SUPPLEMENT	
	
	pRNFL ON vs. NON/CON eyes
	mGCIPL ON vs. NON/CON eyes

	
	Estimate
	95% CI
	p-value
	Estimate
	95% CI
	p-value

	Intercept
	91.73
	[88.25, 95.22]
	< 0.001
	74.01
	[71.08, 76.93]
	< 0.001

	ON-statusa
	11.69
	[9.56, 13.79]
	< 0.001
	13.25
	[11.38, 15.14]
	< 0.001

	Age at OCTb
	-0.54
	[-0.81, -0.26]
	< 0.001
	-0.44
	[-0.67, -0.20]
	< 0.001

	Age:ONa,b,c
	0.30
	[0.04, 0.56]
	0.03
	0.23
	[-0.003, 0.46]
	0.05

	Centred
	-1.98
	[-5.38, 1.42]
	0.27
	2.27
	[-0.52, 5.06]
	0.12

	Sexe
	-1.93
	[-5.55, 1.68]
	0.31
	2.15
	[-0.86, 5.16]
	0.17

	Disease durationf
	-0.20
	[-0.64, 0.24]
	0.38
	-0.0002
	[-0.36, 0.36]

	0.99

	DMT treatmentg
	0.97
	[-4.21, 2.27]
	0.57
	-1.54
	[-4.22, 1.14]
	0.27



Supplemental Table 1: multivariate linear mixed effects models of pRNFL/mGCIPL thickness in ON-affected and -unaffected eyes. Model formula: pRNFL/mGCIPL thickness ~ Age at OCT*ON-status + Centre + Sex + Disease duration + Treatment status. Modelling was based on OCT data from 59/61 ON, 58/61 CON and 122/120 NON eyes (pRNFL/mGCIPL). a: ON-status = ON-affected (ON) vs. -unaffected (NON/CON) eyes. b: Age at OCT, mean-centred [years]. c: interaction of age at OCT and ON-status of eyes. d: Centre = UCSF e: Sex = M f: Disease duration [years] g: DMT treatment = yes. Abbreviations: mGCIPL = macular ganglion cell inner plexiform layer, OCT = optical coherence tomography, ON = optic neuritis, pRNFL = peripapillary retinal nerve fibre layer






	
	pRNFL IED in MS-ON participants
	mGCIPL IED in MS-ON participants

	
	Estimate
	95% CI
	p-value
	Estimate
	95% CI
	p-value

	Intercept
	-4.71
	[-26.31, 16.91]
	0.66
	1.10
	[-17.87, 20.07]
	0.91

	Age at OCTa
	0.32
	[-0.12, 0.76]
	0.15
	0.25
	[-0.13, 0.62]
	0.19

	Centre
	4.57
	[-5.15, 14.28]
	0.35
	2.99
	[-5.53, 11.51]
	0.49

	Sexc
	1.87
	[-5.68, 9.43]
	0.63
	2.63
	[-4.28, 9.55]
	0.45

	Disease durationd
	-0.66
	[-2.67, 1.35]

	0.51
	0.37
	[-1.20, 1.94]
	0.64

	DMT treatmente
	-1.90
	[-9.01, 5.21]

	0.59
	-1.14
	[-7.46, 5.17]
	0.72

	Time ON-OCTf
	0.11
	[-0.77, 0.995]
	0.80
	0.05
	[-0.71, 0.82]
	0.89

	Steroid treatmentg
	5.16
	[-6.65, 16.96]
	0.38
	1.60
	[-8.54, 11.75]
	0.75



Supplemental Table 2: multivariate linear regression models of pRNFL/mGCIPL IEDs in MS-ON participants including additional predictor variables. Model formula: pRNFL/mGCIPL IED ~ Age at OCT + Centre + Sex + Disease duration + DMT treatment + Time ON-OCT + Steroid treatment. Modelling was based on IED data from 58/61 (pRNFL/mGCIPL) MS-ON participants. a: Age at OCT [years]. b: Centre = UCSF c: Sex = M. d: Disease duration [years] e: DMT treatment = yes. f: Time between ON and OCT exam [months] g: Steroid treatment of ON = yes. Abbreviations: IED = intereye difference, mGCIPL = macular ganglion cell inner plexiform layer, MS-ON = participants with a single unilateral ON episode 6-24 months before OCT imaging, OCT = optical coherence tomography, ON = optic neuritis, pRNFL = peripapillary retinal nerve fibre layer







	
	pRNFL ON vs. NON/CON eyes
	mGCIPL ON vs. NON/CON eyes

	
	Estimate
	95% CI
	p-value
	Estimate
	95% CI
	p-value

	Intercept
	89.92
	[87.90, 91.95]
	< 0.001
	76.20
	[74.49, 77.91]
	< 0.001

	ON-statusa
	10.67
	[8.72, 12.58]
	< 0.001
	11.67
	[10.09, 13.27]
	< 0.001

	Age at OCTb
	-0.52
	[-0.77, -0.27]
	< 0.001
	-0.34
	[-0.55, -0.13]
	0.002

	Age:ONa,b,c
	0.25
	[0.02, 0.48]
	0.04
	0.13
	[-0.07, 0.32]
	0.21


Supplemental Table 3: Linear mixed effects modelling of pRNFL/mGCIPL thickness in ON-affected and -unaffected eyes after outlier exclusion. Model formula: pRNFL/mGCIPL thickness ~ Age at OCT*ON-status. Modelling was based on OCT data from 58/58 ON, 57/61 CON and 120/120 NON eyes (pRNFL/mGCIPL). a: ON-status = ON-unaffected. b: Age at OCT, mean-centred [years]. c: interaction of age at OCT and ON-status of eyes.  Abbreviations: CI = confidence interval, mGCIPL = macular ganglion cell inner plexiform layer, OCT = optical coherence tomography, ON = optic neuritis, pRNFL = peripapillary retinal nerve fibre layer







