Additional File 9: Principal component loadings of clinical response 
variables in discovery cohorts.
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The top-five principal component loadings that cumulatively explained
 ~90% of the variance are shown. The pattern of the loadings indicated 
that the clinical response variables that were not used in building the 
model were orthogonal to the ones that were used to train the 4-SNP 
model. Time-to-relapse, the binary relapse-free response variable, 
on-trial ARR as well as the change in ARR had the largest loadings 
on the first principal component while MRI variables and EDSS variables 
[bookmark: _GoBack]loaded on the other principal components. 
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Principal component loadings
Clinical response variables PC1 PC2 PC3 PC4 PC5

Baseline EDSS score  0.07 0.05 0.01 0.26.
Baseline number of T1 lesions  0.06 . 0.01 0.12 0.04
On-trial number of T1 lesions 0.06 0.18 0 .0.08
Baseline volume of T2 lesions 0.1 0.4 0.12 0.02 0.04
Change in volume of T2 lesions 0.01 0.28 0.11 0.23 0.25
Baseline ARR 0 0.16 . 003 O

On-trial ARR 0.01 0.04 0 0.01

Change in ARR 0.14 0.27 0.02 O

0.01 0.05 0.01 O

Time to first relapse (in days)

Relapse-free patients (in %) 0.01 0.05 0.01 0.01











