Results from the Global Phase 3 Clinical Trial (IB1001-303) Evaluating Levacetylleucine in Ataxia-Telangiectasia
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BACKGROUND

METHODS

Intervention 1 Intervention 2

Sequence 1 Sequence 2
* Mutations in the ATM gene reduce or eliminate the function of ATM protein3 Levacetylleucine Levacetylleucine
e ATM exists at rest as an inactive dimer; activated ATM monomers are Baseline hﬂﬂ!ﬂ_ Sequence 1
responsible for the sensing and repair of DNA double stand breaks3 and 1:1 randomization Placebo Placebo

activated ATM dimers modulate multiple cellular homeostasis pathways*

CONCLUSIONS

*  Ataxia-telangiectasia (A-T) is caused by a rare, autosomal recessive ATM gene * 1B1001-303 is a global, Phase 3, randomized, double-blinded, placebo-controlled crossover trial + IB1001-303 met its primary endpoint; treatment with
mutation resulting in progressive neurodegeneration, cerebellar ataxia, and Parent Randomization Crossover Start of the Extension : et
multi-system involvement'2 Study Start of Start of Extonsion Phase Phace levacetylleucine demonstrated a statistically

significant and clinically meaningful improvement in
the SARA score after 12 weeks of treatment
Secondary endpoints including ICARS and CGlI-I
were supportive of the primary endpoint

Levacetylleucine .

Baseline: Treatment Period 1: Treatment Period 2: EP Year 1. . A

+ Impaired DNA repair leads to immune dysfunction and increased risk of cancer2# _ 2weeks | 12 weeks ‘ 12 weeks . 1year ‘ Levacetylleucine was Obser'\’eq to be Safe and
 Impaired cellular homeostasis leads to impaired autophagy, lysosomal and Visit 1 Visit 2 Visit 3 Visit 4 Visit 5 Visit 6/7 Visit 8 Visit 9 well-tolerated, consistent with its established

mitochondrial function, which most likely accounts for neurological Trial Endpoints EP Baseline safety profile®®

manifestations?* * The Extension Phase is ongoing and will provide

Primary: Scale for Assessment and Rating of Ataxia (SARA) Quality of Life (EQ-5D-5L and EQ-5D-Y) Iong-term efficacy and safety data
Mutation at % —l Defective ATM Secondary: Spinocerebellar Ataxia Functional Index (SCAFI) Clinical Global Impression of Improvement (CGI-I) . Regulatory submissions for |evacety||eucine in A-T
e are underway in the United States, Europe, and

International Cooperative Ataxia Rating Scale (ICARS)
ATM, ataxia telangiectasia mutated; DNA, deoxyribonucleic acid.

RESULTS

* 1B1001-303 enrolled 73 participants aged 4 to 50 years (Table 1)

* The primary endpoint evaluated the effect of treatment with levacetylleucine on the SARA compared to placebo after 12 weeks

* Treatment with levacetylleucine demonstrated a statistically significant and clinically meaningful -1.88 point® improvement on the SARA
score compared to placebo (-1.92 on levacetylleucine vs -0.14 on placebo, /7<0.001)

Neurology Quality of Life Upper Extremity Function Questionnaire

Primary Endpoint

Table 1: Demographics and baseline characteristics Change in Total SARA Score®

Total Levacetylleucine to Placebo to
(n=73) Placebo (n=36) Levacetylleucine (n=37) 27 -
Age 9_) ______
Pediatric (<18 years) 47 (64%) 23 (64%) 24 (65%) 8
Adult (18 years) 26 (36%) 13 (36%) 13 (35%) [T
Gender* <
Female 38 (52%) 17 (47%) 21(57%) g
Male 35 (48%) 19 (53%) 16 (43%) n
18
Intersex (0] 0 0 <
Age at diagnosis group -la
Early-infantile (<2 years) 51(70%) 24 (67%) 27 (73%) =
Late-infantile (2 to <6 years) 16 (22%) 8 (22%) 8 (22%) 16 -
Juvenile (6 to <15 years) 3 (4%) 2 (6%) 1(3%)
Adolescent or adult (> 15 years) 3 (4%) 2 (6%) 1(3%)
Dose group )
Weight 15 to <25 kg (2g per day) | 18 (25%) 8 (22%) 10 (27%) Basgline Week 6 Wegk12 Week 18 Weel24
Weight 25 to <35kg (3g per day) | 17 (23%) 9 (25%) 8 (22%) Treatment Period 1 Treatment Period 2
Weight >35kg (4g per day) 38 (52%) 19 (53%) 19 (51%)

Levacetylleucine = = = =—Placebo

*Gender was self-reported based on provided options.
aThe treatment differences of -1.88 points is the least squares mean difference calculated from a Linear Mixed Model (LMM).
bLevacetylleucine end of trial n=69; placebo end of trial n=72. No last observation carried forward (LOCF) approach was used for this figure.

Levacetylleucine is an investigational drug and not currently approved by any health authority for use in ataxia-telangiectasia.
Presented at the 12th Congress of the European Academy of Neurology; June 27-30, 2026; Geneva, Switzerland.

Functional SARA (fSARA) - US endpoint only

Exploratory: Clinical Global Impression of Severity (CGI-S)

other jurisdictions

Exploratory Endpoints

Levacetylleucine Placebo
Change from Change from Difference in change: Pvalue
baseline baseline | evacetylleucine vs placebo
-4.22 -1.69 .

ICARS (n=69) (n=72) -2.84 P=0.003
CGH:
Investigator- ":2:‘:5) (n2327) -0.4 P=0.02
rated

Safety Endpoints
* Levacetylleucine was observed to be safe and well-tolerated
* The frequency of adverse events (AEs) for participants receiving levacetylleucine (29
participants, 54 events) versus placebo (25 participants, 75 events) were similar
* There were no drug-related serious adverse events (SAEs) or deaths in either group
* No treatment-emergent adverse events occurred in more than 10% of participants on
levacetylleucine
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