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RESULTS

Gaucher disease (GD) is one of the most common 
lysosomal storage disorders. Pathogenic variants 
in the GBA1 gene attenuate or abrogate the activity 
of the lysosomal acting enzyme 
glucocerebrosidase (GCase)1.  
While enzyme replacement therapy (ERT) and 
substrate reduction therapy (SRT) are currently 
standard of care for the treatment of type 1 GD 
(GD1) patients, significant unmet need remains. 
Life-long requirements for treatment and  variable 
or incomplete responses negatively impact patient 
outcomes and quality of life2-6.
FLT201, an investigational gene therapy for the 
treatment of GD1, is a novel, proprietary, liver-
tropic capsid (AAVS3) with a unique GBA1 
transgene encoding an engineered variant of β-
glucocerebrosidase (GCase85) that provides 
extended stability in serum and at lysosomal pH 
compared to wild type GCase, allowing for greater 
residence time and availability for use by tissues.

To assess safety and tolerability of FLT201 and to 
investigate the effects on disease-relevant clinical 
parameters. 

GALILEO-1 Study
• A first-in-human, open-label, dose-finding study 

of a single intravenous infusion of FLT201 at a 
dose of 4.5 × 10¹¹ vector genomes per kilogram 
(vg/kg) of body weight.

• Eligible patients have GD1, are 18 years or older, 
on stable ERT or SRT for ≥2 years and have a 
negative AAVS3 neutralizing antibody test. 

• Immune management regimen began 3 weeks 
post-infusion [prednisone only  (n=4), 
prednisone + tacrolimus (n=2)].

• Discontinuation of background ERT or SRT 
occurred at the discretion of the investigator 
once GCase levels were recorded as increased.

• Participants were monitored for 38 weeks after 
the infusion before entering long-term follow-up.

So far, six participants previously treated 
with TRE or TRS have received FLT201, with 
a follow-up period ranging from 6 to 15 
months.

Safety (n=6)
Six patients were dosed with FLT201 at 
4.5e11vg/kg. Table 1 details the baseline 
demographics and disease status for all 
enrolled patients. All patients demonstrated 
continued disease activity at study entry. 

Table 2: Patient Demographics and Disease Characteristics at Baseline

Exposure and Safety
All patients experienced at least one ADR. ADRs occurring more than once are listed in 
Table 2. The most common ADRs associated with FLT201 were ALT increase and fatigue. 

Two participants developed transient anti-GCase antibodies with no impact on safety. 
Neither patient experienced loss of clinical benefit during this period although both 
demonstrated a reduced GCase expression to varying degrees (data not shown), with one 
(patient 4) rebounding fully to pre-antibody levels once antibody negative. A resulting 
rebound in GCase measurement in the other patient (patient 5) has not yet occurred. 

• GALILEO-1 trial shows a favorable safety and tolerability profile with a single low dose of 4.5e11 vg/kg.
• Clinical parameters and key biomarkers showed sustained improvement or maintenance up to 14 months after withdrawal of ERT/SRT.
• Continuous expression of GCase85, which is more stable than recombinant human GCase, ensures constant exposure to enzyme.
• FLT201 shows potential for meaningful improvements in clinical outcomes over existing standard of care with a single infusion.

Figure 1: ALT over time (central lab)
At data cut off, patients have been exposed to the lowest dose of 
FLT201 (4.5e11vg/kg) for 9-17 months. All patients who came off their 
prior SoC therapy (between weeks 4-11) remain off (10-14 months). 
One patient (patient 6), who had a low but detectable anti-AAVS3 titer 
at baseline, has not had detectable GCase expression and remains on 
SoC (not included in the efficacy data set). 

Table 2: Adverse Drug Reactions 
with 2 or more reports

Efficacy (n=5)
All patients experienced maintenance or improvement in outcomes after receiving FLT201. 
All but one patient came off their longtime SoC (ERT/SRT) within 4-11 weeks after receiving 
FLT201 (patient 5 remains on SRT). DBS lyso-Gb1 levels improved rapidly in those with 
elevated levels at baseline (Baseline mean [range]: 185.8 ng/mL [10.3-486.4 ng/mL]; Week 
38 mean/range: 49.8 ng/mL [12.0-172.0 ng/mL], a 73% reduction). Hemoglobin and 
platelet levels improved or remained in the normal range (Figures 2 and 3). One patient 
experienced a drop in hemoglobin due to a diagnosed iron deficiency. Once iron 
supplements were initiated, the hemoglobin levels returned to normal. Liver and spleen 
volumes improved or remained stable (Figures 4 and 5). One patient had an enlarged 
spleen at study entry. By Week 38, this patient had a reduced spleen volume, now into the 
target goal. 

ALT elevations even within normal 
range were considered AEs of 
special interest as per protocol and, 
therefore, included as an ADR.

Only two patients had an ALT 
elevation above the normal range 
and considered related to therapy 
(Figure 1). Both resolved, one 
spontaneously and one after 
tapering off prednisone. 

Figure 2: Hemoglobin over time Figure 3: Platelets over time

Figure 4: Spleen volume over time (multiples of normal) Figure 5: : Liver volume over time (multiples of normal)
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