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moreover, they do not specifically address and may even worsen some non-motor symptoms'-3

o Preclinical studies in rodents support safety and proof-of-concept for bemdaneprocel*>

some participants at 12 months post transplantation®

Introduction

* Current standard treatments for Parkinson’s disease (PD) motor symptoms do not address the loss of dopaminergic neurons, an underlying cause of the disease;
* Bemdaneprocel is an investigational therapy comprising dopaminergic neuronal progenitors derived from human embryonic stem cells

* Results previously presented from exPDite, a Phase | multicenter, multisite, open-label, nonrandomized study (NCT04802733), met the primary objective of
safety and tolerability, supported the feasibility of stereotactic transplantation of bemdaneprocel, and suggested stability or improvement in motor outcomes in

Objective

* To evaluate the impact of bemdaneprocel, compared
with baseline, on non-motor outcomes up to |8 months
post transplantation (6 months post discontinuation of
immunosuppression) in participants with PD

* Participants with PD motor symptoms inadequately controlled by standard treatments were 250 to <78 years of
age in Canada or 260 to <78 years of age in the United States
o Eligible participants had a diagnosis of idiopathic PD (based on modified UK Parkinson’s Disease Society Brain
Bank criteria) with 23 to <20 years since PD diagnosis, levodopa response (defined as 230% improvement on
Movement Disorders Society-Unified Parkinson’s Disease Rating Scale [MDS-UPDRS] Part Ill),and a Hoehn
and Yahr score of 0—3 in ON state (Canada only), or 0—2 in ON state and 3—4 in OFF state (US only)
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* A total of

o The first 5 participants were assigned to the low-dose cohort (0.9 million cells/putamen); the last 7 were
assigned to the high-dose cohort (2.7 million cells/putamen)
* Bemdaneprocel was administered stereotactically into the posterior putamen bilaterally through a single burr
hole on each side in a single session
o A cannula was used to deliver a total of 9 cell deposits along 3 tracks per putamen
* Immunosuppression was initiated during transplantation and continued for | year post transplantation
o Basiliximab (20 mg, IV) was administered intraoperatively and on postoperative day 4
o Methylprednisolone (500 mg, IV) was initiated on day 0, tapered to prednisone (5 mg, PO), and continued
at 5 mg QD for | year
o Tacrolimus (PO, BID) was initiated on postoperative day | and adjusted to a target trough blood level of
4-7 ng/mL for | year
* Exploratory non-motor outcomes are reported as mean scores at baseline and 18 months post transplantation
on the Parkinson’s Disease Non-Motor Symptom Scale (PD NMSS) and 39-item Parkinson’s Disease
Questionnaire (PDQ-39)
* A formal neuropsychological evaluation included the Neuropsychiatric Inventory Questionnaire (NPI-Q),
Repeatable Battery for the Assessment of Neuropsychological Status (RBANS), and Frontal System Behavior Scale
(FrSBe); results at baseline and 12 months post transplantation are reported

|2 participants enrolled sequentially

Table |. Participant Demographics and Baseline Characteristics
Low Dose High Dose

(n=5) (n=7)

Mean (SD) 66.8 (6.8)
Median (QI, Q3) 67.0 (65.0, 67.0)
Sex, n (%)

66.7 (4.8)
68.0 (64.0,70.0)

66.8 (5.4)
67.0 (64.5,70.0)

0Q
<

4 (80.0)
| (20.0)

5 (71.4)
2 (28.6)

9 (75.0)
3 (25.0)

Race, n (%)
Asian 0 | (14.3) | (8.3)
White 3 (60.0) 5(71.4) 8 (66.7)
Other | (20.0) | (14.3) 2 (16.7)
Multiple | (20.0) 0 | (8.3)

Time since PD diagnosis, years

11.0 3.7) 7.8 (2.2) 9.1 (3.2)
12.7 (8.9, 13.7) 8.2 (5.3,10.2) 9.0 (5.9, I 1.5)

Hoehn and Yahr Stage (OFF state), n (%)

0
7 (100.0)

| (20.0)
4 (80.0)

| (8.3)
11 (91.7)

“

Hoehn and Yahr Stage (ON state), n (%)

5 (100.0)

PD, Parkinson’s disease; Q|, quartile |; Q3, quartile 3; SD, standard deviation.

Table 2. Parkinson's Disease Non-Motor Symptom Scale (PD NMSS)

Low Dose High Dose
(n=5) (n=7)
PD NMSS Domain, mean (median Baseline |8 months Baseline |8 months

Cardiovascular Including Falls 0.8 (1.0) 3.8 (2.0) 0.9 (0.0) 1.3 (0.0)

7 (100.0) 12 (100.0)

14.8 (12.0) 8.9 (8.0) 10.9 (8.0)
6.0 (7.0) 0.6 (0.0) 2.3 (0.0)
1.0 (0.0) 1.1 (0.0) .4 (0.0)
6.0 (4.0) 1.7 (0.0) 2.9 (2.0)
48 (1.0) 3.6 (2.0) 4.6 (3.0)
12.8 (10.0) 11.7 (10.0) 1.0 (8.0)
1.0 (0.0) 3.0 (0.0) 4.0 (0.0) 4.0 (0.0)
4.8 (1.0) 3.6 (4.0) 8.1 (1.0) 5.7 (0.0)
24.8 (15.0) 55.8 (43.0) 40.6 (38.0) 44.0 (37.0)

Total score range: 0-360 (lower scores indicate improvement).’

Table 3. 39-item Parkinson's Disease Questionnaire (PDQ-39)

|8 months

o 27.5(30.0) 31.5 (35.0) 15.4 (12.5)
30.8 (33.3) 25.0 (25.0) 24.4 (20.8)
23.3 (25.0) 27.5 (25.0) 8.9 (4.2)
21.3 (25.0) 25.0 (25.0) 6.3 (0.0)
20.0 (16.7) 14.2 (16.7) 4.8 (0.0)
18.8 (18.8) 18.8 (12.5) 15.2 (12.5)
23.3 (16.7) 26.7 (25.0) 7.1 (0.0)
35.0 (41.7) 35.0 (25.0) 39.3 (33.3)

Summary index score range: 0—100 (lower scores indicate improvement).8

Figure 2. Neuropsychiatric Inventory Questionnaire (NPI-Q)
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Figure 3. Repeatable Battery for the Assessment of Neuropsychological Status (RBANS)
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Figure 4. Frontal Systems Behavior Scale (FrSBe)
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