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HUNTINGTON'S DISEASE
YOUTH ORGANIZATION

Australia and New Zealand
Youth Camp

13th-16th January 2017

HDYO, together with all the HD Associations across Australia and New Zealand, are excited to host
the first Australia and New Zealand HD Youth Camp! The goal of camp is to offer young people the
chance to meet other young people impacted by HD, to learn about HD through educational
workshops, to share experiences and receive support through sharing sessions in camp groups and
to have plenty of fun participating in the many on-site activities, such as swimming, stand up
paddle boarding, archery and much more. We hope young people attending camp will benefit by
feeling less isolated, more supported, as well coming away from camp with an improved
understanding of HD and strong peer connections with other young people in similar situations.
There will be an experienced HD team of professionals and volunteers on-site to support young
people at all times.

The camp is open to:
e Young people impacted by HD in some manner
e Aged 15-25 (although there is flexibility on the ages)
e Living in either Australia or NZ

The camp will be held at the Sunshine Coast recreation Centre, Currimundi, Queensland.
It is completely free to attend the camp
Travel costs (including flights), food, accommodation and all camp activities are all covered.

For more information and to apply, please visit the HDYO site http://en.hdyo.org/eve/events/501 or
email monica@hdyo.org
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Annual General Meeting

The AGM will be held on Saturday 19" November 2015 at
21 Chatham Rd, West Ryde at 12 noon.

= 15" Our guest speaker will be Dr Clement Loy, Director of the HD
" Service at Westmead Hospital. Clement will give us an overview of the
recently completed prevalence study of HD in NSW.

running for the past seven months. Stephen Dernocoure, who facilitates
the program, will explain how, through art, people with HD can be given
a new voice and how art offers new ways to express ones thoughts and
feelings.

The formal part of the meeting will be followed by a delicious BBQ lunch.
For catering purposes it would be appreciated if you would let us know if you’re coming
by telephoning 9874 9777 or emailing info@huntingtonsnsw.org.au.

We do hope you can make it—put the date in your diary now.

The Business of the Meeting is to

1. To accept the Minutes of the 2015 AGM

2. To accept the Annual Report of the Association

3. To accepted the audited Annual Financial Statements of the Association
4. To appoint the Auditor for 2016/2017

8. To elect the Office Bearers and Board Members

Nomination forms for the Office Bearers and Board elections are available upon request.

Please contact the office if you would like one sent to you. Completed forms should be returned to
Huntington’s NSW no later than Friday 11th November 2016.

Nominations may also be made at the meeting.

Note: You need to be a financial member to be able to nominate or vote. However non-members
are very welcome to attend.

EO invited to join

Have you renewed your membership? Committee

For $22 per year (including GST) you will Don’t Our Executive Officer, Robyn
continue to receive research news, practical FORGET!  |Kapp, has been invited to join the
advice and updates in Gateway and have ~ = NSW’Brain Banks Brain Donor
unlimited access to new publications, special N Program Committee as a support

events and formal and informal support

networks offered by the HD community. group representative.

This committee provides a forum

A strong membership will ensure that the for researchers operating clinical
Association continues to be representative of, and relevant to, | prain donor programs associated
people affected by HD in NSW and the ACT. So why not with the NSW Brain Banks which
encourage another family member or friend to join? collect and hold the tissue

You can renew on line or download a membership form from donated for research purposes.

our web site www.huntingtonsnsw.org.au The committee reviews
standardisation and best practice
and also provides a forum to

Correction: disseminate information

The mobile phone number for our Rural concerning changes in policy and

Social Worker, Julie Letto, published in our ethical practice around brain

last edition of Gateway was incorrect. The donation, as well as to discuss

correct number is 0456 013 612. any issues associated with the

We apologise for any inconvenience this programs, including funding
support.
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September: An Amazing Month for Huntington’s in
NSW and the ACT—We raised over $100,000!!

September was certainly an amazing month with over 1,000 people walking and volunteering for
Huntington’s in NSW and the ACT.

Highlights included:

Newspaper articles and radio interviews in Sydney, Newcastle,
Canberra and Orange. There was also TV coverage in Orange. We

are so grateful to those who were willing to tell their stories. . waike ;
H9Y {uPE

Walk 4 Hope at Speers Point,
Lake Burley Griffin and
Parramatta Park. How
wonderful to see so many new
faces as well as those returning
for their second or third walk. Not
everyone walked—little ones were in
strollers while others enjoyed the walk as
“ families and friends pushed their
TR i wheelchairs. We were also joined by a
Light rain didn't StOP number of family dogs!

parrama

~ Orange painted the town pink and green with
a Walk 4 Hope, culminating in a High Tea at
Duntryleague. Various
stores throughout the city
had awareness displays in
their windows and a
perpetual mural was
painted on the wall of a
local shopping arcade.

Mural in range shopping arcade

Pink and green cupcakes were the
order of the day at Westmead
Hospital. Members of the HD research
team left their offices on Level 1 and
sold cupcakes in the hospital foyer.

A very special thank you to
everyone who helped in
any way whatsoever to

make September such an

amazing month for é%lé srt1ay recognise some of these

Huntington’s NSW.
We couldnt have done it
without you.
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Rules For 50/50 Chances by Kate McGovern —
Book Review

There has been a trend in recent years for Young Adult novels that
deal with the real issues: life, death and the tough stuff they don't
write about in children’s books. Think 7he Fault In Our Stars or The
Perks of Being A Wallflower. Most of these novels deal with subjects
that we all know about even if we have not experienced them
ourselves. And that’s where this book is a little different — this novel £
tackles the subject of living with a rare genetic illness.

(=

Rules for 50/50 Chances is a book about Huntington’s Disease. But = | =
really...mostly it's not. It's a story about growing up, finding love, Y /\“\L /
long time best friends, pursuing your passion, family and choices. i \"M ——
And I enjoyed every minute of this young adult novel and found it Kagé' McGovern hasltaugﬂf'?h/é;tre
very easy to relate to. and language arts to middle

o schoolers in Boston, New York,
Rose, the protagonist, is about to turn 18. She’s a ballet dancer and  and London. A graduate of Yale

an over thinker in her last year of high school. And she’s not sure and Oxford, she currently lives in
what to do next. Add to that complication, meeting an interesting Cﬁmbndge, Massachusetts, where
guy when she’s not ready to open her heart. And oh yeah...Rose’s SN Was born and raised.

mother has HD.

Author Kate McGovern has painted an insightful and thoughtful look at HD and families. Rose’s mum’s
HD is getting worse as Rose learns more about her options for genetic testing. Rose is navigating this
uncertain path whilst trying to keep a meaningful relationship with her mother. She battles her own
demons about what her future might hold. And if she really wants to know if she has her mother’s
disease.

This book creates a world and characters you can connect to. Rose and her friends and family face
real issues; race, religion, living with illness, life and death. But despite the sometimes heavy topics
the book doesn't feel depressing. But it does feel real. At its very heart it’s a story about family and
the challenges we face together, the sacrifices we make for those we love and the bonds that bind us
together.

For those living with HD this might well be the teenage/young adult answer to Lisa Genova's Inside
the OBrien’s. There may be parts of this book that are hard to read, or confronting for some people.
This book touches on some of the tougher parts and outbursts that can happen for someone with HD
and for some that might be a little too close to home. If you want a novel that is sincere, real, yet
hopeful whilst capturing the finer details of Huntington’s Disease and genetic testing then this book is
for you. And if it's not, then perhaps it might just be the thing to get your friends to read to get a bit
of an insight into living with HD.

By Monica Cazzolli, Youth Liaison Officer at Huntington’s WA
Acknowledgement: www.huntingtonswa.org.au

Editor’s Note: Please check with your local book store to see if they stock it. It also available at amazon.com

Do you have a story to

share?

If you have a story that you would
like to share in “Gateway” please
contact Robyn at
robyn.kapp@huntingtonsnsw.org.au
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EuroBuzz 2016: The Euro-HD Network Meeting,

The Hague, August 2016

All our tweets from #EHDN2016 in one mega-article

By Dr Jeff Carroll, Edited by Dr Ed Wild

Here’s our roundup of all the science presented
at the 2016 European Huntington’s Disease
Network biennial meeting - one of the biggest
meetings of Huntingtons Disease families,
scientists and care professionals.

See page 10 for a glossary of terms used in this
article

Our first science session is on recent
breakthroughs understanding the biology of HD.

Day 1 - New mechanisms

Laura Ranum begins the session with a new
take on how the HD gene may cause harm.
Ranum: We tend to focus on the big bad

mutant huntingtin protein but some genes can be
read in different ways, like backwards. Those
wonky genetic reads can let cells make small
weird proteins that could be contributing to
damage. Ranum has shown that some of these
small weird proteins are present in HD patient
brains, but not that they are responsible for harm
Ranum: existing “gene silencing” drugs should
target most of the message molecules that give
rise to these weird proteins.

Darren Monckton from Glasgow has been
looking at why some people get HD earlier or
later than expected. The length of the HD
mutation is the main decider of when HD occurs.
The longer the expansion, the earlier the onset,
on average. By length, we mean the number of
times the sequence CAG is repeated within the
HD gene. But sometimes there are other spelling
mistakes like CAG-CAG-CAA-CAG. Those little
mistakes hidden within the CAG stretch are
difficult to find, but new technologies let us read
them. Monckton is using new sequencing
technologies to read the precise code of the HD
mutation in many hundreds of HD patients Early
results suggest these little hidden mistakes may
contribute to cells getting sick, & even when HD
occurs. But early days.

Next Flaviano Giorgini from University of Leicester
is talking about mitochondria, the little blobs that
power our cells. Flav just said “the matrix” but
he’s not talking about a dystopian future where
computers rule over vast colonies of human
slaves. In living cells, mitochondria are constantly
dividing and merging, like beads of water
merging into a puddle. In HD, mitochondria have

a tendency to
fragment,
remaining as
separate beads
of water, rather
than puddling
together.
Interestingly,
dysfunctional
mitochondria are
emerging as a
driving force

Dr Doug Macdonald pointed out

behind the the large number of huntingtin-
development of  lowering studies done in HD model
Parkinson’s animals. Now we are testing these

Disease. Flav is drugs in real patients!

using fruit flies

to study potential connections between
Huntington’s and Parkinson’s disease
mitochondrial problems. When Flav makes HD
flies express extra copies of a Parkinson'’s disease
mitochondrial gene called “Parkin” they live
longer. This supports the idea that specific kinds
of mitochondrial problems in Parkinson’s and
Huntington’s Disease cells may be similar.

Robert Pacifici is the chief scientific officer of
the CHDI Foundation, which is dedicated solely to
developing HD therapies. Pacifici describes the
foundations efforts to develop therapies for the
kinds of energy deficits already discussed today.
Pacifici reminds the conference that low energy
levels have been observed in HD patient brains
very early in the disease. And that the two largest
HD human trials ever yet run, testing Creatine
and Co-Enzyme Q10, aimed to bolster energy
levels. Unfortunately, both trials failed to improve
HD symptoms. Pacifici believes this doesnt mean
that bolstering energy in HD is a bad idea, just
that we might not understand it well enough.
CHDI is working with a range of energy experts
to try and dissect precisely how energy deficits in
HD cells happen. Pacifici - If we better
understand the origin of the energy deficit in HD
cells we can design better ways to fix it. As cells
age they undergo a process called ‘oxidative
damage’ when critical cellular components are
chemically damaged. Pacifici describes links
between oxidative damage and the reduced
ability of cells to make enough energy to survive.
CHDI is developing standardized tools for
researchers to quantify oxidative damage, a really


http://en.hdbuzz.net/181
http://en.hdbuzz.net/171
http://en.hdbuzz.net/171
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tricky thing to do in the lab. Researchers working
with CHDI use super powerful MRI machines to
measure chemicals in the brains of living HD
patients. This will allow future drug trials to
include real-time measurements of energy
production in the brains of HD patients. These
measurements in living human brains are a
“really cool” advance on using mice or tissue
samples from deceased HD patients.

Day 1 - Switching Huntingtin Off: Gene-
Targeted Therapies

The next session focuses on the really exciting
topic of Huntingtin lowering strategies,
sometimes called ‘gene silencing’.

The gene targeting therapy session kicks off with
an introduction from Prof Sarah Tabrizi, of
University College London. She reminds the
audience the basics of HD biology: a mutant
gene is read by cells, and the information copied
into a ‘message’. This ‘message’ copy of the gene
is ultimately used by cells to build a mutant
huntigntin protein, which we think causes HD.
So, we have a couple targets for interfering - a
mutant gene, a mutant gene ‘message’ and the
protein itself.

Doug Macdonald, CHDI foundation,
addresses the conference on the first of these
targets - the ‘message’ linking gene to protein.

There are a range of technologies that can do
this, each with benefits and disadvantages - the
HD field is trying them all! All these techniques
work by targeting the message linking the HD
gene to protein for destruction. Some of these
approaches require a harmless virus to deliver
the drug leading to HD gene message
destruction. Generally, using viruses to carry
instructions for cells in this way is called “gene
therapy”. Other ways of targeting the HD
message molecule, like a kind of drug called
“antisense oligonucleotides”, don't require
viruses. The latter approach has been pioneered
by Ionis Pharmaceuticals, who are currently
running an exciting trial in HD patients. But a
range of companies are now pressing forward
with both ASO and viral approaches to achieve
HD message lowering in HD patients. Macdonald
reminds the audience that viral treatments only
need to be delivered once, while ASOs need to
be re-administered. This could be good or bad,
it'd nice to only have one injection, but also nice
to be able to stop delivering drugs if necessary.

These complexities can only be worked out in
human clinical trials, like the one Ionis is
conducting now. Participants in these trials are
research heroes, taking on the risk of testing

these drugs for the whole HD community!
Macdonald updates the audience on the progress
in developing “biomarkers” for HD trials which
reduce the HD message and protein Biomarkers
are things we measure in people after treatment
with a drug. One type tells us if our drug does
what it's supposed to. Macdonald works with a
large team of researchers. who have developed
really sensitive tests for levels of the huntingtin
protein. So, given that our goal is to reduce
levels of HD protein, researchers can use these
tools to establish whether their drugs work.

Dr Paul de Sousa asks Prof Tabrizi - “what’s
next, and what’s the timeline for the on-going
Ionis trial?” Prof Tabrizi reminds the audience
that the current Ionis trial is a safety study,
designed to establish the drug is safe in humans.
Normally, this safety study would be followed by
two additional studies to see if the drug actually
works. But, in this case, plans are underway that
may collapse these studies in what’s called

a straight to pivotal approach! If possible, the
next study would be a single trial designed to
establish if the drugs are effective in HD. This is
proof that everyone involved wants to get these
drugs to HD patients as quickly as possible, if
they're proven safe and effective.

Next, advice from a researcher who has already
worked on a human brain study of ASOs. Prof
Francesco Muntoni, Univ College London.
Muntoni has worked extensively in
neuromuscular diseases such as Duchenne
Muscular Dystrophy and Spinal Muscular Atrophy.
In both these diseases, Muntoni uses ASOs to
modulate messages for specific genes, similar to
what we'd like to do in HD. Francesco Muntoni is
a bit of a legend in developing treatments for
degenerative diseases in kids. Muntoni studies
children with Spinal Muscular Atrophy, he
describes it as “genetic polio” because SMA kids
lose muscle control. An ASO drug called
Nusinersen helps animal models of SMA after
being delivered to the fluid which bathes the
brain and spinal cord. It is now being tested in
infants with SMA, who receive spinal fluid
injections of the drug. Similar delivery is being
used for the ASO drug currently being tested in
adults with HD, so we can learn a lot from SMA.
Muntoni describes really exciting results from
SMA trials that show kids treated with Nusinersen
do much better than expected. Muntoni shares
video of a child treated with Nusinersen who has
a really amazing amount of motor control for a
kid with SMA! This is exciting stuff for SMA.

The final talk of the session is from Matt
Chiocco, Shire Pharmaceuticals - they have a
different approach to lowering huntingtin. Rather



than trying to destroy the message, Shire has an
approach that stops the message from ever
getting made in the first place. Chiocco describes
Shire’s expanding gene therapy programs.
Remember, these are single-delivery approaches
relying on viruses. Shire and Sangamo have
developed really cool tools called “Zinc Finger
Protein Repressors”. It's a mouthful, but basically
they’ve designed custom proteins that stick to the
DNA near the HD gene. When delivered to cells,
the proteins physically block the machinery
required to copy the gene into its message. No
message, no protein. Shire’s approach is to
create viruses which teach cells how to stop the
HD gene from being copied into its message.
When they deliver these viruses to the brains of
HD mice, they see improved symptoms,
suggesting they’re on the right track!

Day 1 - Large animal models in HD

The afternoon’s session starts with a discussion
of ‘large models’ of HD. Most lab work in HD is
done using small animals like flies, worms and
mice, which are relatively easy to work with. But
David Howland, of the CHDI Foundation,
reminds the audience that “only humans suffer
from Huntington’s Disease”. Howland reminds us
that a mouse brain is 1/1,000th the size of a
human brain, and lacks the convolutions of the
human brain. If researchers are trying to deliver
drugs to the brain, for example, it's much easier
to fill up @ mouse brain than a human one.
Howland suggests animals like monkeys or sheep
are useful tools for developing HD drugs because
they have big, complex, brains. Researchers have
already developed lines of sheep, pigs and
monkeys with the HD mutation to enable testing
drugs in larger brains.

Prof Jenny Morton, Cambridge University,
has pioneered the use of sheep as important
models for HD research, Morton provides
examples of technologies, such as MRI for
imaging living brains, that works in both sheep
and HD patients. Her team has now done a huge
range of experiments, including examining the
thinking ability of HD sheep. Morton has an
interest in the thinking problems that accompany
HD - these are hard to study in mice, who are
pretty dumb! Morton experimented with new
ways of testing complex mental operations, like
recognizing faces Sheep can rapidly learn to
recognize a face, like that of actress Emma
Watson, with great accuracy - even with different
hairstyles! It takes sophisticated brain machinery
to recognize images of a specific human face
and differentiate it from other faces. These kinds
of mental gymnastics prove why HD sheep
models could be useful for testing drugs targeting
thinking difficulties in HD.
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Cristina Sampaio predicted that lots of new
clinical trials will be starting soon

Why is Ralf Reilmann raising pigs that carry a
HD mutation? Pigs have big brains that are
somewhat similar to human brains Ralf’s pigs will
help us plan and design trials of HD drugs aiming
to treat the big brains of humans. And Anthony
Chan helped develop the first ever monkey
model of Huntington’s Disease.

Day 1 - Short Communications

Quick summary of the ‘Short Communications’
session which we were unable to live-tweet:
Pamela Farshim from UCL told us that
newly-engineered viruses can spread much better
through the brain of HD mice. Better viruses
could help us get ‘gene therapy’ or ‘gene editing’
treatments to more areas of the HD brain.

Rana Soylu from Lund University used viruses to
make individual brain areas produce the mutant
huntingtin protein in mice. The brain’s hormone
control centre, the hypothalamus, made other
brain areas go wrong when it produced mutant
huntingtin.

Gillian Bates & Nadira Ali from UCL have
identified a message molecule that is produced
when reading of the HD gene goes wrong. That
message could lead to a harmful ‘short’ version of
the huntingtin protein. They found the short
message molecule in HD brains. They’re now
working on figuring out why this message
molecule forms in HD and whether its protein
causes damage. Emma Yhnell presented data
showing that training HD mice in advance
improved their performance later on thinking
tasks If ‘brain training’ has long-term benefits in
HD, it would be great to use it in humans. Emma
is planning a study in patients And Dr Ed Wild


http://en.hdbuzz.net/103
http://en.hdbuzz.net/103

Page 8

announced the HDClarity Study, the biggest ever
cerebrospinal fluid project in HD. Wild: “HDClarity
is now open for business” - researchers can ask
to use the samples and data by visiting

hdclarity.net.

Day 1 - Keeping brain cells functioning:
Targeting neural recovery and replacement

Lori Quinn, Columbia University, describes
a study of physical activity she is involved with
called “Engage-HD". The study aims to establish
whether actively supporting and coaching
physical activity in HD could be beneficial. She
presents data suggesting that they were able
increase patients physical activity during the
short term trial. Excitingly, HD patients with
increased activity also showed slightly improved
mental flexibility. This well-controlled small study
suggests keeping HD patients active is good, and
may have unexpectedly broad benefits. As they
wrap up this initial study, Quinn is excited to plan
for larger trials that could provide more detailed
guidelines.

Beth Fisher, from USC, is also interested in
the impact of exercise on brain health,
specifically in Parkinson’s Disease. Like
Huntington’s, Parkinson'’s disease results from
the slow loss of specific brain cells over a long
period of time. To Fisher, this is remarkable,
because it suggests the brain can compensate for
ongoing injury for a long time without symptoms!
Her group studies both human Parkinson’s
Disease patients, as well as mouse models of the
disease. They're interested in the impact of
exercise on mice and human PD patients who
already have symptoms. Both mice and people
were exposed to high- or low-intensity exercises,
like running and walking, respectively. Using a
fancy imaging technique called “PET scanning”
Fisher’s team can look for changes in brain
function in intact brains. In PD mice and people,
high intensity exercise improves the function of
brain circuits controlling movement. Fisher
believes that the important aspects of an
exercise program are learning a new skill and
aerobic intensity. The success of studies of
exercise in Parkinson’s Disease provide additional
support for our studying these benefits in HD.

Marina Papoutsi, UCL, is interested in ways
that HD patients could train their brain to be
more ‘plastic’ or flexible. Her study, HD-Brain-
Train, uses something called “neurofeedback
training” as a sort of brain exercise for HD
patients. Subjects, in a scanner, are able to see a
graphical representation of activity levels in
specific parts of their brain When imagining
activities, say running, activity in this brain region

increases, just as it would if they were actually
moving. Patients are able to get immediate
feedback on how much brain activity is
happening. This feedback allowed participants to
increase their brain activity over 4 weeks of
training. This increased brain activity was
associated with better performance on some
movement tasks that deteriorate in HD patients.
Papoutsi’s studies suggest that brain exercise can
also be helpful for at least some HD patients, and
bigger studies are ongoing.

Prof Anne Rosser of Cardiff University studies
whether replacing lost brain cells is a feasible
approach to treating HD. Previous ‘cell
replacement’ studies have shown mixed results
but give a glimpse that the right cells in the right
place can work. Cell replacement isn't currently
reliable. The injected cells can die and the
responses are highly variable. How can we
improve? Rosser has formed the Repair-HD
consortium to look at other sources of cells to try
to fix the problem. The science has moved on a
lot - we can now make brain cells from skin
tissue - these are known as induced pluripotent
stem cells. We have better recipes for making
brain cells and a better idea how to make them
happy and ready for injection into the brain.

Day 2 - Nrf2 and oxidative stress -
Biological rational and drug development

This session is on oxidative stress in HD - how
the body handles reactive chemicals. Staying
alive is hard! Our cells are constantly producing
chemicals that can be harmful if they stick
around. The most reactive chemicals can cause
damage by oxidising other stuff - similar to what
happens if you burn something. Sounds bad.
Unsurprisingly our bodies have chemical defence
mechanisms to protect against this oxidative
damage. NRF2 is a protein that acts like a master
-switch to control the response to oxidative
stress. It's been reported that oxidative stress
response goes wrong in HD. Remember
coenzyme Q? That was an antioxidant we tested
in HD Coenzyme Q didn't work but maybe we
can develop new drugs that are better. Better at
getting to the brain, better at fixing things.

Alberto Bresciani is working with CHDI
Foundation to develop drugs that bind to NRF2.
Alberto’s videos of the drug target are very
sciencey and impressive! Jeff Johnson uses
genetically engineered mice & viruses to study
where oxidative damage is important in HD.

Brian Wipke from Biogen offers lessons

from multiple sclerosis and the drug DMF. DMF
works well in MS and one of its actions is
antioxidant, activating the Nrf2 pathway. Might it


http://hdclarity.net/

be useful in HD?
Day 2 - Living with HD

Alice Rivieres asks, what is the role of art in
living with something very real like Huntington’s
Disease? Her organization, Ding Ding Dong,
explores the HD experience through art. Rivieres
tells us we should listen to, and believe, HD
patients when they tell us how they feel. Rivieres
ends her talk with thanks to her 'little brothers
and sisters’ - all the HD mice in the world!

Anne Lennon-Bird bravely describes to the
conference her family’s experience with HD, and
her struggles as a mother and wife. She and her
husband took a very open approach to
communicating with their children about their
father’s HD diagnosis. She movingly describes the
paradox of caring for a person who is irritable or
explosive, but still desperately needs your help.
And the fundamental unfairness of children being
forced to become caregivers for their parents
suffering from HD. She empowered her kids by
involving them in decisions about their dad’s
care. Lennon-Bird on the horror of thinking of
one’s children inhering HD - “you cannot protect
your child, you cannot keep them safe”. Lennon-
Bird reflects that, while HD is a horrible tragedy
for her family, it “has made us who we are, and
what we are”.

Finally, Dr Martha Nance shares her experience
as a physician focused on HD in Minnesota.
Nance’s advice for physicians working in
Huntington’s Disease - “say yes” to opportunities
to be involved with the community. And that,
“the greatest gift you can give as a physician is
the gift of your time”. Finally, Nance tells us:
“you need a team, you can’t do Huntington’s
Disease by yourself”.

Day 2 - Short Communications

Now for more science! The second “short
communications” session showcasing the most
exciting new developments.

Davina Hensman-Moss of UCL is presenting
her work on DNA repair pathways in HD. Davina
assembled a huge number of DNA samples from
HD and some rare, genetically similar diseases.
They looked for genetic differences that might
affect cells' ability to repair their own DNA. One
theory is that if cells can't repair their DNA, the
HD genetic error might grow in some cells,
accelerating the disease. They found that genetic
differences in DNA repair machinery ARE linked
to earlier onset across these ‘genetic expansion’
diseases. Excitingly, these findings could
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eventually lead to treatments that work for
several diseases.

Ahmad Aziz, University of Leiden,

wondered if the number of CAGs in the HD gene
affects the brain even in the general population.
He found some evidence for an effect but it's
complicated as depression is very common and
multifactorial.

Izelle Labuschagne studies oxytocin,

a hormone with a complex relationship to biology
and behaviour. Oxytocin may be lowered in HD
so Izelle did an MRI experiment looking at the
effects of oxytocin nasal sprays. Patients given
oxytocin had more brain activation when
attempting to recognize emotions.

Duncan McLauchlan of Cardiff University
studies apathy in HD - loss of energy &
motivation. McLauchlan developed a series of
computer games to measure apathy and
motivation. McLauchlan found differences in
performance that could help explain the brain
functions that contribute to apathy. Clare Eddy of
University of Birmingham uses electrical
stimulation to study the brain in HD. Stimulating
the brain helps us study things like differences in
memory functions. Eddy found that electrical
stimulation briefly improved some aspects of
functioning in some patients. We're not ready to
start electro-hacking HD brains yet, but worth
looking at whether it increases efficiency of other
treatments.

Day 3 - Clinical Trials

Claudia Testa presents data from the First-HD
trial of a modified form of tetrabenazine. SD809
was beneficial for reducing unwanted movements
and made people feel better. The ARC-HD trial
looked at what happened when people switched
from tetrabenazine to SD809. The top line results
of ARC-HD showed chorea control was about the
same after switching to SD809.

Dominique Bonneau presents a trial of
cysteamine in HD. Cysteamine has shown
benefits in HD animal models but we don't really
know how it works. The human cysteamine trial
was 18 months ‘blinded’ followed by an 18-month
open-label extension. Cysteamine failed to
meet its primary endpoint - it didn't work.
The cysteamine trial was big, but possibly not big
enough. Unclear whether there is enthusiasm for
an even bigger, longer trial.

Harald Gelderblom presents the Action-HD trial
of buproprion to treat apathy in HD. Buproprion
is a drug used to help people quit smoking - the
link with improved motivation inspires the idea it


http://en.hdbuzz.net/224
http://en.hdbuzz.net/224
http://en.hdbuzz.net/163
http://en.hdbuzz.net/163
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might help

apathy.

We really need
» 4 good treatments
w for apathy in HD

because it’s a
significant
problem that's
very difficult to
treat.
Unfortunately
there was no
benefit from
buproprion on

Jeff and Ed offered their on-
stage roundup, EuroBuzz 2016

apathy - a negative trial.

Monica Busse Cardiff University presents the
Exert-HD trial of structured exercise in HD. Exert
-HD was a POSITIVE trial. Three months of
supervised exercise led to improved fitness and
movement function! No benefit of exercise on
thinking (cognition) was seen. Patients who did
exercise lost weight - that could be good or bad,
depending on your starting weight.

Michael Hayden of Teva Pharmaceuticals
presents recently completed Pride-HD trial of
pridopidine for movement in HD. While Pride-HD
has been happening, Teva has discovered that
the drug may have several different effects on
different brain systems.

Headline result of Pride-HD trial:
pridopidine did NOT improve motor
function compared with placebo. Teva'’s
looking into whether there is an effect on disease
progression despite the lack of motor benefit. It
is not clear that there is. More on this soon from
HDBuzz!

Bernhard Landwehrmeyer recaps all the
current trials still underway. There are lots!
Christina Sampaio teases upcoming clinical
trials - HD paves way for innovative trial designs,
eg ‘first-in-man’ trials in patients not healthy
volunteers. Sampaio: “We should be good at
killing”!!!! (She means killing bad ideas or failed
drugs!) Sampaio - Wave Life Sciences seems
most committed newcomer to huntingtin-
lowering. Sampaio: we will likely see 1-2 trials of
brand new HD drugs in the next couple of years.
We're going to be busy! Join Enroll-HD now to be
ready for these future trials! And Ralf
Reilmann’s machines for measuring
movement are now being used in several clinical
trials.

Acknowledgement: HDBuzz en.hdbuzz.net

GLOSSARY

induced pluripotent stem cells
Stem cells that have been grown from adult
cells.

ASOs A type of gene silencing treatment in
which specially designed DNA molecules are
used to switch off a gene

Parkinson's Disease A neurodegenerative
disease that, like HD, involves motor
coordination problems

CSF A clear fluid produced by the brain,
which surrounds and supports the brain and
spinal cord.

multiple sclerosis a disease of the brain
and spinal cord, in which episodes of
inflammation cause damage. Unlike
Huntington's disease, MS isn't genetically
inherited.

huntingtin protein The protein produced
by the HD gene.

primary endpoint The main question asked
in a clinical trial

gene silencing An approach to treating HD
that uses targeted molecules to tell cells not
to produce the harmful huntingtin protein

differentiate differentiation is the process of
one cell type turning into another cell type.

hypothalamus A tiny brain region with
important roles in controlling the body’s
hormones and metabolism

mitochondria tiny machines inside our cells
that process fuel into energy, enabling cells
to function

Antioxidant a chemical that can 'mop up'
harmful chemicals produced when cells
release energy from food

placebo A placebo is a dummy medicine
containing no active ingredients. The placebo
effect is a psychological effect that causes
people to feel better even if they're taking a
pill that doesn’t work.

hormone Chemical messengers, produced
by glands and released into the blood, that
alter how other parts of the body behave
chorea Involuntary, irregular fidgety’
movements that are common in HD
magnetic resonance A technique using
powerful magnetic fields to produce detailed
images of the brain in living humans and
animals




2016 National Conference

The National Conference - |N
was hosted by RS- * % Y
Huntington’s Victoria and I > g N o
held in Melbourne.
Huntington’s NSW was
represented by our L
President, Brian Rumbold | =W
and staff members, : .
Robyn Kapp, Amanda
Dickey, Julie Leto and
Pauline Keyvar and
volunteer Dianne
Faulkner. Staff from the HD Service at Westmead
Hospital, including Dr Clement Loy, Colleen
McKinnon, Karen Keast and Therese Alting and
staff from St Joseph’s Hospital also attended.
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Amanda Dickey, Julie Leto
and Pauline Keyvar from
HNSW at the National
Conference.

This was a unique gathering that brought together
the HD community including recognised medical
experts, researchers, members of HD families and
community supporters from across Australia.

The conference provided a forum in which
attendees had an opportunity to explore the work
that has been carried out on behalf of and by the
Huntington’s community in the following areas:

. Making choices as a young person. One
young person spoke of her experience in
growing up in an HD family and another of
his decision to undertake predictive testing.

o Living well with HD included a presentation
from Dr Clement Loy on managing the impact
of HD. Other topics included future
planning—financial and legal matters—and
taking care of yourself and your relationships.

. Current policy environment and how to meet
the needs of the community included a
presentation on the NDIS.

. Innovative research covered a range of
research areas currently being undertaken at
the Florey Institute, Monash University and
Royal Melbourne Hospital.

. Making a difference—our own Pauline Keyvar
outlined our successful Walk4Hope initiative
and September awareness campaign.

The combination of community member and
professional presentations was well received by
attendees. We understand that select powerpoint
presentations and video presentations will be made
available in the resources section of the
Huntington’s Victoria website soon. Our thanks to
all at Huntington's Victoria for organising the
conference.
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Enrolment for the Enroll-HD study continues
at Westmead Hospital. This international
study presents an opportunity for all family
members affected by Huntington’s disease
to be involved in research. The study is an
international collaboration, with study sites
in the USA, Europe, South America,
Australia and New Zealand. As of June 2016,
over 11,000 participants had been recruited
world-wide.

The study is ‘observational’. It is not a drug
trial, but a way of gathering a large
database of information to prepare for the
next phase of research. Study visits are
similar to usual clinic visits, comprising
questionnaires, a physical examination,
memory testing and blood collection. The
main focus is on gene carriers, either
affected or not, but the study is also open to
the whole family.

The study involves a baseline visit followed
by one visit annually. The first visit is the
longest, and takes about two and a half
hours. Studies after this should be around
an hour. The Enroll-HD website is a great
source of information about the study. You
can find more information at the website,
www.enroll-hd.org

The study organisers hope to recruit 20,000
people at risk or with HD worldwide. We are
told that the study is designed with privacy
concerns being paramount, and all
information collected is de-identified. It is
also possible to withdraw at any time.

The study involves once yearly visits and
takes about 2'2 hours. It is open to all HD
family members.

If you are interested in participating in this
exciting new study which represents the
next phase of research into HD, you can
contact the study coordinator, Therese
Alting, at the Westmead HD Service.
Telephone 9845 6310 or 0438 604 719 or
email her at
therese.alting@health.nsw.gov.au



Huntington’s New South Wales

PO Box 178, West Ryde, NSW 1685

21 Chatham Road, West Ryde, NSW 2114

Telephone: (02) 9874 9777 Facsimile: (02) 9874 9177
Free Call: 1800 244 735 (Country NSW only)

Email: info@huntingtonsnsw.org.au

Web Site: www.huntingtonsnsw.org.au
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AHDA (NSW) Inc
The Australian Huntington’s Disease
Association (NSW) Inc is a not-for-profit

Association and Other Useful Contacts

organisation established in 1975. Huntington’s NSW
.. Robyn Kapp OAM Amanda Dickey
Our Mission _ Executive Officer Programs Officer
The energies and resources of the Australian
Huntington’s Disease Association (NSW) Inc Stewart Swales Pauline Keyvar
are directed towards satisfying the needs of Administration Co-ordinator Fundraising & Marketing
people with or at risk for Huntington’s
Disease and their families in NSW and the Julie Leto
ACT by providing and/or facilitating delivery Rural Social Worker
of a range of quality services. 0456 013 612

Our Philosophy
People with Huntington’s Disease and their

families are individuals with equal value to all Huntington Disease Service
other members of Australian society, with

the right to treatment and care by Dr Clement Loy Huntington’s Unit
knowledgeable professionals and care givers, Director _ St Joseph'’s Hospital
the right to appropriate support servicesand ~ Westmead Hospital (02) 9749 0215
the right to have the best quality of life (02) 9845 6793
possible. Dr Sam Kim

yv%u;%%glgtm il Predictive Testing
Our Services stmead Hospita : ;

Fiona Richards

These include education and information; (02) 9845 6793 Social Worker
advocacy; counselling and referral; holiday Research Queries The Children’s Hospital
programs; family support; rural outreach and  Dr Elizabeth McCusker VgEStgnseA}an3273
client services. (02) 9845 6793 (02)

HD Clinic Appointments Hunter HD Service
Our Board Outpatients Department John C h
President: Brian Rumbold Westmead Hospital Sgcigl V\?orl"ﬁgr an
Vice Pre5|.der.1t: Deb Cockrell (02) 9845 6544 John Hunter Hospital
Treasurer: Richard BOl?bItt Jet Aserios (02) 4922 3076
Secretary: Therese Alting Social Worker
Members: Felicity O'Neil & Katy Clymo Westmead Hospital

(02) 9845 6699

Cecelia Lincoln
Social Worker
Westmead Hospital
(02) 9845 6699

Outreach Service

Colleen McKinnon
Westmead Hospital

(02) 9845 9960



