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Table 2. Pharmacological clinical trials registered at the World Health Organization (WHO) International Clinical Trials Research Platform (ICTRP) for people with HD since the first edition of the “Clinical Trials Corner”.

Registration ID Trial Name Intervention Mechanism of Action Population Comparison Main Outcome Study Design

Estimated

Enrolment Sponsor Location(s)

NCT06585449* - ALN-HTT02 RNA interference

selectively targeting

exon 1 of HTTmRNA

HD-ISS stage 2 or

early stage 3 HD

Placebo Frequency of TEAEs in

both the double-

blind and open-label

phases, monitored

over 12 months

Randomized,

double-blind,

parallel

assignment,

single dose

54 Alnylam

Pharmaceuticals

Canada, UK

– will expand

(multi-centre)

CTIS2024-514328-18-00* VO659-CT01 Intrathecal

administration

of VO659

ASO targeting mutant

HTT and ataxin RNA

to reduce toxic

protein levels

SCA1, SCA3, HD None Safety, tolerability, and

pharmacokinetics of

multiple doses

Open-label, non-

randomized

23 Vico Therapeutics

B.V.

Denmark, France,

Germany,

Israel,

Netherlands,

UK

CTIS2024-518875-73-00* TEMET-HD Metformin Modulation of cellular

energy metabolism

via AMP-activated

protein kinase

activation to slow

cognitive decline

HD Placebo Change in UHDRS

cognitive score after

6 and 12 months

Randomized,

double-blind,

placebo-

controlled

60 IIS La Fe Spain

(pending)

NCT06474650 - LPM3770164 VMAT2 inhibitor Healthy controls None Pharmacokinetics pre-

dose and up to 240 h

post-dose

Randomized,

open-label,

two-period,

double-

crossover

(phase I) study

16 Luye Pharma Group

Ltd

China

(single centre)

NCT06469853 - MBF-015 Histone deacetylase 1/2

inhibitor

Early and moderate

HD

None Safety and tolerability at

43 days

Open-label, single

centre (phase

IIa) study

10 Medibiofarma S.L. Spain

(single centre)

NCT06312189 - Valbenazine VMAT2 inhibitor HD with chorea;

participated in

study NBI-98854-

HD3006

(NCT04400331)

None Number of participants

with TEAEs up to

week 106

Non-randomized,

open-label

7 Neurocrine

Biosciences

Canada

(multi-centre)

NCT06254482 - PTC518 Small molecule splicing

modulator

Participants who

completed the

treatment period

in PTC518-CNS-

002-HD

None Number of participants

with TEAEs up to

month 30; blood

total HTT levels up

to month 28

Randomized,

double-blind,

parallel

assignment,

extension

(phase IIb)

study

250 PTC Therapeutics Australia, Austria,

Canada,

France,

Germany, Italy,

Netherlands,

New Zealand,

Spain, UK

(multi-centre)

NCT06097780 - Nestacell Dental pulp stem cell Early and moderate

HD

Placebo Efficacy at 1 year Randomized,

double-blind,

parallel

assignment,

multiple dose

120 Azidus Brasil N/S

NCT06024265 - ER2001 Small interfering RNA Early HD None Safety at 6.5 months Multiple dose,

open-label trial

15 ExoRNA Bioscience China

(single centre)

2022-001565-12 - PTC518 Small molecule splicing

modulator

Prodromal and early

HD

None Safety at 24 months,

blood total HTT

levels at 24 months

Randomized,

double-blind,

parallel

assignment,

multiple dose

250 PTC Therapeutics France, Germany,

Netherlands,

UK, USA

(multi-centre)

(continued)
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Table 2. Continued.

Registration ID Trial Name Intervention Mechanism of Action Population Comparison Main Outcome Study Design

Estimated

Enrolment Sponsor Location(s)

NCT05822908 - VO659 CAG-targeting ASO Early HD, mild-

moderate SCA1,

mild-moderate

SCA3

None Safety at 253 days Open-label, non-

randomized,

sequential

assignment,

multiple

ascending dose

65 (19 HD,

19

SCA1

and 27

SCA3)

VICO Therapeutics

B.V.

France, Germany,

Italy, Poland,

the

Netherlands,

UK

(multi-centre)

NCT04556656† PROOF-HD Pridopidine Sigma-1 receptor

activation

Early HD Placebo Change in function at 65

weeks

Randomized,

double-blind,

parallel

assignment,

single dose trial

499 Prilenia Therapeutics Austria, Canada,

Czechia,

France,

Germany, Italy,

Netherlands,

Poland, Spain,

UK, USA

(multi-centre)

NCT05686551 GENERATION

HD2

Tominersen Non-allele-selective

ASO

Prodromal and early

HD

Placebo Safety at 24 months Randomized,

double-blind,

dose-finding

trial

360 Hoffmann-La Roche USA, Spain, more

sites to be

confirmed

(multi-centre)

NCT05655520† PURVIEW SAGE-718 Positive allosteric

modulator of NMDA

Premanifest, early

and moderate HD

None Safety at 13 months Single-dose open-

label trial

153 Sage Therapeutics Canada, USA

(multi-centre)

NCT03019289† - Pridopidine Sigma-1 receptor

activation

Healthy controls,

early and

moderate HD

None Sigma-1 receptor

occupancy

Multiple dose,

open-label trial

23 Prilenia Therapeutics

/ Teva

Germany

(single centre)

NCT02494778† Open PRIDE HD Pridopidine Sigma-1 receptor

activation

Early and moderate

HD

Placebo Efficacy at 106 weeks Open-label

extension

400 Prilenia Therapeutics

/ Teva

Australia, Austria,

Canada,

France,

Germany, Italy,

Netherlands,

Poland, Russia,

UK, USA

(multi-centre)

NCT02006472† PRIDE HD Pridopidine Sigma-1 receptor

activation

Early and moderate

HD

Placebo Efficacy at 26 weeks Randomized,

double-blind,

parallel

assignment,

dose-finding

trial

408 Prilenia Therapeutics

/ Teva

Australia, Austria,

Canada,

Denmark,

France,

Germany, Italy,

Poland, Russia,

Netherlands,

UK, USA

(multi-centre)

NCT01306929† OPEN-HART Pridopidine Sigma-1 receptor

activation

HD None Safety up to 72 months Randomized,

placebo-

controlled,

dose-ranging,

parallel-group

study.

134 Prilenia Therapeutics

/ Teva

Canada, USA

(multi-centre)

NCT05509153 NAC-preHD NAC Antioxidant Premanifest HD Placebo Efficacy at 36 months Randomized,

double-blind

trial

160 Western Sydney

Local Health

District

Australia

(multi-centre)

(continued)
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Table 2. Continued.

Registration ID Trial Name Intervention Mechanism of Action Population Comparison Main Outcome Study Design

Estimated

Enrolment Sponsor Location(s)

ISRCTN56240656† FELL-HD Felodipine Calcium channel blocker Early HD None Safety at 62 weeks Non-randomised,

multiple dose

trial

18 Cambridge

University

UK

(single centre)

NCT05358821† SURVEYOR SAGE-718 Positive allosteric

modulator of NMDA

Early and moderate

HD

Placebo Change in cognition at

28 days

Double-blind,

placebo-

controlled,

single dose

design trial

69 Sage Therapeutics USA

(multi-centre)

NCT05358717 PIVOT HD PTC518 Small molecule splicing

modulator

Prodromal and early

HD

Placebo Safety at 113 days Randomized,

double-blind,

placebo

controlled,

parallel

assignment,

multiple dose

trial

162 PTC Therapeutics France, Germany,

Netherlands,

UK, USA

(multi-centre)

NCT05475483 - SOM-3355

(bevantolol

hydrochloride)

Beta-blocker Early and moderate

HD

Placebo Efficacy at 8 weeks Randomized,

double-blind,

placebo-

controlled,

parallel

assignment

multiple-dose

trial

129 SOM Biotech France, Germany,

Italy, Poland,

Spain,

Switzerland,

UK

(multi-centre)

ACTRN12621001755820 - SLS-005 (trehalose) Disaccharide Early HD, ALS, SCA3 None Efficacy at 24 weeks Non-randomized,

open-label

15-18 (4

ALS, 10

HD, 4

SCA3)

Seelos Therapeutics Australia

(two centres)

NCT05541627 - AB-1001 (BV-101) AAV encoding for

CYP46A1, enzyme

converting

cholesterol to 24-

OH-cholesterol

Early HD None Safety at week 52 Non-randomized,

open-label,

sequential,

single ascending

dose

18 AskBio/ BrainVectis France

(single centre)

NCT05107128† DIMENSION SAGE-718 Positive allosteric

modulator of NMDA

Early and moderate

HD

Placebo Change in cognition at

84 days

Double-blind,

placebo-

controlled,

single dose

design

189 Sage Therapeutics Australia, Canada,

USA

(multi-centre)

NCT05111249† VIBRANT HD Branaplam Small molecule splicing

modulator

Early HD Placebo Reduction of mHTT

protein at week 17

Safety at 104 weeks

Double-blind,

placebo-

controlled

multiple dose

design

75 Novartis

Pharmaceuticals

Belgium, Canada,

France,

Germany,

Hungary, Italy,

Spain, UK, USA

(multi-centre)

NCT05032196† SELECT-HD WVE-003 Allele-selective ASO Early HD Placebo Safety at 36 weeks Randomized,

double-blind,

placebo-

controlled,

combined

single ascending

dose/multiple

ascending dose

trial

36 Wave Life Sciences

Ltd

Australia, Canada,

Denmark,

France,

Germany,

Poland, Spain,

UK

(multi-centre)

(continued)
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Table 2. Continued.

Registration ID Trial Name Intervention Mechanism of Action Population Comparison Main Outcome Study Design

Estimated

Enrolment Sponsor Location(s)

NCT05243017 - AMT-130 rAAV5-miHTT Early HD None Safety at 6 months Non-randomized,

sequential

ascending,

multiple-dose

trial

15 UniQure Biopharma

B.V.

Germany, Poland,

UK

(multi-centre)

NCT04713982 - Deutetrabenazine VMAT2 inhibitor HD with chorea None Change in speech

outcome at 10

weeks

Single-arm open-

label trial

30 Vanderbilt University

Medical Center

USA

(single centre)

NCT04826692 - Metformin Antihyperglycemic/

AMPK activator

Early and moderate

HD

Placebo Change in cognition at

52 weeks

Randomized,

parallel

assignment,

double-blinded

trial

60 Instituto de

Investigación

Sanitaria La Fe

Spain

(single centre)

NCT04514367† - ANX005 C1q inhibitor Early HD None Safety at 36 weeks Single-dose open-

label trial

28 Annexon, Inc USA

(multi-centre)

NCT04421339† - Melatonin Melatonin receptor

agonist

HD with sleep

disturbance

Placebo Sleep quality at 9 weeks Randomised,

cross-over,

single-blinded

(participant/

caregiver)

20 The University of

Texas Health

Science Center,

Houston

USA

(single centre)

NCT04400331 - Valbenazine VMAT2 inhibitor Early and moderate

HD

None Safety at 104 weeks Open-label, single

arm trial

150

Neurocrine

Biosciences

USA, Canada

(multi-centre)

NCT04301726 - Deutetrabenazine VMAT2 inhibitor HD with dysphagia Placebo Dysphagia at 18 months Randomized,

parallel

assignment,

triple blinded

trial

48 Fundación

Huntington

Puerto Rico

N/S

NCT04478734;

CTIS2023-508637-14-

00

HUNTIAM Thiamine and biotin B vitamins HD Moderate vs

high doses

of thiamine

and biotin

Safety at 52 weeks Randomized,

parallel

assignment,

open-label trial

24 Fundación Pública

Andaluza para la

gestión de la

Investigación en

Sevilla

Spain

(single centre)

NCT04201834† - Risperidone Dopamine antagonist Early and moderate

HD with chorea

None Change in motor scales

at 12 weeks

Non-randomized,

open-label

(assessor-

blind),

uncontrolled

trial

12 University of

Rochester

USA

(single centre)

NCT04071639 - Haloperidol,

risperidone,

sertraline and

coenzyme Q10

Multiple (dopamine

antagonists, selective

serotonin reuptake

inhibitor, dietary

supplement)

Early and moderate

HD

Coenzyme

Q10

Efficacy at 5 years Randomized,

open-label,

controlled,

parallel trial

100 Second Affiliated

Hospital, School

of Medicine,

Zhejiang

University

China

(single centre)

NCT04120493 AMT-130 rAAV5-miHTT Non-allele-selective

miRNA

Early HD Sham interv

ention

Safety at 18 months Randomized,

double-blind,

sham-

controlled,

parallel trial

26 UniQure Biopharma

B.V.

USA

(multi-centre)

(continued)
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Table 2. Continued.

Registration ID Trial Name Intervention Mechanism of Action Population Comparison Main Outcome Study Design

Estimated

Enrolment Sponsor Location(s)

NCT04102579† KINECT-HD Valbenazine VMAT2 inhibitor HD with chorea Placebo Efficacy at 12 weeks Randomized,

double-blind,

placebo-

controlled,

parallel trial

120 Neurocrine

Biosciences,

Huntington Study

Group

USA

(multi-centre)

EUCTR2019-002178-30-

DK†
- WVE-120102 Allele-selective ASO HD None Safety and tolerability at

97 weeks

Open-label

extension

70 Wave Life Sciences

Ltd

Australia, Canada,

Denmark,

France, Poland,

UK

(multi-centre)

NCT04000594† GEN-PEAK RG6042 Allele-nonselective ASO HD None Pharmacodynamics and

pharmacokinetics at

multiple timepoints

until 6 months

Non-randomized.

open-label,

multiple-dose,

parallel trial

20 Hoffmann-La Roche Netherlands, UK

(multi-centre)

NCT03980938† - Neflamapimod p38α MAPK inhibitor Early HD Placebo Change in cognitive

scales at 10 weeks

Randomized,

double-blind,

placebo-

controlled,

cross-over trial

16 EIP Pharma Inc,

Voisin Consulting,

Inc.

UK

(single centre)

NCT03842969† GEN-EXTEND RG6042 Allele-nonselective ASO HD None Safety and tolerability at

up to 5 years

Open-label

extension

1050 Hoffmann-La Roche USA, Canada,

Europe

(multi-centre)

NCT03761849† GENERATION-

HD1

RG6042 Allele-nonselective ASO HD Placebo Clinical efficacy at 101

weeks

Randomized,

double-blind,

placebo-

controlled,

parallel trial

909 Hoffmann-La Roche USA, Canada,

Europe

(multi-centre)

NCT03515213† - Fenofibrate PPARα agonist HD Placebo Pharmacodynamics at 6

months

Randomized,

double-blind,

placebo-

controlled,

parallel trial

20 University of

California, Irvine

USA

(single centre)

NCT03764215 Tasigna HD Nilotinib Selective Bcr-Abl

tyrosine kinase

inhibitor

HD None Safety, tolerability and

pharmacodynamics

at 3 months

Open-label,

multiple

ascending dose

20 Georgetown

University

USA

(single centre)

NCT03225833† PRECISION-HD1 WVE-120101 Allele-selective ASO HD Placebo Safety and tolerability at

1 and 120 days

Randomized,

double-blind,

placebo-

controlled,

combined

single ascending

dose/multiple

ascending dose

trial

48 Wave Life Sciences

Ltd

Australia, Canada,

Denmark,

France, Poland,

UK

(multi-centre)

NCT03225846† PRECISION-HD2 WVE-120102 Allele-selective ASO HD Placebo Safety and tolerability at

1 and 120 days

Randomized,

double-blind,

placebo-

controlled,

combined

single ascending

60 Wave Life Sciences

Ltd

Australia, Canada,

Denmark,

France, Poland,

UK

(multi-centre)

(continued)
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Table 2. Continued.

Registration ID Trial Name Intervention Mechanism of Action Population Comparison Main Outcome Study Design

Estimated

Enrolment Sponsor Location(s)

dose/multiple

ascending dose

trial

NCT02453061† TRIHEP 3 Triheptanoin Anaplerotic therapy HD Safflower oil Pharmacodynamic

efficacy at 6 months

Randomized,

double-blind,

controlled,

parallel trial

100 Institut National de la

Santé Et de la

Recherche

Médicale,

Ultragenyx

Pharmaceutical

Inc

France,

Netherlands

(multi-centre)

NCT02509793 - Tetrabenazine VMAT2 inhibitor HD with impulsivity None Cognitive and

behavioural effects at

8 weeks

Single group, open-

label trial

20 University of Texas

Health Science

Center, and

H. Lundbeck A/S

USA

(single centre)

NCT02481674† SIGNAL VX15/2503 Anti-semaphorin 4D

monoclonal antibody

Late premanifest or

early HD

Placebo Safety and tolerability at

15 and 21 months

Randomized,

double-blind,

placebo-

controlled,

parallel trial

240 Vaccinex Inc.,

Huntington Study

Group

USA

(multi-centre)

EUCTR2013-002545-10-

SE

OSU6162Open1309 (-)-OSU616 Monoaminergic stabilizer HD, PD, brain

trauma, stroke,

myalgic

encephalomyelitis

and narcolepsy

None Safety at 3, 6 and 12

months

Single group, open-

label trial

240 A. Carlsson Research

AB

Sweden

(multi-centre)

NCT00514774 UDCA-HD Ursodiol Bile acid HD Placebo Safety, tolerability, and

pharmacokinetics at

35 days

Randomized,

double-blind,

placebo-

controlled,

parallel trial

21 Oregon Health and

Science

University,

Huntington Study

Group,

Huntington

Society of Canada

N/S

AMP: adenosine monophosphate; AMPK: AMP-activated protein kinase; ASO: antisense oligonucleotide; HD: Huntington’s disease; HD-ISS: Huntington’s Disease Integrated Staging System; HTT: huntingtin; mRNA: messenger ribonucleic

acid; NAC: N-acetylcysteine; NMDA: N-methyl-D-aspartate; N/S: not specified; RNA: ribonucleic acid; PD: Parkinson’s disease; PPARα: peroxisome proliferator-activated receptor alpha; SCA1: spinocerebellar ataxia 1; SCA3:

spinocerebellar ataxia 3; TD: tardive dyskinesia; TEAEs: treatment-emergent adverse events; UHDRS: Unified Huntington’s Disease Rating Scale; VMAT2: vesicular monoamine transporter 2. Note: IONIS-HTTRx, ISIS 443139, RG6042 and

tominersen refer to the same molecule. New clinical trials added since the last Clinical Trials Update are indicated by *. Pharmacological trials terminated are indicated by †.
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Table 3. Invasive non-pharmacological clinical trials registered at the WHO ICTRP for people with HD since the first edition of the “Clinical Trials Corner”.

Registration ID Trial Name Intervention

Mechanism of

Action Population Comparison Main Outcome Study Design

Estimated

Enrolment Sponsor Location(s)

NCT06444217 FibroTG-HD Skin biopsy Skin biopsy Individuals with

a CAG ≥36
allele (with

reduced or

full

penetrance)

None In vitro validation of a

RNA trans-splicing

gene therapy for the

correction of

supernumerary CAG

repeats into fibroblasts

from skin biopsies

Open-label, single

group assignment

20 University Hospital,

Angers

France

(single centre)

NCT06097780 - Nestacell Dental pulp stem

cell

Early and

moderate

HD

Placebo Efficacy at 1 year Randomized,

double-blind,

parallel assignment,

multiple dose

120 Azidus Brasil N/S

NCT04244513 - GPi DBS DBS HD with chorea Sham

intervention

Efficacy at 3 and 6 months Randomized,

double-blind,

sham-controlled,

cross-over trial

40 Beijing Municipal

Administration of

Hospitals,

Medtronic

China

(multi-centre)

NCT04219241 ADORE-EXT Cellavita Stem cell therapy HD None Efficacy and safety at 2

years

Open-label extension 35 Azidus Brasil, Cellavita

Pesquisa Científica

Ltda

Brazil

(single centre)

ISRCTN52651778 TRIDENT Foetal stem cell

transplant

Stem cell therapy Early HD Usual care Safety at 4 weeks Randomized,

open-label,

controlled, parallel

trial

30 Cardiff University, UK UK

(single centre)

NCT02728115 SAVE-DH Cellavita Stem cell therapy HD None Safety at 5 years Non-randomized,

open-label,

uncontrolled,

parallel trial

6 Azidus Brasil Brazil

(single centre)

NCT03252535 ADORE-HD Cellavita Stem cell therapy HD Placebo Efficacy at 120 days Randomized,

double-blind,

placebo-controlled,

parallel trial

35 Azidus Brasil Brazil

(single centre)

NCT03297177 - Autologous

stem/

stromal cells

Autologous stem/

stromal cell

injection

HD, AD, PD,

CBD, MS

None Safety at 5 years Single group,

open-label trial

300 Healeon Medical Inc,

Global Alliance for

Regenerative

Medicine, Regeneris

Medical

Honduras, USA

(multi-centre)

NCT02535884 HD-DBS GP DBS DBS Moderate HD

with chorea

Sham

intervention

Efficacy at 12 months Randomized,

double-blind,

sham-controlled,

parallel trial

50 Heinrich-Heine

University, KKS

Netzwerk,

Medtronic, The

George Institute,

EHDN, CHDI

Foundation, Inc.

Austria, France

Germany,

Switzerland

(multi-centre)

NCT01834053 BMACHC Bone marrow

derived

MNC

transplant

Bone marrow

transplant

HD with chorea None Cognitive and behavioural

effects at 6 months

Single group,

open-label trial

50 Chaitanya Hospital,

Pune

India

(single centre)

(continued)
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R
ecruitm

ent
for

the
clinical

trial
com

m
enced

on
14

th

O
ctober

2024,
w
ith

an
estim

ated
study

com
pletion

date
of

5
th
July

2028.
C
urrently,

the
study

is
actively

being
con-

ducted
across

tw
o
locations,

in
the

U
K

and
C
anada,

and
is
expected

to
expand

globally.
Sponsor/F

unders:
A
lynlam

P
harm

aceuticals
C
om

m
ents:

T
he

R
N
A

interference
m
echanism

leverages
an

endogenous
cellular

process
to

reduce
the

expression
of

disease-associated
target

proteins.
A
L
N
-H

T
T
02

specifi
cally

targets
a

conserved
m
R
N
A

sequence
w
ithin

exon
1
of

H
T
T
,
leading

to
the

low
ering

of
all

H
T
T
protein

species,
including

all
canonical

m
H
T
T

and
w
ild-type

H
T
T
proteins

and
all

know
n
splice

variants.
T
he

fi
rst

program
to

utilise
A
lnylam

’s
proprietary

C
16-siR

N
A

technology
w
as

A
L
N
-A

P
P

(N
C
T
05231785), 1

7
in

collaboration
w
ith

R
egeneron,

designed
to

target
am

yloid
precursor

protein
(A

P
P
)
for

the
potential

treatm
ent

of
A
lzheim

er’s
disease

(A
D
)
and

cerebral
am

yloid
angiopathy

(C
A
A
).
T
he

phase
I
clinical

trial
em

ployed
a
double-blind,

placebo-controlled,
single

ascending
dose

approach
w
ith

the
aim

to
assess

the
safety,tolerability,pharm

acokinetic
and

pharm
acodynam

ic
effects

of
A
L
N
-A

P
P
in

patients
w
ith

early-onset
A
D
; 1
2
the

A
L
N
-H

T
T
02

trial
has

a
sim

ilar
design.

Interim
results

for
A
L
N
-A

P
P
,
announced

by
A
lnylam

P
harm

aceuticals
in

a
press

release
on

25
th
O
ctober

2023, 1
8
reported

that
single

doses
dem

onstrated
sustained

pharm
acodynam

ic
activity

for
up

to
10

m
onths

post-adm
inistration.

In
addition,

the
treatm

ent
led

to
m
arked

reductions
in

A
β42

and
A
β40,

key
proteins

im
plicated

in
progression

of
A
D

and
C
A
A
.

F
rom

a
safety

perspective,
am

ong
the

20
patients

rando-
m
ised

to
receive

A
L
N
-A

P
P
or

placebo,one
subjectexperi-

enced
tw
o
m
ild

A
E
s
deem

ed
related

to
both

the
study

drug
and

procedure,
but

no
serious

A
E
s

or
deaths

w
ere

reported. 1
9
T
hese

interim
results

for
A
L
N
-A

P
P
represent

the
fi
rst-in-hum

an
translation

of
an

R
N
A
interference

thera-
peutic

for
neurodegenerative

diseases,
w
ith

the
ongoing

A
L
N
-H

T
T
02

clinical
trial

in
H
D

expected
to

im
prove

understanding
of

the
approach

and
potential

therapeutic
bene

fi
ts
of

this
strategy.

C
o
m
p
leted

clin
ical

trials

SAG
E-718

(N
CT05107128;N

CT05655520) 1
3
,1
4

Study
T
itle:

A
S
tudy

to
E
valuate

the
E
ffect

of
S
A
G
E
-718

on
C
ognitive

F
unction

in
P
articipants

W
ith

H
untington’s

D
isease;

and
A

S
tudy

to
E
valuate

the
S
afety

and
T
olerability

of
S
A
G
E
-718

in
P
articipants

W
ith

H
untington’s

D
isease.

Intervention:
D
aily

oral
adm

inistration
of

S
A
G
E
-718

(also
know

n
as

dalzanem
dor),a

positive
allosteric

m
odula-

tor
of

N
-M

ethyl-d-aspartate
receptor

(N
M
D
A
R
),
designed

to
enhance

N
M
D
A
R
function. 2

0

Table 3. Continued.

Registration ID Trial Name Intervention

Mechanism of

Action Population Comparison Main Outcome Study Design

Estimated

Enrolment Sponsor Location(s)

NCT02252380 - MR-guided

focused

ultrasound

Extracranial

stereotactic

radioablation

HD, ET, HT, PD,

WD,

dystonia, TD,

or orofacial

dyskinesias

None Adverse events after the

procedure

Single group,

open-label trial

10 InSightec Canada

(single centre)

AD: Alzheimer’s disease; CBD: corticobasal degeneration; DBS: deep brain stimulation; ET: essential tremor; GP: globus pallidus; GPi: globus pallidus internus; HD: Huntington’s disease; HT: Holmes tremor; ICTRP:

International Clinical Trials Research Platform; MNC: mononuclear cells; MR: magnetic resonance; MS: multiple sclerosis; N/S: not specified; RNA: ribonucleic acid; PD: Parkinson’s disease; TD: tardive dyskinesia; WD:

Wilson’s disease; WHO: World Health Organization.
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Table 4. Non-invasive non-pharmacological clinical trials registered at the WHO ICTRP for people with HD since the first edition of the “Clinical Trials Corner”.

Registration ID Trial Name Intervention Mechanism of Action Population Comparison Main Outcome Study Design

Estimated

Enrolment Sponsor Location(s)

NCT06774443* HT-HD Neuropsychological

assessment (Hinting

Task)

Assessment of social

cognition deficits,

specifically Theory of

Mind

HD Healthy controls Sensitivity of the Hinting

Task in detecting social

cognition impairments

in HD

Observational

(case-control,

cross-sectional)

52 University Medical

Center

Groningen

Netherlands

(single

centre)

NCT06693466* HD-P1 Experimental pain

assessment (pain

facilitation, facial

expression, and

conditioned pain

modulation)

Assessment of pain

processing

mechanisms and

sensory modulation in

HD

HD None Feasibility of

experimental pain

assessment protocols

in HD

Observational

(cohort,

cross-sectional)

20 Leiden University

Medical Center

Netherlands

(single

centre)

NCT06634628* iMagemHTT-009 PET imaging with novel

radioligand [11C]

CHDI-00491009

Radioligand binding to

aggregated mHTT for

quantification

HD None VTof [11C]

CHDI-00491009

measured via PET

imaging

Non-randomized,

sequential

assignment

27 CHDI Foundation,

Inc.

Belgium

(single

centre)

NCT06626308* BIO-MH Brain fMRI and gait

assessment using 3D

virtual reality

fMRI to assess early

subcortical

biomarkers and virtual

reality-based gait

analysis for detecting

preclinical motor

abnormalities

Premanifest

HD

Healthy controls BOLD signal changes in

subcortical regions

and alterations in gait

parameters

Observational

(case-control)

20 University

Hospital,

Grenoble

France

(single

centre)

NCT06626412* - PETof SV2A using the

radioligand

18F-SynVesT-1

Radioligand binding to

SV2A for

quantification of

synaptic density

Late

premanifest

HD

Volumetric MRI Baseline differences and

longitudinal changes in

synaptic density and

brain volume

Non-randomized,

single-group

assignment

35 Universitaire

Ziekenhuizen

KU Leuven

Belgium

(single

centre)

NCT06585332* - Hand grip strength as a

screening tool for

respiratory dysfunction

Assessment of

neuromuscular

function related to

respiratory effort

HD None Maximal hand grip

strength, voluntary

peak cough flow,

maximal expiratory

pressure, maximal

inspiratory pressure

Observational (case

only)

70 General University

Hospital

Prague

(single

centre)

NCT06546488* CAT-HD Behavioral assessments Standardised assessment

batteries using the

DSCT and SAGE

HD SDMT, SWR SDMT compared to

DSCT; SAGE score

compared to SDMT

and SWR scores

Observational (case

only)

76 Ohio State

University

USA

(single

centre)

NCT06490367 TREHD TRE diet TRE diet, specifically

maintaining a 6-8-h

eating window every

day for 12 weeks

Premanifest,

prodromal

and early

HD

None Change from baseline in

the daily eating period

at week 13

Prospective

interventional,

open-label,

single-arm trial

25 Oregon Health

and Science

University

USA

(single

centre)

NCT06414967 MUSIC-HD Music therapy Music therapy using a

digital music therapy

tool combined with

conventional

management

Early HD None Change in irritability after

3 months

Single group, open-

label

15 Poitiers University

Hospital

France

(single

centre)

RBR-75ys4s9 - Dance therapy Dance sessions offered by

physiotherapists using

auditory and visual

stimuli

HD, PD,

dystonia

Standard medical

treatment

Quality of life

improvement

Two-arm randomized

controlled trial

with a blinded

examiner

100 Universidade

Federal de Juiz

de Fora

Brazil

(single

centre)

(continued)
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Table 4. Continued.

Registration ID Trial Name Intervention Mechanism of Action Population Comparison Main Outcome Study Design

Estimated

Enrolment Sponsor Location(s)

ChiCTR2300069844 - Repetitive transcranial

magnetic

stimulation

Transcranial magnetic

stimulation

HD None EEG Non-randomized,

open-label, single

group trial

20 Shenzhen People’s

Hospital

China

(single

centre)

ISRCTN47330596 - Psychological intervention Guided self help Premanifest

and

manifest

HD

Usual treatment Feasibility at 3 and 6

months

Interventional

randomized

controlled trial

30 Leicestershire

Partnership

NHS Trust, UK

UK

(single

centre)

RBR-463yhb3 - Multimodal physiotherapy Balance intervention with

rhythmic cues

HD Educational program Balance Randomized, double-

blinded, parallel

assignment trial

36 São Paulo

University,

Brazil

Brazil

(single

centre)

ACTRN12622000908730 - Online platform Computerized cognitive

training

Premanifest

and early

HD

Lifestyle education Change in cognition at 12

weeks

Randomized, blinded

(investigator,

statistician) parallel

assignment trial

50 Monash University,

Australia

Australia

(two

centres)

ISRCTN11906973 HD-DRUM Training app Drumming Premanifest,

early and

moderate

HD

Standard medical

care

Feasibility Randomized, parallel

assignment trial

50 Cardiff University,

UK

UK

(single

centre)

NCT05326451 - Transcranial direct current

stimulation

Transcranial electrical

stimulation

Early and

moderate

HD

None Treatment completion,

acceptability and

safety

Non-randomized,

open-label, single

group trial

10 The University of

Texas Health

Science Center,

Houston, USA

USA

(single

centre)

ACTRN12622000345785 - Multidisciplinary therapy

coaching program

Education Premanifest

and early

HD

Lifestyle guidance Barriers and motivators

to engagement in

telehealth

interventions and

digital health literacy

Randomized, single

blind, parallel

assignment trial

84 Perpetual limited Australia

(two

centres)

NCT04917133 HUNT’ACTIV Adapted physical

workshops plus classic

4-week rehabilitation

program

Physical activity, cycling,

horse riding, situation

tests, cultural outings

Mid-stage HD Classic 4-week

rehabilitation

program

Motor function at 1

month

Randomized, parallel

assignment trial

32 Assistance

Publique -

Hôpitaux de

Paris

France

(single

centre)

NCT04429230 - Transcranial pulsed

current stimulation

Transcranial electrical

stimulation

HD Sham intervention Feasibility at one year Randomized,

crossover double-

blinded trial

15 Western

University,

Canada

N/S

ACTRN12620000281998 - Ketogenic diet Ketogenic diet HD None Change in cognition and

motor scores at 12

weeks

Non-randomized,

open-label, single

group trial

10 Waikato Hospital New

Zealand

(-)

ACTRN12619000870156 - Transcranial alternating

current stimulation

Transcranial magnetic

stimulation

Premanifest

and early

HD

Sham intervention Biomarkers Randomized, open-

label, cross-over

trials

60 Monash University,

Epworth

Centre for

Innovation in

Mental Health

Australia

(single

centre)

ACTRN12618001717246 - Multidisciplinary therapy

program

Exercise, cognitive

training, lifestyle

guidance and social

activities

Premanifest

HD

Standard of care Feasibility and safety Clustered, non-

randomized, open-

label, parallel trial

40 Edith Cowan

University,

Deakin

University and

Lotterywest

Australia

(two

centres)

(continued)
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Table 4. Continued.

Registration ID Trial Name Intervention Mechanism of Action Population Comparison Main Outcome Study Design

Estimated

Enrolment Sponsor Location(s)

NCT03417583 - Neuropsychiatric

treatment protocol

Multidisciplinary

intervention

HD with

neuropsy

chiatric

symptoms

Standard of care Change in quality of life at

18 months

Non-randomized,

assessor-blinded,

parallel trial

100 Vanderbilt

University

Medical Center

and Teva

Pharmaceu

ticals USA

USA

(single

centre)

CTRI/2018/01/011359 - Repetitive transcranial

magnetic stimulation

Transcranial magnetic

stimulation

Early to

moderate

HD and PD

Sham stimulation Efficacy at 5 days Randomized, single-

blind, placebo-

controlled, parallel

trial

40 Vinay Goyal India

(single

centre)

NCT03344601 PACE-HD Supported structured

aerobic exercise

training program

Physiotherapy HD Activity as usual Data completeness,

recruitment,

retention, safety,

adherence, fidelity and

acceptability at 12

months

Nested open-label,

randomized

controlled parallel

trial

120 Cardiff University

and CHDI

Foundation, Inc

Germany,

Spain,

USA

(multi-

centre)

ACTRN12617001269325 - Swallowing skill training Speech and language

therapy

HD and ALS None Swallowing function and

quality of life at 2

weeks

Single group, open-

label trial

54 University of

Canterbury

New

Zealand

(single

centre)

3D: three-dimensional; AD: Alzheimer’s disease; ALS: amyotrophic lateral sclerosis; BOLD: blood oxygen level–dependent; DSCT: Digit Symbol Coding Test; EEG: electroencephalography; ET: essential tremor; fMRI: functional magnetic

resonance imaging; HD: Huntington’s disease; HT: Holmes tremor; ICTRP: International Clinical Trials Research Platform; mHTT: mutant huntingtin; MRI: magnetic resonance imaging; MS: multiple sclerosis; N/S: not specified; PD:

Parkinson’s disease; PET: positron emission tomography; SAGE: Self-Administered Gerocognitive Examination; SDMT: Symbol Digit Modalities Test; SV2A: synaptic vesicle glycoprotein 2A; SWR: Stroop Word Reading; TD: tardive

dyskinesia; TRE: time-restricted eating; VT: volume of distribution; WHO: World Health Organization. New clinical trials since the last Clinical Trials Update are indicated by *.
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D
escription:

T
he

D
IM

E
N
S
IO

N
study,

sponsored
by

S
age

T
herapeutics,

w
as

a
phase

II
clinical

trial
designed

to
evaluate

the
effect

of
S
A
G
E
-718

cognitive
function

in
people

w
ith

H
D
.
T
his

random
ised,

double-blind,
placebo-

controlled
clinical

trial
enrolled

189
participants

w
ith

H
D
,

aged
25

to
65

years,w
ho

m
etthe

inclusion
criteria

of
genet-

ically
con

firm
ed

H
D
(C
A
G
repeatlength

≥
36).E

ligible
par-

ticipants
had

a
U
nified

H
untington’s

D
isease

R
ating

Scale
(U

H
D
R
S)

T
otal

F
unctional

C
apacity

(T
FC

)
score

betw
een

6
and

13,
indicating

no
m
ore

than
m
oderate

functional
im

pairm
ent,

a
M
ontreal

C
ognitive

A
ssessm

ent
(M

oC
A
)

score
of

15
to

25,
consistent

w
ith

cognitive
im

pairm
ent,

and
w
ere

am
bulatory.

P
articipants

w
ere

random
ised

to
receive

either
oral

S
A
G
E
-718

or
placebo

once
daily

for
84

days.
T
he

prim
ary

outcom
e
m
easure

w
as

the
change

from
baseline

in
the

S
ym

bol
D
igit

M
odalities

T
est

(S
D
M
T
)

score,
w
ith

higher
scores

indicating
greater

cognitive
pro-

cessing
speed.

S
econdary

outcom
es

included
changes

from
baseline

in
clinical,

cognitive
and

functional
assess-

m
ents.

F
unctional

independence
w
as

assessed
using

the
U
H
D
R
S
Independence

S
cale

(IS
),w

here
higherscores

indi-
cated

greater
function.C

ognitive
perform

ance
w
as

assessed
through

the
T
railM

aking
T
estP

artB
of

the
M
oC

A
and

the
O
ne

T
ouch

S
tockings

of
C
am

bridge
(O

T
S)

task,w
ith

longer
com

pletion
tim

es
re
flecting

greater
im

pairm
ent.

M
otor

tim
ing

accuracy
w
as

m
easured

using
the

P
aced

T
apping

T
est(PT

A
P
),w

here
higher

scores
indicated

im
proved

preci-
sion.F

unctionalcapacity
in

daily
life

w
as

assessed
using

the
H
D

E
veryday

Functioning
(H

i-D
E
F
)
H
om

e
Subdom

ain
score,w

ith
low

er
scores

re
flecting

better
functionalabilities.

T
he

C
linical

G
lobal

Im
pression

–
Severity

(C
G
I-S)

C
ognitive

S
tatus

S
ubdom

ain
score

w
as

used
to
assess

cogni-
tive

sym
ptom

severity,w
ith

higher
scores

indicating
greater

im
pairm

ent.
S
afety

and
tolerability

w
ere

also
assessed

as
a

secondary
outcom

e
m
easure

by
m
onitoring

the
incidence

of
treatm

ent-em
ergent

A
E
s
(T
E
A
E
s).

R
ecruitm

entfor
the

clinicaltrialbegan
on

10
th
F
ebruary

2022
and

w
as

com
pleted

on
3
rd
O
ctober

2024.
T
he

study
w
as

conducted
across

45
sites.

Sponsor/F
unders:

S
age

T
herapeutics

C
om

m
ents:

O
n
20

th
N
ovem

ber
2024,S

age
T
herapeutics

announced
the

results
of

the
phase

II
D
IM

E
N
SIO

N
study. 21

In
sum

m
ary,dalzanem

dor
did

notdem
onstrate

a
statistically

significant
difference

com
pared

to
placebo

on
the

prim
ary

endpoint,
the

change
from

baseline
in

the
S
D
M
T

at
12

w
eeks.

A
dditionally,

analyses
of

secondary
endpoints

show
ed

no
statistically

significant
or

clinically
m
eaningful

differences
betw

een
dalzanem

dor
and

placebo.
D
alzanem

dor
w
as

generally
w
ell

tolerated,
w
ith

no
new

safety
signals

reported.
B
ased

on
these

findings,
Sage

T
herapeutics

announced
that

further
developm

ent
of

dalza-
nem

dor
w
ould

not
proceed.

A
s
a
result,

the
P
U
R
V
IE
W

study,
an

open-label
rollover

safety
study

of
dalzanem

dor
in
participants

w
ith

H
untington’s

disease, 14
w
as
discontinued

and
term

inated
on

10
th

January
2025.

T
his

disappointing
outcom

e
m
eans

the
substantial

need
for

treatm
ents

for
im

paired
cognition

in
people

w
ith

H
D
rem

ains
unm

et.

B
reakin

g
n
ew

s
In

this
section

w
e
provide

brief
updates

about
ongoing

or
recently

term
inated

clinical
trials.

T
he

uniQ
ure

A
M
T
-130

program
(N

C
T
04120493;

N
C
T
05243017)

is
investigating

the
effects

of
A
M
T
-130,

a
gene

therapy
that

uses
a
viral

vector
(A

A
V
5-m

iH
T
T
)
to

deliver
a
m
icroR

N
A
targeting

the
H
TT

gene. 2
2,2

3
T
his

treat-
m
ent

is
adm

inistered
intracranially,

w
ith

its
effects

antici-
pated

to
persist

for
several

years.
In

the
S
eptem

ber
2024

issue
of

the
H
untington’s

D
isease

C
linical

T
rials

U
pdate, 1

1

w
e
discussed

24-m
onth

interim
results

from
the

program
.

O
n
10

th
D
ecem

ber
2024,uniQ

ure
provided

an
optim

istic
update

on
its

discussions
w
ith

the
U
.S
.
F
ood

and
D
rug

A
dm

inistration
(F
D
A
)
regarding

key
aspects

of
the

acceler-
ated

approval
pathw

ay
for

A
M
T
-130

in
H
D
. 1
5
D
uring

a
R
egenerative

M
edicine

A
dvanced

T
herapy

(R
M
A
T
)
T
ype

B
m
eeting

held
in

late
N
ovem

ber
2024,

the
F
D
A

agreed
that

data
from

the
ongoing

phase
I/II

studies,
com

pared
against

an
external

natural
history

control,
could

serve
as

the
prim

ary
evidence

for
a
B
iologics

L
icense

A
pplication

(B
L
A
)

subm
ission

under
the

A
ccelerated

A
pproval

pathw
ay.

T
he

FD
A

also
endorsed

the
use

of
com

posite
U
H
D
R
S
(cU

H
D
R
S) 24

as
an

interm
ediate

clinical
endpoint,

w
hich

is
a
com

posite
m
easure

integrates
scores

from
m
ultiple

assessm
ents,including

the
U
H
D
R
S
T
FC

,T
otalM

otor
Score

(T
M
S),SD

M
T
and

Stroop
W
ord

R
eading

(SW
R
).T

he
FD

A
also

acknow
ledged

thatreductions
in
C
SF

neuro
filam

entlight
chain

(N
fL
)could

serve
as

supportive
evidence

oftherapeutic
bene

fit,
given

supportive
evidence

w
ith

reductions
in

C
SF

N
fL

levels
observed

in
treated

participants
at24

m
onths

rela-
tive

to
baseline. 25

W
hile

it
cannot

be
assum

ed
that

statem
ents

m
ade

in
a

R
M
A
T

m
eeting

w
ith

a
single

sponsor
w
ill

autom
atically

apply
to

other
program

s,
it
is

highly
encouraging

to
learn

of
regulatory

acceptance
in

principle
for

both
cU

H
D
R
S

and
N
fL
.
F
D
A

previously
rejected

the
use

of
cU

H
D
R
S
as

a
prim

ary
effi

cacy
endpoint,

but
its

use
in

place
of

T
F
C
is

expected
to

reduce
clinicaltrialparticipantnum

ber
require-

m
ents

by
over

50%
.S

im
ilarly,N

fL
is
w
idely

seen
as

a
reli-

able
indicator

of
neuronaldam

age
and

rescue
in

other
C
N
S

indications,
and

has
been

used
to

inform
regulatory

deci-
sions

(e.g.,
for

tofersen
in

am
yotrophic

lateral
sclerosis);

it
could

be
highly

valuable
for

therapeutic
developm

ent
for

it
to

receive
sim

ilar
consideration

in
H
D
.

O
R
C
ID

iD
M
ena

F
arag

https://orcid.org/0000-0002-0679-0117

2
0
4

Journalof
H
untington’s

D
isease

14(2)

https://orcid.org/0000-0002-0679-0117
https://orcid.org/0000-0002-0679-0117


F
u
n
d
in
g

T
he

authors
disclosed

receipt
of

the
follow

ing
fi
nancial

support

for
the

research,
authorship,

and/or
publication

of
this

article:

S
JT

receives
research

grant
funding

from
the

C
H
D
I

F
oundation,

V
ertex

P
harm

aceuticals,
the

U
K

M
edical

R
esearch

C
ouncil,

the
W
ellcom

e
T
rust

and
the

U
K

D
em

entia
R
esearch

Institute
that

receives
its

funding
from

D
R
I
L
td,

funded
by

the

U
K

M
R
C
,
A
lzheim

er’s
S
ociety,

and
A
lzheim

er’s
R
esearch

U
K
.
E
JW

is
supported

by
C
H
D
I
F
oundation,

Inc.
E
JW

reports

grants
from

C
H
D
I
F
oundation,and

F
.
H
offm

ann-L
a
R
oche

L
td.

D
eclaratio

n
o
f
co

n
fl
ictin

g
in
terests

M
F
w
as

a
sub-investigator

in
the

A
L
N
-H

T
T
02

(N
C
T
06585449),

G
E
N
E
R
A
T
IO

N
-H

D
2
(N

C
T
05686551),

P
T
C
518

(N
C
T
05358717;

N
C
T
06254482)

and
uniQ

ure
A
M
T
-130

(N
C
T
05243017)

trials.
SJT

has
undertaken

consultancy
services

for
A
nnexon,A

lphasights,
A
lnylam

Pharm
aceuticals

Inc.,
A
talanta

Pharm
aceuticals

(SA
B
),

F.
H
offm

ann-L
a

R
oche

L
td/G

enentech,
G
uidepoint,

H
oram

a,

L
ocanobio,

L
oQ

us23
T
herapeutics

L
td

(SA
B
),

N
ovartis

Pharm
a,

PT
C

T
herapeutics,

Sano
fi,

Spark
T
herapeutics,

T
akeda

Pharm
aceuticals

L
td,

T
riplet

T
herapeutics

(SA
B
),

U
niversity

C
ollege

Irvine
and

V
ertex

Pharm
aceuticals

Incorporated.A
ll
honor-

aria
for

these
consultancies

w
ere

paid
through

the
offices

of
U
C
L

C
onsultants

L
td,

a
w
holly

ow
ned

subsidiary
of

U
niversity

C
ollege

L
ondon.

SJT
has

a
patent

A
pplication

num
ber

2105484.6
on

the

FA
N
1-M

L
H
1

interaction
and

structural
analogues

licensed
to

A
drestia

T
herapeutics.

SJT
w
as

an
investigator

in
the

A
L
N
-H
T
T
02

(N
C
T
06585449),

IO
N
IS

H
T
T
R
x
(N
C
T
02519036),

IO
N
IS

H
T
T
R
x

O
L
E

(N
C
T
03342053),

G
E
N
E
R
A
T
IO
N
-H
D
1

(N
C
T
03761849),

R
oche

N
atural

H
istory

Study
(N
C
T
03664804),

R
oche

G
E
N
-E
X
T
E
N
D

(N
C
T
03842969),

PT
C
518

(N
C
T
05358717;

N
C
T
06254482),

SH
IE
L
D
-H
D

(N
C
T
04406636)

and
uniQ

ure

A
M
T
-130

(N
C
T
05243017)

trials.

E
JW

has
undertaken

consultancy/advisory
board

w
ork

w
ith

H
offm

an

L
a
R
oche

L
td,

T
riplet

T
herapeutics,

T
akeda,

V
ico

T
herapeutics,

V
oyager,

H
untington

Study
G
roup,

T
eitur

T
rophics,

E
coR

1

C
apital,

PT
C
T
herapeutics,

A
lnylam

,
A
nnexon

B
iosciences,

R
em

ix

T
herapeutics

and
Skyhaw

k
T
herapeutics.A

llhonoraria
forthese

con-

sultancies
w
ere

paid
through

the
offices

of
U
C
L
C
onsultants

L
td,

a

w
holly

ow
ned

subsidiary
of

U
niversity

C
ollege

L
ondon.

E
JW

w
as

an
investigator

in
the

A
L
N
-H
T
T
02

(N
C
T
06585449),

A
m
aryllis

(N
C
T
02197130),

L
E
G
A
T
O
-H
D

(N
C
T
02215616),

IO
N
IS

H
T
T
R
x

(N
C
T
02519036),

IO
N
IS

H
T
T
R
x

O
L
E

(N
C
T
03342053),

G
E
N
E
R
A
T
IO
N
-H
D
1

(N
C
T
03761849),

R
oche

N
atural

H
istory

Study
(N
C
T
03664804),

R
oche

G
E
N
-E
X
T
E
N
D

(N
C
T
03842969),

R
oche

G
E
N
-PE

A
K

(N
C
T
04000594),

PT
C
518

(N
C
T
05358717;

N
C
T
06254482),

uniQ
ure

A
M
T
-130

(N
C
T
05243017)

and

V
IB
R
A
N
T
-H
D

(N
C
T
05111249)

trials.

SJT
and

E
JW

are
E
ditorial

B
oard

M
em

bers
of

this
journalbutw

ere

notinvolved
in

the
peer

review
process

of
this

article
nor

had
access

to
any

inform
ation

regarding
its

peer
review

.

D
ata

availab
ility

statem
en

t
D
ata

sharing
not

applicable
as

no
datasets

generated
and/or

ana-
lysed

for
this

study.

R
eferen

ces
1.

R
odrigues

F
B

and
W
ild

E
J.

C
linical

T
rials

C
orner:

S
eptem

ber
2017.

J
H
untingtons

D
is
2017;

6:
255–263.

2.
R
odrigues

F
B

and
W
ild

E
J.

H
untington’s

D
isease

C
linical

T
rials

C
orner:

F
ebruary

2018.
J
H
untingtons

D
is

2018;
7:

89–98.
3.

R
odrigues

F
B

and
W
ild

E
J.

H
untington’s

D
isease

C
linical

T
rials

C
orner:

A
ugust

2018.
J
H
untingtons

D
is

2018;
7:

279–286.
4.

R
odrigues

F
B
,
Q
uinn

L
and

W
ild

E
J.
H
untington’s

D
isease

C
linical

T
rials

C
orner:

January
2019.

J
H
untingtons

D
is

2019;
8:

115–125.
5.

R
odrigues

F
B
,F

erreira
JJ
and

W
ild

E
J.H

untington’s
D
isease

C
linicalT

rials
C
orner:June

2019.J
H
untingtons

D
is
2019;8:

363–371.
6.

R
odrigues

FB
and

W
ild

E
J.

H
untington’s

D
isease

C
linical

T
rials

C
orner:A

pril2020.J
H
untingtons

D
is
2020;9:185–197.

7.
E
stevez-F

raga
C
,

R
odrigues

F
B
,

T
abrizi

S
J,

et
al.

H
untington’s

D
isease

C
linical

T
rials

C
orner:

A
pril

2022.
J

H
untingtons

D
is
2022;

11:
105–118.

8.
E
stevez-F

raga
C
,
T
abrizi

S
J
and

W
ild

E
J.

H
untington’s

D
isease

C
linical

T
rials

C
orner:

N
ovem

ber
2022.

J
H
untingtons

D
is
2022;

11:
351–367.

9.
E
stevez-F

raga
C
,
T
abrizi

S
J
and

W
ild

E
J.

H
untington’s

D
isease

C
linical

T
rials

C
orner:

A
ugust

2023.
J
H
untingtons

D
is
2023;

12:
169–185.

10.
E
stevez-F

raga
C
,
T
abrizi

S
J
and

W
ild

E
J.

H
untington’s

D
isease

C
linical

T
rials

C
orner:

M
arch

2024.
J
H
untingtons

D
is
2024;

13:
1–14.

11.
F
arag

M
,
T
abrizi

S
J
and

W
ild

E
J.

H
untington’s

D
isease

C
linical

T
rials

U
pdate:

S
eptem

ber
2024.

J
H
untingtons

D
is

2024;
13:

409–418.
12.

A
lnylam

Pharm
aceuticals.A

study
to

evaluate
A
L
N
-H
T
T
02

in
adult

patients
w
ith

H
untington’s

disease,
https://clinicaltrials.

gov/study/N
C
T
06585449

(accessed
5
February

2025).
13.

S
age

T
herapeutics.

A
study

to
evaluate

the
effect

of
S
A
G
E
-718

on
cognitive

function
in

participants
w
ith

H
untington’s

disease,
https://clinicaltrials.gov/study/

N
C
T
05107128

(accessed
9
F
ebruary

2025).
14.

Sage
T
herapeutics.A

study
to

evaluate
the

safety
and

tolerabil-
ity

of
SA

G
E
-718

in
participants

w
ith

H
untington’s

disease,
https://clinicaltrials.gov/study/N

C
T
05655520

(accessed
11

February
2025).

15.
U
niQ

ure
B
iopharm

a
B
.V
.uniQ

ure
announces

alignm
entw

ith
F
D
A

on
key

elem
ents

of
accelerated

approval
pathw

ay
for

A
M
T
-130

in
H
untington’s

disease,
https://uniqure.gcs-w

eb.
com

/node/11906/pdf
(accessed

11
F
ebruary

2025).
16.

T
abriziS

J,S
chobelS

,G
antm

an
E
C
,etal.A

biologicalclas-
sifi

cation
of

H
untington’s

disease:
the

integrated
staging

system
.
L
ancet

N
eurol

2022;
21:

632–644.

Farag
et

al.
2
0
5

https://clinicaltrials.gov/study/NCT06585449
https://clinicaltrials.gov/study/NCT06585449
https://clinicaltrials.gov/study/NCT06585449
https://clinicaltrials.gov/study/NCT05107128
https://clinicaltrials.gov/study/NCT05107128
https://clinicaltrials.gov/study/NCT05107128
https://clinicaltrials.gov/study/NCT05655520
https://clinicaltrials.gov/study/NCT05655520
https://uniqure.gcs-web.com/node/11906/pdf
https://uniqure.gcs-web.com/node/11906/pdf
https://uniqure.gcs-web.com/node/11906/pdf


17.
A
lnylam

Pharm
aceuticals.A

study
to
evaluate

the
safety

and
tol-

erability
ofA

L
N
-A
PP

in
patientsw

ith
E
O
A
D
,https://clinicaltrials.

gov/study/N
C
T
05231785

(accessed
5
February

2025).
18.

A
lynlam

P
harm

aceuticals.
A
lnylam

reports
additional

posi-
tive

interim
P
hase

1
results

for
A
L
N
-A

P
P
,
in

developm
ent

for
A
lzheim

er’s
disease

and
cerebral

am
yloid

angiopathy,
https://investors.alnylam

.com
/press-release?id=

27761
(accessed

5
F
ebruary

2025).
19.

C
ohen

S
,
D
ucharm

e
S
,
B
rosch

JR
,
et

al.
S
ingle

ascending
dose

results
from

an
ongoing

P
hase

1
study

of
m
ivelsiran

(A
L
N
-A

P
P
),the

firstinvestigationalR
N
A
interference

thera-
peutic

targeting
am

yloid
precursor

protein
for

A
lzheim

er’s
disease.A

lzheim
er’s

D
em

ent2024.D
O
I:10.1002/alz.084521

20.
H
ill

M
D
,
B
lanco

M
J,

S
alituro

F
G
,
et

al.
S
A
G
E
-718:

a
first-in-class

N
-m

ethyl-d-aspartate
receptorpositive

allosteric
m
odulator

for
the

potential
treatm

ent
of

cognitive
im

pair-
m
ent.

J
M
ed

C
hem

2022;
65:

9063–9075.
21.

S
age

T
herapeutics.

S
age

therapeutics
announces

topline
results

from
the

P
hase

2
D
IM

E
N
S
IO

N
study

of
D
alzanem

dor
(S
A
G
E
-718)

in
the

treatm
ent

of
cognitive

im
pairm

ent
associated

w
ith

H
untington’s

disease,
https://

investor.sagerx.com
/new

s-releases/new
s-release-details/

sage-therapeutics-announces-topline-results-phase-2-
dim

ension
(accessed

11
F
ebruary

2025).
22.

U
niQ

ure
B
iopharm

a
B
.V
.
S
afety

and
proof-of-concept

(P
O
C
)
study

w
ith

A
M
T
-130

in
adults

w
ith

early
m
anifest

H
untington’s

disease.
23.

U
niQ

ure
B
iopharm

a
B
.V
.
S
afety

and
effi

cacy
of

A
M
T
-130

in
E
uropean

adults
w
ith

early
m
anifest

H
untington’s

disease.
24.

S
chobel

S
A
,
P
alerm

o
G
,
A
uinger

P
,
et

al.
M
otor,

cognitive,
and

functional
declines

contribute
to

a
single

progressive
factor

in
early

H
D
.
N
eurology

2017;
89:

2495–2502.
25.

U
niQ

ure
B
iopharm

a
B
.V
.

uniQ
ure

announces
positive

interim
data

update
dem

onstrating
slow

ing
of

disease
pro-

gression
in

P
hase

I/II
trials

of
A
M
T
-130

for
H
untington’s

disease,
uniQ

ure
announces

positive
interim

data
update

dem
onstrating

slow
ing

of
disease

progression
in

P
hase

I/II
trials

of
A
M
T
-130

for
H
untington’s

disease,
https://uniqur-

e.gcs-w
eb.com

/new
s-releases/new

s-release-details/uniqure-
announces-positive-interim

-data-update-dem
onstrating

(accessed
14

A
ugust

2024).

2
0
6

Journalof
H
untington’s

D
isease

14(2)

https://clinicaltrials.gov/study/NCT05231785
https://clinicaltrials.gov/study/NCT05231785
https://clinicaltrials.gov/study/NCT05231785
https://investors.alnylam.com/press-release?id=27761
https://investors.alnylam.com/press-release?id=27761
https://doi.org/10.1002/alz.084521
https://investor.sagerx.com/news-releases/news-release-details/sage-therapeutics-announces-topline-results-phase-2-dimension
https://investor.sagerx.com/news-releases/news-release-details/sage-therapeutics-announces-topline-results-phase-2-dimension
https://investor.sagerx.com/news-releases/news-release-details/sage-therapeutics-announces-topline-results-phase-2-dimension
https://investor.sagerx.com/news-releases/news-release-details/sage-therapeutics-announces-topline-results-phase-2-dimension
https://investor.sagerx.com/news-releases/news-release-details/sage-therapeutics-announces-topline-results-phase-2-dimension

	 Introduction
	 Ongoing clinical trials
	 ALN-HTT02 (NCT06585449)12
	 Completed clinical trials
	 SAGE-718 (NCT05107128; NCT05655520)13,14

	 Breaking news
	 References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile ()
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 5
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Average
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Average
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Average
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /PDFX1a:2003
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError false
  /PDFXTrimBoxToMediaBoxOffset [
    33.84000
    33.84000
    33.84000
    33.84000
  ]
  /PDFXSetBleedBoxToMediaBox false
  /PDFXBleedBoxToTrimBoxOffset [
    9.00000
    9.00000
    9.00000
    9.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames false
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks true
      /AddColorBars false
      /AddCropMarks true
      /AddPageInfo true
      /AddRegMarks false
      /BleedOffset [
        9
        9
        9
        9
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


