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Symptomatic Treatment  
while waiting for Disease Modifying Therapies 

Huntington’s  

Disease  

Motor 
Symptoms  

Psychiatric  

Symptoms  
Cognitive  

Symptoms  

• Chorea 
• Dystonia 
• Gait 
• … 

• Anxiety 
• Apathy 
• Depression 
• Irritability  
• OCD 
• Psychosis 
• … 

• Executive Function 
• Attention 
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Clinical Study Designs 

Screening 

randomization 
Active Substance 

Comparator  
Inactive (Placebo) or Active 

Treatment period Results 

Randomized “double-blind” Controlled Clinical Trial Design  

Un-Controlled Clinical Trial Design  



  4 

A large number of drugs tested mostly in underpowered and often 

uncontrolled clinical studies 
(Venuto et al 2012 Mov Disorders) 
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Pharmacological Treatment in Huntington’s Rely almost exclusively on 

off-label prescription 
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N =1468 participants from 13 countries, 1022 of which (57.9%) were on medications  

The most commonly prescribed drugs in European HD patients, REGISTRY  study (2010).  
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Symptomatic Treatment  

waiting for Disease Modifying Therapies 

Huntington’s  

Disease  

Motor 
Symptoms  

Psychiatric  

Symptoms  
Cognitive  

Symptoms  

• Chorea 
• Dystonia 
• Gait 

• Anxiety 
• Apathy 
• Depression 
• Irritability  
• OCD 
• Psychosis 

• Executive Function 
• Attention 
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Treatment of Chorea (i)  

 

 Tetrabenazine 

 

 The only approved drug  

 The better studied and most effective 

agents for reducing chorea 

 Decreases dopamine signaling by 

reversible inhibition of the Vescicular 

Monoamine Transporter Type 2  

 Risk of potentially serious adverse effects 

(depression, parkinsonisms, akatisia),  

titrate carefully  

 Consider CYP2D6 poor metabolizers & 

interactions for dose above 50 mg  
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 Riluzole 

 Based on 1 Class RCT, riluzole 200 mg/day likely moderately chorea 

decreases at 8 weeks. Riluzole 100 mg/day likely has no moderate antichoreic 

benefit but a modest benefit cannot be excluded (1 Class I RCT). 

 Riluzole100 mg/day likely fails to improve chorea at 3 years (1 Class I RCT). 

 

 Amantadine 

 A modest amantadine effect on HD chorea could not be excluded 

 

 Antipsychotics 

 Dopamine receptor blocking agents (antipsychotics) are commonly considered 

in the management of chorea although little evidence from powered and 

controlled studies exist on their efficacy 

 

Treatment of Chorea (ii)  

Source: American Academy of Neurology Guidelines 2011 
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A large number of drugs tested mostly in small size and often 

uncontrolled clinical studies 
 

(Venuto et al 2012 Mov Disorders) 

9 



  10 

Symptomatic Treatment – Psychiatric Symptoms 

Huntington’s  

Disease  

Motor 
Symptoms  

Psychiatric  

Symptoms  
Cognitive  

Symptoms  

• Chorea 
• Dystonia 
• Gait 

• Anxiety 
• Apathy 
• Depression 
• Irritability  
• OCD 
• Psychosis 

• Executive Function 
• Attention 
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Treatment of Psychiatric Symptoms  

 Anxiety 

 Poorly studied,few studies, mostly small sample size or uncontrolled, 

two randomised trails with floxetine, and tiapride, no evidence of 

effect. 

 Recommendation is to treat anxiety as you would in patients without 

HD.  

 

 Depression 

 Lack of controlled studies, SSRI should be the preferred option  

 

 Psychosis 

 Lack of controlled and robust studies  

 Antipsychotics with lower affinity/potency (e.g. quetiapine) should be 

preferred: less extra-pyramidal side effects (but less effect on chorea) 
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Symptomatic Treatment - Cognition 

Huntington’s  

Disease  

Motor 
Symptoms  

Psychiatric  

Symptoms  
Cognitive  

Symptoms  

• Chorea 
• Dystonia 
• Gait 

• Anxiety 
• Apathy 
• Depression 
• Irritability  
• OCD 
• Psychosis 

• Executive Function 
• Attention 
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Pharmacological Treatment of Cognitive Impairment  

No effect of any drug tested 

 Donepezil  

(Cubo et al 2006) 

 Atomoxetine 

(Beglinger et al 2009) 

 Modafinil 

(Blackwell et al 2008) 

 Latredipine 

(HORIZON, 2013) 
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Ongoing Clinical Trials in Huntington’s Disease 

Source: modified from Neuroprospective March 2014 
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Iron homeostasis in HD 

 

 Metals (particularly Iron and Copper) have been implicated 

in the pahogenesis of HD 

 Iron is a known cause of oxidative stress implicated in 

neurodegeneration and is thought to be implicated in the 

oligomerization of HTT that promote neurodegeneration 

 A role for an altered metal homeostasis has been 

suggested also from recent imaging and post-mortem 

studies (e.g.: Rosas et al Arch Neurology 2012) that showed 

 Iron levels in specific brain areas rise before symptoms and correlate 

with disease severity 

 Iron levels increase with CAG repeat lenght 

 Presymptomatic iron levels predict age of onset of symptoms 
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Prana therapeutics and PBT2 

 PBT2 is a Metal Chelant (improved drug from PBT1: 

clioquinol) that interphere with Copper and Zinc 

homeostasis.  

 PBT2 has shown to mobilize ions (Cu, Zn) trapped in the 

Abeta deposition, reduce extracellular availability of Cu & 

Zn interrupting Abeta production in Alzeheimer  

 PBT2 showed cognitive improvement in AD patients and 

currently tested in a new Phase II in AD 

 PBT is neuroprotective in animal and cellular model of HD 

(Ngyen et al PNAS 2005) 
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HD - Clinical motor scores and efficacy endpoints  

 The motor part of the 

Unified HD Rating scale 

(UHDRS)  

 Measures 15 items 

related to motor 

symptoms 

 Disease progression:    

~4-5 pts increase p.a.  

 

1
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1. Occular pursuit 

2. Saccade initiation 

3. Saccade velocity 

4. Dysarthria 

5. Tongue protrusion 

6. Finger taps 

7. Pronate/supinate hands  

8. Fist-hand-palm sequencing 

9. Rigidity - arms 

10. Body bradykinesia 

11. Dystonia 

12. Chorea 

13. Gait 

14. Tandem walking 

15. Retropulsion pull test 

The Total Motor Score, TMS 
 
 
 
 
 
 
 
 
 
 

Eye movements 
 – 3 items from  the TMS  

The modified Motor Score, 
mMS 
 
 
 
 
 

– A measure of voluntary                      
motor symptoms 

– 10 items from the TMS 

– Disease progression:    ~2 
pts increase p.a.  

Involuntary movements 
 – 2 items from  the TMS   
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Source:  
Neuroprospective March 2014 
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Key Mechanisms with potential in Huntington’s Disease  

in Pre-Clinical & Research Stage  
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Three main Approaches for “Gene Silencing” 

Aiming to lowering expression of mutated Huntingtin 

 

 

 Transcription repression 

 Antisense Oligonucleotides (ASOs) 

 RNA interference  
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Summary 

 Lack of controlled studies for symptomatic effect of drugs 

approved for other neuropsychiatric indications  

 

 Increasing number of sponsored studies in clinical phase 

 

 Larger investment (and cautious optimism) for a number of 

novel therapies aiming to lower expression of mutated 

Huntingtin 


