Two-timepoint multidomain follow-up of Post-COVID Condition and ME/CFS: overlapping autonomic, small-fiber, and cognitive changes
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SUPPLEMENTARY TABLE 1. Rank-transformed mixed-effects models: follow-up change over time
	Domain
	N
	Beta Time
	95% CI
	p Time
	pFDR Time

	CHEPs
	34
	22.35
	[14.68, 30.02]
	<0.001
	<0.001

	Processing Speed
	36
	-9.53
	[-14.57, -4.48]
	<0.001
	0.006

	Verbal Memory
	34
	11.18
	[4.76, 17.59]
	0.002
	0.010

	QST Cold
	36
	-10.06
	[-17.12, -2.99]
	0.008
	0.038

	Parasympathetic
	26
	6.15
	[1.29, 11.02]
	0.020
	0.072

	Sympathetic
	21
	-7.10
	[-13.26, -0.93]
	0.035
	0.105

	Small Fiber Symptoms
	27
	5.74
	[0.09, 11.39]
	0.057
	0.146

	Attention
	37
	-6.30
	[-12.86, 0.26]
	0.068
	0.153

	Visuospatial
	37
	-3.24
	[-7.64, 1.16]
	0.157
	0.314

	CEPs
	34
	-4.76
	[-13.90, 4.37]
	0.314
	0.565

	Fatigue
	36
	-2.69
	[-10.11, 4.72]
	0.481
	0.753

	QST Warm
	36
	2.14
	[-4.39, 8.67]
	0.525
	0.753

	Executive Function
	37
	-2.62
	[-11.01, 5.77]
	0.544
	0.753

	Global Cognition
	37
	1.41
	[-4.69, 7.50]
	0.654
	0.832

	Fluency
	37
	-1.38
	[-8.17, 5.41]
	0.693
	0.832

	Autonomic Symptoms
	28
	-0.75
	[-5.40, 3.90]
	0.754
	0.849

	Hemodynamic
	37
	0.89
	[-7.12, 8.90]
	0.828
	0.874

	Psychiatric
	35
	0.54
	[-6.10, 7.19]
	0.874
	0.874


Note: β represents the estimated effect of Time on the ranked outcome scale derived from rank-transformed linear mixed-effects models assessing within-subject change from baseline to follow-up. Positive β values indicate higher outcomes at follow-up relative to baseline, while negative values indicate a decrease over time. Models included subject-specific random intercepts and Time as the fixed effect. P-values are shown for the main Time effect, with false discovery rate correction applied across domains.







SUPPLEMENTARY TABLE 2. Rank-transformed mixed-effects models: Time, Group, and Time × Group effects
	Domain
	N
	p Time
	pFDR Time
	p Group
	pFDR Group
	p Time×Group
	pFDR Time×Group

	Hemodynamic
	37
	0.485
	0.705
	0.350
	0.964
	0.002
	0.027

	Autonomic Symptoms
	28
	0.714
	0.786
	0.060
	0.543
	0.003
	0.027

	Attention
	37
	0.101
	0.227
	0.286
	0.964
	0.027
	0.165

	Verbal Memory
	34
	<0.001
	0.004
	0.238
	0.964
	0.069
	0.247

	Small Fiber Symptoms
	27
	0.069
	0.177
	0.954
	0.964
	0.078
	0.247

	QST Cold
	36
	0.008
	0.036
	0.718
	0.964
	0.082
	0.247

	CEPs
	34
	0.341
	0.613
	0.492
	0.964
	0.160
	0.373

	Parasympathetic
	26
	0.013
	0.046
	0.460
	0.964
	0.166
	0.373

	Processing Speed
	36
	0.001
	0.007
	0.774
	0.964
	0.211
	0.422

	Visuospatial
	37
	0.194
	0.389
	0.964
	0.964
	0.351
	0.560

	CHEPs
	34
	<0.001
	<0.001
	0.856
	0.964
	0.359
	0.560

	Executive Function
	37
	0.626
	0.751
	0.518
	0.964
	0.373
	0.560

	Global Cognition
	37
	0.575
	0.739
	0.584
	0.964
	0.406
	0.561

	Fatigue
	36
	0.409
	0.669
	0.812
	0.964
	0.448
	0.576

	Fluency
	37
	0.742
	0.786
	0.392
	0.964
	0.638
	0.754

	QST Warm
	36
	0.509
	0.705
	0.018
	0.330
	0.670
	0.754

	Sympathetic
	21
	0.036
	0.108
	0.739
	0.964
	0.743
	0.786

	Psychiatric
	35
	0.874
	0.874
	0.766
	0.964
	0.996
	0.996


Note: P-values were derived from rank-transformed linear mixed-effects models evaluating follow-up change (Time), between-group differences (Group), and differential follow-up change between groups (Time × Group) across autonomic, sensory, cognitive, and clinical symptom domains. Models included subject-specific random intercepts and fixed effects for Time, Group, and their interaction. False discovery rate correction was applied separately within each family of effects.







SUPPLEMENTARY TABLE 3. Rank-transformed mixed-effects models: Time and Time × Disease duration effects
	Domain
	N
	p Time
	pFDR Time
	p Time×Duration
	pFDR Time×Duration

	Global Cognition
	36
	0.640
	0.774
	0.025
	0.457

	Parasympathetic
	25
	0.019
	0.069
	0.068
	0.595

	Hemodynamic
	35
	0.898
	0.898
	0.099
	0.595

	Autonomic Symptoms
	27
	0.804
	0.851
	0.176
	0.658

	Sympathetic
	20
	0.030
	0.089
	0.215
	0.658

	Processing Speed
	35
	<0.001
	0.004
	0.219
	0.658

	Verbal Memory
	34
	0.001
	0.009
	0.307
	0.732

	Visuospatial
	36
	0.154
	0.308
	0.325
	0.732

	Attention
	36
	0.063
	0.141
	0.419
	0.821

	QST Cold
	34
	0.007
	0.029
	0.456
	0.821

	Small Fiber Symptoms
	27
	0.055
	0.141
	0.536
	0.877

	CEPs
	33
	0.377
	0.618
	0.635
	0.913

	QST Warm
	34
	0.558
	0.773
	0.734
	0.913

	Psychiatric
	34
	0.780
	0.851
	0.735
	0.913

	Fluency
	36
	0.645
	0.774
	0.761
	0.913

	CHEPs
	32
	<0.001
	<0.001
	0.909
	0.933

	Executive Function
	36
	0.531
	0.773
	0.933
	0.933

	Fatigue
	35
	0.327
	0.588
	0.933
	0.933


Note: P-values were derived from rank-transformed linear mixed-effects models assessing follow-up change (Time) and modulation of follow-up change by baseline disease duration (Time × Disease duration) across autonomic, sensory, cognitive, and clinical symptom domains. Models included subject-specific random intercepts and fixed effects for Time, baseline disease duration, and Time × Disease duration. False discovery rate correction was applied separately within each family of effects.


	Domain
	N
	p Time
	pFDR Time
	p Group
	pFDR Group
	p Time×Group
	pFDR Time×Group
	p Disease duration
	pFDR Disease duration
	p Time×Disease duration
	pFDR Time×Disease duration

	Hemodynamic
	35
	0.602
	0.767
	0.625
	0.753
	0.018
	0.158
	0.601
	0.958
	0.760
	0.868

	Autonomic Symptoms
	27
	0.674
	0.767
	0.568
	0.753
	0.008
	0.146
	0.283
	0.958
	0.517
	0.790

	Executive Function
	36
	0.715
	0.767
	0.284
	0.753
	0.227
	0.409
	0.750
	0.958
	0.405
	0.790

	Small Fiber Symptoms
	27
	0.077
	0.197
	0.324
	0.753
	0.075
	0.291
	0.111
	0.958
	0.508
	0.790

	QST Cold
	34
	0.010
	0.044
	0.968
	0.968
	0.152
	0.303
	0.409
	0.958
	0.772
	0.868

	Parasympathetic
	25
	0.018
	0.065
	0.251
	0.753
	0.744
	0.788
	0.656
	0.958
	0.234
	0.790

	CEPs
	33
	0.468
	0.727
	0.513
	0.753
	0.106
	0.291
	0.884
	0.958
	0.529
	0.790

	Verbal Memory
	34
	<0.001
	0.004
	0.323
	0.753
	0.129
	0.291
	0.903
	0.958
	0.868
	0.919

	Global Cognition
	36
	0.767
	0.767
	0.520
	0.753
	0.441
	0.661
	0.957
	0.958
	0.026
	0.475

	Fluency
	36
	0.692
	0.767
	0.456
	0.753
	0.799
	0.799
	0.799
	0.958
	0.940
	0.940

	CHEPs
	32
	<0.001
	<0.001
	0.953
	0.968
	0.083
	0.291
	0.958
	0.958
	0.253
	0.790

	Processing Speed
	35
	<0.001
	0.005
	0.519
	0.753
	0.659
	0.788
	0.726
	0.958
	0.509
	0.790

	Fatigue
	35
	0.170
	0.333
	0.533
	0.753
	0.126
	0.291
	0.431
	0.958
	0.287
	0.790

	Sympathetic
	20
	0.024
	0.073
	0.089
	0.753
	0.504
	0.698
	0.111
	0.958
	0.166
	0.790

	QST Warm
	34
	0.485
	0.727
	0.157
	0.753
	0.440
	0.661
	0.708
	0.958
	0.456
	0.790

	Psychiatric
	34
	0.738
	0.767
	0.669
	0.753
	0.702
	0.788
	0.302
	0.958
	0.614
	0.790

	Attention
	36
	0.133
	0.300
	0.319
	0.753
	0.040
	0.238
	0.825
	0.958
	0.505
	0.790

	Visuospatial
	36
	0.185
	0.333
	0.644
	0.753
	0.733
	0.788
	0.746
	0.958
	0.581
	0.790


SUPPLEMENTARY TABLE 4. Duration-adjusted rank-transformed mixed-effects models: Time, Group, Time × Group, Disease duration, and Time × Disease duration effects
Note: P-values were derived from duration-adjusted rank-transformed linear mixed-effects models evaluating follow-up change (Time), between-group differences (Group), differential follow-up change between groups (Time × Group), baseline disease duration, and modulation of follow-up change by baseline disease duration (Time × Disease duration). Models included subject-specific random intercepts and fixed effects for Time, Group, Time × Group, baseline disease duration, and Time × Disease duration. False discovery rate correction was applied separately within each family of effects.




SUPPLEMENTARY TABLE 5. Complete covariate-adjusted rank-transformed mixed-effects models across the 18 domains. 
	Domain
	N
	Effect
	Beta
	95% CI
	p
	pFDR
	Singular fit

	Autonomic Symptoms
	27
	Time
	-0.88
	[-5.13, 3.37]
	0.674
	0.767
	False

	Autonomic Symptoms
	27
	Group
	7.21
	[-9.60, 24.01]
	0.387
	0.714
	False

	Autonomic Symptoms
	27
	Time × Group
	-15.57
	[-26.76, -4.39]
	0.008
	0.146
	False

	Autonomic Symptoms
	27
	Disease duration
	0.08
	[-0.10, 0.25]
	0.373
	0.974
	False

	Autonomic Symptoms
	27
	Time × Disease duration
	0.04
	[-0.09, 0.18]
	0.517
	0.787
	False

	Autonomic Symptoms
	27
	Age
	0.28
	[-0.58, 1.13]
	0.510
	0.923
	False

	Autonomic Symptoms
	27
	Education
	0.36
	[-1.50, 2.21]
	0.695
	0.947
	False

	Autonomic Symptoms
	27
	Interval between assessments
	0.25
	[-0.58, 1.09]
	0.543
	0.930
	False

	Hemodynamic
	35
	Time
	1.90
	[-5.43, 9.23]
	0.602
	0.767
	False

	Hemodynamic
	35
	Group
	-5.12
	[-21.51, 11.27]
	0.530
	0.734
	False

	Hemodynamic
	35
	Time × Group
	23.86
	[4.42, 43.29]
	0.018
	0.158
	False

	Hemodynamic
	35
	Disease duration
	-0.05
	[-0.25, 0.16]
	0.649
	0.974
	False

	Hemodynamic
	35
	Time × Disease duration
	-0.04
	[-0.30, 0.22]
	0.760
	0.868
	False

	Hemodynamic
	35
	Age
	-0.20
	[-0.94, 0.53]
	0.578
	0.923
	False

	Hemodynamic
	35
	Education
	0.22
	[-1.63, 2.07]
	0.809
	0.947
	False

	Hemodynamic
	35
	Interval between assessments
	-0.03
	[-0.69, 0.63]
	0.923
	0.930
	False

	Sympathetic
	20
	Time
	-7.57
	[-14.05, -1.09]
	0.024
	0.073
	False

	Sympathetic
	20
	Group
	7.30
	[-3.35, 17.95]
	0.168
	0.714
	False

	Sympathetic
	20
	Time × Group
	-5.42
	[-22.02, 11.18]
	0.504
	0.698
	False

	Sympathetic
	20
	Disease duration
	-0.09
	[-0.20, 0.03]
	0.147
	0.974
	False

	Sympathetic
	20
	Time × Disease duration
	0.14
	[-0.06, 0.34]
	0.166
	0.787
	False

	Sympathetic
	20
	Age
	-0.15
	[-0.65, 0.35]
	0.550
	0.923
	False

	Sympathetic
	20
	Education
	0.39
	[-0.98, 1.76]
	0.562
	0.920
	False

	Sympathetic
	20
	Interval between assessments
	0.07
	[-0.40, 0.55]
	0.755
	0.930
	False

	Parasympathetic
	25
	Time
	6.09
	[1.14, 11.04]
	0.018
	0.065
	False

	Parasympathetic
	25
	Group
	-0.66
	[-12.08, 10.75]
	0.906
	0.959
	False

	Parasympathetic
	25
	Time × Group
	2.10
	[-11.00, 15.20]
	0.744
	0.788
	False

	Parasympathetic
	25
	Disease duration
	-0.07
	[-0.20, 0.06]
	0.287
	0.974
	False

	Parasympathetic
	25
	Time × Disease duration
	0.10
	[-0.07, 0.26]
	0.234
	0.787
	False

	Parasympathetic
	25
	Age
	-1.10
	[-1.62, -0.58]
	<0.001
	0.003
	False

	Parasympathetic
	25
	Education
	-0.83
	[-2.65, 0.99]
	0.357
	0.698
	False

	Parasympathetic
	25
	Interval between assessments
	0.41
	[-0.05, 0.86]
	0.081
	0.725
	False

	Small Fiber Symptoms
	27
	Time
	5.02
	[-0.58, 10.61]
	0.077
	0.197
	False

	Small Fiber Symptoms
	27
	Group
	-7.64
	[-22.19, 6.92]
	0.291
	0.714
	False

	Small Fiber Symptoms
	27
	Time × Group
	-13.06
	[-27.54, 1.42]
	0.075
	0.271
	False

	Small Fiber Symptoms
	27
	Disease duration
	0.12
	[-0.04, 0.28]
	0.137
	0.974
	False

	Small Fiber Symptoms
	27
	Time × Disease duration
	0.06
	[-0.12, 0.24]
	0.508
	0.787
	False

	Small Fiber Symptoms
	27
	Age
	-0.03
	[-0.77, 0.70]
	0.929
	0.973
	False

	Small Fiber Symptoms
	27
	Education
	-0.26
	[-1.81, 1.30]
	0.737
	0.947
	False

	Small Fiber Symptoms
	27
	Interval between assessments
	0.31
	[-0.41, 1.02]
	0.387
	0.930
	False

	CHEPs
	32
	Time
	22.19
	[15.23, 29.16]
	<0.001
	<0.001
	True

	CHEPs
	32
	Group
	-0.21
	[-9.70, 9.27]
	0.965
	0.965
	True

	CHEPs
	32
	Time × Group
	16.13
	[-1.31, 33.57]
	0.069
	0.271
	True

	CHEPs
	32
	Disease duration
	0.03
	[-0.08, 0.15]
	0.579
	0.974
	True

	CHEPs
	32
	Time × Disease duration
	-0.14
	[-0.37, 0.09]
	0.230
	0.787
	True

	CHEPs
	32
	Age
	-0.01
	[-0.46, 0.44]
	0.973
	0.973
	True

	CHEPs
	32
	Education
	0.04
	[-1.13, 1.20]
	0.952
	0.952
	True

	CHEPs
	32
	Interval between assessments
	-0.49
	[-0.89, -0.09]
	0.017
	0.308
	True

	CEPs
	33
	Time
	-3.24
	[-12.03, 5.54]
	0.464
	0.727
	True

	CEPs
	33
	Group
	-2.11
	[-15.32, 11.09]
	0.750
	0.844
	True

	CEPs
	33
	Time × Group
	18.64
	[-3.67, 40.95]
	0.100
	0.291
	True

	CEPs
	33
	Disease duration
	0.00
	[-0.15, 0.16]
	0.954
	0.985
	True

	CEPs
	33
	Time × Disease duration
	-0.09
	[-0.39, 0.20]
	0.525
	0.787
	True

	CEPs
	33
	Age
	-0.69
	[-1.35, -0.03]
	0.039
	0.355
	True

	CEPs
	33
	Education
	0.11
	[-1.49, 1.70]
	0.894
	0.947
	True

	CEPs
	33
	Interval between assessments
	-0.02
	[-0.59, 0.54]
	0.930
	0.930
	True

	QST Warm
	34
	Time
	2.36
	[-4.43, 9.15]
	0.485
	0.727
	False

	QST Warm
	34
	Group
	-9.21
	[-24.58, 6.15]
	0.231
	0.714
	False

	QST Warm
	34
	Time × Group
	6.61
	[-10.56, 23.77]
	0.440
	0.661
	False

	QST Warm
	34
	Disease duration
	-0.05
	[-0.24, 0.15]
	0.625
	0.974
	False

	QST Warm
	34
	Time × Disease duration
	-0.09
	[-0.32, 0.14]
	0.456
	0.787
	False

	QST Warm
	34
	Age
	0.14
	[-0.59, 0.87]
	0.691
	0.923
	False

	QST Warm
	34
	Education
	-0.18
	[-2.03, 1.68]
	0.845
	0.947
	False

	QST Warm
	34
	Interval between assessments
	0.14
	[-0.51, 0.80]
	0.657
	0.930
	False

	QST Cold
	34
	Time
	-9.32
	[-16.23, -2.40]
	0.010
	0.044
	False

	QST Cold
	34
	Group
	5.05
	[-9.20, 19.30]
	0.476
	0.714
	False

	QST Cold
	34
	Time × Group
	12.63
	[-4.87, 30.13]
	0.152
	0.303
	False

	QST Cold
	34
	Disease duration
	0.09
	[-0.09, 0.26]
	0.331
	0.974
	False

	QST Cold
	34
	Time × Disease duration
	-0.03
	[-0.27, 0.20]
	0.772
	0.868
	False

	QST Cold
	34
	Age
	0.50
	[-0.18, 1.17]
	0.145
	0.869
	False

	QST Cold
	34
	Education
	1.64
	[-0.08, 3.36]
	0.061
	0.489
	False

	QST Cold
	34
	Interval between assessments
	-0.06
	[-0.67, 0.55]
	0.845
	0.930
	False

	Fatigue
	35
	Time
	-5.11
	[-12.52, 2.30]
	0.170
	0.333
	False

	Fatigue
	35
	Group
	-4.70
	[-21.84, 12.45]
	0.582
	0.748
	False

	Fatigue
	35
	Time × Group
	-14.80
	[-33.98, 4.38]
	0.126
	0.291
	False

	Fatigue
	35
	Disease duration
	0.06
	[-0.14, 0.25]
	0.564
	0.974
	False

	Fatigue
	35
	Time × Disease duration
	0.13
	[-0.12, 0.39]
	0.287
	0.787
	False

	Fatigue
	35
	Age
	0.16
	[-0.66, 0.97]
	0.699
	0.923
	False

	Fatigue
	35
	Education
	-0.37
	[-2.23, 1.50]
	0.691
	0.947
	False

	Fatigue
	35
	Interval between assessments
	0.45
	[-0.29, 1.18]
	0.226
	0.930
	False

	Psychiatric
	34
	Time
	1.14
	[-5.72, 7.99]
	0.738
	0.767
	False

	Psychiatric
	34
	Group
	3.88
	[-12.03, 19.79]
	0.624
	0.748
	False

	Psychiatric
	34
	Time × Group
	3.33
	[-14.19, 20.84]
	0.702
	0.788
	False

	Psychiatric
	34
	Disease duration
	-0.08
	[-0.27, 0.12]
	0.442
	0.974
	False

	Psychiatric
	34
	Time × Disease duration
	-0.06
	[-0.29, 0.17]
	0.614
	0.790
	False

	Psychiatric
	34
	Age
	-0.03
	[-0.81, 0.76]
	0.945
	0.973
	False

	Psychiatric
	34
	Education
	0.83
	[-1.10, 2.76]
	0.388
	0.698
	False

	Psychiatric
	34
	Interval between assessments
	-0.35
	[-1.04, 0.33]
	0.303
	0.930
	False

	Fluency
	36
	Time
	-1.42
	[-8.61, 5.78]
	0.692
	0.767
	False

	Fluency
	36
	Group
	5.99
	[-10.17, 22.15]
	0.457
	0.714
	False

	Fluency
	36
	Time × Group
	2.33
	[-16.05, 20.71]
	0.799
	0.799
	False

	Fluency
	36
	Disease duration
	0.05
	[-0.15, 0.25]
	0.612
	0.974
	False

	Fluency
	36
	Time × Disease duration
	0.01
	[-0.24, 0.26]
	0.940
	0.940
	False

	Fluency
	36
	Age
	-0.10
	[-0.88, 0.67]
	0.788
	0.946
	False

	Fluency
	36
	Education
	1.18
	[-0.76, 3.11]
	0.225
	0.507
	False

	Fluency
	36
	Interval between assessments
	-0.29
	[-0.98, 0.40]
	0.401
	0.930
	False

	Processing Speed
	35
	Time
	-9.42
	[-14.63, -4.21]
	<0.001
	0.005
	False

	Processing Speed
	35
	Group
	6.19
	[-11.12, 23.49]
	0.473
	0.714
	False

	Processing Speed
	35
	Time × Group
	2.96
	[-10.53, 16.45]
	0.659
	0.788
	False

	Processing Speed
	35
	Disease duration
	-0.01
	[-0.21, 0.19]
	0.941
	0.985
	False

	Processing Speed
	35
	Time × Disease duration
	0.06
	[-0.12, 0.24]
	0.509
	0.787
	False

	Processing Speed
	35
	Age
	-0.18
	[-1.01, 0.64]
	0.650
	0.923
	False

	Processing Speed
	35
	Education
	1.53
	[-0.36, 3.41]
	0.109
	0.489
	False

	Processing Speed
	35
	Interval between assessments
	-0.49
	[-1.23, 0.25]
	0.187
	0.930
	False

	Attention
	36
	Time
	-4.97
	[-11.54, 1.59]
	0.133
	0.300
	False

	Attention
	36
	Group
	10.60
	[-5.33, 26.52]
	0.186
	0.714
	False

	Attention
	36
	Time × Group
	17.65
	[0.88, 34.43]
	0.040
	0.238
	False

	Attention
	36
	Disease duration
	0.03
	[-0.17, 0.23]
	0.790
	0.985
	False

	Attention
	36
	Time × Disease duration
	-0.07
	[-0.30, 0.15]
	0.505
	0.787
	False

	Attention
	36
	Age
	0.21
	[-0.55, 0.97]
	0.579
	0.923
	False

	Attention
	36
	Education
	1.67
	[-0.24, 3.57]
	0.085
	0.489
	False

	Attention
	36
	Interval between assessments
	0.05
	[-0.63, 0.73]
	0.883
	0.930
	False

	Verbal Memory
	34
	Time
	12.30
	[5.81, 18.80]
	<0.001
	0.004
	False

	Verbal Memory
	34
	Group
	11.60
	[-4.13, 27.33]
	0.143
	0.714
	False

	Verbal Memory
	34
	Time × Group
	12.78
	[-3.93, 29.50]
	0.129
	0.291
	False

	Verbal Memory
	34
	Disease duration
	-0.00
	[-0.19, 0.19]
	0.985
	0.985
	False

	Verbal Memory
	34
	Time × Disease duration
	-0.02
	[-0.24, 0.20]
	0.868
	0.919
	False

	Verbal Memory
	34
	Age
	0.33
	[-0.40, 1.07]
	0.364
	0.923
	False

	Verbal Memory
	34
	Education
	1.28
	[-0.55, 3.11]
	0.163
	0.490
	False

	Verbal Memory
	34
	Interval between assessments
	-0.15
	[-0.80, 0.50]
	0.649
	0.930
	False

	Executive Function
	36
	Time
	-1.62
	[-10.56, 7.31]
	0.715
	0.767
	False

	Executive Function
	36
	Group
	7.03
	[-7.44, 21.50]
	0.331
	0.714
	False

	Executive Function
	36
	Time × Group
	13.84
	[-9.00, 36.68]
	0.227
	0.409
	False

	Executive Function
	36
	Disease duration
	-0.02
	[-0.20, 0.16]
	0.807
	0.985
	False

	Executive Function
	36
	Time × Disease duration
	-0.13
	[-0.43, 0.18]
	0.405
	0.787
	False

	Executive Function
	36
	Age
	-0.20
	[-0.89, 0.50]
	0.570
	0.923
	False

	Executive Function
	36
	Education
	1.24
	[-0.49, 2.97]
	0.155
	0.490
	False

	Executive Function
	36
	Interval between assessments
	0.03
	[-0.59, 0.65]
	0.926
	0.930
	False

	Visuospatial
	36
	Time
	-3.14
	[-7.84, 1.57]
	0.185
	0.333
	False

	Visuospatial
	36
	Group
	8.46
	[-9.51, 26.43]
	0.346
	0.714
	False

	Visuospatial
	36
	Time × Group
	2.04
	[-9.98, 14.06]
	0.733
	0.788
	False

	Visuospatial
	36
	Disease duration
	-0.05
	[-0.28, 0.18]
	0.648
	0.974
	False

	Visuospatial
	36
	Time × Disease duration
	0.04
	[-0.12, 0.21]
	0.581
	0.790
	False

	Visuospatial
	36
	Age
	0.45
	[-0.41, 1.31]
	0.296
	0.923
	False

	Visuospatial
	36
	Education
	1.36
	[-0.79, 3.51]
	0.209
	0.507
	False

	Visuospatial
	36
	Interval between assessments
	0.28
	[-0.49, 1.05]
	0.461
	0.930
	False

	Global Cognition
	36
	Time
	0.89
	[-5.17, 6.96]
	0.767
	0.767
	False

	Global Cognition
	36
	Group
	7.60
	[-9.07, 24.27]
	0.361
	0.714
	False

	Global Cognition
	36
	Time × Group
	-5.95
	[-21.46, 9.55]
	0.441
	0.661
	False

	Global Cognition
	36
	Disease duration
	0.02
	[-0.19, 0.23]
	0.869
	0.985
	False

	Global Cognition
	36
	Time × Disease duration
	0.24
	[0.03, 0.45]
	0.026
	0.475
	False

	Global Cognition
	36
	Age
	0.14
	[-0.65, 0.94]
	0.718
	0.923
	False

	Global Cognition
	36
	Education
	1.66
	[-0.33, 3.66]
	0.100
	0.489
	False

	Global Cognition
	36
	Interval between assessments
	-0.06
	[-0.78, 0.65]
	0.857
	0.930
	False


Note: β represents the estimated fixed effect on the ranked outcome scale. Models included Time, Group, Time × Group, age, education level, baseline disease duration, Time × Disease duration, interval between assessments, and subject-specific random intercepts. False discovery rate correction was applied separately within each family of effects across the 18 domains. pFDR<0.05 was considered statistically significant.
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Supplementary Figure 1. Baseline dependency of follow-up change in domains showing FDR-significant Time effects in the complete covariate-adjusted models. Scatterplots show the association between baseline z-scores and change scores, calculated as follow-up minus baseline, for CHEPs, QST cold detection/pain, verbal memory, and processing speed. Points represent individual participants and are colored/shaped by diagnostic group. Solid lines represent median quantile regression fits. β values indicate the median quantile regression coefficient for baseline score predicting follow-up change, with FDR-adjusted p-values shown for each domain. Negative β values indicate that lower baseline scores were associated with greater subsequent increases or less decline. These analyses should be interpreted cautiously because change-score analyses are susceptible to regression to the mean, and healthy longitudinal test-retest data were not available.
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