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* Do pre-existing inter-patient differences o?r the ongoing + MTR and volumetric traits reflect inter-individual variation in biology rather than in disease activity.
disease process primarily influence MTR? » Genetic factors influencing susceptibility do not explain phenotypical heterogeneity.
« Can genetics explain inter-patient differences in MTR? .

SNPs near FDFT1 and CTSB, involved in cholesterol biosynthesis and/or the local inflammatory response,
Influence MTR-quantified de- and remyelination.

INTRODUCTION
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patients and extended it cross-sectionally to 213 C. lesions). The same colour represents each individual patient (N = 33) throughout the graphs. All patients were
individuals. scanned using the same scanner.

« We measured MTR histogram measures (median, peak
height) in lesions, normal appearing white matter (NAWM) FIGURE 2
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* \We obtained two to five scans with the same scanner
protocol and with an average interval ot 13.2 + 7.9 months Contribution of inter- and intra-individual variance in longitudinal MTR. In the longitudinal cohort (N = 33) we
between the first and second scan (Fig. 1). visualized the A. percentage of MTR variance explained (= adjusted r?) in a generic model (dark blue) including a
Ongoing disease activity (I.e. follow-up time) and pre- unique patient identifier code (i.e. inter-individual variation) and follow-up time (i.e. intra-individual variation) and a
existing inter-patient differences (i.e. a unigue patient clinical model (green) including gender, age and disease duration (i.e. known variables of inter-individual variation)
identifier code) both determined 70% of the variance In and follow-up time. B. Relative contributions of inter- and intra-individual variation over time to the explained total
MTR traits (P < 1.85 x 10°7) (Fig. 2A). variance in the generic model.

Inter-patient differences were the main determinant (= 99%)
while obvious variables (age, gender and disease duration)
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explained much less (max. 13%) of this variation (Fig. 2B). A B C
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