Abundance distribution of selected COGs involved in carbohydrate metabolism in the HHC, L1 and L2/L3 groups at baseline, week 8, and over time.
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COGs were selected if they were associated with protein groups with significant increases in abundance in HHCs compared with L1 and L2/L3 patients or in L2/L3 patients compared with L1 patients. The y axis shows the average intensity of each PG associated with the same COG. 
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[bookmark: _Hlk165546505]P-values derived from comparisons of COG levels within HHC, L1 and L2/L3 groups and between HHCs and disease location subgroups at different time points. Numbers in bold correspond to statistically significant comparisons. Abbreviations: B = baseline, CD = Crohn’s disease, COG = cluster of orthologous groups, HHC = healthy household control, L1 = ileal CD patient, L2/L3 = ileocolonic and colonic CD patient, W8 = week 8.
	COG 
	HHC
B vs W8
	L1
B vs W8
	L2/L3
B vs W8
	HHC vs L1 (B)
	HHC vs L1 (W8)
	HHC vs L2/L3 (B)
	HHC vs L2/L3 (W8)
	L1 vs L2/L3 (B)
	L1 vs L2/L3 (W8)

	COG0021
	0.7593
	0.2661
	0.3554
	0.0538
	0.0020
	0.2684
	0.2989
	0.3639
	0.0151

	COG0057
	0.6091
	0.9697
	0.0701
	0.0004
	0.0004
	0.0201
	0.1249
	0.0239
	0.0070

	COG0058
	0.3377
	0.3804
	0.3554
	0.0027
	0.0026
	0.3531
	0.4881
	0.0237
	0.0135

	COG0126
	0.5854
	0.7910
	1.0000
	0.0256
	0.0254
	0.4011
	0.8854
	0.0007
	0.0404

	COG0148
	0.5854
	0.6221
	0.4120
	0.0353
	0.0140
	0.6605
	0.5676
	0.0504
	0.0246

	COG0149
	0.1907
	0.5693
	0.0080
	0.0768
	0.0009
	0.0542
	0.0737
	0.7749
	0.0229

	COG0166
	0.3377
	0.7334
	0.3554
	0.0075
	0.0040
	0.3539
	0.4444
	0.0687
	0.0217

	COG0176
	0.8649
	0.7910
	0.3926
	0.6715
	0.1956
	0.7263
	0.9619
	0.9324
	0.2098

	COG0191
	0.5854
	0.3394
	0.7854
	0.0654
	0.0609
	0.3564
	0.7762
	0.0084
	0.0426

	COG0205
	0.4120
	0.8501
	0.0822
	0.0664
	0.0296
	0.3399
	0.8515
	0.2999
	0.0689

	COG0296
	0.4524
	0.9097
	0.0646
	0.0101
	0.0089
	0.0578
	0.3776
	0.2596
	0.0377

	COG0297
	0.8649
	0.4238
	1.0000
	0.3880
	0.4744
	0.3833
	0.0655
	0.8525
	0.3895

	COG0363
	0.6827
	0.0122
	0.3038
	0.0167
	0.3275
	0.2339
	0.8651
	0.0760
	0.3855

	COG0366
	0.7854
	0.6772
	0.9457
	0.5775
	0.3832
	0.6487
	0.5883
	0.7946
	0.6609

	COG0448
	0.7593
	0.6772
	0.3737
	0.0406
	0.0066
	0.1132
	0.1489
	0.4464
	0.1531

	COG0574
	0.0351
	0.3394
	0.1373
	0.0094
	0.0015
	0.7690
	0.3759
	0.0098
	0.0077

	COG0800
	0.0421
	0.6772
	0.6091
	0.2414
	0.5552
	0.0326
	0.2404
	0.2693
	0.1588

	COG1109
	0.5854
	0.6221
	0.4120
	0.0641
	0.0034
	0.1448
	0.2379
	0.4105
	0.0549

	COG1472
	0.5621
	0.8501
	0.0043
	0.0233
	0.0816
	0.0989
	0.9737
	0.2741
	0.0461

	COG1640
	0.9187
	0.6772
	0.4120
	0.0329
	0.0076
	0.4588
	0.4561
	0.0050
	0.0004

	COG1940
	0.4524
	0.7910
	0.2877
	0.3069
	0.1260
	0.0506
	0.1303
	0.6216
	0.8272

	COG3957
	0.8382
	0.6221
	0.7335
	0.0901
	0.0249
	0.7293
	0.5713
	0.1609
	0.0839

	COG3958
	0.1281
	0.5186
	0.8117
	0.0405
	0.0002
	0.2447
	0.7399
	0.0014
	0.0004
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