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Autosomal dominant optic atrophy is a progressive
optic neuropathy!:2

Prevalencel

1in 35,000
people are affected

S

Pathophysiology?3

ADOA is primarily caused by OPA1 gene
variants that reduce OPA1 protein expression,
resulting in mitochondrial dysfunction,
retinal ganglion cell loss, and progressive
visual impairment

Treatments?

There are currently
no approved
treatments for
ADOA

ADOA, autosomal dominant optic atrophy; OPA1, OPA1 mitochondrial dynamin like GTPase.

1. Yu-Wai-Man P et al. Ophthalmology 2010; 117 (8): 1538-1546. 2. Chun BY et al. Curr Opin Ophthalmol 2016; 27 (6): 475-480. 3. Lenaers G et al. Prog Retin Eye Res 2021; 83: 100935. 4. Autosomal Dominant Optic Atrophy Association.
So...What is ADOA? Available at: https://www.adoaa.org/what-is-adoa. Accessed May 2026.




STK-002 is a synthetic investigational antisense
oligonucleotide!l

NV N

Mechanism of action!? Preclinical studies!?
STK-002 is designed to upregulate OPA1l Clinical ophthalmic exams in non-human
protein expression by leveraging the primates and rabbits indicate that STK-002 is
healthy copy of the OPAI gene well tolerated at doses producing

pharmacological effects in the retina

\. J \.

OSPREY (ISRCTN41725621) is a first-in-human, open-label, two-part, Phase 1 study
investigating the safety and tolerability of STK-002 in patients with OPA1 ADOA?

ADOA, autosomal dominant optic atrophy; OPA1, OPA1 mitochondrial dynamin like GTPase.
1. Venkatesh A et al. Nucleic Acid Ther 2024; 34: 221-233. 2. ISRCTN.com. ISRCTN41725621. Available at: https://www.isrctn.com/ISRCTN41725621. Accessed May 2026.



OSPREY is an open-label, Phase 1, single ascending
dose study

Part A age =18 to <55 years * ‘
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STK-002 dose escalation

STK-002 ascending dose cohorts?:

Cohort A-1: 0.1 mg/eye Safety follow-up: Assessments at Weeks 1, 2, 4, 12, 24, 36, and 48 after dosing
Cohort A-2: 0.3 mg/eye
Cohort A-3: 0.5 mg/eye Data from Part A will be used to
Cohort A-4: 0.7 mg/eye determine the starting dose level
for Part B

Part B age >6 to <18 years' * O

apatients will receive a single intravitreal injection of STK-002 to the most affected or, if both eyes are of equal severity, the non-dominant eye. Three patients will be enrolled per dose cohort with the option to enroll an additional three

patients. "On Day 4, safety data from the first patient will be reviewed by the SMC and a recommendation made prior to dosing the two remaining patients in the cohort. <On Day 29, dosing will escalate or de-escalate based on the SMC's
recommendation, with dose escalation only if no DLTs occur in any of the three patients. dIf one DLT has occurred in the original three patients, three additional patients will be treated at the current dose level. €If the current dose level is well
tolerated in the six patients (i.e., less than two patients experiencing a DLT), up to six additional patients may be enrolled for further assessments (for a total of up to 12 patients in that cohort). fThe first pediatric patient to receive the drug

must be >12 and <18 years of age.

DLT, dose-limiting toxicity; SMC, Safety Monitoring Committee. 5




Key inclusion and exclusion criteria

- Age =18 to <55 years for Part A and age =6 to <18 years for Part B
- Clinical diagnosis of ADOA with a heterozygous OPA1 gene variant

BCVA ETDRS letter score of 235 and <70 with each eye individually, except the first two patients in
Cohort A-1 who must have a BCVA ETDRS letter score of =5 and <35 in each eye

Full field electroretinogram and optical coherence tomography images must be acceptable at
screening/baseline prior to dosing

A gain-of-function variant, or compound heterozygous or homozygous pathogenic or likely pathogenic variant
in the OPA1 gene

ADOA-plus or Behr syndrome

Current or history of ocular conditions in either eye that could affect study parameters

At risk for uveitis or ocular infection

EXCLUSION CRITERIA g INCLUSION CRITERIA

Medications or treatments, whether current or prior, that can or might cause an optic neuropathy

ADOA, autosomal dominant optic atrophy; BCVA, best-corrected visual acuity; ETDRS, Early Treatment Diabetic Retinopathy Study; OPAZ, OPA1 mitochondrial dynamin like GTPase. 6



Key endpoints

PRIMARY

Safety profile of STK-002,2 including the incidence, type, and severity of AEs in the treated eye
Serum exposure of STK-002

Peripapillary RNFL and macular ganglion cell layer thicknesses, as assessed by OCT

Best-corrected visual acuity using Early Treatment Diabetic Retinopathy Study optotypes
Contrast sensitivity, as assessed by low contrast best-corrected visual acuity

SECONDARY J Visual field, as assessed by automated, static perimetry

Electrical activity of the retina, as assessed by photopic negative response ERG

Continuous text reading acuity, as assessed by MNREAD Acuity Charts

QoL, as measured by scores on the NEI-VFQ-25, IVI-C, and EQ-5D/EQ-5D-Y questionnaire
EXPLORATORY J Analysis of retinal mitochondrial dysfunction, as assessed by OcuMet Beacon™ imaging

aOther safety parameters include changes in vital signs, Age-Related Eye Disease Study Clinical Lens Grading System scores, assessment of inflammation, corneal epithelial grading, immunogenicity parameters, and retinal toxicity /
retinal thinning.

AE, adverse event; ERG, electroretinogram; EQ-5D/EQ-5D-Y, EuroQol 5-dimension / EuroQol 5-dimension (Youth); IVI-C, Impact of Vision Impairment for Children; MNREAD, MiNnesota low vision READing; NEI-VFQ-25, National Eye
Institute Visual Function Questionnaire-25; OCT, optical coherence tomography; QoL, quality of life; RNFL, retinal nerve fiber layer.




Key study features

OSPREY is a first-in-human clinical evaluation of STK-002, an investigational ASO
treatment designed to upregulate OPA1 protein expression with the aim of stopping
or slowing vision loss in ADOA

Safety and tolerability will be assessed following single-dose intravitreal
administration of STK-002

Additional assessments will include visual function, retinal structure, and
patient-reported outcomes

Retinal mitochondrial stress will be evaluated using flavoprotein fluorescence imaging

ORONONO

ADOA, autosomal dominant optic atrophy; ASO, antisense oligonucleotide; OPAZ, OPA1 mitochondrial dynamin like GTPase.
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