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Introduction: In REFLEX, patients (pts) with a first clinical demyelinating event (FCDE) treated with 

subcutaneous interferon β-1a (scIFNβ-1a) 44µg once (qw) or three times weekly (tiw) had 

significantly delayed conversion to multiple sclerosis (MS; McDonald [McD]-2005 criteria). 

Objectives: Assess the effects of scIFNβ-1a 44μg qw or tiw vs placebo (PBO) on serum Neurofilament 

light chain (sNfL), a promising marker of neuronal injury in pts with FCDE in REFLEX. Explore the 

predictive value of NfL for conversion to McD-MS. 



Methods: Pts were randomised to scIFNβ-1a tiw (n=171), qw (n=175) or PBO (n=171) over 2 yrs; pts 

converting to clinically definite MS (CDMS) switched to open-label scIFNβ-1a tiw (only data collected 

to CDMS conversion are included). Serum NfL levels analysed at baseline (Month [M]0), M6, M12, 

M24. Pts with sNfL data at M0 and ≥1 other time point were included. Treatment effect on sNfL 

levels was compared using ANCOVA on log-transformed sNfL data, M0 log-sNfL concentration as 

covariate, data presented for M6, M12. Least Square Mean (LSM; 95% confidence interval [CI]) sNfL 

concentrations are reported, unless stated otherwise. Percentages of pts converting to McD-MS 2005 

by M24 were calculated by Kaplan Meier curve. 

Results: At M0, median sNfL concentration of 26.1 pg/ml defined low/high NfL subgroups;mean 

(standard deviation) sNfL levels:scIFNβ-1a tiw, 45.7(62.4) pg/ml;scIFNβ-1a qw 54.6(106.2) 

pg/ml;PBO, 59.3(90.8) pg/ml. At M6, LSM (95%CI) sNfL concentration was significantly reduced vs 

PBO (19.3[17.7-21.2]pg/ml;n=147) with scIFNβ-1a tiw (15.7[14.4-17.2]pg/ml;p=0.002;n=142), scIFNβ-

1a qw (15.7[14.4-17.2]pg/ml;p=0.001;n=154). At M12, LSM (95%CI) sNfL concentration was only 

significantly reduced with scIFNβ-1a tiw (14.0[12.7-15.5];p=0.015;n=131) vs PBO (16.9[15.2-

18.8];n=117). Proportionally fewer pts with low sNfL converted to McD-MS by M24 

(tiw:49.1%[37.9%-60.3%];qw:69.4%[59.0%-79.8%];PBO:80.2%[71.5%-88.8%]) than high sNfL 

(tiw:75.2%[65.6%-84.8%];qw:80.6% [72.2%-89.0%];PBO:91.2%[84.7%-97.6%]).  

 

Conclusion: Treatment with scIFNβ-1a tiw or qw reduced sNfL levels in pts with FCDE as early as 6-

months post-baseline. High baseline sNfL levels were associated with earlier conversion to McD-MS. 
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