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	Inclusion criteria
	Exclusion criteria

	Age
Canada: ≥50 to ≤78 years US: ≥60 to ≤78 years
	
Clinical features suggestive of a neurodegenerative diagnosis other than PD

	Idiopathic PD defined by the modified UK Parkinson’s Disease

Society Brain Bank criteria
	
PD with only tremor-based symptoms

	A minimum period of 3 years from time of PD diagnosis and a maximum time from PD diagnosis of 20 years
	Diagnosis of primary mitochondrial disorder, epilepsy, stroke, multiple sclerosis, or other neurodegenerative disease such as Alzheimer’s
disease

	Prior sufficient treatment comprising levodopa and ≥1 adjunct therapy, and additional appropriate therapy such as physical therapy
	Receiving DA receptor-blocking agents, including typical neuroleptics, prochlorperazine, and metoclopramide at the time of screening or
within 3 months prior to screening

	Defined levodopa response of ≥30% improvement on the basis of

MDS-UPDRS Part III
	18F-DOPA PET imaging inconsistent with DA deficiency







	Hoehn and Yahr score Canada: 0 to 3 ON
US: 0 to 2 ON and 3 to 4 OFF
	Ongoing treatment with intrajejunal or subcutaneous infusion therapies for PD (participants who permanently discontinue these
treatments are eligible to enroll after 2 months)

	For US only: not eligible for deep brain stimulation or have refused
deep brain stimulation after evaluation by an independent neurologist or neurosurgeon
	

History of DBS, lesion therapy, or gene therapy for PD

	PD medications allowed: any approved oral, transdermal, and/or injectable PD medication; medications must be stable for ≥1 month
prior to enrollment
	

Prior surgical or radiation therapy to the brain or spinal cord

	AIMS rating scale score of ≤2 for dyskinesia on each of Sections 1 to

10 of the 12-item AIMS
	Per assessing clinician’s discretion, any abnormality on brain MRI

that would preclude cell transplantation

	OFF time of ≥2 hours daily
	Significant concomitant medical disease limiting life expectancy to less than 24 months from study inclusion, or significant and serious
concomitant medical disease that is poorly controlled

	MoCA score ≥26, or ≥22 if no significant cognitive impairment by

neuropsychological testing per assessing clinician discretion
	Presence of a condition resulting in high risk of immunosuppressive

drug use, including any active infectious disease of any nature,





	
	including clinically active viral infections (seropositive for HIV, hepatitis C virus, hepatitis B virus, CMV, and VDRL unless related to immunization or past CMV exposure, or positive QuantiFERON-TB
Gold Plus)

	Hamilton Depression Scale score ≤17
	Use of immunosuppressive drugs including systemic steroids within

the previous 3 months




Supplementary Table 1. Eligibility criteria
List of inclusion and exclusion criteria used for trial eligibility. The MDS-UPDRS (Movement Disorder Society Unified Parkinson’s Disease Rating Scale) is a comprehensive assessment of non-motor and motor experiences of daily living as well as motor complications in patients with Parkinson’s disease. Part III is a motor examination and contains 18 items with a subscore range of 0 to 132 points; higher scores indicate more severe motor symptoms. "The motor scale may be administered after withdrawal of anti-Parkinson's medications ("OFF") or with the participant taking anti-Parkinson's medications ("ON").
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	Objectives
	Endpoints

	Primary

	





Assess safety and tolerability of bemdaneprocel at 1 year post transplantation
	Incidence of serious adverse events (1 year)

· Two or fewer of Cohort A (low dose) or Cohort B (high dose) developing 2 or more SAEs related to surgery, presence of transplanted cells, or immunosuppression
· Two or fewer of Cohort A (low dose) or Cohort B (high dose) developing a tumor or abnormal tissue overgrowth related to presence of transplanted cells
· Two or fewer of Cohort A (low dose) or Cohort B (high dose) developing an intracerebral hemorrhage that is deemed life-threatening
· One or zero deaths for Cohort A (low dose) or Cohort B (high dose)

	Secondary

	Assess evidence of cell survival and motor effects at 1 and 2 years post transplantation
	· Change from baseline in striatal 18F-DOPA uptake using PET (1, 2 years)

· MDS-UPDRS (Part III OFF), good ON time (2 years)





	Evaluate continued safety and tolerability at 1 and 2 years post transplantation
	· Incidence of serious adverse events (2 years)

· Incidence and type of adverse events (1, 2 years)

	
Assess feasibility of transplantation
	Intraoperative delivery of ≥50% of the intended total number of deposits per brain in

>50% of participants

	Exploratory

	



Determine effects of bemdaneprocel on motor and non-motor signs and symptoms of Parkinson’s disease
	Change from baseline

	
	· MDS-UPDRS (total, Parts 1, 2, and 4, and Part III ON)
· Modified Schwab and England ADL

· Unified Dyskinesia Rating Scale

· Hauser (Parkinson’s disease) Diary times

· Neuropsychological battery*
	

· MoCA

· BAI-II

· BDI-II

· QUIP
	

· NMSS

· GCIS

· LEDD

· 10MWT

	Assess the participant perception of quality of life
	PDQ-39



Supplementary Table 2. Objectives and endpoints
Summary of primary, secondary and exploratory objectives as described in the study protocol. *Includes Test of Premorbid Functioning, Repeatable Battery for the Assessment of Neuropsychological Status, Trail-Making Test A and B, Stroop Color Word Test (Golden version), Frontal Systems Behavior Scale, Verbal Fluency: Oral Word Association Test, and Neuropsychiatric Inventory – Questionnaire.
10MWT, 10-meter walking test; 18F-DOPA, 18F−fluorodopa; ADL, activities of daily living; BAI-II, Beck Anxiety Inventory; BDI-II, Beck Depression Inventory; GCIS, Global Clinical Impression Scale; LEDD, levodopa-equivalent daily dose; MDS-UPDRS, Movement Disorders Society-Unified Parkinson’s Disease Rating Scale; MoCA, Montreal Cognitive Assessment; NMSS, Parkinson’s Disease Nonmotor Symptom Severity Scale; PD, Parkinson’s disease; PDQ-39, Parkinson’s Disease Questionnaire- 39; PET, positron emission tomography; QUIP, Questionnaire for Impulsive Compulsive Disorders in Parkinson’s Disease; SAE, serious adverse event.

[bookmark: _Hlk188241951]
[bookmark: _TOC_250007]Supplementary Table 3

	
	Low dose

(N=5)
	High dose

(N=7)
	Total

(N=12)

	Age, years

	Median (Q1, Q3)
	67.0 (65.0, 67.0)
	68.0 (64.0, 70.0)
	67.0 (64.5, 70.0)

	Sex, n (%)

	Male
	4 (80.0)
	5 (71.4)
	9 (75.0)

	Female*
	1 (20.0)
	2 (28.6)
	3 (25.0)

	Race, n (%)

	American Indian or Alaska Native
	0
	0
	0

	Asian
	0
	1 (14.3)
	1 (8.3)

	Black or African American
	0
	0
	0





	Native Hawaiian or other Pacific Islander
	
0
	
0
	
0

	White†
	3 (60.0)
	5 (71.4)
	8 (66.7)

	Other
	1 (20.0)
	1 (14.3)
	2 (16.7)

	Multiple
	1 (20.0)
	0
	1 (8.3)

	Time since PD diagnosis, years

	Median (Q1, Q3)
	12.7 (8.9, 13.7)
	8.2 (5.3, 10.2)
	9.0 (5.9, 11.5)

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

	0 and 1
	0
	0
	0

	2
	1 (20.0)
	0
	1 (8.3)

	3
	4 (80.0)
	7 (100.0)
	11 (91.7)

	4 and 5
	0
	0
	0





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

	0 and 1
	0
	0
	0

	2
	5 (100.0)
	7 (100.0)
	12 (100.0)

	3
	0
	0
	0

	4 and 5
	0
	0
	0

	Adjusted PD Diary times, median (Q1, Q3), hours
	
	
	

	OFF time
	2.6 (1.7, 4.5)
	5.6 (4.8, 6.2)
	5.0 (2.2, 5.8)

	Good ON time‡
	13.2 (11.5, 13.6)
	10.4 (9.8, 11.2)
	10.9 (10.0, 13.4)

	ON time with troublesome dyskinesia
	0.2 (0, 0.7)
	0 (0, 0.3)
	0 (0, 0.3)

	MDS-UPDRS Part III (OFF State)

	Median (Q1, Q3)
	44.0 (34.0, 50.0)
	51.0 (42.0, 54.0)
	48.5 (39.0, 53.0)





	MDS-UPDS Part III score (ON State)

	Median (Q1, Q3)
	18.0 (15.0, 23.0)
	26.0 (17.0, 34.0)
	23.0 (16.0, 32.0)

	PDQ-39 Summary Index

	Median (Q1, Q3)
	26.5 (21.4, 29.5)
	13.3 (9.9, 15.3)
	15.5 (12.1, 28.0)

	UDysRS Objective Subscore

	Median (Q1, Q3)
	14.0 (8.0, 15.0)
	0.0 (0.0, 7.0)
	3.5 (0.0, 11.5)



Supplementary Table 3. Demographics and baseline disease characteristics
Summary of demographic data and clinical disease characteristics in the low and high dose cohorts. *No female participants were of childbearing potential. †No participants were of Hispanic or Latino ethnicity. ‡Good ON time is the sum of ON time without dyskinesia and ON time with non-troublesome dyskinesia.
MDS-UPDRS, Movement Disorder Society Unified Parkinson’s Disease Rating Scale; PD, Parkinson’s disease; PDQ-39, Parkinson’s Disease Questionnaire; Q1, quartile 1; Q3, quartile 3; UDysRS, Unified Dyskinesia Rating Scale.


