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Background

« In FTD-GRN, progranulin (PGRN) concentrations are reduced by
30%—-50%, leading to adult-onset neurodegeneration.'?

« PBFT02 uses an adeno-associated virus serotype 1 (AAV1) vector
construct to deliver a functional copy of the GRN gene to the central
nervous system (CNS) via an intracisternal magna (ICM) injection.?

« PBFT02 may provide sustained elevation of PGRN levels to
overcome the PGRN deficiency in GRN mutation carriers with
potential to modify FTD-GRN disease trajectory.>™

« The upliFT-D study is a first-in-human clinical trial of PBFT02 that
will assess the safety, tolerability, and pharmacodynamic effects of
this treatment in patients with FTD-GRN.>

Preclinical Evidence

« Rationale for AAV1 serotype selection: In nonhuman primates
(NHPs), administration of the AAV1 vector construct resulted in
an increase of “5x PGRN in cerebrospinal fluid (CSF) versus other
vectors without further elevating peripheral levels (Figure 1).°
Furthermore, human PGRN (hPGRN) levels in CSF reached levels

The upliFT-D Study

« The upliFT-D trial is a multicenter, open-label, single-arm, dose-escalation study (Figure 3).> The treatment duration is detailed in Figure 4.%°
Eligibility criteria are shown in Figure 5.° The primary and secondary outcomes are shown in Figure 6.°
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that were many fold higher than those observed in healthy human
volunteers, suggesting supraphysiologic levels of PGRN may be
achieved in patients with FTD-GRN (data not shown).® Dose-related
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= - Rationale for ICM delivery: Preclinical studies demonstrated that Discussion
© ICM administration leads to a 10—-100x increase in CNS distribution
o of AAV vectors, optimizes CNS biodistribution, and is not limited by - upliFT-D, a first-in-human clinical trial, will examine whether a
the impact of neutralizing antibodies® (Figure 7). single dose of PBFT02, administered via ICM injection, is safe, well
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