The novel glucocerebrosidase chaperone GT-02287 in development for GBA-PD 1s safe and well tolerated
in healthy volunteers at oral doses that produce plasma exposures in the projected therapeutic range
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Objective Demographics Plasma PK
To characterize the safety, tolerability, pharmacokinetics (PK), and pharmacodynamics of single and multiple doses of GT-02287 In -
a Phase 1 first-in-human study in healthy volunteers.
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Single oral doses of 2_4, 4.8, 7_7, 10_0, and 15.0 mg/kg (Part 1 SAD) y 13.5 mg/kg/day Number of Participants with at Least One TEAE 17 (56.7%) 4 (40.0%) 5(83.3%) 1(50.0%) 3(42.9%) 1(50.0%) 2 (33.3%) 0 6 (100%) 2(100%) 16 (64.0%) 4 (50.0%)
and multiple oral doses of 4.8, 7.7, 10.0, and 13.5 mg/kg once daily for /l 123Ttge{jkg 0 ;ggfkg P 10 mg/kg/day Gastrointestinal disorders 7(233%) 1(10.0%) 1(16.7%) 1(50.0%) 2 (28.6%) 0 2 (33.3%) 0 5 (83.3%) 0 10 (40.0%) 1 (12.5%)
Nausea 5(16.7%) 1(10.0%) 1 (16.7%) 0 1 (14.3%) 0 2 (33.3%) 0 4 (66.7%) 0 8 (32.0%) 0
14 days (Part 2 MAD) were evaluated. 7.7 mg/kg 7.7 mg/ke/day Diarrhoea 0 0 0 1(50.0%) 0 0 1(16.7%) 0 2 (33.3%) 0 3(12.0%) 1(12.5%)
Safety and tolerability were evaluated with clinical laboratory tests, vital v / Adominalpen 0 0 0 1(50.0%) O 0 0 0 2(333%) 0 2(80%) 1(12.5%)
signs, ECGs, and adverse events (AEs). Plasma samples of GT-02287 P #8 mefke 48 mg/kg/day i EZ?S;:;‘, i . : g 1(13.3%> : 3 : : : 1(4(.)0%) .
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GCase activity in blood was used as a biomarker of target engagement. o Dry mouth 1(3.3%) 0 0 0 0 0 0 0 0 0 0 0
5 SAD cohorts; food effect at 10 mg/kg 4 MAD cohorts; daily dosing for 14 days Gastrooesophageal reflux disease 0 0 0 0 1(14.3%) 0 0 0 0 0 1(4.0%) 0
Hyperaesthesia teeth 0 0 0 0 1(14.3%) 0 0 0 0 0 1(4.0%) 0
Re S U lt S Salivary hypersecretion 0 0 1(16.7%) 0 0 0 0 0 0 0 1(4.0%) 0
CNS exposure Target engagement
The single and multiple dose levels tested were safe and generally well tolerated. Over 90% of AEs were mild and of short duration.
The most common AEs were nausea and headache. No serious AEs or AEs of CTCAE Grade 3 or higher occurred, and no safety CSF levels of GT-02287 are in the therapeutic range GCase Activity (DBS)

signals in ECGs or vital signs were observed. One subject had a transient, mild increase in AST and ALT after receiving a single dose

%k Xk Xk
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therapeutic range. GT-02287 was measurable in cerebrospinal fluid (CSF), demonstrating CNS exposure. GCase activity increased in Cmax (ng/mL) P * ‘
subjects who received active GT-02287 but not in those who received placebo, demonstrating target engagement. = . = ‘
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well tolerated after single and multiple oral doses.
 Dose levels of 7.7 mg/kg/day and above produced plasma exposures in the projected therapeutic range.
 CNS exposure and peripheral target engagement were demonstrated.
 These results support continued development of GT-02287 as a potential disease-slowing treatment for PD.
A Phase 1b study in patients with GBA1-PD and idiopathic PD is planned to start by year-end.
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CSF levels in human, mouse, and rat are similar after administration of GT-02287.

In humans who received multiple doses of 13.5 mg/kg/day, the mean CSF level on Day 13 was 3.1 ng/mL, which is
similar to CSF levels in mice and rats that received pharmacologically effective doses of GT-02287.

CSF levels are low in all species due to low aqueous solubility and high protein binding. Total brain levels in
rodents are 2-8 times higher than total plasma levels, and free brain levels measured with microdialysis in rat are
several-fold above the EC;, for GCase binding.

Day 1 Day 14
GCase activity in dry blood spots was measured with a 4-methylumbelliferyl fluorometric
assay. In GT-02287 subjects, 5 out of 6 had increased GCase activity in dry blood spots,
demonstrating target engagement. No increase in GCase activity was observed in placebo
subjects (data not shown).
One-way, paired, repeated-measures ANOVA. *p < 0.05; **p < 0.01; ***p < 0.001
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