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Introduction 
• Autosomal dominant optic atrophy (ADOA) is the most common 

hereditary optic neuropathy (prevalence approximately 1:35,000).1 

• It is primarily caused by pathogenic OPA1 mitochondrial dynamin like 
GTPase (OPA1) variants that reduce OPA1 protein expression and 
impair mitochondrial function, leading to retinal ganglion cell loss and 
progressive visual impairment.2,3 

• There are currently no approved treatments for ADOA.4

• FALCON was a multicenter, prospective natural history study that 
evaluated the rate of change in structural and functional ophthalmic 
assessments. Data from FALCON will support the clinical development 
of STK-002, an antisense oligonucleotide, for the treatment of ADOA.
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Key Findings
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Low-contrast vision and mitochondrial 
dysfunction are promising short-term clinical 
measures of disease progression that can be 
used to assess the efficacy of potential 
disease-modifying treatments for ADOA

The FALCON data suggest that functional 
impairments in the retina and optic nerve occur 
before permanent structural loss

Stable pRNFL thickness over 24 months suggests 
that the short-term decline in low-contrast vision 
may be caused by reversible cellular deficits

Readouts of mitochondrial dysfunction strongly 
correlate with visual acuity, highlighting the role that 
OPA1 deficiency plays in ADOA nerve fiber loss
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Methods
• FALCON enrolled 48 patients across 10 study sites, with assessments at baseline and Months 6, 12, 18, and 24 (Figure 1).

Figure 1. Study design

ADOA, autosomal dominant optic atrophy; ETDRS, Early Treatment Diabetic Retinopathy Study; GOF, gain-of-function; HCVA, high-contrast visual acuity; LCVA, low-contrast 
visual acuity; OPA1, OPA1 mitochondrial dynamin like GTPase; pRNFL, peripapillary retinal nerve fiber layer.

Results
Baseline demographics

• Of the 48 patients enrolled, 47 were analyzed.

• The mean patient age was 28.1 years, and the mean logarithm of the minimum angle of 
resolution (logMAR) was 0.57 (Table 1).

Table 1. FALCON baseline characteristics

Baseline demographics

8–17 years

(n=15)

18–40 years

(n=21)

41–60 years

(n=11)

Total

(N=47)

Mean age in years (SD) 13.0 (2.9)​ 28.2 (6.2)​ 48.3 (6.0)​ 28.1 (14.1)​

Female, n (%) 8 (53%) 7 (33%) 6 (54%) 21 (47%)

Mean logMAR 0.53 0.45 0.85 0.57

Mean pRNFL global thickness 70.6* 64.9 56.4 ​64.5†

*n=13. †N=45. 

logMAR, logarithm of the minimum angle of resolution; pRNFL, peripapillary retinal nerve fiber layer; SD, standard deviation.

Primary endpoints: Structural and functional changes in ADOA over 24 months

• Minimal changes in high-contrast visual acuity (HCVA) and peripapillary retinal nerve 
fiber layer (pRNFL) thickness were observed over 24 months (Figure 2).
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Figure 2. HCVA (left) and global pRNFL thickness (right) over 24 months

Month 24 data cut: July 11, 2025.
ETDRS, Early Treatment Diabetic Retinopathy Study; HCVA, high-contrast visual acuity; logMAR, logarithm of the minimum angle of resolution; 
pRNFL, peripapillary retinal nerve fiber layer; SD, standard deviation; VA, visual acuity.

• Modest declines in low-contrast visual acuity (LCVA) were observed over 24 months 
(Figure 3).
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Month 24 data cut: July 11, 2025.
ETDRS, Early Treatment Diabetic Retinopathy Study; LCVA, low-contrast visual acuity; logMAR, logarithm of the minimum angle of resolution; 
SD, standard deviation; VA, visual acuity.

Figure 3. LCVA over 24 months (left) and at Month 24 (right)

• A greater proportion of patients had ≥5 Early Treatment Diabetic Retinopathy Study (ETDRS) letter 
loss in LCVA than in HCVA, with the proportion of patients with ≥5 ETDRS letter loss in LCVA 
increasing over time (Figure 4).
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Month 24 data cut: July 11, 2025. 
*Subgroup of patients with baseline visual acuity ≥0.3 to <1.0 logMAR. 
ETDRS, Early Treatment Diabetic Retinopathy Study; HCVA, high-contrast visual acuity; LCVA, low-contrast visual acuity; logMAR, logarithm of the 
minimum angle of resolution.

Exploratory endpoint: In vivo imaging of retinal mitochondria

• Baseline mitochondrial dysfunction, as measured using flavoprotein fluorescence (FPF) scores, 
were higher across all optic disc sectors in FALCON patients relative to healthy controls (Figure 5).

Figure 4. Patients with ≥5 ETDRS letter loss at Month 24 (left) and with ≥5 ETDRS letter 
loss in LCVA over 24 months (right) 
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Figure 5. Baseline optic disc FPF score by sector (left) and globally (right) in FALCON and 
control patients

• Baseline global optic disc FPF scores were significantly correlated with pRNFL thickness, 
LCVA, and age (Figure 6).

Figure 6. Baseline global optic disc FPF score versus pRNFL thickness (left), LC letter 
score (middle), and age (right)

*Healthy control data from patients aged 30–60 supplied by OcuSciences.
dB, decibel; FPF, flavoprotein fluorescence; N, nasal; NI, nasal inferior; NS, nasal superior; SD, standard deviation; T, temporal; TI, temporal 
inferior; TS, temporal superior. 

Patient sample sizes: n=18 for pRNFL thickness (left), n=17 for LC letter score (middle), and n=19 for age (right). 
*Indicates data points from patients whose baseline FPF scores were measured on Visit 3 instead of Visit 2. Consequently, the corresponding values for 
pRNFL thickness and LC letter scores for these patients are from Visit 3. 
dB, decibel; FPF, flavoprotein fluorescence; LC, low contrast; pRNFL, peripapillary retinal nerve fiber layer; y, years.
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Eligibility criteria

• Age ≥8 to ≤60 years
• Clinical diagnosis of ADOA and 

heterozygous OPA1 gene variant
• ≥5 ETDRS letter score
• GOF variants and phenotypic 

manifestations of syndromic 
ADOA were excluded 

Baseline Month 6 Month 12 Month 18 Month 24

Exploratory endpoint
• In vivo imaging of retinal 

mitochondria using OcuMet 
Beacon  (OcuSciences Inc.)

Primary endpoints
• Change from baseline to Month 

24 in HCVA, LCVA, and pRNFL 
thickness
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