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eAppendix 

Methods: Calculating a “rate of change” for mRS 

The reason for not computing and analyzing a rate of change for the mRS is that this measure is a 
discrete, ordinal scale, and the observed changes were 0, +1, and -1, with only 10 out of 413 subjects 
demonstrating a change of +2. The statistical approach of our analysis was that different subjects would 
progress at different rates and that the faster rates or progression in certain measures would be 
associated with a faster rate of progression of the disease. The observed changes in mRS could not 
supply sufficient differentiation between subjects as to their rate of progression, essentially reducing the 
sensitivity of the scale to “got worse” or “did not get worse” without providing any insight into the rate 
of progression which was the essence of our statistical approach.    
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eTable 1. Number of participants with missing values on variables under consideration  

Variables 
Participants with missing baseline 

values (N=47)  

Participants with at least one missing 
value and need to be imputed 

(N=62) 

UPDRS II 0 1 

UPDRS III 0 1 

S&E 0 37 

TFC 5 53 

SF12 PS 13 62 

SF12 MS 13 62 

PDQ39-ADL 0 46 

PDQ39-SI 31 55 
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eTable 2. Univariate regression models, unadjusted and adjusted for baseline UPDRS II, UPDRS III, mRS, 
level of education, and treatment assignment (note that rates of change are used; worsening is 
indicated by increases in UPDRS and PDQ39 and subscales, and by decreases in the rest). 

 Unadjusted Adjusted 

Variables HR (95% C.I.) P  HR (95% C.I.) P  

Rate of change of UPDRS II (N=412) 1.32 (1.26, 1.38) <0.001 1.29 (1.23, 1.36) <0.001 

Rate of change of UPDRS III (N=412) 1.15 (1.13, 1.18) <0.001 1.15 (1.12, 1.18) <0.001 

Rate of change of S&E (N=413) 0.58 (0.52, 0.64) <0.001 0.61 (0.55, 0.67) <0.001 

Rate of change of TFC(N=408) 0.83 (0.78, 0.87) <0.001 0.86 (0.81, 0.91) <0.001 

Rate of change of SF12 PS (N=400) 0.93 (0.91, 0.95) <0.001 0.94 (0.92, 0.96) <0.001 

Rate of change of SF12 MS (N=400) 0.95 (0.92, 0.98) <0.001 0.96 (0.94, 0.98) <0.001 

Rate of change of PDQ39-ADL (N=413) 1.03 (1.02, 1.04) <0.001 1.02 (1.01, 1.04) <0.001 

Rate of change of PDQ39-SI (N=382) 1.06 (1.03, 1.08) <0.001 1.04 (1.02, 1.07) <0.001 
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eTable 3. Cox Regression Model after excluding all cases with missing values (N=338). HR for rates of 
worsening were calculated for increases of 1 unit per 6 month interval in the rate of worsening of the 
corresponding measure. For the S&E scale 5 percentage points represented 1 unit. 

Parameter HR (95% CI) P  

Rate of worsening of UPDRS II 1.21 (1.12, 1.31) <0.001 

Rate of worsening of UPDRS III 1.12 (1.07, 1.16)  <0.001 

Rate of worsening of S&E 1.52 (1.30, 1.79)  <0.001 

Rate of worsening of SF12 PS 1.03 (1.00, 1.06) 0.03 

Baseline UPDRS II 1.05 (0.98, 1.11)  0.15 

Baseline UPDRS III 1.02 (0.99, 1.05)  0.19 

Baseline mRS  1.77 (1.07, 2.93) 0.03 

Education (4 year increment) 1.05 (0.83, 1.34) 0.67 

Creatine treatment 0.71 (0.36, 1.37) 0.31 

Minocycline treatment 0.68 (0.37, 1.26) 0.23 

GPI1485 treatment 1.20 (0.67, 2.14) 0.54 

CoQ10 treatment 0.83 (0.46, 1.50) 0.55 

Placebo 1.35 (0.75, 2.45) 0.32 
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