
survival prospects. It was a reversal of the mechanism used for HD — 
promoting the creation of a protein — that led to successful treatment of the 
disease. Today, a baby born with some of the SMA subtypes may live many 
years versus the four to six months they would live without this treatment. 

Drugs that must be taken by brain injection or intrathecally need to be 
placed in direct contact with the cerebrospinal fluid in order to reach their 
target cells. The PTC518 molecule, on the other hand, can be taken orally 

because it is absorbed by various 
somatic cells instead of being broken 
down and eliminated. 

The Phase I trial of PTC518 in healthy 
volunteers showed high tolerability and 
a reduction in huntingtin RNA with 
high specificity, which was a concern 
the investigators had. In mice and in 
human cells, PTC518 has demonstrated 
dramatic Htt-lowering capabilities. “The 
splicing exceeded our expectations — in 
Phase I we saw splicing of about 50% 
from what we observed at the start of the 
trial (baseline) with 15 milligram dosing, 
and about 65% with 30 milligram 
dosing. Next we will look at the percent 
of the huntingtin protein reduction found 
in these subjects.”

Phase II preparation is underway 
and planned to start at the end of 
2021. This will focus on safety as well 
as efficacy, looking at biomarkers as 
well as impact on cognitive, motor and 
functional domains. 

*Roche leads the clinical development of 
Evrysdi as part of a collaboration with the 
SMA Foundation and PTC Therapeutics. 
Evrysdi is marketed in the United States by 
Genentech, a member of the Roche Group. 

PTC518 IS HIGHLY POTENT IN PROMOTING SLICING OF HTT PRE-mRNA 
AND LOWERING HTT PROTEIN LEVELS IN HUMAN CELLS

Orally bioavailable and penetrates 
blood brain barrier

Reversible and titratable

Reduces HTT mRNA and  
protein in the CNS and periphery

Uniform lowering in key regions  
of the brain

Highly selective

Not effluxed

THE CHARACTERISTICS OF PTC518

PTC518: A Promising Huntingtin  
mRNA-splicing Nodifier with Oral Delivery

BY BRIAN BEERS

HD THERAPIES
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Brian Beers 
Global Product Lead, 
Huntington’s Disease,  
for PTC Therapeutics, Inc. 

Jody Goldstein 
Director of Clinical Operations 
for the Huntington Study Group

Seth Rotberg 
Huntington’s Disease Advocate 
and Associate Director of 
Community Development at 
Health Union

Eileen Sawyer 
President, Medical Affairs at 
SwanBio Therapeutics*

HD Insights spoke with experts from industry, 

academic centers and advocacy organizations 

about the art of trial recruitment. These excerpts 

provide insights into how they engage and 

retain our HD community for a clean trial that 

reaches completion.

Trial 
The Nuanced Art of

RECRUITMENT
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Cover Story

     How has the big picture in trial recruiting  
changed in recent years?
Eileen: The most visible change, of course, is social media 
and the ability to investigate more studies in-depth through 
the internet. This is particularly true for rare diseases, where 
information was scarce at one time. It can be a conduit to 
the partnership among patient communities — and that 
partnership still needs to be the linchpin of trial work. 

Telemedicine has also been pushed out much faster than it 
would have been because of COVID-19. This has impacted 
recruiting and the course of the trials tremendously, and I think 
for the better, considering the accessibility problems of many in 
the rare disease population.

Seth: We are slowly starting to see companies work with patient 
advocacy organizations to make the community more aware 
of upcoming clinical trials. Some companies even put together 
focus groups or advisory boards to gather feedback on clinical 
trial design and protocols. However, we still have a long way to 
go before we make this part of the process for all companies to 
include the patient perspective throughout drug development. 

Social media also plays a significant role in getting the word 
out about trials. Patient advocacy organizations and patient 
advocates can help spread the word about what trials are 
recruiting participants. I feel more compelled to listen to a fellow 
advocate or nonprofit in the community than a company, since 
it’s easier to relate and trust them. One unique way of making 
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people aware of trials is through the nonprofit, I AM ALS, 
which rates trials with their own patient-centric trial  
design criteria. 

Jody: In HD, recruiting has become more competitive. Five 
years ago, there weren’t many studies, but now the number has 
increased dramatically, and many studies are asking for 100, 
200, 300 participants. When you have a rare disease, and only 
about 30% of people with the disease are participating in trials, 
you’re competing for the same population! 

     What are the key elements of your recruiting strategies  
in rare disease populations, and in HD in particular? 
Brian: Working with the HD patient advisory groups from very 
early on in research to understand what patients are looking 
for is so important, letting them know what we are working on. 
Since 2009, around the time when we first started working on 
our program, we’ve been engaged with these associations and 
listening very closely to the needs of the patient and looking for 
guidance from the community on what’s important for them. 

The primary approach to recruiting is obviously first through 
the investigators participating in the trial, but we would 
certainly reach out to patient organizations such as HDSA as 
well as broader organizations like the European HD Network 
and Huntington Study Group. 

Right now, our PTC518 Phase 1 trial is in the Netherlands, 
where they are recruiting healthy volunteers, and our clinical 
research organization specializes in recruitment of this study 
population. 

We raise awareness for trial, and as we have more details 
about our trial, we’ll either speak at or otherwise address 
those forums. We won’t do the active recruitment down to the 
personal level — it will be more of an awareness, but we have 
the chance to say at those meetings, “These are our sites — to 
participate, go there.” 

The clinical study protocol details very specifically what type 
of enrollment criteria needs to be met in order to qualify for 
the study, depending on what type of therapeutic you have and 
what type of indication you’re going for. We tailor these so that 
we can try and get, in some cases, a population of study that’s 
going to be the most informative. This can be based on many 
different factors, whether it’s an earlier phase or a later phase, 
for example. 

We talk to the potential site managers to ensure that we’re not 
being overly selective — make sure that there are actually patients 
out there that meet those criteria. So it’s really it’s a back and forth, 
a slow build over time as we have these sets of interactions.

Jody: For the past 27 years, the HSG has been conducting  
and recruiting for clinical trials in the HD community with  
a network of HD experts. Personally, I have had the chance  
to see the big picture on recruitment, from all angles — the 
site/patient side, the industry side, and the HSG side. 



Recruitment for a rare disease population is an art; it is not just 
about the numbers. If I were to isolate one key factor for success, 
it is to understand that recruitment is a picture you are painting, 
with relationships the fulcrum of every part of the process. It’s 
all about knowing your population, it’s knowing the disease and 
it’s understanding the relationships. Companies come to HSG 
to run studies because of the longstanding relationships that 
we have with our sites, the relationships that the sites have with 
their patients and families, and the relationships the HSG forms 
with the sponsors. This formula creates a successful recruitment 
strategy of working together to achieve the same goal.

The HD community and patients rely on the HSG sites 
to learn about new clinical trials. We know from our metrics 

“Working with the HD patient advisory groups from very early on in 
research to understand what patients were looking for is so important, 
letting them know what we are working on.”
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that a majority of participants are recruited directly from the 
HSG sites. When I was a study coordinator at UC San Diego, 
we used our relationships with the patients and families and 
the HSG connections to become a top recruiting tiger team 
site and successful clinical research team. Everyone working 
collectively as a team increased patient awareness of clinical 
trials and made our participants feel like partners in the study.

Working now in project management at the HSG, when I 
lead a study, I work closely with the sites to help them identify 
and recruit potential participants for our clinical trials. I ensure 
that they have proper HD training, support and the resources 
to be successful, including connecting HSG sites for referrals. 
Recruitment takes a village.

BRIAN BEERS



Eileen: Patients are generally really hungry for anything that 
might offer potential treatment; they are very willing to be 
engaged. For drug companies, it’s a matter of making sure that we 
are tapping into the structures that they’ve built to communicate 
with companies. HD Enroll is a major presence and resource of 
trial recruiting now. Education and awareness are essential. 

Build a trial that is as patient-friendly as possible. Engage 
with them early, wherever they are, in your own development 
process, so that you’re hearing from them about what’s 
important, what are the needs that must be met, so that you 
can be sure that you’re going to deliver something that fits 
these needs. Be careful in all your communications, so you are 
not over-promising, which can be easy to accidentally do with 
enthusiastic patient populations. 

The Huntington’s disease community is very well-organized, 
with well-recognized and attended meetings and organizations 
that have clear agendas and multi-year strategies. Not all rare 
diseases are like this. This makes partnership all the more 
available and important for drug developers looking to recruit. 

Once you have a patient-friendly trial, it comes down to the 
patient recruiting at the individual site level. The sponsors are less 
involved in that, but there are things that they can do to make 
it helpful. There are services that are specialized in coordinating 
travel for trial participants, for example. We can help support 
sites as they work to try to schedule around patients or 
accommodate any difficulties they have. 

Seth: Engaging the community members and associations 
is vital. One of the big areas that is missing is understanding 
the unmet needs of the community and making sure they 
align with what the company is looking for. I understand 
how important data is through natural history studies and 
observational studies, but it’s just as important to engage with 
the community and gather their feedback to make sure your 
findings align with the community needs. 

     How do you plan around the potential  
for screen failure and dropout in trials? 
Jody: To begin, you need to understand how many participants 
are needed to finish the study to show a positive effect. Our 
HSG biostatisticians calculate how many participants we need  
to screen to enroll, which might vary from study to study.

More importantly, the HSG study team carefully trains 
our sites individually and in groups about the protocol 
eligibility criteria by providing examples and scenarios. 
We work with our sites and ask them to pre-review their 
databases with specific study criteria to narrow down a group 
of potential participants. From that starting point, the sites 
have prescreening conversations with a group of potential 
participants and possibly bring them in for a clinic visit to 
confirm their current status. Once this process is completed, 
this practice ensures that sites are bringing in the best possible 
candidates for the study. The HSG study team is also available 
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“The Huntington’s disease community 
is very well-organized, with well-
recognized and attended meetings and 
organizations that have clear agendas 
and multi-year strategies. Not all rare 
diseases are like this.”

EILEEN SAWYER
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“The HSG study team carefully trains our 
sites individually and in groups about the 
protocol eligibility criteria by providing 
examples and scenarios.”

JODY GOLDSTEIN
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to answer questions and review potential participants. The 
HSG has utilized this process to successfully decrease the 
screen failure rate and ensure enrolling people interested and 
eligible for the study.

Brian: Screen failure is always a key thing to think about 
when planning a clinical trial. You could have a patient that 
looks on the surface like they may qualify, and then they go 
through the screening process and find out that they fail for X, 
Y or Z reason. It’s disappointing because, first and foremost, 
the patient was interested in being a part of the trial; they had 
invested time in the process hoping to qualify, only to learn 
they’ve failed. So, what we do is we try and understand key 
reasons a patient might fail and tailor the screening process so 
that these elements are evaluated first. That way we can learn 
quickly whether they will fail on the more likely reasons, so as 
not to put them through more burdensome (and sometimes 
slightly painful) procedures unnecessarily. 

Then there is the difference between the number of people 
who consent to trial versus those who actually start, and those 
who finish. This can vary a lot from study to study, and it’s 
always one of those things that we try to forecast so we can try 
and ascertain how many patients we’re actually going to have. 

Cover Story

“To avoid failure, I think the first 
step is speaking with the community 
earlier on, prior to even figuring out 
the clinical trial design. Let the design 
be decentralized so it doesn’t require as 
many in-person visits, impacting the 
patient and caregiver. ”

SETH ROTBERG
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     What are the main reasons trial recruitment and retention fail? 
Seth: Besides a failure to use the associations and patient advocacy 
groups optimally, a company may not establish appropriate criteria. 
I’ve seen trials come up, and I look at the criteria and I’m thinking, 
that seems a little strict. To avoid failure, I think the first step is 
speaking with the community earlier on, prior to even figuring 
out the clinical trial design. Let the design be decentralized so it 
doesn’t require as many in-person visits, impacting the patient and 
caregiver. If they have kids, it could be child care, things like that.

Early on, get community feedback and buy-in before you 
start, so participants know who the PIs are, who the clinical 
coordinators are, who their point of contact is. This is the biggest 
insurance against failing enrollment or failing to finish, and the 
pharmaceutical company or biotech having to go back to the start 
of the trial and go through the FDA again, facing a big delay. 

Brian: There are many reason why recruitment may fail. Some 
common reasons are perhaps overly strict selection criteria or it 
could be simply due to the rarity of the disease and poor selection 
of sites. Poor retention of trial participants could be due to the time 
burden placed upon the patient for participation. Either study visits 
are too long, too painful or invasive, or even too far away from home 
to keep going. There could also be issues with the study medication 
that causes a patient to withdraw. Maybe the medication causes 
adverse events or reason may be as banal as a medication tasting bad.

Jody: Once it is time to implement a study, I have always felt that 
retention starts with recruitment. The most important aspect of 
retention is knowing your patient population and who is the right 
fit for each type of study. This feeds back into having relationships 
with your patients and families and knowing who will be interested, 
willing and able to maintain study visits. Recruitment and retention 
can fail if you are not fully vested in the population you are working 
with, i.e. knowing your participants, knowing HD, and knowing 
how to develop the design of the protocol to fit those participants.

To reduce the chance of a failed study, HSG creates a study 
development plan for a sponsor. The initial step is to set up a 
research advisory board to help design the study and eligibility 
criteria. These criteria are based on our past HD trial experience. 
Next, the HSG convenes a patient advisory board that consists of 
patients with and without clinical research experience and family 
members who provide critical feedback on the draft protocol. 
These processes bring the researchers and HD community 
together to work towards a successful study design and brings 
success to recruitment and retention. To avoid failure, make HD 
patients and families part of your study team!

     How do HD patients need to be supported  
and accommodated to ensure trial completion? 
Eileen: This comes back to engaging the patient community. Some 
trials are set up so they have patient panels or seek patient input 
during the design. When they do this, the participants have been 
trained a little bit about drug development, understand what the 

different phases of trials are and the questions they are trying to 
answer and that sort of thing, so they both have input into the trial 
requirements and understand what is being asked of them and why.

HDSA was doing one of these — forming a standing body 
that companies can come to and ask questions help them make 
their trials more appropriate to patient populations, answering the 
patient important questions, making them easier to participate in. 
For example, particularly when you are dealing with some of these 
degenerative conditions where people are losing functionality of 
various types, we ask about what makes it easy or hard for them 
to even just get around, get to the clinic visits, get to the various 
assessments. Those things eventually end up being very big barriers. 
So you can try and build accommodations for those into your trial. 

Jody: HSG has found that the best way to support participants 
in a trial is to make their voices heard. We work with the sites 
to determine any potential barriers and find solutions. About 15 
years ago the HSG published a paper on conducting participant 
calls to help engage participants, and let them speak directly 
to the HSG study principal investigators and pharmaceutical 
company representatives. 

Since that time, HSG has conducted participant calls during 
the study and at study closure. Through the collective effort of the 
HSG study team and the sponsor, participants have expressed 
their appreciation for being informed about the study progress 
and the interest of the study team in their well-being. •

Announce study updates at support groups and send 
out a general “Thank you to recent participants”

Be flexible, make participation easy

Find solutions to participant barriers in advance

Contact individuals, or conduct a study visit, at a 
convenient time for the participant and caregiver

Don’t rush through visits, allow for a connection 

Be respectful and be on time to all visits 

Always make time for questions

Never end a visit without saying “Thank You”

FROM A SITE PERSPECTIVE, SUPPORT CAN BE 
EXPRESSED IN MANY WAYS TO STUDY PARTICIPANTS. 
HERE ARE A FEW WAYS:

*Eileen Sawyer’s comments represent her own views and do not reflect that of 
her current (Therapeutics) or past (uniQure) employers, SwanBio Therapeutics 
and uniQure, respectively.
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Social Cues
The Impact of the Digital 
Age on HD Clinical Trials

E
very aspect of our lives has been impacted by constantly 
evolving technology. For some, it’s made our lives easier, 
while for others maybe it’s become more complicated 
(thinking specifically of the conversations around setting 

up my parents’ smart TV or smart phone). This evolution has also 
changed our behaviors as we adapt to the offerings of this digital age.

HD clinical trials are experiencing that evolution too. In some 
instances that evolution has lagged slightly behind the advances in 
technology. Think about the use of motion sensors. Motion capture 
sensors have been commonly used in movie magic for a couple 
decades, while even early generations of iPhones had gyrospcope 
sensors that detected lifting and tilting for integration with 
different apps. Perhaps the most well-known of these consumer-
facing advancements have been wristband devices from Fitbit, 
Garmin, and the Apple watch.

BY KEVIN GREGORY

Kevin Gregory is the Senior 
Director of Education & 
Communications at the 
Huntington Study Group.
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Researchers in other fields have been testing the viability of 
sensors in other diseases for a few years now, but we are really only 
just seeing them start to scratch the surface for use in Huntington’s 
disease research. Observational studies have provided the proving 
grounds for them, but they haven’t yet been included as a key 
clinical trial aim until the KINECT-HD study of valbenazine 
for HD chorea. In that study, a secondary aim with a subset of 
study participants is to “evaluate the ability of wearable movement 
sensors to detect changes in physical activity.”

In other instances, the connection for HD clinical trials to the 
digital evolution has followed in lockstep without us really even 
noticing the change. How, you ask? Two words that are now 
forever engrained in our vernacular: social media. There is almost 
no digital divide when it comes to social media and how it has 
become intertwined with social media. However, it is important to 
understand the ways in which social media is used for HD clinical 
trials, and how to best navigate the vast and endless streams of 
content that one can derive from those platforms.

The Benefits of Social Media

Social media is incredibly useful as a channel to recruit 
clinical trial participants from, or for sponsors and 
trial operators to convey general information about a 

study. However, patient-facing social media content is subject 
to the same regulatory requirements that printed marketing 
materials face. In the United States, content must be assessed 
and approved by an Independent Review Board (IRB), which 
applies strict standards intended to avoid coercion or false 
promises. This is a similar practice to those that the Ethics 
Committees (ECs) of other countries follow.

Keep in mind that all these safeguards are a good thing! 
Safety and informed decision making by any study participant 
are paramount. From a practical implementation standpoint, 
though, it can make a clinical trial’s social media campaign seem 
a little more stiff, repetitive, and dare we say, slightly less exciting 
compared to other advertising campaigns or interactions fueled 
by social media accounts. You just will not see ad hoc posts that 

It is important to understand the ways in which social media is used 
for HD clinical trials, and how to best navigate the vast and endless 
streams of content that one can derive from those platforms.

HD INSIGHTS 4FEATURE
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interject or frame a clinical study on the immediate events of 
the day, nor should you see posts of a study positioning itself as 
a better option to other comparable trials or treatments (like, 
say Pepsi versus Coca-Cola, McDonald’s versus Burger King, 
etc.). The important thing here is that a social media campaign 
directs you to where you can get more detailed information about 
a study, be it a website (which also requires IRB approval of its 
content) or ultimately the study site itself, where an investigator 
will review the full informed consent in detail with you. 

The Pitfalls of Social Media

A s with many advancements in technology, some 
mistrust or misuse tends to follow. Social media is 
certainly not immune from this. What started in the 

mid-2000s as a way to connect with old and new friends to 
let them know what you were doing in that moment (“Am 
writing an article for HD Insights”) has quickly grown into an 
overcrowded sea of information that we must constantly parse 
out as it is fed to our personal feeds — is this important to me, 
is this interesting, is this true? 

Because of its adoption rate around the world, social media 
has also given rise to fast and easy access to misinformation. 
Misinformation spreads fast for several reasons: it requires less effort 
(i.e. fact checking), it feeds our uncertainties and preys on our fears, 
and it can come from anyone — intentionally or unintentionally. 
Although unintentional, someone that you know as a person of 
good character — kind, and decent — could be just as prone to 
circulating misinformation on a topic as a bad faith actor may be 
of targeting an audience with intentional misinformation. 

For example, most people in a workplace these days receive 
some sort of general training about how to recognize and what 
to do with suspected spam. Now think about the amount of 
spam email you receive through your personal email, and put 
yourself in the shoes of someone who hasn’t had that level of 
training or experience. Now imagine that person is taking to 
social media with that fictitious bit of information — again, 
maybe with the best of intentions to keep others safe — and 

Because of its adoption rate around 
the world, social media has also  
given fast to rise and easy access  
to misinformation. 
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you see just how quickly misinformation can multiply. Add in 
the intricate level of treatment put into these nefarious efforts, 
and each day gets harder than the last to easily spot the fake!

Lack of Information About a Trial —  
A Potential Incubator for Misinformation

It is human nature to draw possible conclusions based on a set 
of circumstances or available information. The more reliable 
information available, the more likely we are to infer the proper 

conclusion. It is when the information available to us is sparse or 
suspect that we tend to be our own worst enemies. Often, personal 
experience has taught us to hope for the best but expect the worst. 
In the absence of reliable information, we tend to the latter.

I’m reminded of a movie quote where the lead characters are 
trying to solve a mystery, and early on there is no explanation that 
can be ruled out, no matter how unlikely. It demonstrates that when 
we become desperate for an explanation, we begin to twist facts 
to fit theories, instead of using theories to fit facts. In HD clinical 
trials, there can often be long periods without new information that 
can make participants and the community anxious. 

This anxiety can be further amplified when studies suffer 
setbacks, such as not meeting their desired end points or being 
stopped for safety or efficacy reasons. For a community that thrives 
on hope but requires urgency for disease-altering treatments, such 
setbacks are brutal for our collective morale. In the absence of 
new information or positive developments, it is easy to let 
our minds formulate the worst possible outcome and begin to 
believe it is inevitable.

Now let’s draw a parallel with the email example cited earlier. 
The widespread and easy access that social media platforms 
avail us of to also provide an outlet for anyone to express their 
anxieties or theories about a clinical trial to the world. This 
may be cathartic for the person posting or just some type of 
outreach to hear if others have better information. However, this 
can cause a lot of unintended damage to the HD clinical trial 
ecosystem, and by extension, an HD community desperate for 
new treatments. 

Strategies for the HD Community… and Beyond

A ll this is not to say that the Huntington’s disease 
community is being bombarded with faulty information 
about clinical trials, or that information is being 

deliberately withheld about active studies. Rather, it provides 
context for other kinds of information that the HD community 
might encounter online and some helpful tactics to handle them. 
Knowing what to expect from a clinical trial, how to interpret 
what you are hearing (or not hearing) about a trial, and what you 
can do to manage your online expectations or anxieties can be 
incredibly helpful. •

In HD clinical trials, there can 
often be long periods without 
new information that can 
make participants and the 
community anxious.
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TIP

1 Check, double-check, and triple-check the source! This is 
a good strategy no matter what the story or information is that 

you are reading and reacting to. Often, if it sounds too good or too 
awful to be true, then it probably is not accurate. Who is the source? 
Are they an individual or a news outlet? If it looks like a news outlet, 
is it one you’ve heard of before and what are their journalistic 
standards? Keep in mind, a lot of fringe “news” sources create 
names and branding to make them look official or closely resemble 
a news outlet you know to be reputable. As a general rule, try to 
verify the information through at least two different sources.

TIP

2 Be aware of the constraints that Pharmaceutical & 
Biotech trial sponsors operate within. Many major 

companies that develop new treatments, though not all, are 
publicly traded companies. This means that that in addition to 
FDA or Ethics Committee standards for clinical trials, they are 
also subject to public finance, accounting, and disclosure laws. 
As such, they are typically required to report major news to 
their shareholders or governmental agencies first, before they can 
inform clinical trial staff or participants. If the timing is not well- and 
precisely coordinated, study participants may see outcomes 
on the news before they hear from the study itself. While not 
intentional, this can certainly create bad feelings from participants 
and the community.

TIP

3 Understand a clinical trial for what it is, not what everyone 
hopes it to be. A clinical trial is a carefully planned test of a 

treatment to ensure that it is safe, effective, and tolerable before it 
is made publicly available to anyone. It is truly important to be fully 
aware of this and embrace that before participating in a clinical 
trial. This can be difficult for participants in the HD community 
to embrace, given their urgent desire to prevent symptom onset 
or worsening of symptoms. There may be an underlying belief 
that “this treatment may be the cure and I am willing to take the 
chance” to try and get it as part of a clinical trial. There are so 
many other considerations or risks regarding clinical trials that a 
participant needs to acknowledge — you may end up on placebo,  
it may cause side effects, it may prevent you from qualifying for 
other trials or treatments in the future. All of which leads us to…

TIP

4 Speak with an Investigator or Coordinator, not your group 
chat. The best source for making informed decisions when 

it comes to a clinical trial is with the team actually conducting it. 
A clinical investigator and clinical coordinator are going to have 
intimate knowledge about the study and about your condition that 
they bring to the conversation. In fact, it will be with this team that 
participants go through the Informed Consent Form (ICF) in detail 
before agreeing to participate. Sure, you may have friends in a 
private Facebook group that have participated in clinical trials or 
even the same clinical trial. Just remember that their experience is 
their own, just as your experience is your own.

TIP

6 Don’t engage with Twitter eggs. Remember a few years ago, 
when a Twitter account appeared that was literally a picture of 

an egg? For some reason, it went viral by literally doing nothing. 
Twitter eggs is now a more friendly term for accounts that post or 
respond to posts simply to initiate some response or reaction. In 
fact, there is no shortage of automated bots posting across the social 
media landscapes on various topics that are nearly indistinguishable 
from an actual human being. The tip here is to simply avoid 
engaging with posts or comments that make you upset, defensive, or 
angry. These accounts are empowered by their artificial intelligence 
or their anonymity, and engagement means their reach can quickly 
multiply. Don’t give them any more fuel than they deserve.

TIP

5 When you’re searching for bad news, you’re likely to find it. 
Avoid online search criteria that will inherently skew the search 

results. For example, even if you assume something is not going 
well with a clinical trial, searching “Clinical Trial ABC failure” is only 
going to return dubious results such as message board postings or 
untrustworthy sources. To avoid your own confirmation bias, instead 
search on just “Clinical Trial ABC” or by the sponsor’s name using 
a search engine like Google, then go to the News tab under results. 
The most current publicized news related to that item will typically 
appear first, and generally from trustworthy sources.

TIP

8 No news does not mean bad news. There are two to three 
primary reasons you may go weeks, months, or longer 

without hearing anything newsworthy from a clinical trial. The first 
is the aforementioned constraints of publicly held companies. The 
second is the simple reality that information about how the trial 
is proceeding could inadvertently influence or bias the outcome 
— mostly from impacting decisions participants make that could 
adversely impact recruitment or retention on a study. Finally, the 
way in which clinical trials are designed, results are not analyzed 
until the completion of the study period. Again, this is to avoid 
potentially biasing the study outcomes.

TIP

7 Keep your details to yourself. While this is true about 
your role in a clinical trial, it is just as important for 

general internet safety. Sharing details about yourself and 
a clinical trial online can adversely impact a clinical trial — 
from biasing the outcomes to potentially having the study 
terminated. However, it can also be fertile ground for hackers 
and identity thieves looking to find a target. The simplest rule 
is don’t share this information. Ask yourself, does it really 
matter that some total strangers know these facts about me? 
But if you feel obligated to contribute, say to encourage others 
to consider participating in clinical trials or studies, then be 
generic about yourself. Avoid specific details that can be 
pieced together to put a study at risk or your personal data.
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PERSPECTIVE  4  CL IN ICAL  RESEARCH STUDIES

WANTED:  
Young Trial Participants

I 
have been able to observe clinical research studies from a unique vantage point. 

I was trained as a lab scientist, and have enjoyed beginning to work with patients 

and families as part of new clinical research into the underlying mechanisms 

of neurodevelopment and neurodegeneration in HD. Here are my observations 

regarding recruiting patients for a study where we observe how parents and their 

adolescent and young adult children communicate about HD. 

Anna Pfalzer is a Research Assistant 
Professor at Vanderbilt University.

BY ANNA PFALZER, PhD

Many HD studies are longitudinal and require 
annual follow-up visits of similar length. All this 
is to say that participation requires a significant 
investment of time and resources for families, and 
yet despite this, we have achieved a remarkable 
recruitment and retention rate in our center. Among 
the eligible participants approached, over 95% were 
interested and willing to participate in the study. Fur-
thermore, 96% of eligible participants have returned 
for a follow-up visit. 

I attribute our high retention rate to several factors: 
a clear established objective, an engaged multidisci-
plinary team, a commitment to improving quality of 
care, and flexibility.

The overarching goal of my research is to provide 
better care for our HD community and to really shift 
the framework from treating HD at the patient level, 
to recognizing that HD affects families and commu-
nities. Our approach to this goal is to begin assessing 
adolescents and young adults in families affected by 
HD and who are themselves at-risk for the disease. 

Once our study objective is described to affected 
parents, the vast majority of them agree to partici-
pate on the spot, and very few of them even ask for 
details about the study itself. I can think of several 
instances where eligible parents responded with 
“Sure… just tell me what you need and when you 
need it.” 

I think this really reflects parents’ desire to improve 
the lives of their children as well as the need for this 
type of work. It probably goes without saying that 
research trials which focus on improving the lives of 

children at-risk for an incurable disease have fewer 
problems with recruitment and retention than other 
medical conditions. 

I also strongly believe that our unique team 
significantly contributes to our successful recruitment 
and high retention — especially considering we do 
not currently advertise on social media platforms. One 
particular strength is the multidisciplinary nature of our 
team, which integrates clinicians and basic researchers. 

During a research study visit, we not only complete 
the necessary assessments, but our team addresses 
clinical care concerns which arise during study visits. 
It is not uncommon for our pediatric neurologist and 
social worker to spend additional time with families 
to address their concerns for their own health as well 
as the well-being of their children. These discussions 
lead to study participants receiving a variety of 
resources and often transitioning into some form of 
additional clinical care.

Furthermore, these conversations always receive 
follow-up communication from both our research 
and clinical team. Our high standard of care for our 
research participants establishes a supportive and 
collaborative relationship between our team and 
families, which really translates into excellent reten-
tion. In my own personal experience as a research 
subject, I have never seen a principal investigator or a 
clinician during my participation, let alone, received 
follow-up communications. Interestingly enough, our 
team just published a paper that said staff retention 
was higher when the PI frequently interacted with 
study staff and expressed interest in promoting staff 

Ingredients for Recruitment and Retention
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One thing that really contributes to our high retention among our 
study participants is our flexibility as a team. We understand the time 

commitment to participation and the impact that has on working families.” 

career development. I would propose that similar rela-
tionships exist between study participants and study 
staff — that retention is better when the research 
team expresses a genuine interest in the well-being  
of the participant and their family. 

We also often schedule research visits over  
weekends… and this requires flexibility not only  
by participants, but by the research team.

The last thing that really contributes to our high 
retention among our study participants is our flexibil-
ity as a team. We understand the time commitment 
to participate and the impact that has on working 
families. We are intentional about scheduling research 
visits around work, school and other medical ap-
pointments. For instance, we tailor research visits to 
coincide with clinic appointments to prevent having 
additional burdens on families for time off work or 
school absences or unnecessary travelling. We also of-
ten schedule research visits over weekends to prevent 
these same burdens and this requires flexibility not 
only by the participants, but by the research team.

Ultimately, I would say our success thus far can be 
largely attributed to active engagement by the lead 
investigators, collaboration amongst our research 
team and their tireless work to improve the lives of 
families impacted by HD. Above all, success depends 
on the committed families who continuously seek 
out opportunities to improve the well-being of their 
families and their loved ones. 

A novel approach to 
Huntington’s disease

wavelifesciences.com

Committed to listening, learning, and partnering 
with the Huntington’s disease community
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Immersive Advocacy 
for At-Risk Children

K
atie Jackson and her children find hope — 
and therapy — in living and breathing the 
HD mission. Katie is president of Help 4 HD 
International, which focuses on education, 
advocacy and service to HD patients in need. 

A beautiful, vivacious forty-year old, Katie Jackson no longer recognizes the 
concept of a structured work week. Why have remnants of “normal” in a life that 
is anything but normal? Instead, she made the decision 16 years ago to jump into 
the HD world of unrelenting need with both feet, holding the hands of her three 
children as she went. 

“24/7 advocacy is my therapy,” says Katie, whose husband Mike succumbed to 
HD in 2019, after 14 years of illness. “My three ‘babies’ are at risk for HD. It’s the 
only thing I can possibly do!” This advocacy is what has kept her going. “Without it 
I don’t know what I would have done. It is the action that prevents me from sitting 
around thinking and feeling helpless.”

Even as we spoke on Zoom, nine year old Macy was in the next room packing 
boxes of HD Awareness items for “HD families for HIVE (Highly Interactive Virtual 
Education Day). Fifteen-year-old Cooper and 18-year-old Madison are accustomed 
to the HD-related walks, dinners, movie night outs and education days. All three 
have also participated in clinical trials for children at risk for HD. 

BY MARGARET ROCKWOOD

FIGHTING FOR HER FAMILY 
Katie Jackson’s husband Mike 
succumbed to HD in 2019, after 14 
years of illness. She joined Help 4 HD  
in 2014, and became president 
two years later. One of her current 
enthusiasms is for the group’s 
program to educate law enforcement 
and first responder professionals 
about HD. (clockwise, from above) 
Mike with Cooper and Macy; surf 
enthusiast Madison; Mike and Katie 
with their children; Mike and Katie 
on their wedding day.

24/7 advocacy is my therapy. My three ‘babies’ are 
at risk for HD. It’s the only thing I can possibly 
do! Without it I don’t know what I would have 
done. It is the action that prevents me from 
sitting around thinking and feeling helpless.”

KATIE JACKSON

AVAILABLE ONLINE

Katie Jackson’s work and the story of her marriage to 
Mike Hinshaw is chronicled in a recent podcast with 
Kevin Gregory: HD Insights Podcast Episode 19.
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In the Blood

A dvocacy and service have been in Katie’s blood since 
early childhood, when her brother’s cystic fibrosis 
diagnosis launched her family of six into a mission 

to raise money for a cure. “I started doing cystic fibrosis 
walks when I was very young,” she recounts. “Fundraising 
and advocacy was brought to our lives by my parents. They 
were really fighters, and taught us about not giving up, about 
coming together as a family to fight. It was always in us 
because we had to do it at such a young age.” 

That fight has been a model of success for other rare diseases. 
Because of the advocacy, research and drug development that 
took cystic fibrosis across the finish line, Katie’s brother is alive 
today at 30. “We were told he wouldn’t live into his teenage 
years, we just hoped he would. There were really no therapies, 
there was nothing that was happening, I mean, there was lots 
of research, but there weren’t any good treatment options 
out there. Now there are!“ Just a week ago he swam a mile out 
to the buoy and back in Santa Cruz bay. I mean, he’s a stud!” 
Katie smiles.  

“Recent trial shutdowns have tested the HD community’s 
resilience. We recently took three really hard hits as a 
community. I think a lot of companies were surprised, and got 
busy trying to get all the data and figure out what went wrong. 
We actually stood back as a company at Help 4 HD, and what 
we focused on was grief. You can sit and talk about how much 
was learned for future trials, and we know all of that is true, 
but it still hurts. When you’re looking at your children at risk 
and thinking they could possibly go through what their father 
went through — to think that one of my three children could 
have that same fate — it hurts. When you had so much hope 
in a project that doesn’t make its endpoint, definitely.” 

“There’s nothing anyone can say that will make it better. So 
what we have to do is we have to go through the grieving 
process. Just like if we lose our loved one, we’re going to be 
angry, we’re going to be in denial. So we talked about that. As 
community members, this is what we’re going to go through: 
we will be questioning, we will be blaming, we’re going to go 
through the whole grief process, and then at the end, there’ll 
be acceptance, and then moving forward. Moving forward is 
what we are going to do because we are a resilient population. 
HD has always been that way — the advocacy community 
shows that. We are resilient. Unfortunately we are used to 
failures, but we continue to march on.” 

Grieving the  
Trial Setbacks

Life, Immersed 

K atie joined Help 4 HD in 2014, and became president 
two years later. One of her current enthusiasms is for 
the group’s program to educate law enforcement and 

first responder professionals about HD. Last month, Help 4 HD 
went to the National Sheriff’s Association and gave hundreds 
of sheriffs written educational packets and flash drives. 

“Because of chorea and gait and speech problems, people 
with HD are so frequently targeted, being mistaken for people 
on drugs or alcohol. Many unnecessary altercations happen, 
and the way some people have been treated would bring 
anyone to tears,” she said. They exhibit at law enforcement 
conferences and teach them about HD, and to give communities 
what it takes for them to educate their local law enforcement 
themselves.

They also operate a huge relief program that helps HD 
families with quality-of0life essentials. After Hurricane 
Harvey, the group supplied these to victims in the U.S., and 
teamed up with Huntington’s Association in Puerto Rico. 
“We were so honored to work with the amazing Zoe Cruz, 
President of Huntington Fundacion Puerto Rico, to help so 
she could bring goods and funds to those on island during 
such a horrific time.” During Hurricane Irma, they helped 
evacuate people living with symptomatic HD from Florida. 
During the holidays, they send gift cards for families with 
financial devastation so they can have holiday meals, and 
they give parents the opportunity to buy a gift for their child. 

When COVID-19 hit, Help 4 HD supplied funding for quality-
of-life essentials and food around the country. “I work with 
(colleague) Katrina Hamel and others at Help 4 HD to supply 
funds to buy gas so people could get to doctors’ appointments, 
pay electric bills. We’ve also helped families whose houses 
burned down, and the list goes on. Thanks to our wonderful 
funders and supporters, we have been able to help hundreds  
of families so far this year,” Katie says. 

 

 I work with (colleague) Katrina 
Hamel and others at Help 4 
HD to supply funds to buy gas 
so people could get to doctors’ 
appointments, pay electric bills. 
…Thanks to our wonderful 
funders and supporters, we have 
been able to help hundreds of 
families so far this year.”

KATIE JACKSON
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Battling Fatigue

K atie admits the work is never-ending. “With this kind 
of work, it’s your whole life,” Katie reflects. “I was 
actually on the phone last night after someone in our 

network passed away and the family needed some help. I was 
on the phone a couple of nights ago with a little one that was 
in the ER. So all of us running the organization never really 
stop. This extends to our board members, who are amazing.”

When asked about fatigue, Katie says, “Of course I’m tired, 
I’m exhausted. My dream is that there would be a cure or 
therapy for Huntington’s, and I don’t have to do this anymore. 
I want to be out of a job 100%, and to know that my kids will 
be okay.” She jokes, “And then I can just talk about stuff like 
what’s happening on TV or something.” 

Parenting At-Risk Children

In parenting her at-risk children, Katie has led with the 
philosophy that knowledge is power. Katie reflects, “My 
children have known they’re at risk for for a long time — 

forever, actually. People often ask, ‘When did you first have 
to talk to your child with HD?’ My answer is, I don’t really 
know. There was never a sit-down moment when we said, 
honey, you may have the HD gene. It’s always been a part 
of our conversation. So for my children, Huntington’s was 
really always a part of their lives.We have always have done 
HD walks, we’ve always done fundraisers, we’ve always done 
education days.” 

“When my nine year old was born, my husband was fully 
symptomatic, and I remember putting her in his arms. He 
was moving with chorea,” she said. “I was terrified, but he 
never dropped her. I said she had a permanent rocking chair. 
And she really brought a lot of light back into him for the 
time he had left.”

“They are amazingly resilient. I think it’s due to the fact 
that they have never really had a ‘normal life.’ I have pictures 
of my little ones running around during the silent auctions. 
It’s just been something we have done for so long.”

Katie says one of the things she loves about being an 
advocate, being so involved, is she typically knows a lot that’s 
going on in the research. “So I’m able to keep my children 
hopeful,” she said. “They sometimes come and want to have 
a serious talk about it — and it’s usually around 10:00 at 
night, of course! I know it’s going to be a long night. But 
usually they’ll sit down and they’ll express some of their 
fears, and I listen, and then we talk about their fears.”

“We end up talking about research, and we talk about 
everything from regenerative medicine to ASOs to gene 
therapies. We talk about things that, back in their dad’s day, 
were not on the horizon yet. All that was available to him was 
tetrabenazene and actually that wasn’t fully approved until 

HELP 4 HD 
(L to R) Mike, Katie, Katrina Hamel, Kevin Hamel help to educate people  
about Huntington’s and Juvenile Huntington’s disease.

very close to when he was diagnosed. We’re a family that has 
been very heavily involved in research, from the second my 
husband was diagnosed. 

“This is how I keep my family hopeful and going. I don’t 
want to pretend it isn’t there and go on with normal life, and 
then have things erupt and not be the best resource that I 
can be for them.”  

Friends Inside and Outside the HD Community

Katie’s children have friends from HD families, 
but many who do not have ties with HD. During 
childhood, which is marked by self-involvement 

and fear of the unfamiliar, these young people have been 
the cream rising to the top. “Some were there when Mike 
was sick, and they weren’t deterred by their friend’s father’s 
‘strange behaviors’,” Katie says. She recalls some bloody 
scenes of falls and ER runs. “I looked around at the funeral, 
and saw those special friends, and they are still their friends 
today, because they’re the ones who really didn’t have any 
judgment about was what was going on.” 

One bonus for children of HD families is the fact that 
serious diseases are a crucible that can build character 

“This is how I keep my family hopeful and going. I don’t want to 
pretend it isn’t there and go on with normal life, and then having 
things erupt and not be the best resource that I can be for them.”

KATIE JACKSON
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like little else can. Katie says one way this manifests in her 
own children is that they are very comfortable with people 
with disabilities. “My daughter has always helped in the 
special education classes. She understands that the public 
can be cruel or mean and that this can be because they are 
scared and helps others understand that. I’m very proud 
of my children, because from the beginning, if someone is 
‘different,’ they don’t stare. They smile, and they say hello. 
So, though HD has brought a lot of fear, and a lot of a lot 
of horrible, horrible moments in our life, it also has built 
empathy in my children — something that a lot of children 
don’t have.”

Madison is 18 now. “She’s kind of at that point where she 
both wants and doesn’t want to be tested, but she’s thinking 
about it all the time. She has a lot of friends who have been 
diagnosed as gene positive, and others negative. She has 
social workers she can reach out to and a huge network of 
support that she’s known for so long. It’s easy for her to get 
support from different areas, because she’s been so involved 
since such a young age. Plus, we have a really great extended  
family, which is awesome, both my own and Mike’s. This 
includes Mike’s sister, a hospice nurse, who helped take care 
of Mike at the end of his life.

They also enjoy a network of HD professionals who supply 
support to the family on a clinical and emotional level. 
“This includes the neurologists, the incredible Dr. Vicki 
Wheelock, our amazing social worker Lisa Mooney, our 

FAMILY EFFORT 
(top photo) Katie with Macy joining a clinical trial.  
(above) Katie and Madison show their support for Help 4 HD.
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supportive genetic counselor Mara Sifry-Platt, our national 
HD researcher friend Terry Tempkin, who may be retired, but 
I am lucky to have her number on my speed dial — they have 
all helped build this huge network we have.” 

While Katie’s family has these advocates, she understands 
that a lot of people don’t. “Though family is irreplaceable, at 
Help 4 HD, we try to provide help for those who don’t have 
widespread supports,” she said. They have a support group that 
meets once a week and a caregiver support group meets once a 
week, but they also have an online portal where people can talk. 
“It’s our job to make sure we deliver an outpouring of love. 
If they need anything, night and day, we are there for them. 
Being a part of those groups shows them they’re not alone.” 

The Finish Line

I’m not naïve about research — it takes time, and I know 
that we can continue to fail trials, as we have all seen 
recently,” Katie said. “But I also know what research can 

do because I saw what it did for my brother. Unfortunately 
it didn’t make it in time for Mike. But I’ve seen the power 
of patient advocacy. For example, during the patient focus 
meeting in 2015 at the FDA I spoke in front of the panel.”

Katie recalls Mike speaking at the California Institute of 
Regenerative Medicine Meeting, addressing the officials and 
telling his story. He talked about how he would never walk his 
daughters down the aisle, how much he loved going to their 
soccer games and how he was going to miss that. At the end 
he told them he was dying, and he needed their help. Katie 
says she looked up and saw a couple of these strong, previously 
stone-faced officials crying. “Thanks to all the patient advocates 
that showed up that day and the brilliant work of Dr. Jan Nolta 
and her team at UC Davis, HD research was funded that day. 
That is the power of patient advocacy and us showing up and 
telling our stories,” she said. 

“Often, the FDA regulatory agencies need to understand 
the impact of different symptoms and how it influences 
our lives, and the only people who can really articulate 
that is us,” she said. “This really showed me how powerful 
the patient voice is. If we’re ever going to get the cure into 
development and to market, it’s going to take all of  
us together to get it done.”

Though family is irreplaceable, 
at Help 4 HD, we try to provide 
help for those who don’t have 
widespread supports.”

KATIE JACKSON

HIPE (Highly Interactive Participant Education)  
Education Days drawing over 3,000 people to hear a panel of 
experts addressing questions submitted by the HD community  
and hear research updates

Help 4 HD International Annual Symposium  
Two-day annual HD symposium 

Help 4 HD International Annual Juvenile  
Huntington’s Disease Symposium 
Part of the Help 4 HD International Annual Symposium,  
focusing on Juvenile Huntington’s disease 

Help 4 HD International Support Groups 
Weekly support groups for caregiver as well as biweekly  
support groups for JHD families

Help 4 HD TV 
A weekly show that runs on YouTube every Friday

Help 4 HD Live! 
A radio program reaching out to isolated HD families to tell  
them about resources available to help them navigate through 
their journeys living with Huntington’s disease

Help 4 HD Law Enforcement and  
First Responders Education Program 
A program to educate law enforcement officers/first responders  
on HD through attendance at their large conferences and flash 
drives to broaden the reach to more people 

Help 4 HD International Publication and Care Binder 
Brochures like “What is HD?”, “Who is Help 4 HD?”, “Safe 
Proofing Your House,” “Participating in a Clinical Trial,” and 
“Help 4 HD Care and Resource Binder” constitute comprehensive 
resource guides and are provided free to the community

Huntington’s Disease Family Relief Fund 
Created to help HD/JHD families with emergency costs that  
come up that they are unable to pay; services range from 
hurricane relief to holiday food and gifts

The Huntington’s Post 
Online newspaper that brings informative reporting to our 
Huntington’s disease community on clinical trials, reports on 
events, genetic testing, caregiver support, guilt, grief, resilience, 
press releases, family planning, psychiatric symptoms, cognitive 
symptoms, chorea, law enforcement, public impact, and many 
other topics 

Help 4 HD International Fundraisers and Community Events

2021 Help 4 HD  
International Programs

“
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“So my children have learned this,” she continues. “What 
we have to do is continue to have a very loud voice, to keep 
everything going, and I do believe that that one day we will have 
a therapy, because I’ve seen that happen with other diseases.” 

Parenting Promises

K atie describes the terror that can seize her in 
imagining her children having to deal with what 
their dad went through. “Whatever the case, I will 

get through it, we will get through it together as a family. 
We’ll come together but, boy, we don’t want to.” We want  
to get the research over the finish line.

Day to day, she knows the key to her children’s best mental 
health is remaining their rock. “One time when Mike was 
really getting sick, I broke down in front of my kids, all three 
of them. I saw the terror, the looks that said, ‘Mom can’t lose 
it, mom can’t lose it.’  And it showed me how they really lean 
on me for my strength. As a mom, when your children feel your 
fear they feel fear way more than even you do, so you just have 
to stay strong for them, and they will follow you.”

“Until there’s a therapy or cure for this disease I won’t stop, 
because I have three kids. I can’t protect my kids from HD, I 
can’t save them from HD, but the one thing that I promised 
them is that I will fight side by side with them. I have said to 
all three, ‘I can’t promise you that there’s going to be a cure for 
HD, or promise you that you won’t get Huntington’s. But what 
I can promise you is you’ll never do it alone. I will always be by 
your side.’ I will fight, and at the end of the day, if there isn’t 
something — and we don’t go there — but if there isn’t, they 
will never have to do any of it alone.”

She says in working with people with Huntington’s, the most 
common refrain is that they don’t want to be a burden to their 
family. “But everyone at Help 4 HD knows their families do not 
see them as burdens,” she says. “I think caregivers have you 
reach into a deeper love than you ever knew was possible. I 
think that we have to dig deep, and our relationships shift and 
they go through this whole journey. But at the end of the day, 
as long as your loved one is not alone, I think that’s all they 
need to know.” •

Until there’s a therapy or cure for this disease I won’t stop, because 
I have three kids. I can’t protect my kids from HD, I can’t save them 
from HD, but I can, the one thing that I promised them is that I will 
fight side by side with them.”

KATIE JACKSON

SPREADING THE WORD ABOUT HD 
(left) Katie with Katrina Hamel at the California Chief of Poice 
Annual Conference. (above) Michael Sabado, Zoe Cruz, Katie, 
Dr. Sylvette Ayala, Katrina Hamel, Terry Tempkin at the Help 4 
HD HIPE event partnered with the Fundacion Huntington Puerto 
Rico in San Juan, Puerto Rico.
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Science in the Service 
 Of Medicine 
Unique Targets.  
Novel Mechanisms.  
New Medicines. 

Vaccinex is committed to innovation in the way we 
approach drug discovery and development. 

Vaccinex’s SIGNAL trial is a  
clinical study of its investigational 
antibody, pepinemab (VX15/2503), 
in Huntington’s disease.  For more 
information concerning the  SIGNAL 
trial, please visit  Vaccinex.com 

Vaccinex Inc. 
1895 Mount Hope Avenue, 

Rochester; NY 14520 
585.271.2700   

info@vaccinex.com  
Vaccinex.com 

Vaccinex, Inc. (VCNX) is a clinical-stage  biotechnology company  
pioneering investigational antibody therapies in cancer and  
neurodegenerative diseases, including Huntington’s disease. 

A novel 
approach to 
Huntington’s 
disease

wavelifesciences.com

Committed to listening, 
learning, and partnering 
with the Huntington’s 
disease community

Together, we are more powerful 
against Huntington’s disease
We’re proud to join you in the ongoing fight against Huntingon’s disease (HD).  
Working together, we hope to further the knowledge about the cause of HD—the mutant 

huntingtin (mHTT) protein.1,2 The more we learn about the mHTT protein, the more prepared 

we are to fight it—for you and for your patients with HD and their families.

Learn more at HuntingtonsDisease.com/HSG

References: 1. Huntington’s Disease Collaborative Research Group. A novel gene containing a trinucleotide repeat that is 
expanded and unstable on Huntington’s disease chromosomes. Cell. 1993;72:971-983. 2. Ghosh R, Tabrizi SJ. Huntington 
disease. In: Geschwind DH, Paulson HL, Klein C, eds. Handbook of Clinical Neurology, Vol 147. Elsevier BV; 2018:255-278.

© 2019 Genentech USA, Inc., 1 DNA Way, South San Francisco, CA 94080-4990. All rights reserved. M-US-00000267

huntington’s
together

NRD/082019/0113 
Page 1 of 1



Teva Pharmaceuticals is working every day to make 

quality healthcare accessible around the world.  

As a manufacturer of specialty and generic 

pharmaceuticals, Teva provides both new therapies  

and greater access to quality, affordable medicines.

We Make Quality  
Healthcare Accessible

tevausa.com

HUNTINGTONSTUDYGROUP.ORG


