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Supplementary Table 2. Quality control information used to select quanfiable targets for 119 proteins.

Gene Name Entry Entry Name Peptide Name Precursor Product Fragment Light Precursor Mz Light Product Mz Heavy Precursor Mz Heavy Product Mz CE RT AuDIT AuDIT, P Skewness grslk::ptide level
Charge Charge lon , CV(%) fmol

A2M P01023 A2MG_HUMAN QGIPFFGQVR 2 1y7 574.81 850.46 579.82 860.47 20.3 437 3.1 0.9932 0.152 1000.0
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AFM P43652 AFAM_HUMAN FTFEYSR 2 1y5 475.22 701.33 480.23 711.33 16.7 34.0 0.5 0.9891  -0.572 86.6
AGT P01019 ANGT_HUMAN DPTFIPAPIQAK 2 1y7 649.36 724.44 653.37 732.45 23.0 39.4 14.2 0.9907 0.425 1000.0
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APOA2 P02652 APOA2_HUMAN SPELQAEAK 2 2y8 486.75 443.24 490.76 447.24 171 235 28 0.6299  -0.004 1000.0
APOA4 P06727 APOA4_HUMAN ISASAEELR 2 1y7 488.26 775.39 493.26 785.40 17.2 26.9 22 0.7057  -0.598 1000.0
APOB P04114 APOB_HUMAN TSSFALNLPTLPEVK 2 1y7 808.95 783.46 812.96 791.48 28.7 48.4 3.3 0.8856  -0.395 434.0
APOC3 P02656 APOC3_HUMAN GWVTDGFSSLK 2 1y8 598.80 854.43 602.81 862.44 211 415 6.9 0.9323 0.102 701.2
APOH P02749 APOH_HUMAN VCPFAGILENGAVR 2 1y7 751.89 758.42 756.90 768.42 26.6 445 25.0 0.9791 -1.194 352.9
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B2M P61769 B2MG_HUMAN VNHVTLSQPK 3 1vy4 374.88 459.26 377.55 467.27 6.3 242 13.1 0.4148 0.531 1000.0
BCHE P06276 CHLE_HUMAN IFFPGVSEFGK 2 1vy8 614.32 820.42 618.33 828.43 217 45.8 1.7 0.9788 0.111 110.6
BTD P43251 BTD_HUMAN LSSGLVTAALYGR 2 1y7 654.37 751.41 659.37 761.42 231 413 236 0.9975 -0.488 168.4
C1QA P02745 C1QA_HUMAN SLGFCDTTNK 2 1y8 571.76 942.40 575.77 950.41 20.2 28.7 17.4 1.0000 -1.493 1000.0
c1QB P02746 C1QB_HUMAN TINVPLR 2 1y5 406.75 598.37 411.76 608.38 14.3 31.6 27 0.1593 0.225 543.7
c1Qc P02747 C1QC_HUMAN TNQVNSGGVLLR 2 1y8 629.35 815.47 634.35 825.48 222 30.5 6.7 0.9856  -0.086 1000.0
C1R P00736 C1R_HUMAN VLNYVDWIK 2 1y7 575.32 937.48 579.33 945.49 20.3 34.7 55 0.9994  -0.894 98.0
c18 P09871 C1S_HUMAN IIGGSDADIK 2 1y8 494.77 762.36 498.78 770.38 17.4 271 7.0 0.3439  -0.644 1000.0
c2 P06681 CO2_HUMAN AVISPGFDVFAK 2 2y8 625.84 440.73 629.85 444.74 221 441 8.4 0.9954  -0.228 155.9
C3 P01024 CO3_HUMAN VLLDGVQNPR 2 1y7 555.82 785.39 560.82 795.40 19.6 315 24 0.9578 -0.054 844.7
C4BPA P04003 C4BPA_HUMAN YTCLPGYVR 2 1y5 564.78 591.32 569.78 601.33 19.9 327 16.9 0.9913  -1.065 2491
C5 P01031 CO5_HUMAN TLLPVSKPEIR 3 2y8 418.26 463.28 421.60 468.28 8.0 34.2 5.1 0.9997  -0.089 1000.0
c7 P10643 CO7_HUMAN ELSHLPSLYDYSAYR 3 1y6 605.30 774.34 608.63 784.35 15.4 414 274 1.0000 -0.547 560.3
C8A P07357 CO8A_HUMAN LYYGDDEK 2 1y6 501.72 726.29 505.73 734.31 17.7 25.0 79 0.9259 -0.164 268.8
C8B P07358 CO8B_HUMAN SGFSFGFK 2 1y5 438.72 585.30 442.72 593.32 15.4 39.9 25 0.1276  -0.205 99.6
C8G P07360 CO8G_HUMAN QLYGDTGVLGR 2 1y8 589.81 774.41 594.82 784.42 20.8 33.6 1.5 0.9872  -0.138 125.9
c9 P02748 CO9_HUMAN VVEESELAR 2 1y7 516.27 833.40 521.28 843.41 18.2 26.1 77 0.7973  -0.317 516.3
CA1 P00915 CAH1_HUMAN YSSLAEAASK 2 1y8 513.76 776.41 517.77 784.43 18.1 255 10.2 0.9973  -0.319 10.0
CA2 P00918 CAH2_HUMAN YGDFGK 2 1y5 343.66 523.25 347.67 531.27 12.0 237 19.9 0.8561 -0.055 52.6
CALR P27797 CALR_HUMAN FVLSSGK 2 1y5 369.21 491.28 373.22 499.30 12.9 27.0 12.0 0.3735  -0.337 485.6
CD14 P08571 CD14_HUMAN VLAYSR 2 1v4 354.71 496.25 359.71 506.26 124 239 240 1.0000 -0.321 1.2
CD5L 043866 CD5L_HUMAN LVGGDNLCSGR 2 1y9 574.28 935.40 579.28 945.41 20.3 26.6 21 0.9234  -0.846 10.0
CFB P00751 CFAB_HUMAN DISEVVTPR 2 1vy4 508.27 472.29 513.28 482.30 17.9 312 1.0 0.9037 0.131 137.5
CFH P08603 CFAH_HUMAN TGESVEFVCK 2 1y5 578.27 682.32 582.28 690.34 204 29.8 6.3 0.9351 -1.382 67.2
CFHR3 Q02985 FHR3_HUMAN AQTTVTCTEK 2 1 b2 569.77 200.10 573.78 200.10 201 317 26.7 0.9098 -0.765 10.0
CFI P05156 CFAI_HUMAN HGNTDSEGIVEVK 3 1vy4 462.23 474.29 464.90 482.31 9.7 259 259 0.9997 0.210 238.8
CLU P10909 CLUS_HUMAN ELDESLQVAER 2 1y7 644.82 802.44 649.83 812.45 228 319 4.5 0.8855  -0.261 1000.0
COL10A1 Q03692 COAA1_HUMAN GETGPAGPAGYPGAK 2 1y6 665.33 592.31 669.33 600.32 235 26.8 5.8 0.4459  -1.195 211
COL1A1 P02452 CO1A1_HUMAN VLCDDVICDETK 2 1y5 733.83 652.26 737.84 660.27 26.0 47.6 23.0 1.0000 -0.208 10.0
COMP P49747 COMP_HUMAN DTDLDGFPDEK 2 1y7 626.27 807.35 630.28 815.37 221 327 271 1.0000 -0.934 62.4
CP P00450 CERU_HUMAN GAYPLSIEPIGVR 2 1vy8 686.39 870.50 691.39 880.51 243 426 14.8 0.8459  -0.382 594.1
CPN1 P15169 CBPN_HUMAN IVQLIQDTR 2 1vy6 543.32 745.42 548.32 755.43 19.2 329 14.3 0.9750 -0.052 362.4
CPN2 P22792 CPN2_HUMAN GQVVPALNEK 2 1vy6 527.80 671.37 531.81 679.39 18.6 297 15.8 0.7434  -0.143 221.0
CRP P02741 CRP_HUMAN ESDTSYVSLK 2 1vy4 564.77 446.30 568.78 454.31 19.9 294 227 0.8582 0.712 18.6
CST3 P01034 CYTC_HUMAN ALDFAVGEYNK 2 1y7 613.81 780.39 617.81 788.40 217 37.0 16.8 0.4500 -0.040 10.3
DES P17661 DESM_HUMAN VHEEEIR 2 1y2 456.23 288.20 461.24 298.21 16.0 278 26.1 0.5885 -1.410 10.0
DSG3 P32926 DSG3_HUMAN LAEISLGVDGEGK 2 1y9 644.34 861.43 648.35 869.45 228 359 275 0.3486  -0.839 45.6
EXOSC10 Q01780 EXOSX_HUMAN SGPLPSAER 2 1y5 457.24 559.28 462.24 569.29 16.1 249 9.1 0.1484  -1.436 9145
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661.35
516.33
511.32
498.29
811.42
393.21
686.42
229.12
638.40
910.34
674.36
671.28
571.32
510.27
826.40
816.42
380.24
712.36
687.38
442.75
759.41
711.40
625.34
720.34
456.29
614.38
707.42
951.52
718.38
741.47
704.38
857.50
308.17
802.44
741.42
710.39
627.36
853.53
242.15
920.58
734.37
757.40
598.35
784.41
251.15
470.26
780.46
657.32
737.42

15.7
18.4
15.5
235

6.0
211
13.8
14.7
20.8
20.1
23.2
20.6
13.3
16.1
14.4

8.3
1.6
21.3
216
19.9
27.0
246
20.7
21.7
19.6
18.2
20.1
29.3
17.9
18.1
17.6
17.7
17.4
17.2
17.2
19.5
19.6
24.4
15.4
20.1
20.9
16.3
17.3
16.8
21.2
10.7
17.5
17.5
16.1
15.1
19.8
245
21.0
16.1
15.2
123
221
16.3
1.8
17.3
25.2
20.7

31.7
32.3
35.4
49.3
19.7
38.6
32.1
34.2
35.7
28.0
26.8
44.4
29.8
34.0
38.9
27.8
28.8
36.1
40.1
49.5
416
39.9
31.6
30.3
29.1
39.5
35.0
46.0
45.7
30.3
31.4
35.8
429
34.9
276
26.6
33.3
50.3
35.7
32.2
33.5
24.9
46.1
38.8
46.1
29.4
30.9
35.8
23.1
35.3
50.1
41.2
43.8
253
34.5
29.2
36.7
39.5
243
36.9
37.4
42.7

55
13.5
6.5
26.3
29.1
4.1
20.5
15.8
16.0
7.8
7.4
8.7
10.3
3.5
12.0
5.1
9.9
6.3
5.6
20
15.2
21.9
9.3
225
16.6
15.6
23.6
16.4
14.4
9.9
25
4.7
24.3
4.5
77
29.5
8.6
25.2
1.7
3.1
1.3
10.4
243
8.5
3.2
14.2
1.5
8.8
10.4
8.2
57
6.0
9.8
16.4
6.7
1.3
6.8
16.0
3.2
246
9.7
6.9

0.9339
1.0000
0.9193
0.6103
0.8659
0.8795
0.7659
0.9987
0.9953
1.0000
0.9843
0.9013
0.9511
0.7795
0.9592
1.0000
0.7033
0.9943
0.6315
0.7609
0.9952
1.0000
0.7212
0.9995
1.0000
0.9897
1.0000
0.7698
0.9996
0.9663
0.9880
0.4522
0.8478
0.9988
0.8026
1.0000
0.9671
0.9940
0.2825
0.9987
0.6315
0.9996
0.9698
0.6383
0.8216
1.0000
0.2602
1.0000
0.9843
0.9092
0.9978
0.9937
0.7165
0.9560
0.8329
0.0002
0.8666
0.0137
0.6249
0.6248
0.9996
0.7823

-0.369
-0.517

0.096
-0.100

0.036
-0.176
-0.391

0.165
-0.143
-0.058
-0.317
-0.005
-0.256
-0.986
-0.239
-0.396

0.677

0.013
-0.035
-0.426
-0.319

0.730
-0.789
-0.468
-1.206
-0.680
-0.381

1.038

0.373
-0.789
-0.144
-0.426
-0.100
-0.621
-0.431
-0.440
-0.388
-0.169
-0.978
-0.255
-0.929
-0.001
-0.563
-0.276

0.072
-0.747
-0.075
-0.185
-0.272
-0.325
-0.237
-0.138
-0.422

0.154
-0.408
-0.325

0.233
-0.164
-0.436
-0.263
-0.686

0.108

18.0
853.1
14.4
20.0
16.3
458.3
26.0
145.5
193.6
1000.0
1000.0
1000.0
663.2
951.3
580.1
1000.0
1000.0
33.5
1000.0
1000.0
10.0
200.8
156.2
55.8
4.0
630.5
10.0
106.3
1000.0
1000.0
1000.0
1000.0
64.0
1000.0
200.5
170.0
1000.0
53.6
10.0
94.7
1000.0
11.0
22.9
591.9
1000.0
66.0
364.2
2425
1000.0
1000.0
277.6
167.4
1000.0
83.9
764.4
260.1
1000.0
375.9
245.2
10.0
1000.0
23.9




Supplementary Table 3. Differentially expressed proteins between amyloid-+ vs -

Gene Name Entry Entry Name Fold Change Student's t-test, P value

A2M P01023 A2MG_HUMAN 1.013 0.81
ADAMTS13 Q76LX8 ATS13_HUMAN 0.930 0.085
ADIPOQ Q15848 ADIPO_HUMAN 1.288 0.0048
AFM P43652 AFAM_HUMAN 0.957 0.26
AGT P01019 ANGT_HUMAN 0.988 0.64
AHSG P02765 FETUA_HUMAN 0.978 0.65
ALB P02768 ALBU_HUMAN 0.943 0.18
ALDOA P04075 ALDOA_HUMAN 0.862 0.13
AMBP P02760 AMBP_HUMAN 1.010 0.97
APCS P02743 SAMP_HUMAN 0.919 0.18
APOA1 P02647 APOA1_HUMAN 0.958 0.31
APOA2 P02652 APOA2_HUMAN 0.948 0.21
APOA4 P06727 APOA4_HUMAN 0.895 0.025
APOB P04114 APOB_HUMAN 1.102 0.031
APOC3 P02656 APOC3_HUMAN 0.801 0.078
APOH P02749 APOH_HUMAN 0.987 0.88
APOM 095445 APOM_HUMAN 1.020 0.78
ASS1 P00966 ASSY_HUMAN 0.922 0.11
AZGP1 P25311 ZA2G_HUMAN 1.070 0.054
B2M P61769 B2MG_HUMAN 1.107 0.032
BCHE P06276 CHLE_HUMAN 1.001 0.53
BTD P43251 BTD_HUMAN 0.960 0.23
C1QA P02745 C1QA_HUMAN 1.027 0.89
C1QB P02746 C1QB_HUMAN 0.996 0.79
c1QC P02747 C1QC_HUMAN 1.013 0.70
C1R P00736 C1R_HUMAN 0.963 0.26
C18 P09871 C1S_HUMAN 0.989 0.64
C2 P06681 CO2_HUMAN 0.973 0.26
C3 P01024 CO3_HUMAN 0.948 0.11
C4BPA P04003 C4BPA_HUMAN 0.957 0.74
C5 P01031 CO5_HUMAN 0.971 0.24
Cc7 P10643 CO7_HUMAN 0.981 0.63
C8A P07357 CO8A_HUMAN 0.940 0.038
C8B P07358 C0O8B_HUMAN 0.956 0.13
C8G P07360 CO8G_HUMAN 0.942 0.052
C9 P02748 CO9_HUMAN 1.124 0.021
CA1 P00915 CAH1_HUMAN 0.856 0.012
CA2 P00918 CAH2_HUMAN 0.993 0.79
CALR P27797 CALR_HUMAN 1.059 0.15
CD14 P08571 CD14_HUMAN 1.020 0.81
CD5L 043866 CD5L_HUMAN 0.930 0.51
CFB P00751 CFAB_HUMAN 0.919 0.027
CFH P08603 CFAH_HUMAN 0.964 0.66
CFHR3 Q02985 FHR3_HUMAN 1.103 0.76
CFlI P05156 CFAI_HUMAN 0.972 0.31
CLU P10909 CLUS_HUMAN 0.964 0.077
COL10A1 Q03692 COAA1_HUMAN 0.967 0.83

COL1A1 P02452 CO1A1_HUMAN 1.054 0.50



COMP
cP
CPN1
CPN2
CRP
CST3
DES
DSG3
EXOSC10
F10
F11
F12
F13A1
F13B
F2

F5

F9
FBLN1
FGA
FGB
FGG
FN1
GC
GPX3
GSN
HBA1
HP
HPX
HRG
ICAM1
IDS
IGF2
IGFBP3
IGFBP5
IGHM
IL5
INSR
ITIHA
ITIH2
ITIH4
KNG1
LAMP2
LUM
MBL2
MTDH
ORM1
PFN1
PLA2G7
PLG
PON1
PRDX2
PROC
PROS1

P49747
P00450
P15169
P22792
P02741
P01034
P17661
P32926
Q01780
P00742
P03951
P00748
P00488
P05160
P00734
P12259
P00740
P23142
P02671
P02675
P02679
P02751
P02774
P22352
P06396
P69905
P00738
P02790
P04196
P05362
P22304
P01344
P17936
P24593
P01871
P05113
P06213
P19827
P19823
Q14624
P01042
P13473
P51884
P11226
Q86UE4
P02763
PO7737
Q13093
P00747
P27169
P32119
P04070
P07225

COMP_HUMAN
CERU_HUMAN
CBPN_HUMAN
CPN2_HUMAN
CRP_HUMAN
CYTC_HUMAN
DESM_HUMAN
DSG3_HUMAN
EXOSX_HUMAN
FA10_HUMAN
FA11_HUMAN
FA12_HUMAN
F13A_HUMAN
F13B_HUMAN
THRB_HUMAN
FA5_HUMAN
FA9_HUMAN
FBLN1_HUMAN
FIBA_HUMAN
FIBB_HUMAN
FIBG_HUMAN
FINC_HUMAN
VTDB_HUMAN
GPX3_HUMAN
GELS_HUMAN
HBA_ HUMAN
HPT_HUMAN
HEMO_HUMAN
HRG_HUMAN
ICAM1_HUMAN
IDS_HUMAN
IGF2_HUMAN
IBP3_HUMAN
IBP5_HUMAN
IGHM_HUMAN
IL5_HUMAN
INSR_HUMAN
ITIH1_HUMAN
ITIH2_HUMAN
ITIH4_HUMAN
KNG1_HUMAN
LAMP2_HUMAN
LUM_HUMAN
MBL2_HUMAN
LYRIC_HUMAN
A1AG1_HUMAN
PROF1_HUMAN
PAFA_HUMAN
PLMN_HUMAN
PON1_HUMAN
PRDX2_HUMAN
PROC_HUMAN
PROS_HUMAN

0.958
1.023
0.965
0.972
1.768
1.055
0.971
0.888
0.931
0.942
0.960
0.944
0.908
0.906
0.973
0.977
1.005
1.018
0.945
0.943
0.960
0.960
0.955
1.007
1.041
1.365
1.509
0.979
0.957
1.355
1.156
0.950
0.900
0.991
0.987
0.873
1.288
1.013
0.964
0.988
0.996
1.017
1.057
1.078
1.448
1.034
1.280
1.108
0.977
0.929
0.931
0.947
1.001

0.43
0.43
0.25
0.49
0.80
0.33
0.39
0.73
0.35
0.051
0.29
0.35
0.0094
0.017
0.31
0.40
0.76
0.63
0.042
0.077
0.18
0.17
0.20
0.80
0.25
0.38
0.99
0.33
0.35
0.92
0.20
0.43
0.019
0.59
0.47
0.046
0.70
0.86
0.29
0.60
0.80
0.60
0.24
0.80
0.00020
0.82
0.092
0.12
0.37
0.0067
0.062
0.18
0.96



RBP4
S100A9
SELL
SERPINA4
SERPINA6
SERPINC1
SERPIND1
SERPINF1
SERPING1
SHBG
SLC4A1
SSB

TF

TPM1
TTR
UMOD
VTN

VWF

P02753
P06702
P14151
P29622
P08185
P01008
P05546
P36955
P05155
P04278
P02730
P05455
P02787
P09493
P02766
PO7911
P04004
P04275

RET4_HUMAN
S10A9_HUMAN
LYAM1_HUMAN
KAIN_HUMAN
CBG_HUMAN
ANT3_HUMAN
HEP2_HUMAN
PEDF_HUMAN
IC1_HUMAN
SHBG_HUMAN
B3AT_HUMAN
LA_HUMAN
TRFE_HUMAN
TPM1_HUMAN
TTHY_HUMAN
UROM_HUMAN
VTNC_HUMAN
VWF_HUMAN

0.904
0.973
0.966
0.916
0.969
1.004
0.940
0.949
0.978
1.138
1.052
0.995
0.852
0.980
0.999
1.004
0.948
0.934

0.034
0.15
0.41

0.031
0.38
0.76

0.077
0.11
0.64
0.14
0.21
0.91

0.043
0.29
0.92
0.82

0.079
0.20




Supplementary Table 4. Selection probability of 18-proteins in the Nested Cross Validation for AD model

Gene Name Inner.loop1 Inner.loop2 Inner.loop3 Inner.loop4 Inner.loop5 Selection Probability
ADIPOQ Yes Yes Yes Yes Yes 100%
APOA4 Yes Yes Yes Yes No 80%
APOB Yes Yes Yes Yes Yes 100%
B2M No Yes Yes No Yes 60%
C8A Yes Yes Yes No No 60%
C9 Yes Yes Yes No Yes 80%
CA1 Yes No Yes Yes Yes 80%
CFB Yes No Yes No No 40%
F13A1 Yes No Yes Yes Yes 80%
F13B Yes No Yes Yes No 60%
FGA Yes Yes Yes No Yes 80%
IGFBP3 No No Yes Yes No 40%
IL5 No No Yes Yes Yes 60%
MTDH Yes Yes Yes Yes Yes 100%
PON1 Yes No Yes No No 40%
RBP4 Yes No Yes Yes Yes 80%
SERPINA4 Yes Yes Yes No No 60%
TF No Yes Yes Yes Yes 80%

Accuracy 78.38% 81.08% 67.57% 67.57% 70.27%



Supplementary Table 5. Comparison of characteristics of AD prediction models

Comparison

Characteristics

APOE &4 carriers (CV)

Mean

Lower 95% CI

Upper 95% CI

10 proteins (Nested CV)&

Mean

Lower 95% CI

Upper 95% CI

10 proteins (CV)*

Mean

Lower 95% CI

Upper 95% CI

10 proteins with APOE &4 carriers (CV)

Mean

Lower 95% CI

Upper 95% CI

Amyloid B- vs. Amyloid B+
Amyloid B— vs. Amyloid B+
Amyloid B- vs. Amyloid B+
Amyloid B— vs. Amyloid B+
Amyloid B- vs. Amyloid B+
Amyloid B— vs. Amyloid B+
Amyloid B- vs. Amyloid B+
CN vs. AsymAD
CN vs. AsymAD
CN vs. AsymAD
CN vs. AsymAD
CN vs. AsymAD
CN vs. AsymAD
CN vs. AsymAD

Sensitivity (%)
Specificity (%)

PPV (%)

NPV (%)

Accuracy (%)
Balanced accuracy (%)
Equal error rate (%)
Sensitivity (%)
Specificity (%)

PPV (%)

NPV (%)

Accuracy (%)
Balanced accuracy (%)
Equal error rate (%)

68.9
64.4
86.9
4.1
67.4
66.7
33.3
77.5
64.4
716
75.7
69.6
71.0
29.0

59.7
46.7
81.6
36.2
62.3
58.9
222
68.3
46.7
61.2
66.5
59.5
63.5
17.2

78.1
82.2
923
46.0
72.6
74.5
44.4
86.8
822
82.0
85.0
79.8
785
40.8

69.8
82.2
93.1
47.7
73.0
76.0
24.0
63.7
80.2
73.9
77.9
74.4
71.9
28.1

66.1
73.9
89.9
43.8
701
68.9
11.4
51.5
728
65.8
713
72.8
64.4
16.1

735
90.5
96.2
51.6
75.8
83.1
36.6
75.9
87.7
82.0
84.6
76.0
79.4
40.1

84.9
73.6
913
63.7
822
79.2
20.8
82.4
69.3
70.5
84.8
76.2
75.9
241

80.5
65.1
89.0
58.6
79.4
72.5

76
77.4
61.8
65.8
80.4
.7
68.8
11.5

89.3
82.0
93.5
68.8
84.9
85.9
34.0
87.4
76.8
75.3
89.2
80.7
83.0
36.7

89.9
69.8
90.0
69.6
84.9
79.9
20.1
84.8
71.8
71.5
87.3
77.5
78.3
21.7

88.6
63.7
88.0
66.4
82.8
73.2

6.8
77
66.2
65.8
81.4
73.9
714

91.3
75.8
92.0
72.9
87.0
86.6
33.4
92.0
7.4
77.2
93.3
81.1
85.2
34.7

& performance of the model validated by 5 test sets of outer loops
" Performance of the model validated by 5 fold cross validation of entire sets



Supplementary Table 6. Coefficients of the final AD prediction model

Variables Estimate Std.Error Z value Pr(>|z|) Significance&
(Intercept) 1.170 0.360 3.247 0.0012 **
APOE ¢4 1.665 0.527 3.158 0.0016  **
ADIPOQ 0.533 0.299 1.780 0.075 #
APOA4 -0.459 0.306 -1.498 0.13
APOB 0.460 0.258 1.780 0.075 #
C9 0.493 0.310 1.592 0.11
CA1 -0.508 0.281 -1.810 0.070 #
F13A1 -0.470 0.283 -1.665 0.096 #
FGA -1.061 0.328 -3.230 0.0012 **
MTDH 0.953 0.293 3.258 0.0011 **
RBP4 -0.158 0.277 -0.568 0.57
TF -0.615 0.256 -2.400 0.016 *

& Significance Levels are represented as "#" for P < 0.1; “*” for P < 0.05; “**” for P < 0.01; and “***” for P < 0.001.



Supplementary Table 7. Differentially expressed proteins between asymptomatic AD, prodromal AD, and AD with dementia

Gene Name Entry Entry Name Student's t-test, P value Student's t-test, P value
(AsymAD vs. ProdAD) (ProdAD vs. ADD)

A2M P01023  A2MG_HUMAN 0.17 0.12
ADAMTS13 Q76LX8 ATS13_HUMAN 0.37 0.79
ADIPOQ Q15848 ADIPO_HUMAN 0.91 0.82
AFM P43652 AFAM_HUMAN 0.60 0.44
AGT P01019  ANGT_HUMAN 0.99 0.21
AHSG P02765 FETUA_HUMAN 0.50 0.84
ALB P02768 ALBU_HUMAN 0.46 0.73
ALDOA P04075 ALDOA_HUMAN 0.68 0.93
AMBP P02760 AMBP_HUMAN 0.81 0.57
APCS P02743  SAMP_HUMAN 0.82 0.35
APOA1 P02647 APOA1_HUMAN 0.26 0.17
APOA2 P02652 APOA2_HUMAN 0.082 0.99
APOA4 P06727 APOA4_HUMAN 0.81 0.00042
APOB P04114  APOB_HUMAN 0.048 0.77
APOC3 P02656 APOC3_HUMAN 0.19 0.83
APOH P02749  APOH_HUMAN 0.55 0.89
APOM 095445 APOM_HUMAN 0.37 0.48
ASS1 P00966  ASSY_HUMAN 0.53 0.11
AZGP1 P25311  ZA2G_HUMAN 0.023 0.74
B2M P61769 B2MG_HUMAN 0.76 2.24E-05
BCHE P06276  CHLE_HUMAN 0.35 0.33
BTD P43251 BTD_HUMAN 0.79 0.18
C1QA P02745 C1QA_HUMAN 0.57 0.84
C1QB P02746  C1QB_HUMAN 0.79 0.47
c1QC P02747 C1QC_HUMAN 0.54 0.25
C1R P00736 C1R_HUMAN 0.51 0.84
C1s P09871 C1S_HUMAN 0.065 0.58
C2 P06681 CO2_HUMAN 0.64 1.00
C3 P01024 CO3_HUMAN 0.19 0.52
C4BPA P04003 C4BPA_HUMAN 0.97 0.13
C5 P01031 CO5_HUMAN 0.28 0.21
Cc7 P10643 CO7_HUMAN 0.046 0.055
C8A P07357 CO8A_HUMAN 0.49 0.80
C8B P07358 CO8B_HUMAN 0.40 0.79
C8G P07360 CO8G_HUMAN 0.71 0.56
C9 P02748 CO9_HUMAN 0.76 0.099
CA1 P00915 CAH1_HUMAN 0.43 0.063
CA2 P00918 CAH2_HUMAN 0.39 0.63
CALR P27797 CALR_HUMAN 0.28 0.0068
CD14 P08571 CD14_HUMAN 0.52 0.37
CD5L 043866 CDS5L_HUMAN 0.15 0.58
CFB P00751 CFAB_HUMAN 0.0013 0.39
CFH P08603 CFAH_HUMAN 0.81 0.35
CFHR3 Q02985 FHR3_HUMAN 0.016 0.20
CFI P05156  CFAI_HUMAN 0.052 0.033
CLU P10909 CLUS_HUMAN 0.78 0.66
COL10A1 Q03692 COAA1_HUMAN 0.47 0.63
COL1A1 P02452 CO1A1_HUMAN 0.39 0.30
COMP P49747  COMP_HUMAN 0.036 0.45
CP P00450 CERU_HUMAN 0.68 0.85
CPN1 P15169  CBPN_HUMAN 0.22 0.21
CPN2 P22792 CPN2_HUMAN 0.65 0.85
CRP P02741 CRP_HUMAN 0.23 0.027
CST3 P01034 CYTC_HUMAN 0.021 0.0068
DES P17661 DESM_HUMAN 0.42 0.010
DSG3 P32926 DSG3_HUMAN 0.028 0.065
EXOSC10 Q01780 EXOSX_HUMAN 0.49 0.26
F10 P00742 FA10_HUMAN 0.26 0.62
F11 P03951 FA11_HUMAN 0.57 0.98
F12 P00748 FA12_HUMAN 0.28 0.70
F13A1 P00488  F13A_HUMAN 0.00014 0.16
F13B P05160  F13B_HUMAN 0.021 0.80
F2 P00734 THRB_HUMAN 0.16 0.67
F5 P12259  FA5_HUMAN 0.33 0.058
F9 P00740 FA9_HUMAN 0.46 0.34
FBLN1 P23142  FBLN1_HUMAN 0.37 0.38
FGA P02671  FIBA_HUMAN 0.00020 0.44
FGB P02675 FIBB_HUMAN 0.023 0.52

FGG P02679  FIBG_HUMAN 0.029 0.92



FN1
GC

GPX3
GSN
HBA1

HP

HPX
HRG
ICAM1
IDS

IGF2
IGFBP3
IGFBP5
IGHM

IL5

INSR
ITIH1
ITIH2
ITIH4
KNG1
LAMP2
LUM
MBL2
MTDH
ORM!1
PFN1
PLA2G7
PLG
PON1
PRDX2
PROC
PROS1
RBP4
S100A9
SELL
SERPINA4
SERPINAG
SERPINC1
SERPIND1
SERPINF1
SERPING1
SHBG
SLC4A1
SsB

TF

TPM1
TTR
umMoD
VTN
VWF

P02751
P02774
P22352
P06396
P69905
P00738
P02790
P04196
P05362
P22304
P01344
P17936
P24593
P01871
P05113
P06213
P19827
P19823
Q14624
P01042
P13473
P51884
P11226
Q86UE4
P02763
P07737
Q13093
P00747
P27169
P32119
P04070
P07225
P02753
P06702
P14151
P29622
P08185
P01008
P05546
P36955
P05155
P04278
P02730
P05455
P02787
P09493
P02766
P07911
P04004
P04275

FINC_HUMAN
VTDB_HUMAN
GPX3_HUMAN
GELS_HUMAN
HBA_HUMAN
HPT_HUMAN
HEMO_HUMAN
HRG_HUMAN
ICAM1_HUMAN
IDS_HUMAN
IGF2_HUMAN
IBP3_HUMAN
IBP5_HUMAN
IGHM_HUMAN
IL5_HUMAN
INSR_HUMAN
ITIH1_HUMAN
ITIH2_HUMAN
ITIH4_HUMAN
KNG1_HUMAN
LAMP2_HUMAN
LUM_HUMAN
MBL2_HUMAN
LYRIC_HUMAN
A1AG1_HUMAN
PROF1_HUMAN
PAFA_HUMAN
PLMN_HUMAN
PON1_HUMAN
PRDX2_HUMAN
PROC_HUMAN
PROS_HUMAN
RET4_HUMAN
S10A9_HUMAN
LYAM1_HUMAN
KAIN_HUMAN
CBG_HUMAN
ANT3_HUMAN
HEP2_HUMAN
PEDF_HUMAN
IC1_HUMAN
SHBG_HUMAN
B3AT_HUMAN
LA_HUMAN
TRFE_HUMAN
TPM1_HUMAN
TTHY_HUMAN
UROM_HUMAN
VTNC_HUMAN
VWF_HUMAN

1.88E-08
0.19
0.91
0.98
0.043
0.71
0.42
0.50
0.36
0.60
0.95
0.52
0.65
0.19
0.40
0.72
0.23
0.75
0.11
0.95
0.51
0.42
0.36
7.38E-07
0.80
0.0021
0.33
0.80
0.088
0.16
0.48
0.86
0.81
0.059
0.57
0.90
0.11
0.49
0.49
0.78
0.28
0.11
0.23
0.53
0.043
0.82
0.11
0.84
0.047
0.14

4.95E-05
0.78
0.14
0.36
0.76
0.047
0.091
0.049
0.94
0.75
0.90
0.30
0.81
0.45
0.42
0.91
0.71
0.50
0.12
0.85
9.34E-05
0.56
0.91
0.49
0.00067
0.20
0.24
0.67
0.50
0.11
0.36
0.90
0.0028
0.63
0.029
0.64
0.36
0.70
0.16
0.85
0.76
0.89
0.55
0.76
0.36
0.96
0.43
0.024
0.89
0.82




Supplementary Table 8. Selection probability of 32-proteins in the Nested Cross Validation for APM model

Gene Name Inner.loop1 Inner.loop2 Inner.loop3 Inner.loop4 Inner.loop5 Selection Probability
APOA4 Yes Yes Yes Yes Yes 100%
APOB No Yes Yes Yes No 60%
AZGP1 No No No Yes No 20%
B2M Yes Yes Yes Yes Yes 100%
Cc7 No Yes No Yes No 40%
CALR Yes No Yes Yes Yes 80%
CFB Yes No Yes Yes No 60%
CFHR3 No Yes Yes Yes No 60%
CFlI No Yes Yes Yes No 60%
COMP No No Yes No No 20%
CRP No No Yes No No 20%
CST3 Yes No No No No 20%
DES No Yes Yes Yes Yes 80%
DSG3 No No No No No 0%
F13A1 Yes Yes Yes Yes Yes 100%
F13B No No No No No 0%
FGA Yes Yes Yes Yes Yes 100%
FGB No No Yes No No 20%
FGG No Yes Yes No No 40%
FN1 Yes Yes Yes Yes Yes 100%
HBA1 No No No No No 0%
HP No No No No No 0%
HRG No No Yes Yes No 40%
LAMP2 Yes Yes Yes Yes Yes 100%
MTDH Yes Yes Yes Yes Yes 100%
ORM1 Yes No Yes Yes Yes 80%
PFN1 Yes Yes Yes Yes No 80%
RBP4 No Yes Yes Yes No 60%
SELL No Yes No Yes No 40%
TF No No No Yes Yes 40%
UMOD No No No Yes No 20%
VTN No Yes No No No 20%
Accuracy 67.86% 67.86% 77.78% 71.43% 78.57%



Supplementary Table 9. Comparison of characteristics of the 4 AD progression monitoring models

Comparison

Characteristics

APOE ¢4 carriers (CV)

K-MMSE score (CV)

10 proteins (Nested CV)"

10 proteins (CV)’

10 proteins with K-MMSE (CV)

Mean Lower 95% CI Uppper 95% CI Mean Lower 95% CI Uppper 95% CI Mean Lower 95% CI Uppper 95% CI Mean Lower 95% CI Uppper 95% CI Mean Lower 95% CI Uppper 95% CI
AsymAD vs. ProdAD + ADD Sensitivity (%) 100.0 100.0 100.0 96.0 93.6 98.4 89.0 87.1 90.9 89.0 85.3 92.7 89.0 86.1 91.9
AsymAD vs. ProdAD + ADD Specificity (%) 0.0 0.0 0.0 20.7 14.2 27.3 69.3 66.4 721 66.8 62.0 71.6 725 63.3 81.7
AsymAD vs. ProdAD + ADD PPV (%) 72.0 7.4 725 75.8 745 771 88.1 87.0 89.3 87.4 85.8 88.9 89.7 86.5 93.0
AsymAD vs. ProdAD + ADD NPV (%) NA NA NA 775 65.7 89.3 715 67.6 75.5 73.0 65.4 80.6 734 69.1 77.8
AsymAD vs. ProdAD Sensitivity (%) 100.0 100.0 100.0 90.6 84.8 96.4 87.4 80.6 94.3 87.1 81.8 92.4 83.3 77.4 89.1
AsymAD vs. ProdAD Specificity (%) 0.0 0.0 0.0 21.7 14.8 28.6 76.1 69.7 82.4 78.6 746 82.6 81.8 75.9 87.7
AsymAD vs. ProdAD PPV (%) 50.8 50.0 51.5 55.8 54.0 57.6 80.5 75.2 85.8 85.3 83.1 87.4 87.5 83.8 91.2
AsymAD vs. ProdAD NPV (%) NA NA NA 775 65.7 89.3 86.7 80.4 92.9 83.6 76.8 90.3 80.7 741 87.3
AsymAD vs. ADD Sensitivity (%) 100.0 100.0 100.0 100.0 100.0 100.0 85.9 81.7 90.2 88.3 84.3 92.3 93.3 90.5 96.1
AsymAD vs. ADD Specificity (%) 0.0 0.0 0.0 91.7 84.2 99.1 91.7 86.4 96.9 81.9 76.0 87.8 84.3 77.3 91.3
AsymAD vs. ADD PPV (%) 58.8 51.9 65.6 97.8 95.6 100.0 93.8 89.7 97.8 86.5 82.6 90.4 90.7 86.5 94.8
AsymAD vs. ADD NPV (%) NA NA NA 100.0 100.0 100.0 82.4 771 87.7 84.3 80.1 88.5 91.0 87.1 94.9
ProdAD vs. ADD Sensitivity (%) 38.0 36.0 40.0 78.0 731 82.9 84.1 78.2 90.0 84.3 79.8 88.9 91.3 87.2 95.5
ProdAD vs. ADD Specificity (%) 50.0 40.5 59.5 80.5 78.5 82.5 81.4 75.4 87.4 91.0 87.1 94.9 93.3 88.9 97.8
ProdAD vs. ADD PPV (%) 45.1 39.8 50.4 81.1 78.9 83.4 84.1 79.5 88.6 911 87.2 95.1 94.5 90.9 98.2
ProdAD vs. ADD NPV (%) 429 37.4 48.4 T 741 81.3 85.7 81.2 90.1 86.0 82.0 90.0 91.2 87.1 95.4
AsymAD vs. ProdAD vs. ADD Accuracy (%) 31.6 28.0 35.2 60.4 59.3 61.6 72.7 704 75.0 74.8 73.0 76.7 791 77.8 80.5

& performance of the model validated by 5 test sets of outer loops

" Performance of the model validated by 5 fold cross validation of entire sets



Supplementary Table 10. Coefficients of the final AD progression monitoring model

10 Proteins with K-MMSE Coefficient, ProdAD Standard error, ProdAD Z value, ProdAD P value, ProdAD Coefficient, ADD Standard error, ADD Z value, ADD P value, ADD
(Intercept) 20.031 7.486 2.676 0.0075 32.587 8.441 3.861 0.00011
K-MMSE -0.732 0.276 -2.651 0.0080 -1.382 0.346 -3.994 0.000065
APOA4 -0.562 0.672 -0.837 0.40 -3.178 1.105 -2.877 0.0040
B2M -0.049 0.617 -0.080 0.94 1.986 0.835 2.379 0.017
CALR -1.040 0.529 -1.964 0.049 0.725 0.773 0.938 0.35
DES 0.288 0.482 0.597 0.55 -0.887 0.787 -1.128 0.26
F13A1 2177 0.726 2.999 0.0027 2.219 0.838 2.649 0.0081
FGA 1.333 0.783 1.702 0.089 0.350 0.928 0.378 0.71
FN1 -3.065 0.846 -3.622 0.00029 -0.871 0.938 -0.929 0.35
LAMP2 0.476 0.531 0.896 0.37 2.801 0.975 2.872 0.0041
MTDH 0.709 0.808 0.877 0.38 2.319 1.194 1.943 0.052
ORM1 -1.422 0.672 -2.117 0.034 0.252 0.898 0.280 0.78

* AsymAD (Asymtomatic AD) groups were designated as the reference group



Supplementary Table 11. Gene ontology (GO) analysis using 312 proteins from the three consensus network modules (M2, M5, and M8) from Johnson et al. brain cohorts.

Category Term Count Percent (%) Proteins Fold Enrichment EASE score .(rMFZ Blue) (BI\:LVIGreen) (FIJIgA(;reen) fl\:\!:Pink) (FN(I;:Pink) &T}M;ink)
GOTERM_CC_DIRECT GO0:0070062~extracellular exosome 189 61.0 P04114, Q9BV 4.0 8.0E-76 2.4E-73 Yes Yes No Yes Yes Yes
GOTERM_CC_DIRECT G0:0072562~blood microparticle 42 13.5 P04433, P0261 16.3 6.1E-38 8.9E-36 Yes No Yes No Yes Yes
UP_KEYWORDS Acetylation 134 43.2 P04114, Q9BV 26 2.3E-28 6.8E-26 No No Yes Yes No No
GOTERM_CC_DIRECT G0:0005615~extracellular space 78 25.2 Q96DZ9, P041 34 4.1E-22 3.0E-20 Yes Yes No No Yes Yes
GOTERM_CC_DIRECT G0:0005576~extracellular region 84 27.1 P04433, P041- 3.1 4.9E-21 2.4E-19 Yes Yes Yes No Yes Yes
GOTERM_CC_DIRECT G0:0005925~focal adhesion 42 13.5 P50395, P365( 6.3 4.9E-21 2.4E-19 No Yes No No No No
GOTERM_CC_DIRECT G0:0005829~cytosol 126 40.6 P04114, Q142! 22 1.4E-20 5.0E-19 No No No Yes No No
UP_KEYWORDS Phosphoprotein 204 65.8 P04114, Q142 1.6 3.1E-20 4.6E-18 Yes No No No Yes No
UP_KEYWORDS Cytoplasm 145 46.8 P04114, Q9BV 20 1.3E-19 1.3E-17 No No Yes Yes No No
UP_KEYWORDS Disease mutation 93 30.0 P04114, P024% 24 2.8E-16 2.1E-14 Yes Yes Yes No Yes No
UP_KEYWORDS Cytoskeleton 58 18.7 Q9BW30, Q14 34 6.3E-16 3.7E-14 No No No No No No
UP_KEYWORDS Actin-binding 29 9.4 QONVD7, Q8T. 7.0 1.3E-15 6.4E-14 No No No No No No
GOTERM_BP_DIRECT G0:0002576~platelet degranulation 21 6.8 P01011, P0261 1.5 1.3E-15 2.3E-12 Yes No Yes No Yes Yes
GOTERM_CC_DIRECT G0:0005913~cell-cell adherens junction 31 10.0 Q9NVD7, P33* 5.7 3.6E-14 1.2E-12 No No No No No No
GOTERM_MF_DIRECT G0:009864 1~cadherin binding involved in cell-cell adhesion 30 9.7 Q9NVD7, P33" 5.8 4.5E-14 2.1E-11 No No No No No No
UP_KEYWORDS Secreted 75 24.2 P04433, P041" 25 6.3E-14 2.3E-12 Yes Yes Yes No Yes Yes
GOTERM_MF_DIRECT G0:0003779~actin binding 25 8.1 Q86T65, QIN\ 5.1 1.7E-10 2.6E-08 No No No No No No
GOTERM_CC_DIRECT G0:0031093~platelet alpha granule lumen 12 3.9 P01011, P0261 12.9 1.7E-09 3.7E-08 No No Yes No Yes Yes
GOTERM_BP_DIRECT G0:0098609~cell-cell adhesion 23 7.4 P53990, PO77¢ 4.8 3.1E-09 1.1E-06 No No No No No No
GOTERM_MF_DIRECT G0:0005515~protein binding 204 65.8 P04114, Q142 1.3 1.5E-08 1.1E-06 Yes Yes No Yes Yes Yes
GOTERM_BP_DIRECT GO te-ph P 10 3.2 P01011, POO7¢ 14.4 2.0E-08 5.1E-06 No No No No No Yes
GOTERM_CC_DIRECT G0:0005856~cytoskeleton 25 8.1 Q14764, P004! 4.0 2.2E-08 4.0E-07 No No No No No No
GOTERM_CC_DIRECT G0:0016020~membrane 72 23.2 Q14204, Q142 1.9 4.4E-08 7.1E-07 No Yes No No No No
UP_KEYWORDS Acute phase 7 2.3 P01011, POO7¢ 245 2.5E-07 6.8E-06 No No No No No Yes
UP_KEYWORDS Disulfide bond 87 28.1 P04433, P041° 1.7 5.2E-07 1.1E-05 Yes Yes No No Yes Yes
UP_KEYWORDS Glycation 6 1.9 G3V1IN2, P68¢ 33.2 5.4E-07 1.1E-05 No Yes No No No No
UP_SEQ_FEATURE disulfide bond 78 25.2 P04433, P041° 1.7 6.0E-07 8.3E-04 Yes Yes No No Yes Yes
GOTERM_CC_DIRECT G0:0005737~cytoplasm 128 41.3 P04114, Q9BV 14 1.3E-06 1.7E-05 No Yes No Yes No No
UP_SEQ_FEATURE signal peptide 84 27.1 P04433, P041° 1.6 2.5E-06 1.1E-03 Yes Yes No No Yes Yes
UP_KEYWORDS Amyloidosis 7 2.3 P02671, 0146 16.6 3.1E-06 4.6E-05 No Yes No No Yes No
GOTERM_CC_DIRECT G0:0009897~external side of plasma membrane 16 5.2 P02671, Q995 4.4 3.6E-06 4.1E-05 No Yes No No Yes No
GOTERM_CC_DIRECT G0:0005788~endoplasmic reticulum lumen 15 4.8 P04114, P024¢ 4.6 5.1E-06 5.5E-05 No Yes No No No No
UP_KEYWORDS Glycoprotein 103 33.2 P04114, P024¢ 15 5.9E-06 8.3E-05 Yes Yes Yes No Yes Yes
GOTERM_MF_DIRECT G0:0015485~cholesterol binding 8 2.6 P05090, Q9BX 11.0 6.8E-06 3.2E-04 No No No No No No
GOTERM_BP_DIRECT G0:0042493~response to drug 19 6.1 P02452, P2991 35 8.3E-06 1.0E-03 No Yes No No No No
UP_KEYWORDS Pyrrolidone carboxylic acid 10 3.2 P02452, P050¢ 71 1.1E-05 1.4E-04 No Yes No No No Yes
UP_KEYWORDS Lipoprotein 31 10.0 P04114, Q094 24 1.4E-05 1.8E-04 No No No No No No
INTERPRO IPR000566:Lipocalin/cytosolic fatty-acid binding protein domain 7 2.3 P41222, P0O50¢ 12.5 1.7E-05 4.3E-03 No No No No No Yes
INTERPRO IPR012674:Calycin 7 2.3 P41222, P050¢ 1.5 2.8E-05 4.3E-03 No No No No No Yes
UP_KEYWORDS Amyloid 6 1.9 P02671, P026¢ 15.9 3.1E-05 3.5E-04 No Yes No No Yes No
INTERPRO IPR011038:Calycin-like 7 2.3 P41222, P050¢ 10.9 3.8E-05 4.3E-03 No No No No No Yes
UP_KEYWORDS Neurodegeneration 16 5.2 Q14204, Q142 3.6 4.0E-05 4.1E-04 No No No No No No
GOTERM_CC_DIRECT G0:0005886~plasma membrane 101 32.6 P04114, Q8W\ 14 4.0E-05 3.3E-04 No Yes No No Yes No
GOTERM_CC_DIRECT G0:0005938~cell cortex " 3.5 P02671, Q96A 5.3 4.6E-05 3.6E-04 No No No No Yes No
UP_KEYWORDS Signal 92 29.7 P04433, P041° 15 6.3E-05 5.7E-04 Yes Yes No No Yes Yes
UP_KEYWORDS Immunoglobulin domain 22 7.1 P04433, Q9GZ 27 8.6E-05 7.5E-04 No Yes No No No No
GOTERM_BP_DIRECT G0:0001523~retinoid metabolic process 8 2.6 P04114, P026¢ 74 9.7E-05 7.7E-03 No No No No No No
UP_KEYWORDS Transport 50 16.1 P04114, Q142! 1.7 3.2E-04 2.6E-03 Yes No No No No Yes
GOTERM_MF_DIRECT G0:0042802~identical protein binding 28 9.0 P02452, Q147! 21 3.8E-04 1.0E-02 No Yes No No No No
INTERPRO IPR003006:Immunoglobulin/major histocompatibility complex, conserved site 7 2.3 P16112, PO18¢ 71 4.4E-04 2.5E-02 No Yes No No No No
GOTERM_BP_DIRECT G0:0042157~lipoprotein metabolic process 6 1.9 P04114, P027¢ 8.9 5.2E-04 2.4E-02 No No No No No No
GOTERM_MF_DIRECT G0:0005543~phospholipid binding 8 2.6 P04114, Q9BX 5.2 8.3E-04 1.9E-02 No No No No No No
GOTERM_BP_DIRECT G0:0042632~cholesterol homeostasis 7 2.3 P04114, P026¢ 6.2 9.2E-04 3.7E-02 No No No No No No
GOTERM_BP_DIRECT G0:0010903~negative regulation of very-low-density lipoprotein particle remodeling 3 1.0 P02647, P026¢ 56.3 9.2E-04 3.7E-02 No No No No No No
GOTERM_MF_DIRECT G0:0070653~high-density lipoprotein particle receptor binding 3 1.0 P02647, P026¢ 56.3 9.3E-04 2.0E-02 No No No No No No
INTERPRO IPR013783:Immunoglobulin-like fold 30 9.7 P04433, P209" 1.9 9.9E-04 4.5E-02 No Yes Yes No No No
GOTERM_MF_DIRECT G0:0042803~protein homodimerization activity 26 8.4 014672, Q995 20 1.3E-03 2.3E-02 No No No No No No
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Supplementary Table 12. LOD and LOQ results of final target proteins in the models

Gene Name Curve fit, _Curve fit, Curve fit, R? LOD, fmol LLOQ, fmol
slope intercept ’

ADIPOQ 0.091 0.227 0.993 4.307 7.813
APOA4 0.010 0.004 0.998 0.154 0.244
APOB 0.008 -0.187 0.990 2.497 7.813
B2M 0.029 0.062 1.000 2.236 3.906
C9 0.013 0.002 0.999 0.128 0.977
CA1 0.438 0.046 0.999 0.114 0.488
CALR 0.305 -0.362 1.000 1.493 1.953
DES 0.456 0.040 0.999 0.123 0.244
F13A1 0.045 -1.181 0.988 26.885 31.250
FGA 0.001 -0.001 1.000 1.688 3.906
FN1 0.004 -0.002 0.998 1.904 3.906
LAMP2 1.077 -13.606 0.997 12.642 15.625
MTDH 0.161 -0.029 0.999 0.755 1.953
ORM1 0.000 0.000 0.998 1.701 1.953
RBP4 0.020 -0.071 0.995 4.010 7.813

TF 0.003 -0.045 0.999 14.552 15.625




Supplementary Table 13. Stability results for the target proteins

QC concentration, Freeze & Thaw

Gene Name Replicates 6 hours 24 hours Freeze & Thaw , 4 Weeks
fmol Twice

ADIPOQ 23.438 1 101.5 95.2 117.1 84.6 119.9
2 117.8 90.7 97.1 71.1 113.5
3 97.6 86.5 83.8 106.8 105.5

APOA4 0.732 1 110.2 108.1 98.7 102.7 107.2
2 101.2 94.1 104.3 100.9 117.7
3 105.4 105.6 100.7 98.3 87.8

APOB 23.438 1 97.2 101.2 96.5 98.0 119.5
2 100.8 101.3 99.4 98.8 102.6
3 100.3 101.4 100.2 101.0 109.0

B2M 11.719 1 111.4 107.6 109.4 110.2 99.9
2 100.2 99.8 99.0 103.6 111.2
3 105.0 99.9 107.6 110.0 119.9

C9 2.930 1 93.8 92.5 92.7 92.1 84.6
2 103.2 94.2 102.0 102.0 111.1
3 97.8 97.2 89.5 95.3 93.5

CA1 1.465 1 97.3 96.9 98.1 97.7 96.4
2 93.4 94.8 87.0 97.1 98.3
3 99.7 103.4 102.3 99.2 80.1

CALR 5.859 1 111.8 113.5 109.7 111.8 115.2
2 105.9 78.5 97.7 108.8 101.0
3 108.6 111.9 111.2 100.0 105.0

DES 1.465 1 118.0 115.6 120.9 111.2 113.9
2 113.1 115.2 111.1 89.5 106.6
3 105.3 121.0 90.2 100.7 118.2




F13A1 93.750 1 103.8 101.5 101.3 101.3 80.4
2 97.6 111.6 100.2 100.2 108.0
3 97.7 104.3 97.2 97.2 90.0
FGA 11.719 1 96.6 88.7 97.4 100.0 82.9
2 99.1 96.6 95.6 97.5 90.6
3 101.4 105.6 108.6 105.3 111.0
FN1 11.719 1 111.4 113.8 94.3 86.8 115.0
2 86.4 87.6 95.6 86.5 114.5
3 105.1 105.7 101.9 106.1 104.4
LAMP2 46.875 1 85.2 92.6 92.0 96.8 91.2
2 92.0 100.8 97.6 91.1 84.0
3 94.5 90.8 93.2 92.7 83.9
MTDH 5.859 1 113.5 105.9 105.3 103.1 108.3
2 102.0 102.8 101.3 97.2 107.7
3 106.7 99.7 100.7 96.7 99.5
ORM1 5.859 1 97.0 105.9 102.9 106.0 92.2
2 86.5 104.1 106.3 111.0 85.2
3 89.9 113.6 104.5 101.2 101.6
RBP4 5.859 1 101.5 98.6 100.7 100.7 116.0
2 96.1 95.6 105.4 100.4 113.7
3 100.8 106.0 105.5 103.4 113.6
TF 46.875 1 95.8 97.8 89.9 96.2 101.5
2 921 89.9 87.8 92.8 113.9
3 91.8 105.9 100.3 98.0 92.8




