Continued Evaluation of Bemdaneprocel Following a Phase | Study for Parkinson’s Disease: Outcomes Through 3 Years
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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; moreover, they do not specifically address, and may even worsen, some non-motor symptoms!-2

Bemdaneprocel is an investigational therapy comprising dopaminergic neuron progenitors derived from human embryonic stem cells3°

Preclinical studies in rodents support safety and proof-of-concept for bemdaneprocel34

exPDite, a Phase 1 multicenter, multisite, open-label, nonrandomized study (NCT04802733), met the primary objective of safety and
tolerability through 12 months post transplantation, and a trend toward improvement or stability in clinical assessments was observed

through 2 years post transplantation®’

Understanding the long-term safety, tolerability, and clinical effects of bemdaneprocel is necessary for further clinical development
All participants subsequently enrolled in a continued-evaluation study (NCT05897957) for ongoing assessment of safety and efficacy

through 5 years post transplantation

Objective

To report the safety and clinical outcomes of bemdaneprocel in participants with PD through 3 years post transplantation

Methods

Participants with PD, with motor symptoms inadequately controlled by standard treatments, and who were 250 to <78 years of age in Canada or

260 to <78 years of age in the United States were eligible to enroll in exPDite

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, 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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Cohort A — Low dose

0.9 million w —
CeIIs/putamen
| SCREENING & IMMUNOSUPPRESSIVE FOLLOW-UP
BASELINE REGIMEN PERIOD
Cohort B - High dose EVALUATION

"3 r r 1

n=7 Day 0 12 Months 24 Months 36 Months
Bemdaneprocel Primary Secondary &
transplantation into Endpoint Exploratory Endpoints
posterior putamen Safety & Safety & tolerability,

motor outcomes, non-
motor outcomes, quality
of life, cell survival

tolerability

A total of 12 participants enrolled sequentially

The first 5 participants were assigned to the low-dose group (0.9 million cells/putamen); the last 7
were assigned to the high-dose group (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
A cannula was used to deliver a total of 9 cell deposits along 3 tracks per hemisphere
Immunosuppression was initiated during transplantation and continued 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

Secondary and exploratory outcomes included intracranial magnetic resonance imaging (MRI), anti-
PD medication use, MDS-UPDRS Part Il scores, adjusted PD diary ON time without troublesome
dyskinesia and OFF time, and MDS-UPDRS Part Ill ON and OFF at baseline and at 6, 12, 18, and

24 months post transplantation
Participants will continue to be assessed for a total of 60 months (5 years) post transplantation
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Table |. Participant Demographics and Baseline Characteristics

e v bose (1=5) | bigh Dose (n=1) | Total (=12

Age, years

Mean (standard deviation) 66.8 (6.8)
Sex, n (%)

Male 4 (80.0)

Female 1(20.0)
Race, n (%)

Asian 0

White 3 (60.0)

Other 1 (20.0)

Multiple 1 (20.0)
Time since Parkinson’s disease diagnosis, years

Mean (standard deviation) 11.0 (3.7)
Hoehn and Yahr Stage (OFF state), n (%)

2 1 (20.0)

3 4 (80.0)
Hoehn and Yahr Stage (ON state), n (%)

2 5(100.0)

66.7 (4.8)

5 (71.4)
2 (28.6)

1(14.3)

5 (71.4)

1(14.3)
0

7.8(2.2)

0
7 (100.0)

7 (100.0)

66.8 (5.4)

9 (75.0)
3 (25.0)

1(8.3)
8 (66.7)
2 (16.7)
1(8.3)

1(3.2)

1(8.3)
11 (91.7)

12 (100.0)

TEAEs by maximum CTCAE grade? 5(100.0) [57]
Mild 1 (20.0) [31]
Moderate 2 (40.0) [19]
Severe 2 (40.0) [7]

TEAEs®
Related to cannula 1 (20.0) [1]
Related to surgery 0
Related to immunosuppressive drugs 3 (60.0) [16]
Related to disease 3 (60.0) [10]

TESAEs" 2 (40.0) [4]°
Related to surgery 0

Deaths 0

Study discontinuations 0

aThere were no life-threatening TEAES, or deaths related to adverse events. "There were no TEAEs or TESAES related to syringe, transplanted cells, '8F-DOPA scan,

Table 2. Summary of TEAEs and SAEs Through 36 Months Post Transplantation

T v Dose (1m5) | High Doso (n=7) | Tota (=12

7 (100.0) [55]

2 (28.6) [43]
3 (42.9) [8]
2 (28.6) [4]

0
3 (42.9) [3]
5 (71.4) [12]
3 (42.9) [5]
3 (42.9) [4]¢
1(14.3) [1]

0

0

12 (100.0) [112]

3 (25.0) [74]
5 (41.7) [27]
4 (33.3) [11]

1(8.3) [1]
3 (25.0) [3]
8 (66.7) [28]
6 (50.0) [15]
5 (41.7) [8]
1(8.3) [1]
0
0

or MRI. °One SAE of COVID-19; 2 SAEs of hip fracture; 1 SAE of femur fracture. 9One SAE of gastrointestinal hemorrhage; 1 SAE of seizure; 1 SAE of atrial
fibrillation; 1 SAE of left ventricular failure. CTCAE, Common Terminology Criteria for Adverse Events; '8F-DOPA, '8F-fluorodopa; MRI, magnetic resonance imaging;

SAE, serious adverse event; TEAE, treatment-emergent adverse event; TESAE, treatment-emergent serious adverse event.

None of the 8 treatment-emergent serious adverse events were related to transplanted cells or

immunosuppression

There were no graft-induced dyskinesias, no intracerebral hemorrhages, and no mass lesions
observed; no treatment-emergent adverse events (TEAEs) were related to transplanted cells

TEAEs in Nervous system disorders and Infections and infestations System Organ Classes were

reported for 9/12 (75.0%) participants each

The most frequently reported TEAES in the Infections and infestations System Organ Class
(n=9, 75.0%) were COVID-19 (n=4, 33.3%), pneumonia (n=2, 16.7%), and urinary tract

infection (n=2, 16.7%)

The most frequently reported TEAES in the Nervous system disorders System Organ Class
(n=9, 75.0%) were dyskinesia (n=4, 33.3%), on and off phenomenon (n=3, 25.0%), headache

(n=2, 16.7%), and tremor (n=2, 16.7%)

Results

Figure 3.Anti-Parkinson’s Disease Medication Use Figure 4. Movement Disorders Society Unified Parkinson’s Disease Rating Scale (MDS-UPDRS) Part Il
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surgery. PExcept for 36 months post transplantation, where n=4. LEDD, levodopa equivalent daily dose; PD, Parkinson’s disease. severe symptoms.8 aThe baseline value (0 months post transplantation) is defined as the last recorded value before the first dose of immunosuppressive drugs or

cell transplant surgery. MDS-UPDRS, Movement Disorders Society-Unified Parkinson’s Disease Rating Scale.
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Horizontal lines, median; diamonds, mean; boxes, quartiles 1 and 3; whiskers, extreme values. Annotations on graphs are mean (standard deviation). ON time without troublesome dyskinesia is the sum of ON time without dyskinesia and ON time with non-troublesome dyskinesia. PD diary time?® is adjusted for 16-hour waking days.
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Figure 6. Movement Disorders Society Unified Parkinson’s Disease Rating Scale (MDS-UPDRS) Part Ill
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post transplantation) is defined as the last recorded value before the first dose of immunosuppressive drugs or cell transplant surgery. °PExcept for Part IIl OFF at 24 months post transplantation, where n=4; except for Part lll ON and OFF at 36 months post transplantation, where n=4. cExcept for Part Il OFF at 18 months
post transplantation, where n=6. MDS-UPDRS, Movement Disorders Society-Unified Parkinson’s Disease Rating Scale.

Conclusions

» Through 3 years post transplantation, bemdaneprocel had a favorable safety profile; additionally, there were no deaths, study discontinuations, graft-induced dyskinesias,
intracerebral hemorrhages, or mass lesions

o None of the treatment-emergent serious adverse events were related to transplanted cells or immunosuppression

* Participants who received bemdaneprocel, particularly those in the high-dose cohort, trended toward improvement or stability across most motor outcomes through 3 years
post transplantation, 2 years post discontinuation of immunosuppression

» These results support the continued development of high-dose bemdaneprocel for the treatment of people with PD

o Enroliment in exPDite-2,"" a Phase 3 randomized, sham-controlled, double-blind trial (NCT06944522) to evaluate the efficacy and safety of bemdaneprocel is ongoing
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