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Huntingtin lowering therapies are administered 
in different ways too

TM



Promising results in a small group of 

people

• 12 people on high dose of AMT-130 at 

3-year point

• Primary endpoint met - 75% slowing 

of progression (cUHDRS)

• Secondary endpoint met - 60% 

slowing of TFC

• Compared to external control (data 

from Enroll-HD)



The path forward for AMT-130 has been bumpy



An independent safety committee found 

no major safety concerns for the study 

and dosing is proceeding. 

All participants will receive the 100 mg 

dose (or placebo) every 16 weeks - more 

likely to offer clinical benefit.

Data remains blinded

GENERATION-HD2 

Trial for tominersen



SELECT-HD trial 
for WVE-003

WVE-003 is safe and well tolerated

Only lowers mHTT not wildtype HTT

Some encouraging data from brain scans and 

other measures

Next study in the works for trial with more people 



Phase 1/2a clinical 

trial testing VO659

VO659 reduces mutant huntingtin levels in 

people with HD 

It appears to be generally well-tolerated, but 

some participants developed radiculitis (nerve 

inflammation)

Vico plans to adjust dosing to reduce side effects 

and extend dosing intervals 

A Phase 2 trial is being discussed for HD



INVEST-HD
votoplam

POINT-HD showed that…

HD-ISS Stage 2: 10mg -> 52% slowing by 

cUHDRS; 5mg -> 28% slowing.

NfL remained below baseline for both doses

HD-ISS Stage 3: showed “potential signals” of 

benefit 

Phase 3 INVEST-HD trial now launched, 

recruiting people with TFC=13 and early motor 

signs, a population where PIVOT-HD showed its 

strongest signal



Splice modulators could be working to lower HTT as well as 

targeting somatic instability



Skyhawk
SKY-0515 is safe and leads to dose-

dependent lowering of huntingtin and PMS1

Targeting huntingtin and PMS1 could be a 

“two-for-one” effect on huntingtin lowering 

and somatic instability

Signals that cUHDRS might be improving 

for some participants

Phase 2/3 FALCON-HD trial is already 

underway but not recruiting in the US. 

Provisional approval application in the 

works in Australia

Phase 2/3 FALCON-HD 
SKY0515



A lot of progress in ~10 years

2024

lots of clues that we 

might be on the right 

path 

2025

cautious optimism that 

we might alter the 

course of HD

2015

First people dosed with 

huntingtin lowering 

drugs



Lots of firsts in the HD 

clinical space!



CRISPR gene therapies can make 
permanent genetic changes to DNA 

CRISPR = genetic scissors 

Interest in using CRISPR in HD 

research is growing
CRISPR could be used to reduce the CAG number, lower HTT, 

influence a genetic modifier….





1. The genetic cause is known

2. The mechanism of disease is already known

3. Genetic editing can be done outside the body

Sickle Cell HD





CRISPR “molecular scissors” 

cut and disrupt the CAG 

expanded HTT gene directly 

in the brain of HD mice.

The CRISPR tool is self-

inactivating, switching itself off 

after editing, improving safety.

Toxic protein levels reduced 

~90% 

Mice showed improved 

movement, behavior, and 

lifespan 





Non-interventional studies

Registries Observational studies 

The global registry for Juvenile onset 

Huntington’s Disease

Map the progression of the earliest HD related 

changes be found in young gene-positive adults



Surveys



• Global study with thousands 

of people

• Yearly visits

• Vast amounts of data
• How HD unfolds

• Tracking symptoms

• Clinical trial design

• New targets



Observational research and local trials

Imaging studiesJHD & At-risk youth

CSF Donation

Cognitive 
testing

Brain
Donation

Medication
Combinations

Exercise 
and PT/OT



Living an active and healthy lifestyle 
can help some HD symptoms 





Landmark studies published made possible thanks to brain donations
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