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JHD	frequency:	some	examples

2013

In	general	between	5	and	10%	
of	all	HD	cases:
from	Europe,	Asia,	North	America,	
South	America,	Africa

ABOUT	6%	FREQUENCY
Also	reported	by	EMA

6%	or	more



What’s Huntington’s disease
• Rare and Hereditary

• Caused by an expanded CAG mutation in the HTT gene

• Dominantly transmitted with 50% risk to develop the disease in each child

27-35 36-39 40+
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The	CAG	mutation is the	cause
• The	mutation length may influence the	
age at onset (for	about 60-70%)

• The	paternal transmission is frequently
associated with	juvenile age at onset
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• Infants:	<10	years of	age
• Adolescents/teens:	14-17	years of	age
• Young	adults:	18-20	years of	age

<	10%	of	all HD	cases

JHD:

44	CAG

>60



MUTATION	BURDEN	ON	AGE	AT	ONSET
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JHDJHD?

Ø JHD	always depending on	
long	mutations?

Ø Atypical manifestations?
Ø WHAT	brain	abnormalities?
Ø WORSEN	disease

progression?	
Ø WHAT	ABOUT	life	span?

Age

CAG



What is Juvenile Huntington	
Disease (JHD)?

• FURTHER	DETAILS:	
–HD	depending on	long	mutations with	
exceptions
–Atypical manifestations? WHAT	brain	
abnormalities? WHAT	disease progression?
WHAT	ABOUT	the	life	span?

WE	STILL	NEED	TO	ANSWER	TO	
MOST	OF	THESE	QUESTIONS…

Chi	può	partecipare	ad																														?

Tutti i membri della famiglia affetta MH: yWho	may	take	part	to	observational	studies	and	why?



Premanifest
I II III

ZONE
of

ONSET

IV-V

Subtle	symptoms	
(soft	signs)

Chorea
Eye	movement

Hyperreflexia
Clumsiness

Gait disturbances

Depression - Suicide

Memory	loss

Cognitive alterations

Dysarthria

Incontinence

Stage

Dementia

Bradykinesia
Chorea

Dystonia
Rigidity

Behavioral abnormalities

Psychosis

Dysphagia

Dystonia
Rigidity



• Behavioural abnormalities • Autism,	severe	behavioural changes

• Depression	and	psychosis • Seizures	and	myoclonic	epilepsy
• Clumsiness • Predominant	cerebellar	features
• Cognitive	alteration • Learning	problems
• Eye	movement	abnormalities • Intellectual development and	delay
• Chorea	and	tourettisms • School	failure
• Dysphagia • Spasticity
• Dysarthria • Muscular pain (due	to	severe	dystonia)

• Memory	loss • EEG	abnormalities	
• Gait	disturbances

• Hyperreflexia	and	Incontinence

• Bradykinesia

• Rigidity

• Dystonia

Adult	and	JHD	patients’	
shared	symptoms

Additional	symptoms	predominantly	
manifested	in	Infantile	HD	

Squitieri	et	al.,	2006

Roger Barker and Ferdinando Squitieri
Chapter 4 in JHD (and other trinucleotide
repeat disorders), Oxford University Press
Book, 2009



Diagnostic	criteria	
for	childhood-onset	
Huntington’s	disease	(<	10	years)

A	FAMILY	HISTORY	OF	HUNTINGTON’S	DISEASE	
(USUALLY	THE	FATHER)	AND	TWO	OR	MORE	OF:

- Declining	school	performance
- Seizures
- Oral	motor	dysfunction
- Rigidity
- Gait	disturbance



What	is	happening	in	a	JHD	brain?

Kindly	provided	
by	Jean	Paul	
Vonsattel,	New	
York	Brain	Bank	
at	Columbia	
University,	New	
York,	USA

From	LIRH	
Foundation	
archives,	Rome,	
Italy



CURRENT	TREATMENTS
• MANY	LIMITATIONS
• MOSTLY	SYMPTOMATIC	(no	therapeutic trails
so	far	allowed)

• UNEFFECTIVE	IN	MOST	CASES
– USUALLY	FOCUSED	AGAINST:
• SEIZURES	(often drug resistant)	
• PAIN	management
• BEHAVIORAL	CHANGES
• MOTOR	AND	COGNITIVE	REHABILITATION	



FAMILIES	PERSPECTIVES:

SUBTLE
ATYPICAL
SOCIALITY

STIGMA

From	Quarrell,	Nance,	Nopoulos,	Paulsen,	Smith	and	Squitieri,	in	
“Managing	juvenile	HD”	– Neurodegener Dis	Manag 2013





Several	different	situations	
may	affect	families

• Early	symptomatic	parent,	child	with	clear	
symptoms

• Parent	died	with	HD,	child	with	very	
suspicious	motor	manifestations

• Parent	with	HD	mutation,	child	with	
behavioral	changes,	i.e.	autistic	spectrum,	
learning	difficulties,	school	related	issues	



Some	examples:	
Sofia	and	her	way	to	communicate

• Born	in	1989
• First	time	I’ve	met	in	
2006	(17yo)

• First	reported	issues	at	
age	11	(attention,	
learning)

• First	motor	
manifestations	af age	15	
(jerky,	incoordinat,	
clumsiness)

• Genetic	test	at	age	19	(65	
CAG)

• Main	manifestations:	
Dystonia,	Parkinsonism	
and	epileptic-like	seizures	.	Progressive	dysartria



• Irritability
• Obsessions	and	

Perseveration
• Depression
• Insomnia

• Treated	by	low	doses	of	
benzodiazepines	and	
antidepressants.

• Physical	rehabilitation



I	aspire	to	the	stars	
I	cannot	reach…



SPECIAL	
AWARD	

BY	THE	ITALIAN	
“ISTITUTO	
SUPERIORE	
DI	SANITA’”
Rome	- 2014

Pain	management	
since	2016:

Morphine	(12mg	)
Midazolam	i.v.
Paroxetine
Lorazepam
Food	supplements



Emanuele:	
a	positive	approach	to	the	disease



Many	little	children…



Case	4



From	Quarrell,	Nance,	Nopoulos,	Paulsen,	Smith	and	Squitieri,	in	“Managing	juvenile	HD”	
- Neurodegener Dis	Manag 2013	-



RESEARCH	PERSPECTIVES


