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A Small Molecule Targeting the Cause of Huntington’s Disease:
Investigation of SKY-0515 in Patients with HD
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Abstract Clinical trial design for SKY-0515-001 Part C Phase 1 study in HD patients
Huntington’s disease (HD) is an inherited, autosomal dominant neurodegenerative disease caused by expansion

of a cytosine, adenine, and guanine (CAG) repeat in the first exon of the huntingtin (HTT) gene. The expanded
allele leads to the production of a toxic mutant huntingtin (mHTT) protein containing an extended polyglutamine Part Gii: Phase 1 HD Part C Extension
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tract, which contributes to mechanisms of neurodegeneration. Currently available treatments focus on symptom
management, while there are no approved therapies that have been shown to halt or slow progression of this

ul“mately fatal disease. POPUIatIon (N=26) SKY-05159 mg QD S SKY-05159 mg QD
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SKY-0515 is an investigational, orally available, brain-penetrant small molecule RNA splicing modulator developed e el v Secondary/
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using Skyhawk’s novel RNA-splicing platform. SKY-0515 has the potential to provide disease modifying benefits to N=10 \
HD patients through the reduction of mHTT and Postmeiotic Segregation Increased 1 (PMS1) proteins. PMS1 .:ﬁc_jlgsasn;asgf;':n%r — AN . PK in bload and CSF
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expansion of the repeats leads to increased cellular toxicity and is a key driver in time to disease onset and blood and CSF
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In a Phase 1 Part C, double-blind, placebo-controlled study investigating SKY-0515, HD patients received 3 mg - Gl

and 9 mg doses for 84 days. HTT and PMS1 mRNAs in blood were lowered by 62% and 26%, respectively, at the

high treatment dose (9mg). Similarly, levels of mHTT protein in blood were lowered by 62% in patients receiving
SKY-0515-001-C is an ongoing 15-month Phase

the 9mg dose, and 29% in patients receiving the 3mg dose. Baseline _ _ _
_ . characteristics Placebo (n= 6) SKY-0515 3mg SKY-0515 9mg 1 study in HD. Patients were randomized to 3
SKY-0515 was well tolerated in a dose range of 3mg to 9mg over a 9-12 month period, and plasma and CSF Mean + SD (n=10) L=hie) mg (N=10), 9 mg (N=10) or placebo (N=6) for 84

neurofilament light chain (NfL) levels remained generally stable. The pharmacokinetic properties of SKY-0515 in Sex YM/F 50/50 60/40 40/60 days, after which patients rolled over onto active
drug, receiving either 4 mg or 9 mg (blinded) for

patients demonstrated a linear and dose proportional PK profile reaching steady state in 5-7 days, and favorable Age 58.3 + 9.3 55.9 + 7.2 55.9 + 6.3 » "
: an additional 12 months. Key enroliment criteria
brain penetrance. CAG repeats M.7£08 42119 429 %24 include genetic diagnosis of HD (CAG=40), age
Investigation of the safety and efficacy of SKY-0515 is ongoing in an active blinded dose extension of the Phase 1 cUHDRS 1.5£1.0 128 £30 1.3+28 25-70 years and clinical baseline of TFC28,
TFC 123 + 8.2 120+ 16 121 +1.9 IS=270, and TMS=6, reflecting an HD-ISS

study and an enrolling Phase 2/3 studies worldwide. Early trends in clinical data from the Phase 1 extension after
9 months of dosing show the potential for disease stabilization.

disease stage 2 or mild stage 3.

SKY-0515 is a brain-penetrant small molecule splicing modulator, Topline interim results from a Phase 1 Part C study in HD patients
m mgom m ®
Ide ntlfled us I n g the S KYSTAR platfo rm Mean % Reduction of HTT mRNA (blood) Mean % Reduction of PMS1 mRNA (blood) reduction of mHTT in blood
At steady state At steady state
Inducing the 5’ss of intron49b to include poison exon49b =71 In silico prediction of the secondary SKY-0515 binding to the o " o 20% = Part Cii Part Cii Extension
introducing a premature termination codon and il structure of the duplex forming duplex forming between 2 , T z -~ Placebo
destabilizing HTT mRNA. between HTT pre-mRNA at the exon49- exon49b-intron49b junction = 0% ] m 0% —I— ® o 3
HTT pre-mRNA intron49 junction and U1 snRNA and U1 snRNA confirmed 9 1% 2 _ s mg
CAGn through NMR spectroscopy 2 -20% s 2 9% 8 - 9mg
A ® 2 23% g g ~20%
Mm Intron 493G, B Intron 49b IS Mm ® = E -40% " S 4mg EXT
1-48 % cxone i 7 f‘ | % . % -40% 8% %-40%- - 9mg EXT
Canonical +SKY-0515 0" . @ ) : o 629 * ‘E 60% =
splicing Non-canonical splicing: 80% -60%
Inclusion of cryptic exon 49b %’ 20 80%
Eﬁ — Placebo SKY-0515  SKY-0515 Placebo SKY-0515  SKY-0515 ’ T 8 56 84 112 140 168 270
Sl UlsnRNA Z8_ o \_~ = o o) N 10) nY N =10 N 10
~ o days
EaaE aasaEE 0 )
148 1-48 49b 51-67 @.f @ » fy"
Full length isoform Nonsense mediated decay *. \ » { - - After daily administration of SKY-0515 to participants with HD at doses of up to 9 mg/day for 84 days, mean HTT and
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B constitutive exon [l Cryptic exon T P " e PMS1 mRNA reductions of up to approximately 62%, and 26%, respectively, were observed.
 In Part Cii, increasing reductions in blood mHTT and total HTT proteins were observed at 15, 28, 56, and 84 days,
] ] o reaching mean reductions of up to approximately 62% and 65% for mHTT and total HTT, respectively, at the 9 mg dose
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* In vitro pharmacology studies demonstrated that SKY-0515 promotes HTT mRNA and protein lowering in cultured human vitals.
lymphocytes, with a limited number of off-target genes . . . . .
ymphocy 9¢et g - Severe/Serious adverse events included a prolonged headache (possibly drug related), an episode of psychosis
* In Hu97/18 mice treated with SKY-0515 at 1, 3, 10 and 30 mg/kg once daily (QD) for 30 days, a concurrent and comparable (unlikely related to drug), a case of pneumonia and pleural effusion (unrelated to drug), and a case of abdominal pain
dose-dependent decrease of mHTT protein compared to vehicle controls occurred in brain and peripheral blood and tooth infection (unrelated to drug). All events were resolved.
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SKY-0515 demonstrates dose-proportional PK properties and is brain-penetrant in HD patients after 3, 6 and 9 months
— SKY-0515 Predose on Day 1-84 — 1.0— -
c
100 SKY-0515 exposure in HD patients CSF 0.64 g
- ® 0.5- S
= o
B Kp.uu = SKY-0515 o
£10 [ - P, £ " trial mean E—
o ¢ 0.0- =
3 3 mg o
O (]
2 ——9 mg/day o -0.5- =
© c
a =0 mialday Ll PS-weighted a
0 9 -8- external control 5
0 12 24 36 48 60 72 84 96 mg 0.73 1.0 | | [ | mean =
Time (day) (N=7) Day 1 Month3  Month6  Month 9
Propensity score (PS) weighting was applied to natural history (NH) subjects based on similarity to trial subjects, using Enroll-
HD and TRACK-HD data (N=325), fo estimate expected disease decline. Error bars represent standard error of the mean. In
. . . _ _ collaboration with UNLEARN.AI
 Twenty HD patients were exposed to daily dosing of 3 mg (n=10) or 9 mg (n=10) SKY-0515 for 84 days. Plasma

concentrations of SKY-0515 pre-dose on each of the days 1, 8, 15, 22, 28, 56 and 84 we analyzed. SKY-0515 shows an
approximate 3-fold increase in exposure between 3 mg and 9 mg doses and reaches a plateau by day 8, showing stable

concentration at all subsequent time points. ey y b ' S ;
. . : : : . : improvement is +0.64 points compared to an expected worsening at nine months in the c In symptomatic patients o
SKY-0515 concentrations in CSF from HD patients demonstrated excellent brain penetration based on the ratio between -0.73 points, based on natural history propensity score weighting methods using ENROLL-HD and TRACK-HD data. One

free plasma and CSF drug concentration (Kp,uu). patient was excluded due to significant intercurrent events affecting her HUHDRS assessments.

« Patients receiving SKY-0515 continuously in the Part C of the Phase 1 clinical trial (n=17, placebo patients excluded),
showed early trends toward improvement in the cUHDRS relative to baseline. At nine months, in a pooled analysis, this

Conclusion

- SKY-0515 aims to be a disease-modifying therapy for the treatment of Huntington’s disease, by lowering the amount of mHTT and PMS1 proteins that are linked to the cause of the disease. SYK-0515, is a daily pill
that is taken by mouth and works by lowering the amount of total HTT and PMS1 mRNA, leading to the reduction of mHTT and PMS1 proteins.

 Preclinical and clinical data demonstrate that SKY-0515 is dose-proportionally distributed in the body and has excellent brain CNS penetration. In HD patients, SKY-0515 reaches stable levels in about a week.

 In the Phase 1 Part C study in HD patients, SKY-0515 has demonstrated target engagement through the lowering of HTT mRNA and protein by up to approximately 62% at the 9 mg dose, and PMS1 mRNA by up to

approximately 26% at the 9 mg dose.
« SKY-0515 has been well-tolerated in patients receiving treatment up to 9 months. No significant safety signal have been identified across all explored doses to date. Furthermore, no consistent increases in NfL have

been observed across all doses, and no clinical signs of nerve damage have been identified.
- Average cUHDRS at 3, 6 and 9 months for patients who received SKY-0515 once a day continuously for at least 9 months compared to a matched natural history cohort show encouraging trends towards disease

stabilization.
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