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Introduction

PD is the fastest growing neurodegenerative disorder globally'-2
* 1n 2021, there were approximately 11.9 million people living with PD, with 7.5 million and 388,000 PD-related DALYs and
deaths, respectively’-2

Bemdaneprocel is an investigational, pluripotent stem cell-derived dopaminergic neuron progenitor allogeneic
cell replacement therapy surgically administered to the posterior putamen in people with PD with fluctuating motor
symptoms inadequately controlled by standard medications?

exPDite was a first-in-human Phase 1 multicenter, open-label trial (NCT04802733) of bemdaneprocel that metits
primary objective of safety and tolerability through 12 months post-transplantation?
* No TEAEs related to the cell product were reported
* Secondary and exploratory outcomes demonstrated clinical improvement or stability, including improvement in
MDS-UPDRS Part Il OFF scores through 18 months post-transplantation
- The high-dose group showed a greater amplitude of changes in MDS-UPDRS motor scores and reduction in OFF Times,
and an earlier onset of improvement
Following trial completion, all participants enrolled in a Continued Evaluation Study (NCT05897957) for assessment of
safety and efficacy through 5 years post-transplantation

Objective
To report safety and clinical outcomes of the Continued Evaluation Study participants with PD through 4 years after
bemdaneprocel administration

Methods

Participants

* InexPDite, 12 participants with PD enrolled and completed the exPDite trial across centers in the USA and Canada to
receive either low- or high-dose bemdaneprocel, sequentially; all 12 participants subsequently enrolled in a
Continued Evaluation Study (Figure 1)3

Figure 1. exPDite and Continued Evaluation Study Design

Key eligibility criteria

* |diopathic PD* for 25to <15 years

 Levodoparesponse'

* Hoehnand Yahr score of 0-3 in ON state (Canada) or 0-2 in ON state and 3-4 in OFF state (USA)
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Figure adapted from TabarV, et al. 2025.3
Objectives of the * Primary endpoint: safety and tolerability in participants with PD

up to 5 years after receiving bemdaneprocelin exPDite

Continued Evaluation )
 Secondary and exploratory endpoints: motor and non-motor outcomes,

Study safety, quality of life and cell survival

*Based on modified UK Parkinson’s Disease Society Brain Bank criteria. TDefined as 230% improvement on MDS-UPDRS Part Ill.

exPDite Surgical Procedure and Immunosuppression?3 Figure 2. Surgical Procedure
* Bemdaneprocel was administered stereotactically into the posterior
putamen bilaterally through a single burr hole on each side in a Bilateral burr holes

single session (Figure 2)
- Acannulawas used to deliver a total of nine cell deposits along three
tracks in each putamen Posterior
* Immunosuppression was initiated during transplantation and continued putamen
for 1 year post-transplantation
- Basiliximab (20 mg, IV) was administered intraoperatively and on
postoperative Day 4
- Methylprednisolone (500 mg, IV) was initiated on Day 0, tapered to
prednisone 5 mg (PO) and continued at 5 mg QD for 1 year
- Tacrolimus (PO, BID) was initiated on postoperative Day 1 and
adjusted to a target trough blood level of 4-7 ng/mL for 1 year
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Conclusions

* Bemdaneprocel continued to demonstrate a favorable safety profile through 4 years; there were no deaths, or discontinuations due to TEAEs 18F-DOPA PET findings supported durable dopaminergic signal preservation in the posterior putamen, while caudate uptake
* There were no TEAEs related to bemdaneprocel or of graft-induced dyskinesia and no evidence of mass lesions or tumors within the brain continued to decline through 3 years
* Motor outcomes demonstrated sustained favorable effects compared with baseline through 4 years These data should be interpreted carefully given the small study population and open-label design

« MDS-UPDRS Part lll OFF scores were stable and continued to show trends of improvement from baseline; in some patient populations The efficacy and safety of bemdaneprocel is being evaluated further in exPDite-2 (NCT06944522), a Phase 3, randomized,
with PD, Part lll OFF scores may increase by ~12-18 points over 4 years, depending on disease duration and treatment status®>’ simulated, surgery-controlled, double-blind trial in approximately 102 participants with PD aged 45-75 years with motor
ON Time without troublesome dyskinesia was stable and increased from baseline in the high-dose group symptoms inadequately controlled by standard treatments?®
MDS-UPDRS Part Il continued to show reduced score from baseline in the high-dose group

Clinical Outcomes
* Trends toward improvement in clinician- and patient-reported measures of motor function were observed, primarily in the high-dose group (Figure 3)

Demographics and baseline characteristics were balanced between the high- and low-dose groups (Table 1
erap 8 groups ( ) * Motor experiences of daily living were stable in the low-dose (mean [SD] 4.0 [6.2]) group and improved in the high-dose group (-2.3[2.9]) from baseline

All participants had a Hoehn and Yahr score of 2 in the ON state
Antiparkinsonian Medication Use

Table 1. Participant Demographics and Baseline Characteristics * LEDD increased through 4 years (mean [SD]: 74.0 mg [370.3] and 331.0 mg [476.1] in the low- and high-dose groups, respectively)

Regional Dopaminergic Activity

» 18F-DOPA uptake remained stable in the posterior putamen and declined in the caudate through 3 years post-transplantation (Figure 4)
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