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Abstract

In this edition of the Huntington’s Disease Clinical Trials Update, we expand on the launch of the phase Il/lll clinical trial of
SKY-0515 from Skyhawk Therapeutics and the phase I/ll clinical trial of SPK-10001 from Spark Therapeutics. We also
report positive topline data from uniQure’s phase l/ll clinical trial of AMT-130 after 36 months of follow-up. Further
updates include recent developments in Roche’s tominersen programme within GENERATION HD?2, progress with
votoplam (PTC518) in PIVOT-HD by PTC Therapeutics and developments in the collaborative PTC Therapeutics/
Novartis programme. We additionally discuss regulatory developments regarding pridopidine following the negative
PROOF-HD study. Finally, we provide an updated listing of all registered and ongoing clinical trials in Huntington’s disease.

Plain language summary

In this edition of the Huntington’s Disease Clinical Trials Update, we expand on the launch of the phase Il/lll clinical trial of
SKY-0515 from Skyhawk Therapeutics and the phase I/ll clinical trial of SPK-10001 from Spark Therapeutics. We also
report positive topline data from uniQure’s phase l/ll clinical trial of AMT-130 after 36 months of follow-up. Further
updates include recent developments in Roche’s tominersen programme within GENERATION HD?2, progress with
votoplam (PTC518) in PIVOT-HD by PTC Therapeutics and developments in the collaborative PTC Therapeutics/
Novartis programme. We additionally discuss regulatory developments regarding pridopidine following the negative
PROOF-HD study. Finally, we provide an updated listing of all registered and ongoing clinical trials in Huntington’s disease.
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Introduction in PIVOT-HD (NCT05358717; NCT06254482)'®'° by
PTC Therapeutics and developments in the collaborative
PTC Therapeutics/Novartis programme. We additionally
. . o . . . discuss regulatory developments regarding pridopidine
in Huntington’s disease (HD). Clinical trials previously following the negative PROOF-HD (NCT04556656)20

reviewed in this section are listed in Table 1. For current h . - .
. , study. Finally, we provide an updated listing of all regis-
and completed studies discussed here, endorsement status . .. S . s 1:
tered and ongoing clinical trials in Huntington’s disease.

by the European Huntington’s Disease Network (EHDN) We tabulate all currently registered and ongoing clinical

s I}OWh?IS(Zl,I r'1dlcated. d on the launch of the phase TV trials in Tables 2—4. For further details on the methodology
n this edition, we expand on the launch of the phase used, please refer to the first edition of this series.!

clinical trial of SKY-0515 (NCT06873334)"* (FALCON-
HD) from Skyhawk Therapeutics and the phase I/II
clinical trial of SPK-10001 (NCT06826612)14 from Spark "Huntington’s Disease Centre, UCL Queen Square Institute of Neurology,
Therapeutics. We also report positive topline data London, UK
from uniQure’s phase I/I clinical trial of AMT-130
(NCT04120493; NCT05243017)'>'® after 36 months of Corresponding author:
follow-up. Further updates include recent developments in Edward ] Wild, Huntington's Disease Centre, Department of

: Neurodegenerative Disease, UCL Queen Square Institute of Neurology,
Roche’s tominersen programme within  GENERATION  ond pio6r Russell Square House, 10-12 Russell Square, London, UK.

HD2 (NCT05686551),17 progress with votoplam (PTC518)  Email: e.wild@ucl.ac.uk

The Clinical Trials Update is a regular feature devoted to
highlighting ongoing and recently completed clinical trials
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If you would like to draw attention to specific trials,
please feel free to email us at: mena.farag@ucl.ac.uk and
e.wild@ucl.ac.uk.

Ongoing clinical trials

A list of all registered clinical trials is given in Tables 2—4.

SKY-0515 (NCT06873334)'?

Study Title: Study of SKY-0515 for Safety, Efficacy and
Pharmacodynamics in Participants with Huntington’s
Disease (FALCON-HD).

Intervention: Oral SKY-0515 (low, mid, or high dose)
or matched placebo, administered once daily for 12 months.
SKY-0515 is an mRNA-splicing modulator designed to
reduce both wild-type HTT and mutant huntingtin (mHTT)
protein by lowering HTT mRNA levels, and to suppress
post-meiotic segregation 1 (PMS1) protein, a mediator of
somatic CAG repeat expansion and known driver of HD
progression.'>2!-22

Description: The FALCON-HD study, sponsored by
Skyhawk Therapeutics, Inc., is a phase II/IIl randomised,
double blind, placebo-controlled, dose ranging clinical
trial to evaluate the pharmacodynamics, safety and effi-
cacy of SKY-0515 in people with HD. This multi-centre
clinical trial will enrol 120 adults (>25 years) with genet-
ically confirmed HD (CAG repeat length >40) who meet
defined functional and motor thresholds (specifically
Unified Huntington’s Disease Rating Scale (UHDRS)
Total Functional Capacity (TFC) > 10; Total Motor Score
(TMS) > 6). The clinical trial design comprises a screening
period lasting up to four weeks, a 12-month double-blind
treatment period and a four-week follow-up period there-
after. Participants will be randomised (1:1:1:1) to one of
three once-daily dose levels of SKY-0515 or placebo.
Safety and efficacy will be assessed through regular clinical
trial visits, laboratory tests, brain MRI and standardised
clinical assessments, including the UHDRS.

Primary outcome measures are change from baseline to
12 months in blood mHTT protein levels, MRI-derived
brain volumes and UHDRS scores. Other outcome mea-
sures include changes in other HD-related biomarkers and
long-term safety of SKY-0515.

Sponsor/Funders: Skyhawk Therapeutics, Inc.

EHDN Endorsed Trial: No

Comments: On 9™ July 2024, Skyhawk Therapeutics
announced positive results from its phase I trial of
SKY-0515 (ACTRN12623001161617)*! in healthy volun-
teers, initiated in late 2023.22 SKY-0515 produced dose-
dependent reductions in HTT mRNA, with maximum
decreases of 67% after a single 16 mg dose and
72% after 14 days of 9 mg daily dosing.”? Reductions
were observed across all dose levels, and the drug was

generally well-tolerated. On 17" September 2025, Skyhawk
Therapeutics reported further positive findings from the
first interim analysis of this phase 1 trial.>* At day 84, treat-
ment with SKY-0515 resulted in dose-dependent reductions
of mHTT protein level in blood, including a 29% reduction
at the 3 mg dose and a 62% reduction at the 9 mg dose.
SKY-0515 was generally well tolerated at both dose
levels.”

On 20™ June 2025, Skyhawk Therapeutics announced
that the first patient was dosed in the phase II/III
FALCON-HD study (NCT06873334)'* in Adelaide,
Australia,”* marking the initiation of the registrational
trial programme across multiple sites in Australia and
New Zealand.

SKY-0515 is designed to reduce both HTT and PMSI1
proteins, the latter implicated in somatic CAG repeat expan-
sion, a mechanistic process increasingly recognised as a key
driver of neuronal loss in HD.?>*® Genome-wide associ-
ation and mismatch repair studies indicate that targeting
PMSI1 and other DNA repair genes could help prevent pro-
gressive neuronal pathogenesis in striatal and cortical
regions.27’28 This important phase II/III clinical trial of
SKY-0515 will assess whether HTT and PMS1 lowering
can offer greater therapeutic benefit than HTT reduction
alone in early-stage HD.

SPK-10001 (NCT06826612)"*

Study Title: A Randomized Study of SPK-10001 Gene
Therapy in Participants with Huntington’s Disease.

Intervention: One-time bilateral intraparenchymal infu-
sion of SPK-10001 (also known as RG6662) into the
caudate and putamen, compared with placebo surgery.'*
SPK-10001 is an engineered adeno-associated virus (AAV)
vector delivering an artificial microRNA designed to select-
ively target human HTT mRNA.*

Description: The SPK-10001 clinical trial, sponsored
by Spark Therapeutics, Inc., is a phase I/Il multicentre,
randomized, sequential, dose-escalation study evaluating
the safety, tolerability, and preliminary efficacy of
SPK-10001, an investigational gene therapy, in people
with HD. Eligible participants receive a one-time bilateral
intraparenchymal infusion of SPK-10001 into the caudate
and putamen, or undergo a placebo surgical procedure.
The clinical trial is structured in four sequential parts: an
initial open-label cohort (Part A) in which all participants
receive SPK-10001; a randomized, double-blind, placebo-
surgery-controlled cohort (Part B); an open-label crossover
(Part C) in which participants initially assigned to placebo
surgery receive SPK-10001; and a long-term follow-up
phase (Part D) for all participants following completion of
active treatment. Up to 53 adults (aged 25-65 years) with
genetically confirmed HD (CAG repeat length >40), evi-
dence of striatal atrophy and preserved functional capacity
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Table |. Clinical trials previously reviewed by the Huntington’s disease clinical trials update.

Trial Name Intervention Endorsed by EHDN Edition
NCT02519036 IONIS-HTTRx IONIS-HTTg, Yes September 2017
NCT02215616 LEGATO-HD Laquinimod Yes
NCT02197130 Amaryllis PF-02545920 Yes
NCT02006472 PRIDE-HD Pridopidine Yes
NCT03225833 PRECISION-HDI WVE-120101 Yes February 20182
NCT03225846 PRECISION-HD2 WVE-120102 Yes
NCT01795859 FIRST-HD Deutetrabenazine No
NCT02481674 SIGNAL VX15/2503 No August 2018°
NCTO00712426 CREST-E Creatine No
NCTO03761849 GENERATION HDI RG6042% Yes January 2019 *
NCT03344601 PACE-HD Physical activity Yes
NCT02535884 HD-DBS Deep brain stimulation Yes June 2019°
NCT02453061 TRIHEP3 Triheptanoin No
NCTO04120493 AMT-130 AAV5-miHTT Yes April 2020°
NCTO04102579 KINECT-HD Valbenazine No
NCTO51 11249 VIBRANT-HD Branaplam Yes April 20227
NCTO04514367 ANX005 ANX-005 No
NCT04406636 SHIELD HD Observational study Yes
NCT03761849 GENERATION HDI Tominersen® Yes
NCT05032196 SELECT-HD WVVE-003 Yes
NCT03225833 PRECISION-HDI WVE-120101 Yes
NCT03225846 PRECISION-HD2 WVE-120102 Yes
NCT02481674 SIGNAL Pepinemab® No November 20228
NCTO05358717 PIVOT-HD PTCS5I8 Yes
NCT05686551 GENERATION HD2 Tominersen® Yes August 2023°
NCTO05541627 AB-1001 AAVrh10.CAG.hCYP46A1° No
NCT05822908 VO659-CTOI VO659 No March 2024'°
NCTO51 11249 VIBRANT-HD Branaplam Yes
NCT06254482 PIVOT-HD PTC518 (extension study) Yes September 2024''
NCT06585449 ALN-HTTO02 ALN-HTTO02 Yes
NCTO05107128 DIMENSION SAGE-718 Yes March 2025'2
NCT05655520 PURVIEW SAGE-718 Yes
*NCT06873334 FALCON-HD SKY-0515 No October 2025
*NCT06826612 N/A SPK-10001 No

IONIS-HTTR,, RG6042 and tominersen refer to the same molecule.

BVX 15/2503 and pepinemab refer to the same molecule.

‘AAVrh10.CAG.hCYP46Al, BV-101 and AB-1001 refer to the same molecule.

(defined as UHDRS TFC >11) will be enrolled into the clin-
ical trial.

Primary outcome measures are safety and tolerability,
measured by the incidence and severity of treatment-
emergent adverse events (TEAEs) over a five-year
follow-up period, and change from baseline in UHDRS
TFC score at 24 months. Secondary outcome measures
include changes from baseline in motor progression
assessed by digital motor testing at 12, 18 and 24 months;
changes in composite UHDRS (cUHDRS) scores at 12,
18 and 24 months; and changes in UHDRS TFC scores at
12 and 18 months.

Sponsor/Funders: Spark Therapeutics, Inc.

EHDN Endorsed Trial: No

Comments: Data on SPK-10001 were presented at the
31%" Annual Meeting of the Huntington Study Group

(HSG), held in Cincinnati, Ohio from 7" to 9™ November
2024, and at the Cure Huntington’s Disease Initiative
(CHDI) 20™ Annual HD Therapeutics Conference, held
in Palm Springs, California from 24" to 27™ February
2025.2%39 Preclinical studies of SPK-10001, an engineered
AAV vector delivering an artificial microRNA targeting
human HTT mRNA, demonstrated a consistent, dose-
dependent reduction of H7T mRNA and protein in HD
mouse models following direct intrastriatal injection, com-
pared with untreated controls. Reductions of up to 40% in
HTT mRNA and up to 70% in HTT protein were well-
tolerated and remained stable over a 12-month period. In
contrast to uniQure’s AMT-130 gene therapy, SPK-10001
targets an RNA sequence downstream of exon 1, promising
valuable insights into the relative importance of the exon la
splice variant as opposed to full length mHTT. In
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nonhuman primate studies, robust and consistent suppres-
sion of HTT protein throughout the caudate and putamen
was achieved only through direct intraparenchymal admin-
istration, whereas intra cerebrospinal fluid (CSF) routes
(intraventricular, intrathecal or intracisternal) failed to
achieve satisfactory target engagement in these regions.
Safety data in cynomolgus macaques indicated that the sur-
gical procedure was generally well-tolerated with minimal
perioperative immunosuppression. Transient elevations in
CSF neurofilament light chain (NfL) protein were observed
in all animals but returned to baseline within 12 months.
Levels of HTT suppression were stable over the same
period and highly consistent within dose groups.”’ On
12™ June 2025, Spark Therapeutics and Roche issued a
joint community update via a letter announcing that the
first participant had been dosed with RG6662, also known
as SPK-10001, and that the programme will be fully transi-
tioned to Roche.?’

These findings and the update from Spark Therapeutics
and Roche represent an important step in the development
and progress of gene therapy for HD, particularly in light
of the news below from the first gene therapy to be tested
in HD patients. Early preclinical data support target engage-
ment and tolerability of SPK-10001; however, safety, efficacy
and clinical benefit in humans remain to be established.
Long-term monitoring will be essential to determine the dur-
ability of any therapeutic effects, ongoing safety and potential
functional impact as results from the ongoing phase I/II clin-
ical trial become available.

Breaking news

In this section we provide brief updates about ongoing or
recently terminated clinical trials.

The AMT-130 (NCT04120493; NCT05243017)'>1¢
study, sponsored by uniQure Biopharma B.V., is investigat-
ing the effects of AMT-130, a one-time intracranially
administered gene therapy that uses an AAV vector
(AAV5-miHTT) to deliver a microRNA targeting the HTT
gene. The treatment is intended to provide long-lasting
supression of HTT expression. On 24™ September 2025,
uniQure released positive topline results from the
phase I/II clinical trial of AMT-130.%> The prespecified ana-
lysis included 29 treated participants (17 high-dose, 12
low-dose), with 12 patients per cohort reaching 36 months
of follow-up. Outcomes were compared with propensity
score-matched external controls from the Enroll-HD natural
history dataset (n=940 for high dose; n=626 for low
dose). At 36 months, high-dose AMT-130 met the primary
endpoint, demonstrating a statistically significant 75%
slowing of disease progression versus controls, as measured
by the cUHDRS (P =0.003; mean change from baseline
—0.38 vs —1.52). A key secondary endpoint, UHDRS
TFC, showed a 60% slowing of decline (P=0.033; —0.36
vs —0.88). Additional secondary measures indicated

favourable trends, including Symbol Digit Modalities Test
(SDMT) (88% slowing; P=0.057; —0.44 vs. —3.73),
Stroop Word Reading (SWR) (113% slowing; P =0.002;
0.88 vs. —6.98) and UHDRS TMS (59% slowing; P=
0.174; 2.01 vs. 4.88). Fluid biomarker analysis also
showed a mean reduction of 8.2% in CSF NfL from baseline
at 36 months, which provides supportive biomarker evidence
of target engagement and disease modification. AMT-130
was overall well-tolerated, with an acceptable safety profile
observed in both the high-dose and low-dose cohorts.*
The sponsor reported that the consistently sustained improve-
ments across functional, motor and cognitive outcomes at 36
months in the high-dose cohort, compared with the more
variable findings at the lower dose, suggest a dose-dependent
effect of AMT-130. Overall, the press release indicates that
AMT-130 may have disease-modifying potential in HD
and has the potential to meaningfully slow disease progres-
sion. The sponsor has also provisionally announced plans
to submit a Biologics Licence Application to the US Food
and Drug Administration in early 2026, with a potential
US launch later that year pending regulatory approval.*>
Peer-reviewed publication is expected and will permit close
scrutiny of all the data, but the topline results appear to be
the most encouraging seen so far in a clinical trial of a
therapy intended to deflect the course of HD.

The GENERATION HD2 (NCT05686551)"7 study,
sponsored by Roche, released an update on 17" April
2025 regarding the tominersen programme.”® Tominersen
is an intrathecally administered antisense oligonucleotide
(ASO) therapy designed to lower HTT expression.
GENERATION HD?2 is a phase II, randomised, double-
blind, placebo-controlled, dose-finding clinical trial
comparing 60 mg tominersen, 100 mg tominersen and
placebo. In the most recent update provided by Roche,
the Independent Data Monitoring Committee (IDMC)
reported that tominersen continues to demonstrate an
acceptable safety profile and recommended continuation
of the trial, while advising discontinuation of the 60 mg
arm while continuing with the 100 mg dose, which was
judged more likely to provide clinical benefit.’® This
update is encouraging following the IDMC decision in
March 2021 to halt the phase III GENERATION
HD1 (NCT03761849)** study, due to an unfavourable
benefit-risk  profile>> In  GENERATION  HD2
(NCT05686551),"7 participants who had been receiving
the 60 mg dose will transition to the 100 mg dose in a
blinded manner, while those in the placebo group will
remain in their original assignment. Although this
update does not establish efficacy, it represents a data-
driven refinement of the study design to prioritise the
dose most likely to demonstrate therapeutic benefit. The
clinical trial remains ongoing, and definitive conclusions
regarding clinical benefit will only be possible once the
data are unblinded and fully analysed. This is anticipated
to be late 2026.
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The PIVOT-HD (NCT05358717; NCT06254482)"®"
study, sponsored by PTC Therapeutics, released an update
on 5™ May 2025 regarding PTC518 (also known as voto-
plam), an orally administered huntingtin mRNA splice
modulator.*® The study met its primary endpoint, showing
dose-dependent reductions in blood HTT protein levels at
week 12, along with a favourable safety and tolerability
profile across all dose levels and disease stages. Results
from the full 12-month cohort show that HD-ISS stage 2
participants showed dose-dependent reductions in blood
HTT protein (up to 39% with the 10 mg dose) and emerging
trends suggesting potential clinical benefit, including
favourable changes on the composite UHDRS and TMS
subscale. For HD-ISS stage 3 participants, more modest
trends were observed, with apparent benefit in the 5 mg
group but less consistent effects in the 10 mg group,
raising the possibility that treatment response may differ
by disease stage. At 24 months, data from an early cohort
(n=21) demonstrated dose-dependent reductions in
plasma NfL levels (—8.9% at 5 mg and —14% at 10 mg)
and favourable trends on cUHDRS, TFC and SDMT sub-
scales, compared with a propensity-matched natural
history cohort from the Enroll-HD registry. Importantly,
for all dose levels and disease stages, PTC518 showed a
favourable safety and tolerability profile with no
treatment-related serious adverse events or NfL spikes
observed. These findings support ongoing investigation of
PTCS518, which is currently being assessed in the open-label
extension (NCTO6254482).19 While these results are prom-
ising and suggestive of early signs of clinical benefit, defini-
tive evidence of efficacy, functional impact and long-term
safety will require confirmation in the ongoing open-label
extension and potential subsequent phase III study. On
that note, Novartis released a community update on 15™
July 2025 announcing a global licence and collaboration
agreement with PTC Therapeutics for the development of
votoplam (PTCSIS).37 Under this agreement, Novartis
will assume sponsorship of the long-term extension
study and lead any future phase III development.
Novartis has indicated that analysis of the phase II data
is ongoing and that discussions with regulatory author-
ities, clinical experts and patient advocacy groups are
underway to inform the design of the next phase of
development.

On 25™ July 2025, Prilenia and Ferrer announced
that the European Medicines Agency’s Committee for
Medicinal Products for Human Use had recommended
refusal of marketing authorisation for pridopidine in
HD.*® This decision follows the outcome of the phase III
PROOF-HD (NCT04556656)*° study, which enrolled
499 participants and evaluated a single daily dose of
45 mg pridopidine versus placebo. The primary endpoint,
change in UHDRS TFC score from baseline to week 65,
was not met, indicating no significant slowing of disease
progression over the 15-month treatment period.*®
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