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eTable 1. Summary Statistics of the Baseline Characteristics by Allocated Group of All
Recruited Participants

Continuous covariates are reported by mean and standard deviation (SD), unless indicated and
categorical covariates are reported by frequency and percentage.

Placebo Simvastatin All
N=118 N=117 N =235
Age in years 65:0(9:7) 659 (8:7) 654 (9-2)
Female 52 (44%) 45 (38%) 97 (41%)
Disease duration in years 10-0 (4-8) 9:6 (3-8) 9-8(4:3)
Systolic Blood Pressure (mmHg) 129-7 (18-3) 126-7 (16-5) 128-2 (17-5)
BMI (kg/m?) 269 (4:7) 262 (4:7) 266 (4-7)
MoCA 276 (2-5) 27-7(2:2) 276 (2-4)
Ethnic Origin
White 117 (99%) 116 (99%) 233 (99%)
Other 1 (1%) 1 (1%) 2 (1%)
Smoking Status
Never-smoker 81 (69%) 77 (66%) 158 (67%)
Ex-smoker 33 (28%) 35 (30%) 68 (29%)
Light Smoker 4 (3%) 4 (3%) 8 (3%)
Moderate smoker 0(0-0) 1 (1%) 1(0-5%)
Relationship Status
Single 7 (6%) 5 (4%) 12 (5%)
Married/civil partnership 97 (82%) 98 (84%) 195 (83)
Separated 3 (3%) 1 (1%) 4 (2%)
Divorced/partnership dissolved 6 (5%) 8 (7%) 14 (6%)
Widowed/surviving partner 4 (3%) 5 (4%) 9 (4%)
Living Status
Live alone 10 (8%) 13 (11%) 23 (10%)
Spouse/partner 104 (88%) 101 (86%) 205 (87%)
Parent(s) 1 (1%) - 1(0-5)
Children under 18 10 (8%) 13 (11%) 23 (10%)
Children over 18 19 (16%) 15 (13%) 34 (14%)
Non-family 1 (1%) 1 (1%) 2 (1%)
QRisk
N (%) >10% 57 (48-3) 53 (45-3) 110 (46-8)
Median (IQR) 9:6(3-:8—16°0) 8:6(6-159) 9-2(4-8-160)
Hoehn & Yahr
1:0t0 20 80 (68%) 82 (70%) 162 (69%)
2:5t03-0 38 (32%) 35 (30%) 73 (31%)

© 2022 Stevens KN et al. JAMA Neurology.



eTable 2. Results of the COVID-19 Sensitivity Analyses of the Secondary Outcomes Mixed-
Effects Linear Regression Models at 24 Months

The models were adjusted for sex, Hoehn and Yahr stratification variable and the participant’s outcome
measurement, age and PD duration at baseline as fixed effects and study centres as random effects.

Secondary Outcome

Fully Adjusted Mean Between-Group Difference
(simvastatin minus placebo)
(Two-sided 95% CI)

HDL (mmol/L)

0-000148 (-0-147 to 0-150)*

Total cholesterol (mmol/L)

-1-15 (-1-41 to -0-881)

Total cholesterol/HDL ratio

-0-691 (-0-905 to -0-476)

BTT - key presses in 30 seconds (OFF)

-1:25 (-4-39 to 1-89)

Mean 10MWT time (seconds) [OFF]

0658 (-1-57 to 0-256)*

IOMWT completed at least one test [OFF]{

OR =0-636 (0-192 to 2-10)

MDS-UPDRS part IT [ON]

1-06 (-0-450 to 2-57)

MDS-UPDRS Total Score [ON]

0-413 (-4-18 to 5-00)

PDQ-39 Total Score

0-571 (-2-30 to 3-44)

NMSS Total Score

1-51 (-5-57 to 8-59)*

KPPS Total Score

0-592 (-2-41 to 3-60)*

LED -19-0 (-87-0 to 48-9)
HbA ¢ (mmol/mol) 0-335(-0-441to 1-11)
Diabetest OR = 0-864 (0-0507 to 14-7)

ACE-III Total Score

0-4(-01-0 to 1-9)*

MADRS Total Score

01(-12to11)

* Confidence interval calculated from bootstrapped standard error estimate

7 Summary statistics reported as frequency and percentage allocated group difference reported as odds ratio (OR)
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eTable 3. Frequency and Percentage of Serious Adverse Events (SAEs) by Reported Dose
of Simvastatin at the Time of the SAE

Simvastatin Dose at time
of SAE
N (%) Omg* 80mg
N=37) N=37)
Reason for SAE**
Prolonged/required hospitalisation 34 33
Important medical event 7 10
Persistent/significant disability/incapacity 1 2
Event fatal 1
Life threatening . 1
Outcome
Recovered 21 25
Recovered with sequelae 13 12
Died 3
Related to trial treatment
Possible . 1
Unlikely 4 6
Not related 33 30
Organ Classification
Surgical & medical procedures 12 14
Injury, poisoning & procedural
complications 4 4
Gastrointestinal disorders 3
Infections & infestations 5 1
Nervous system disorders 2 3
Cardiac 3 2
Renal & urinary disorders 1 2
Neoplasms benign, malignant &
unspecified 2 1
Respiratory, thoracic & mediastinal 2
Investigations . 2
Hepatobiliary disorders 2
General & administration site conditions 1 1
Eye disorders . 1
Endocrine 1

* Includes participants allocated to the placebo group and those who had discontinued simvastatin prior to the reported SAE
** SAE could be assigned more than one reason
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eTable 4. Frequency and Percentage of Related Adverse Events (AEs) by Reported Dose of
Simvastatin at the Time of the Related AE

Simvastatin dose at time of
related AE

N Omg* 40 mg 80mg

(N=171) | (N=66) | (N=84)

Related to trial treatment

Definite 3 2 2
Probable 12 6 14
Possible 156 58 68

Organ Classification

Musculoskeletal & connective tissue disorders 65 30 62
Gastrointestinal disorders 16 20 16
Nervous system disorders 30 8

General & administration site conditions 26 6 6
Skin & subcutaneous tissue disorders 10

Respiratory, thoracic & mediastinal 5 2
Investigations 6

Psychiatric disorders 4

Eye disorders 4

Cardiac 3

Vascular 2 . .
Common Known Side Effect 93 48 68

* Includes participants allocated to the placebo group and those who had discontinued simvastatin 24 hrs or more prior to the
reported related AE
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eTable 5. Frequency and Percentage of Related Adverse Events (AEs) Identified as
Common Adverse Effects of Simvastatin

Simvastatin dose at time of related AEs identified as common side effect
N (%) Omg* 40 mg 80mg
(N =93) (N=48) N=68)

Myalgia 62 (63%) 30 (63%) 54 (79%)
Headache 18 (18%) - -
Nausea 6 (6%) 8 (17%) -
Gastrointestinal discomfort 2 (2%) 6 (13%) 2 (3%)
Constipation ac 00 8 (12%)
Diarrhoea 2 (2%) - 4 (6%)
Sleep disorder 2 (2%) 2 (4%) -
Flatulence 2 (2%) 2 (4%)
Asthenia 4 (4%) -
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