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Supplementary Table S1 - UPLC-ESI-MS/MS analysis of plasma from Child with MD, his parents and healthy children control

Order Protein ID Proband: Father ratio Proband: Mother ratio Proband: Control ratio
1 P26038 * DOWN * DOWN * DOWN
2 P01861 * DOWN * DOWN * DOWN
3 PODOX3 * DOWN * DOWN * DOWN
4 PODOX2 * DOWN * DOWN * DOWN
5 P30041 * DOWN * DOWN * DOWN
6 Q9BQE3 * DOWN * DOWN * DOWN
7 P19105 * DOWN * DOWN * DOWN
8 P35579 * DOWN * DOWN * DOWN
9 P68366 * DOWN * DOWN * DOWN
10 P00491 * DOWN * DOWN * DOWN
11 P06753 * DOWN * DOWN * DOWN
12 P61224 * DOWN * DOWN * DOWN
13 015143 * DOWN * DOWN * DOWN
14 Q13418 * DOWN * DOWN * DOWN
15 075083 * DOWN * DOWN * DOWN
16 095810 * DOWN * DOWN * DOWN
17 P05106 * DOWN * DOWN * DOWN
18 P08567 * DOWN * DOWN * DOWN
19 P09493 * DOWN * DOWN * DOWN

20 PODMV9 * DOWN * DOWN * DOWN
21 P27797 * DOWN * DOWN * DOWN
22 P30101 * DOWN * DOWN * DOWN
23 Q06187 * DOWN * DOWN * DOWN
24 P40197 * DOWN * DOWN * DOWN
25 P52566 * DOWN * DOWN * DOWN
26 Q01518 * DOWN * DOWN * DOWN
27 Q9ULV4 * DOWN * DOWN * DOWN
28 Q8NBLI1 * DOWN - - * DOWN
29 P00558 - - * DOWN * DOWN
30 P07900 - - * DOWN * DOWN
31 PODIJI9 - - * DOWN * DOWN
32 P11142 - - * DOWN * DOWN
33 P60174 - - * DOWN * DOWN
34 P31146 - - * DOWN * DOWN
35 Q99497 - - * DOWN * DOWN
36 P06310 - - * DOWN * DOWN
37 P60660 - - * DOWN * DOWN
38 P07437 - - * DOWN * DOWN
39 000151 - - * DOWN * DOWN
40 000299 - - * DOWN * DOWN
41 P01594 - - * DOWN * DOWN
42 P01599 - - * DOWN * DOWN
43 P04179 - - * DOWN * DOWN
44 P04792 - - * DOWN * DOWN
45 P07237 - - * DOWN * DOWN
46 P48059 - - * DOWN * DOWN
47 P50552 - - * DOWN * DOWN
48 P52565 - - * DOWN * DOWN
49 P55209 - - * DOWN * DOWN
50 P61158 - - * DOWN * DOWN
51 P61160 - - * DOWN * DOWN
52 P61981 - - * DOWN * DOWN
53 Q04917 - - * DOWN * DOWN
54 Q05682 - - * DOWN * DOWN
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287 Q14247 - - * DOWN - -
288 Q15084 - - * DOWN - -
289 Q9UBWS - - * DOWN - -
290 Q92496 K up 1.437 [OT] K up
291 Q15833 K UP 163.695 UP K UP

*Non detected in proband

**Non detected in the reference (father, mother or healthy children control)
[OT] = Outside the treshold

UP= Upregulated

DOWN =Downregulated



Supplementary Table S2. Result table of gene ontology analysis for downregulated proteins considering the cellular component as classificator.

GOID Term P-value Uncorrected Number Annotated genes
P-value annotated
y Actb, ACTN1, ALDOA, ARHGDIB, ARPCIB, CALR, CAP1, CD9, CFLI, CP, FERMT3, FLNA, GAPDH, GPS, HSPAIB, IGFALS, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGKC, IGLLS,
GO:0070062 - extracellular exosome 712830 334832 4 ITGA2B. ITGB3. Msn. MYH9. MYLI2A. PDIA3. PENI. PKM. PNP. PPIA. PRDX6. RAPIB. RSUL. TAGLN2. TLNI. TPM3. TPMd. TUBA4A. VCL. WDRI YWHAZ
' Actb, ACTN1, ALDOA, ARHGDIB, ARPCIB, CALR, CAP1, CD9, CFLI, CP, FERMT3, FLNA, GAPDH, GPS, HSPAIB, IGFALS, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGKC, IGLLS,
GO:1903561  extracellular vesicle 110529 S18E-32 4 ITGA2B. ITGB3. Msn. MYH9. MYLI2A. PDIA3. PENI. PKM. PNP. PPIA. PRDX6. RAPIB. RSUI. TAGLN2. TLNI. TPM3. TPMd. TUBA4A. VCL. WDRI YWHAZ
y Actb, ACTN1, ALDOA, ARHGDIB, ARPCIB, CALR, CAP1, CD9, CFLI, CP, FERMT3, FLNA, GAPDH, GPS, HSPAIB, IGFALS, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGKC, IGLLS,
GO:0043230  extracellular organelle 122629 ST4E-32 4 ITGA2B. ITGB3. Msn. MYH9. MYLI2A. PDIA3. PENI. PKM. PNP. PPIA. PRDX6. RAPIB. RSUL TAGLN2. TLNI. TPM3. TPMd. TUBA4A. VCL. WDRI. YWHAZ
Actb, ACTNI, ALDOA, ARHGDIB, ARPC1B, CALR, CAP1, CD9, CFLI, CP, FI3A1, FERMT3, FLNA, GAPDH, GPS, HSPAIB, IGFALS, IGHAI, IGHA2, IGHD, IGHG2, IGHG3, IGHGA, IGHV3-
GO:0005615  extracellular space 3.03E-26 1.42E-28 49 49, IGKC, IGKV3D-11, IGKV3D-7, IGLLS, ITGA2B, ITGB3, Msn, MYHO, MYLI2A, PDIA3, PEN1, PKM, PNP, PPIA, PRDX6, RAPIB, RSUI, TAGLN2, TLN1, TPM3, TPM4, TUBA4A, VCL,
WDRI. YWHAZ
Actb, ACTNI, ALDOA, ARHGDIB, ARPCIB, CALR, CAP1, CD9, CFLI, CP, FI3AL, FERMT3, FLNA, GAPDH, GPS, HSPAIB, IGFALS, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHGA, IGHV3-
GO:0044421 extracellular region part 5.56E-25 2.61E-27 49 49, 1IGKC, IGKV3D-11, IGKV3D-7, IGLLS, ITGA2B, ITGB3, Msn, MYH9, MYLI12A, PDIA3, PFN1, PKM, PNP, PPIA, PRDX6, RAP1B, RSUI, TAGLN2, TLN1, TPM3, TPM4, TUBA4A, VCL,
WDRL. YWHAZ
Actb, ACTN1, ALDOA, ARHGDIB, ARPC1B, BTK, CALR, CAP1, CD9, CFL1, COROIC, CP, F13A1, FERMT3, FLNA, GAPDH, GPS, HSPAIB, IGFALS, IGHAI, IGHA2, IGHD, IGHG2, IGHG3,
GO:0031982  vesicle L71E-24 8.03E-27 50 IGHG4, IGKC, IGLLS, ITGA2B, ITGB3, Msn, MYH9, MYLI12A, PDIA3, PEN1, PKM, PNP, PPIA, PRDX6, RAP1B, RSU1, TAGLN2, TLN', TMSB4X, TPM3, TPM4, TUBAIC, TUBA4A, VCL,
WDRI. YWHAZ
Actb, ACTNI, ALDOA, ARHGDIB, ARPCIB, CALR, CAP1, CD9, CFLI, CP, FI3AL, FERMT3, FLNA, GAPDH, GPS, HSPAIB, IGFALS, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHGA, IGHV3-
GO:0005576  extracellular region 2.97E-23 1.40E-25 51 49, IGKC, IGKV3D-11, IGKV3D-7, IGLLS, ITGA2B, ITGB3, Msn, MYH9, MYLI12A, PDIA3, PFN1, PKM, PLEK, PNP, PPIA, PRDX6, RAPIB, RSU1, TAGLN2, TLN1, TMSB4X, TPM3, TPM4,
TUBA4A. VCL. WDRL. YWHAZ
GO:0005925  focal adhesion 1.60E-21 7.52E-24 23 Actb, ACTN1, ARPCIB, CALR, CAP1, CD9, CFLI, COROIC, FLNA, HSPAIB, ILK, ITGA2B, ITGB3, Msn, MYH9, PDIA3, PFNI, PPIA, RSUL, TLNI, TPM4, VCL, YWHAZ
cell-substrate adherens junction 1.90E-21 8.90E-24 23 Actb, ACTN1, ARPCIB, CALR, CAP1, CD9, CFLI, COROIC, FLNA, HSPAIB, ILK, ITGA2B, ITGB3, Msn, MYH9, PDIA3, PFNI, PPIA, RSUL, TLN1, TPM4, VCL, YWHAZ
cell-substrate junction 237E-21 1.11E-23 23 Actb, ACTN1, ARPCIB, CALR, CAP1, CD9, CFLI, COROIC, FLNA, HSPAIB, ILK, ITGA2B, ITGB3, Msn, MYH9, PDIA3, PFNI, PPIA, RSUL, TLN1, TPM4, VCL, YWHAZ
GO 0005912 adherens junction 1.25E-18 5.85E-21 23 Actb, ACTN1, ARPCIB, CALR, CAP1, CD9, CFLI, COROIC, FLNA, HSPAIB, ILK, ITGA2B, ITGB3, Msn, MYH9, PDIA3, PFNI, PPIA, RSUL, TLN1, TPM4, VCL, YWHAZ
GO:0070161  anchoring junction 2.38E-18 1.12E-20 23 Actb, ACTNI, ARPCIB, CALR, CAP1, CD9, CFLI, COROIC, FLNA, HSPAIB, ILK, ITGA2B, ITGB3, Msn, MYH9, PDIA3, PFNI, PPIA, RSUL, TLN1, TPM4, VCL, YWHAZ
GO:0072562  blood microparticle 2.54E-17 1.19E-19 15 Actb, CP, FI3A1, HSPAIB, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGKC, ITGA2B, Msn, PFN1, YWHAZ
GO:0030054  cell junction 455E-13 213E-15 2 wﬁgTNl. ARPCIB, CALR, CAP1, CD9, CFLI, COROIC, FERMT3, FLNA, HSPAIB, ILK, ITGA2B, ITGB3, Msn, MYHO, PDIA3, PFN1, PPIA, RAPIB, RSU1, TLN1, TPM4, VCL, WDRI,
GO:0015629  actin cytoskeleton 237E-11 1.11E-13 17 Actb, ACTN1, ALDOA, ARPCIB, CAP1, CFLI, COROIC, FERMT3, FLNA, ILK, MYHY9, MYLI2A, TPMI, TPM3, TPM4, VCL, WDR1
GO:0019814  immunoglobulin complex 1.60E-09 7.53E-12 11 IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGKV3D-11, IGKV3D-7, IGLLS
GO:0042571  immunoglobulin complex, circulating 1.92E-09 9.03E-12 9 IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS
y Actb, ACTN1, ALDOA, ARHGDIB, ARPC1B, CAP1, CFLI, CORO1C, FERMT3, FLNA, GAPDH. HSPAIB, ILK, Msn, MYH9, MYLI12A, PEN1, PNP, TLN1, TMSB4X, TPM1, TPM3, TPM4,
GO:0005856  cytoskeleton 9.83E-09 4.62E-11 27 TUBAIC. TUBA4A. VCL. WDRI
GO:0030141  secretory granule 5.01E-08 2.35E-10 17 ACTNI, ALDOA, CALR, CAP1, CD9, FI3A1, FERMT3, HSPAIB, ITGA2B, ITGB3, PKM, PNP, PPIA, PRDX6, RAPIB, TMSB4X, VCL
cytoplasmic vesicle lumen 5.86E-08 2.75E-10 12 ACTNI, ALDOA, CALR, CAP1, FI3AL, FERMT3, PKM, PNP, PPIA, PRDX6, TMSB4X, VCL
platelet alpha granule 5.95E-08 2.79E-10 8 ACTNI, ALDOA, CD9, FI3A1, FERMT3, ITGA2B, ITGB3, TMSB4X
vesicle lumen 6.06E-08 2.85E-10 12 ACTNI, ALDOA, CALR, CAP1, FI3AL, FERMT3, PKM, PNP, PPIA, PRDX6, TMSB4X, VCL
secretory granule lumen 5.27E-07 2.47E-09 11 ACTNI, ALDOA, CAP1, FI3AL, FERMT3, PKM, PNP, PPIA, PRDX6, TMSB4X, VCL
secretory vesicle 7.86E-07 3.69E-09 17 ACTNI, ALDOA, CALR, CAP1, CD9, FI3A1, FERMT3, HSPAIB, ITGA2B, ITGB3, PKM, PNP, PPIA, PRDX6, RAPIB, TMSB4X, VCL
actomyosin 8.60E-07 4.04E-09 7 ACTNI, ILK, MYH9, TPM1, TPM3, TPM4, WDRI
external side of plasma membrane 8.85E-07 4.16E-09 12 CALR, CD9, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS, ITGA2B
GO 0009986 cell surface 2.15E-06 1.01E-08 16 CALR, CD9, IGHAL IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS, ITGA2B, ITGB3, Msn, PDIA3, TLN1
GO 044449 contractile fiber part 3.97E-06 1.86E-08 9 ACTNI, ALDOA, COROIC, FLNA, ILK, TPMI, TPM3, TPM4, VCL
myofibril 4.46E-06 2.09E-08 9 ACTNI, ALDOA, COROIC, FLNA, ILK, TPMI, TPM3, TPM4, VCL
GO 0043292 contractile fiber 6.75E-06 3.17E-08 9 ACTNI, ALDOA, COROIC, FLNA, ILK, TPMI, TPM3, TPM4, VCL
GO:0044433  cytoplasmic vesicle part 9.85E-06 4.62E-08 19 ACTNI, ALDOA, CALR, CAPI, CD9, COROIC, FI3Al, FERMT3, HSPAIB, ITGA2B, ITGB3, PDIA3, PKM, PNP, PPIA, PRDX6, RAPIB, TMSB4X, VCL
GO:0001726  ruffle 1.12E-05 5.24E-08 8 ACTNI, CFL1, COROIC, ITGB3, MYH9, PLEK, TLN1, TPM1
GO:0001725  stress fiber 1.13E-05 5.30E-08 6 ACTNL, ILK, MYH9, TPM1, TPM3, TPM4
contractile actin filament bundle 1.13E-05 5.30E-08 6 ACTNL, ILK, MYH9, TPM1, TPM3, TPM4
actin filament 1.55E-05 7.30E-08 7 Actb, ACTNI, FLNA, TPM1, TPM3, TPM4, WDR1
GO 0032432 actin filament bundle 2.04E-05 9.59E-08 6 ACTNL, ILK, MYH9, TPM1, TPM3, TPM4
GO:0005862  muscle thin filament tropomyosin 2.18E-05 1.02E-07 3 TPMI, TPM3, TPM4
GO:0030017  sarcomere 3.49E-05 1.64E-07 8 ACTNI, ALDOA, COROIC, FLNA, ILK, TPMI, TPM3, TPM4
y . Actb, ACTNI, BTK, CALR, CAP1, CD9, CFL1, COROIC, CP, FLNA, GAPDH, GPS, HSPAIB, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGKV3D-11, IGKV3D-7, IGLLS,
GO:0071944  cell periphery 372805 1.74E-07 37 ILK. ITGA2B. ITGB3. Msn. MYHS. PEN1. PLEK. RAP1B. SDPR. TLNI. TPMI. VCL. WDRI
GO:0098552  side of membrane 5.77E-05 2.71E-07 12 CALR, CD9, IGHAL IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS, ITGA2B
y Actb, ACTN1, ALDOA, ARHGDIB, ARPC1B, BTK, CALR, CFL1, FLNA, GAPDH, HSPAIB, ILK, Msn, MYH9, MYLI2A, PEN1, PKM, PLEK, PNP, PPIA, PRDX6, RAPIB, RSUI, SDPR, TAGLN2,
GO:0005829  eytosol 0.95E-05 326507 * TLNI. TMSBAX. TPMI. TPM3. TPM4. TUBA4A. VCL. WDRI. YWHAZ
GO:0032587  ruffle membrane 7.91E-05 3.71E-07 6 CFLI, COROIC, ITGB3, PLEK, TLN1, TPM1
y Actb, ACTNI1, BTK, CALR, CAP1, CD9, CFL1, COROIC, CP, FLNA, GAPDH, GPS, HSPAIB, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGKV3D-11, IGKV3D-7, IGLLS,
GO:0005886  plasma membrane 8.09E-05 380E-07 3 ILK. ITGA2B. ITGB3. Msn. MYHO. PLEK. RAPIB. SDPR. TLNI. TPM1. VCL. WDR1
GO:0031252  cell leading edge 8.68E-05 4.07E-07 10 Actb, ACTNI, CFLI, COROIC, ILK, ITGB3, MYH9, PLEK, TLN1, TPM1
GO:0031410  cytoplasmic vesicle 0.000128874 6.05E-07 2 ACTNI, ALDOA, ARHGDIB, BTK, CALR, CAP1, CD9, COROIC, FI3A1, FERMT3, HSPAIB, ITGA2B, ITGB3, PDIA3, PKM, PNP, PPIA, PRDX6, RAP1B, TMSB4X, VCL, YWHAZ
GO:0097708  intracellular vesicle 0.000131714 6.18E-07 22 ACTNI, ALDOA, ARHGDIB, BTK, CALR, CAP1, CD9, COROIC, FI3AL, FERMT3, HSPAIB, ITGA2B, ITGB3, PDIA3, PKM, PNP, PPIA, PRDX6, RAPIB, TMSB4X, VCL, YWHAZ
GO:0030863  cortical eytoskeleton 0.000288044 1.35E-06 6 Actb, CAP1, CFLI, FLNA, MYH9, WDR1
GO:0031093  platelet alpha granule lumen 0.000363446 1.71E-06 5 ACTNI, ALDOA, FI3A1, FERMT3, TMSB4X
GO:0044430  cytoskeletal part 0.000398276 1.87E-06 18 Actb, ACTN1, ARPCIB, CAP1, CFL1, FERMT3, FLNA, HSPAIB, ILK, MYH9, MYL12A, TPM1, TPM3, TPM4, TUBAIC, TUBA4A, VCL, WDR1
GO:1904813 ficolin-1-rich granule lumen 0.000404662 1.90E-06 6 ALDOA, HSPAIB, PKM, PNP, PPIA, VCL
GO:0005911 cell-cell junction 0.000554672 2.60E-06 9 Actb, ACTNI, CFLI, FLNA, ILK, ITGB3, RAP1B, VCL, WDR1

‘Number of downregulated profeins equal to 39

The result table shows 59
p-value £ 0.001

proteins, 4 genes

No-name, calmla, IGKV3D-11, and IGKV3D-7 ; 2 unkown: No-name and calmla.

Supplementary Table S3 -Result table of gene ontology analysis for downregulated proteins considering the biological process as classificator.

Actb, ALDOA, BTK, CAP1, CD9, FERMT3, FLNA, GPS, HSPAIB, IGHAI, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS, ILK, ITGA2B, ITGB3, Msn, MYH9, MYLI2A, PKM,

ACTNI, ALDOA, BTK, CAP1, CDY, FI3A1, FERMT3, FLNA, GAPDH, HSPAIB, IGHD, ITGA2B, ITGB3, MYH9, PKM, PLEK, PNP, PPIA, PRDX6, RAP1B, TAGLN2, TLN1, TMSB4X, TUBA4A,

Actb, ACTN1, ALDOA, ARPC1B, BTK, CALR, CAP1, CD9, FLNA, GAPDH, HSPAIB, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGKV3D-11, IGKV3D-7, IGLLS, ITGA2B,

ACTNI, ALDOA, BTK, CAP1, CDY, F13A1, FERMT3, FLNA, GAPDH, HSPAIB, IGHD, ITGA2B, ITGB3, MYH9, PKM, PLEK, PNP, PPIA, PRDX6, RAP1B, TAGLN2, TLN1, TMSB4X, TUBA4A,

Actb, ACTN1, ALDOA, ARHGDIB, ARPC1B, BTK, CALR, CAP1, CD9, CFL1, COROIC, CP, F13A1, FERMT3, FLNA, GAPDH, HSPAIB, IGHA, IGHA2, IGHD, IGHG2, IGHG3, IGHGA IGHV3-

Actb, ACTN1, ALDOA, ARPC1B, BTK, CALR, CAP1, CD9, COROIC, CP, FI3A1, FERMT3, FLNA, GAPDH, HSPAIB, IGHAI, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS,

GO D Term P-value Uncorrected Number Annotated genes
P-value annotated

’ lon . 3 g ‘Actb, ACTNI, ALDOA, ARPCIB, BTK, CALR, CAPL, CD9, COROIC, FISAL FERMT3, FLNA. HSPAIB, IGHAL, IGHA2, IGHD, IGHG2, IGHGS3, IGHG4, IGHV349, IGKC, IGLLS, ITGA2B,
GO:0016192  vesicle-mediated transport LOSE-19 9.40E-23 38 ITGE3. Msn. MYHO. PKM. PLEK. PNP. PPIA. PRDX6. RAPTR. TAGIN2. TLN1. TMSR4X. TUBA4A. VL WDRI
GO:0001775  cell activation 234E-19 2.08E-22 33 At ALDOA BTK, CAPL, CD9. FERMTS, FINA, GBS, I
G0:0002576  platelet degranulation 2.38E-17 2.12E-20 15 ACTNI, ALDOA, CD9, FI3AI, FERMT3, FLNA, ITGA2B, ITGB3, PLEK, TAGLN2, TLN1, TMSB4X, TUBA4A, VCL, WDRI
GO:0070527  platelet aggregation 1.80E-16 L61E-19 12 Actb, CD9, FERMT3, FLNA, ILK, ITGA2B, ITGB3, MYH9, MYLI2A, PLEK, TLNI, VCL
GO:0045055  regulated exocytosis L57E-15 1.40E-18 24 ACTNI, ALDOA, BTK, CAPL, CD9, FI3A1, FERMTS3, FLNA, HSPAIB, ITGA2B, ITGB3, MYH9, PKM, PLEK. PNP, PPIA, PRDX6, RAPIB, TAGLN2, TLNI, TMSB4X, TUBA4A, VCL, WDR1
GO:0034109  homotypic cell-cell adhesion 1.48E-14 1.32E-17 12 Actb, CD9, FERMT3, FLNA, ILK, ITGA2B, ITGB3, MYH9, MYLI2A, PLEK, TLNI, VCL
GO:0030168  platelet activation 1.78E-14 1.58E-17 14 Actb, CDO, FERMT3, FLNA, GPS, ILK, ITGA2B, ITGB3, MYH9, MYLI2A, PLEK, TLN1, VCL, YWHAZ
GO:0006887  exocytosis 3.03E-14 2.70E-17 24 ACTNI, ALDOA, BTK, CAPL, CD9, FI3A1, FERMTS3, FLNA, HSPAIB, ITGA2B, ITGB3, MYH9, PKM, PLEK. PNP, PPIA, PRDX6, RAPIB, TAGLN2, TLN1, TMSB4X, TUBA4A, VCL, WDR1
GO:0030036  actin cytoskeleton organization 4.94E-12 4.40E-15 20 Actb, ACTNI, ALDOA, ARHGDIB, ARPC1B, CALR, CAP1, CFLI, COROIC, FLNA, ILK, MYHO, PFN1, PLEK, TLN1, TMSB4X, TPM1, TPM3, TPM4, WDRI
GO:0007596  blood coagulation 2.85E-11 2.54E-14 15 Actb, CDO, FI3AL, FERMT3, FLNA, GPS, ILK, ITGA2B, ITGB3, MYH9, MYLI2A, PLEK, TLN1, VCL, YWHAZ
GO:0050817  coagulation 341E-11 3.04E-14 15 Actb, CDO, FI3AL, FERMT3, FLNA, GPS, ILK, ITGA2B, ITGB3, MYH9, MYLI2A, PLEK, TLN1, VCL, YWHAZ
GO0007010  cytoskeleton organization 348511 310514 25 Act ACTNI, ALDOA. ARHGDIB. ARPCI CALR. CAPI,CFLL, COROIC, FLNA. GAPDA. HSPAB LK. Min, MY, PN PLEK. TLNI, TMSBAX, TPMI. TPMS. TPM4, TUBAIC,
GO:0007599  hemostasis 3.57E-11 3.18E-14 15 Actb, CDO, FI3AL, FERMT3, FLNA, GPS, ILK, ITGA2B, ITGB3, MYH9, MYLI2A, PLEK, TLN1, VCL, YWHAZ
GO:0032940 secretion by cell 3.83E-11 3.42E-14 26 VCL. WDR!
GO:0030029  actin filament-based process 5.64E-11 5.03E-14 20 Actb, ACTNI, ALDOA, ARHGDIB, ARPC1B, CALR, CAP1, CFLI, COROIC, FLNA, ILK, MYHO, PFN1, PLEK, TLN1, TMSB4X, TPM1, TPM3, TPM4, WDRI
G0:0002376  immune system process 94411 S41E-14 35 TTGR3. Msn. MYH9. PDIA3. PKM. PLEK. PNP. PPIA. PRDX6. RAPIR. VCI. WDR1
GO:0008037 cell recognition 201E-10 1.79E-13 13 ALDOA, CD9, IGHAL IGHA2, IGHD, IGHG2, IGHG3, IGHGS, IGHV3-49, IGKC. IGLLS, Msn, YWHAZ
GO:0046903 secretion 2.96E-10 2.64E-13 26 VCL. WDRI
GO:0042060  wound healing 3.28E-10 2.92E-13 17 Actb, CDY, FI3AI FERMT3, FLNA, GPS, ILK, ITGA2B, ITGB3, MYH9, MYLI2A, PKM, PLEK, TLN1, TPMI, VCL, YWHAZ
GO:0006909  phagocytosis 3.96E-10 3.53E-13 15 Actb, ARPCIB, CALR, COROIC, IGHAI, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS, ITGB3, MYH9
GO:0002443  leukocyte mediated immunity 8.66E-10 7.72E-13 20 ALDOA, BTK, CAP1, HSPAIB, IGHAL IGHA2, IGHD, IGHG2, IGHG3, IGHGA, IGHV3-49, IGKC, IGLLS, PKM, PNP, PPIA, PRDX6, RAPIB, VCL, WDRI
GO:0002252  immune effector process 9.64E-10 8.59E-13 23 Actb, ALDOA, ARPCIB, BTK, CAP1, FLNA, HSPAIB, IGHAL IGHA2, IGHD, IGHG2, IGHG3, IGHGA, IGHV3-49, IGKC, IGLLS, PKM, PNP, PPIA, PRDX6, RAP1B, VCL, WDR1
GO0051179localization LHE-09 9-90E-13 A 49 IGKC. IGLLS. LK. ITGA2R. ITGR3. Msn. MYHO. PEN1. PKM. PLEK. PNP. PPIA. PRDX6. RAPIB. TAGLN2. TENT. TMSB4X. TPMI. TUBAIC. TUBA4A. VCL. WDRI. YWHA

. . ’ . Actb, ACTNI, ALDOA, ARPCIB, BTK, CALR, CAPL, CD9, COROIC, CP. FI3A1, FERMT3, FLNA, GAPDH, HSPAIB, IGHAI IGHA2, IGHD, IGHG2, IGHG3, IGHGA, IGHV3-49, 10K, 1GLL,
GO:0006810  transport 1.26E-09 1L13E-12 42 ITGA2B. ITGR3. Msn. MYHO. PKM. PLEK. PNP. PPIA. PRDX6. RAPIR. TAGLN2. TINI. TMSBAX. TUBAIC. TURA4A. VCL. WDR1. YWHAZ
GO:0051234  establishment of localization 2:96E-09 2:64E-12 42 ITGAR. ITGR3. Msn. MYHO. PKM. PLEK. PNP. PPIA. PRDX6. RAPIR. TAGLN2. TLNI. TMSB4X. TUBAIC. TUBASA. VCL. WDRI. YWHAZ
GO:0009611  response to wounding 6.01E-09 5.35E-12 17 Actb, CDY, FI3AI FERMT3, FLNA, GPS, ILK, ITGA2B, ITGB3, MYH9, MYLI2A, PKM, PLEK, TLN1, TPMI, VCL, YWHAZ
GO:0050878  regulation of body fluid levels 1.23E-08 110E-11 15 Actb, CDO, FI3AL, FERMT3, FLNA, GPS, ILK, ITGA2B, ITGB3, MYH9, MYLI2A, PLEK, TLN1, VCL, YWHAZ
GO:0006911  phagocytosis, engulfinent 135E-08 1.20E-11 10 IGHAIL IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS, MYH9
GO:0050853 B cell receptor signaling pathway 2.19E-08 1.95E-11 10 BTK. IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS
GO:0007015 actin filament organization 224E-08 2.00E-11 14 ACTNI, ALDOA, ARPCIB, CAP1, CFLI, COROIC, FLNA, PFN1, PLEK, TMSBA4X, TPMI, TPM3, TPM4, WDR1
GO:0099024  plasma membrane invagination 2.50E-08 223E-11 10 IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS, MYH9
GO:0006910  phagocytosis, recognition 3.04E-08 2.71E-11 9 IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS
GO:0010324  membrane invagination 4.20E-08 3.74E-11 10 IGHAIL IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS, MYH9
GO:0007155  cell adhesion 4.56E-08 4.06E-11 2 Actb, ACTNI, ARHGDIB, CALR, CD9, COROIC, FERMT3, FLNA, GPS, IGFALS, ILK, ITGA2B, ITGB3, Msn, MYH9, MYLI2A, PLEK, PNP, RSUI, TLN1, TPMI, VCL
GO:0072376  protein activation cascade 4.72E-08 4.20E-11 11 FI3AL GPS, IGHAL IGHA2, IGHD, IGHG2, IGHG3, IGHGS, IGHV3-49, IGKC, IGLLS
GO:0022610  biological adhesion 5.02E-08 447E-11 2 Actb, ACTNI, ARHGDIB, CALR, CD9, COROIC, FERMT3, FLNA, GPS, IGFALS, ILK, ITGA2B, ITGB3, Msn, MYH9, MYLI2A, PLEK, PNP, RSUIL, TLN1, TPMI, VCL
GO:0045321  leukocyte activation 7.59E-08 6.76E-11 21 ALDOA, BTK, CAP1, HSPAIB, IGHAL IGHA2, IGHD, IGHG2, IGHG3, IGHGA, IGHV3-49, IGKC, IGLLS, Msn, MYH, PKM, PNP, PPIA, PRDX6, RAPIB, VCL
GO:0050871  positive regulation of B cell activation ~ 7.72E-08 6.88E-11 10 BTK, IGHAL IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS

it of cell or subcellula
GO:0006925  Mmovement of cell or subeellular 95508 R 2% Ao, ACTNI, ARIIGDIB, CALR, CAP1, CD9, CFLI, COROIC, FERNITS, FLNA, IGHAL IGHA2,IGKC ILK, ITGA, ITGB3, Msn, MYII9, PN, PPLA, TNISBAX, TPML TPMS3, TPM, VCL,
component WDRI

GO0065008  regulation of biological quality LOTE07 0.SIE-11 35 Actb, ALDOA, ARPCIB, BTK, CALR, CD9, CFLI, CP, FI3AL FERMT3, FLNA, GAPDH, GPS, HSPAIB, IGHAL IGHA2, IGHG3, IGKC, ILK, ITGA2B, ITGB3, Msn, MYH9, MYLI2A, PDIA3,

PEN1. PLEK. PRDX6. RAPIB. TLN1. TMSB4X. TPMI. VCL. WDRI. YWHAZ
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ACTNI, ALDOA, ARPCIB, CAP1, CFLI, COROIC, FLNA, HSPAIB, ILK, PFN1, PLEK, TMSB4X, TPM1, TPM3, TPM4, WDR1

Actb, ARHGDIB, CALR, CAP1, CD9, CFLI, COROIC, FERMT3, FLNA, IGHAL, IGHA2, IGKC, ILK, ITGA2B, ITGB3, Msn, MYH9, PFN1, PPIA, TMSB4X, TPMI, VCL, WDR1

Actb, ARHGDIB, CALR, CAP1, CD9, CFLI, COROIC, FERMT3, FLNA, IGHAL, IGHA2, IGKC, ILK, ITGA2B, ITGB3, Msn, MYH9, PFN1, PPIA, TMSB4X, TPMI, VCL, WDR1

ARHGDIB, CALR, CAP1, CD9, CFLI, COROIC, FERMT3, FLNA, IGHAI, IGHA2, IGKC, ILK, ITGA2B, ITGB3, Msn, MYHY, PFN1, PPIA, TMSB4X, TPM1, VCL, WDR1

Actb, ARPCIB, CALR, CAP1, CD9, COROIC, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS, ITGB3, MYH9

Actb, ACTN1, ALDOA, ARHGDIB, ARPC1B, CALR, CAP1, CD9, CFL1, COROIC, FERMT3, FLNA, GAPDH, HSPAIB, IGHAI, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS,
ILK. ITGA2B. ITGB3. Msn. MYH9. PFN1. PLEK. PPIA. RAP1B. SDPR. TLN1. TMSB4X. TPM1. TPM3. TPM4. TUBAIC. TUBA4A. VCL. WDR1. YWHAZ

Actb, ARPCIB, BTK, CFLI, F13A1, FERMT3, FLNA, HSPAIB, IGHAI, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS, ILK, ITGA2B, ITGB3, Msn, MYH9, PDIA3, PFN1, PLEK,
PPIA, RAPIB, TLN1, TMSB4X, YWHAZ

BTK, IGHAI, IGHA, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS

Actb, ACTNI, ALDOA, ARHGDIB, ARPC1B, CALR, CAP1, CD9, CFL1, COROIC, FERMT3, FLNA, GAPDH, HSPAIB, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS,
ILK, ITGA2B, ITGB3, Msn, MYH9, PFN1, PLEK, PPIA, RAP1B, SDPR, TLN1, TMSB4X, TPM1, TPM3, TPM4, TUBAIC, TUBA4A, VCL, WDR1, YWHAZ

Actb, CALR, CD9, COROIC, IGHAI, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS, MYH9, PPIA, SDPR, YWHAZ
FERMTS3, FLNA, ILK, ITGA2B, ITGB3, MYH9, PLEK, TLN1

IGHAL IGHA2, IGHD, IGHG2, IGHG3, IGHGA4, IGHV3-49, IGKC, IGLLS

Actb, ARPCIB, CALR, CAP1, CD9, COROIC, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS, ITGB3, MYH9
Actb, ARHGDIB, CALR, CAP1, CD9, CFL1, COROIC, FERMT3, FLNA, IGHAL, IGHA2, IGKC, ILK, ITGA2B, ITGB3, Msn, MYH9, PFN1, PPIA, TMSB4X, TPMI, VCL, WDR1

IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS

BTK, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV349, IGKC, IGLLS

Actb, ACTNI, CD9, COROIC, FLNA, ILK, RAP1B, TLN1, VCL, WDR1

BTK, IGHAI, IGHA, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS

BTK, IGHAI, IGHA, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS, PLEK, PNP

Actb, BTK, CALR, CD9, FI3A1, FERMT3, FLNA, GAPDH, GPS, HSPAIB, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS, ILK, ITGA2B, ITGB3, MYH9, MYLI2A,
PDIA3. PKM. PLEK. PRDX6. TLN1. TMSB4X. TPMI. VCL. YWHAZ

IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS

BTK, IGHAI, IGHA, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS, PNP

Actb, ALDOA, ARPC1B, BTK, CAP1, GAPDH, HSPAIB, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGKV3D-11, IGKV3D-7, IGLLS, PKM, PNP, PPIA, PRDX6, RAP1B,
VL

Actb, ACTNI, CD9, COROIC, FLNA, ILK, RAPIB, TLN1, VCL, WDR1

Actb, ARPCIB, BTK, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS
ARHGDIB, ARPC1B, CFL1, FLNA, ILK, MYH9, PFN1, PLEK, TMSB4X, TPM1, WDR1

BTK, IGHAL, IGHA, IGHD, IGHG2, IGHG3, IGHG4, IGHV349, IGKC, IGLLS, PNP

Actb, ACTN1, ALDOA, CALR, CAP1, CD9, CFLI, COROIC, FERMT3, FLNA, ILK, ITGB3, Msn, MYH, TPMI, VCL, WDR1
BTK, CDY, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS, PLEK, PNP

Actb, ARPCIB, BTK, IGHAI, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS

Actb, ACTNI, ALDOA, CALR, CAPI, CFLI, COROIC, FERMT3, FLNA, ILK, ITGB3, Msn, MYH9, TPMI, VCL, WDR1
BTK, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV349, IGKC, IGLLS

Actb, ARPCIB, BTK, HSPAIB, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS

BTK, IGHAI, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS
ACTNI, CALR, COROIC, FERMT3, FLNA, ILK, ITGA2B, ITGB3, RSUI, VCL

Actb, ALDOA, ARHGDIB, ARPCIB, BTK, CALR, CAP1, CDY, CFL1, COROIC, F13A1, FERMT3, FLNA, GAPDH, GPS, HSPAIB, IGFALS, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3
49, 1GKC, IGKV3D-11, IGKV3D-7, IGLLS, ILK, ITGA2B, ITGB3, Msn, MYHY9, MYLI2A, PDIA3, PEN1, PKM, PLEK, PNP, PPIA, PRDX6, RAP1B, RSU1, TLN1, TMSB4X, TPM1, VCL, YWHAZ

ARHGDIB, ARPCIB, CFL1, FLNA, ILK, PFN1, PLEK, TMSB4X, TPM1, WDR1

Actb, ARPCIB, BTK, HSPAIB, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS

GAPDH, IGHAI, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS
Actb, CD9, FERMT3, FLNA, ILK, ITGA2B, ITGB3, Msn, MYH9, MYL12A, PLEK, PNP, TLNI, VCL

ACTNI, ARHGDIB, CALR, CD9, COROIC, FERMT3, FLNA, ILK, ITGA2B, ITGB3, Msn, PFN1, TMSB4X, TPMI, VCL

ARHGDIB, CALR, CD9, COROIC, FERMT3, FLNA, ILK, ITGA2B, ITGB3, Msn, PFN1, TMSB4X, TPMI, VCL
BTK, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV349, IGKC, IGLLS

BTK, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV349, IGKC, IGLLS

Actb, ARPCIB, BTK, HSPAIB, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS
ARPCIB, CFLI, FLNA, HSPAIB, PFN1, PLEK, TPM1, WDR1

CALR, CD9, IGHAL, IGHA2, IGKC, ITGA2B, ITGB3, Msn, MYH9, PPIA, WDR1
ARHGDIB, CALR, CAPI, CFLI, COROIC, ILK, ITGB3, MYH9, PFNI, TMSB4X

Actb, ACTN1, ARPCIB, BTK, CALR, CFLI, COROIC, FERMT3, FLNA, GAPDH, HSPAIB, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS, ILK, ITGA2B, ITGB3, Msn,
MYHO, PDIA3, PFN1, PKM, PLEK, PNP, PPIA, PRDX6, RAPIB, RSUI, TMSB4X, TPM1, WDR1, YWHAZ

BTK, IGHAL, IGHA, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS, Msn, MYH9, PNP
BTK, IGHAI, IGHA, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS, PNP

Actb, CAP1, CFLI, ILK, Msn, MYH, RAP1B, WDR1

Actb, ARPCIB, BTK, CALR, HSPAIB, IGHAI, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS, ITGA2B, PNP

ARHGDIB, CALR, CD9, COROIC, FERMT3, FLNA, ILK, ITGA2B, ITGB3, Msn, PFN1, TMSB4X, TPMI, VCL

ACTNI, ARPCIB, BTK, CALR, CFLI, COROIC, FERMT3, FLNA, GAPDH, HSPAIB, IGHAI, IGHA2, IGHD, IGHG2. IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS, ILK, ITGA2B, ITGB3, Msn,
MYH9. PDIA3. PFN1. PLEK. PNP. PPIA. PRDX6. RAPIB. TMSB4X. TPM1. WDRI. YWHAZ

CALR, COROIC, FERMT3, FLNA, ILK, ITGB3

ARPCIB, CFLI, FLNA, HSPAIB, PFN1, PLEK, TPM1, WDR1
ALDOA, BTK, CAP1, HSPAIB, PKM, PNP, PPIA, PRDX6, RAPIB, VCL, WDR1
ARHGDIB, ARPCIB, CFL1, FLNA, HSPAIB, ILK, PFN1, PLEK, TMSB4X, TPMI, WDR1

FERMTS3, PLEK, RAP1B, TLN1
IGHAL IGHA2, IGHD, IGHG2, IGHG3. IGHG4, IGHV3-49, IGKC, IGLLS

Number of downregulated proteins equal to 59

The result table shows 59

p-value <= 0.001

proteins: 4 genes

No-name, calmla, IGKV3D-11, and IGKV3D-7 ; 2 unkown: No-name and calmla.

Supplementary Table S4 -Result table of gene ontology analysis for downregulated proteins considering the molecular function as classificator.

GOID Term P-value Uncorrected Number Annotated genes
P-value annotated

GO:0003779  actin binding 6.82E-13 5.78E-15 17 ACTNI, ALDOA, ARPCIB, CAP1, CFLI, COROIC, FLNA, Msn, MYH9, PFN1, TLN1, TMSB4X, TPM1, TPM3, TPM4, VCL, WDR1
GO:0050839  cell adhesion molecule binding 6.08E-12 5.15E-14 17 ACTNI, ALDOA, CALR, CD9, FERMT3, FLNA, ILK, ITGB3, Msn, MYH9, PFN1, PKM, PRDX6, TAGLN2, TLNI, VCL, YWHAZ
GO:0034987  immunoglobulin receptor binding 35SE-11 301E-13 10 FLNAIGHAL IGHA2, IGHD, IGHG2, IGHG3, IGHGA, IGHY3-49, IGKC, IGLLS
GO:0051015  actin filament binding 1.75E-09 1.49E-11 11 ACTNI, ARPCIB, CFL1, COROIC, FLNA, MYH9, TLN1, TPMI, TPM3, TPM4, WDR1
GO:0008092  cytoskeletal protein binding 4.47E-09 3.79E-11 19 Actb, ACTNI1, ALDOA, ARPCIB, CAP1, CFLI, COROIC, FLNA, GAPDH, Msn, MYH9, PFN1, TLN1, TMSB4X, TPM1, TPM3, TPM4, VCL, WDR1
GO:0044877  protein-containing complex binding 1.61E-08 1.36E-10 20 Actb, ACTNI1, ARPCIB, CALR, CD9, CFL1, COROIC, FERMT3, FLNA, ILK, ITGA2B, ITGB3, MYH9, PKM, RAPIB, TLNI, TPMI, TPM3, TPM4, WDR1
GO:0003823  antigen binding 5.63E-07 4.77TE-09 9 IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLL5
GO:0005102  signaling receptor binding 7.19E-07 6.09E-09 21 ACTNI, CALR, CD9, CFL1, FERMT3, FLNA, HSPAIB, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4, IGHV3-49, IGKC, IGLLS, ILK, ITGB3, Msn, MYH9, TLN1
GO:0005178  integrin binding 9.23E-07 7.82E-09 8 ACTNI, CALR, CD9, FERMT3, ILK, ITGB3, MYH9, TLN1
GO:0005200  structural constituen of cytoskeleton  3.67E-06 311E-08 7 Acb, ARPCIB, Msn, TLNL TPMI, TUBAIC, TUBAIA
GO:0045296  cadherin binding 4.23E-06 3.59E-08 10 ALDOA, FLNA, MYH9, PFN1, PKM, PRDX6, TAGLN2, TLN1, VCL, YWHAZ

Actb, ACTNI, ALDOA, ARHGDIB, ARPC1B, BTK, CALR, CAPI, CD9, CFL1, COROIC, CP, FERMT3, FLNA, GAPDH, GP5, HSPAIB, IGFALS, IGHAL, IGHA2, IGHD, IGHG2, IGHG3, IGHG4,
GO:0005515 pmlein bll'ldll’lg 1.37E-05 1.16E-07 54 IGHV3-49, IGKC, IGLLS, ILK, ITGA2B, ITGB3, Msn, MYH9, MYLI12A, PDIA3, PFN1, PKM, PLEK, PNP, PPIA, PRDX6, RAP1B, RSUI, SDPR, TAGLN2, TLNI, TMSB4X, TPMI1, TPM3, TPM4,

TURAIC. TURA4A. VCI. WDRI_YWHAZ

Number of downregulated proteins cqual to 59

The result table shows 59

p-value <= 0.001

proteins: 4 genes

No-name, calmla, IGKV3D-11, and IGKV3D-7 ; 2 unkown: No-name and calmla.

Supplementary Table S5 - Result table of gene ontology analysis for upregulated proteins considering the cellular component as classificator.

GOID Term P-value Uncorrected Number Annotated genes
P-value annotated
GO:0005615 _ extracellular space T83E07  333E-09 11 BB, HBG2, HGFAC, LAMP2, MASP2, MSTI, PIT6, PRDX2, SHBG, STXBP2, TNXB
GO:0044421  extracellular region part 36107 6.56E-09 1l HBB,HBG2, HGFAC, LAMP2, MASP2, MSTI, PI16, PRDX2, SHBG, STXBP2, TNXB
GO:0005576  extracellular region 366E06  6.66E-08 1l HBB, HBG2, HGFAC, LAMP2, MASP2, MSTI, PI16, PRDX2, SHBG, STXBP2, TNXB



GO:0031838
GO:0005833
GO0:0070062
GO:1903561
G0:0043230
G0:0070820

haptoglobin-hemoglobin complex
hemoglobin complex
extracellular exosome
extracellular vesicle

extracellular organelle

tertiary granule

0.000701262
0.000856837
0.00190081
0.00202999
0.00206181
0.00490937

1.28E-05
1.56E-05
3.46E-05
3.69E-05
3.7SE-05
8.93E-05

PO

HBB, HBG2

HBB, HBG2

HBB, LAMP2, MASP2, PRDX2, SHBG, STXBP2, TNXB
HBB, LAMP2, MASP2, PRDX2, SHBG, STXBP2, TNXB
HBB, LAMP2, MASP2, PRDX2, SHBG, STXBP2, TNXB
HBB, LAMP2, STXBP

Number of upregulated proteins equal to 11

The result table shows 11 genes annotated

p-value <=0.01

Supplementary Table S6 -Result table of gene ontology analysis for upregulated proteins considering the biological process as classificator.

GOID Term P-value Uncorrected Number Annotated genes
P-value annotated

GO:0042744 _ hydrogen peroxide catabolic process  0.000115396 639507 3 HBB, HBG2, PRDX2
GO:0042743  hydrogen peroxide metabolic process  0.00064132 354606 3 HBB, HBG2, PRDX2
GO:0017001  aniibiotic catabolic process 0.000713437 394E06 3 HBB, HBG2, PRDX2
GO:0051187  cofactor catabolic process 0.00105546 SS3E06 3 HBB, HBG2, PRDX2
GO:0098869 cellular oxidant detoxification 000380292 210805 3 HBB, HBG2, PRDX2
GO:0015671  oxygen transport 0.00466117 258605 2 HBB, HBG2

GO:1990748  cellular detoxification 000518364 286605 3 HBB, HBG2, PRDX2
GO:0098754  detoxification 000846904 468E05 3 HBB, HBG2, PRDX2
GO:0015669 _gas transport 0.00874556 483605 2 HBB, HBG2

Number of upregulated proteins equal to 11

The result table shows 11 genes annotated

p-value <=0.01

Supplementary Table S7 -Result table of gene ontology analysis for upregulated proteins considering the molecular function as classificator.

GO D Term P-value Uncorrected Number Annotated genes
P-value annotated
GO:0004601 _ peroxidase activity 9.62E05 283606 3 HBB, HBG2. PRDX2
GO:0031721  hemoglobin alpha binding 9.65E-05 2.84E-06 HBB, HBG2
GO:0016684  oxidoreductase activity, acting on 0000120469 3.54E-06 3 HBB, HBG2, PRDX2
peroxide as acceptor

GO:0030492  hemoglobin binding 0.000346912 1LO2E-05 2 HBB, HBG2
GO:0031720  haptoglobin binding 0.000346912 LO2E-05 2 HBB, HBG2
GO:0016209  antioxidant activity 0.000440705 1.30E-05 3 HBB, HBG2, PRDX2
GO:0005344  oxygen carrier activity 0.000750726 221E-05 2 HBB, HBG2
GO:0004252  serine-type endopeptidase activity 0.00303488 8.93E-05 3 HGFAC, MASP2, MSTI
GO:0008236  serine-type peptidase activity 0.00440731 0.000129627 3 HGFAC, MASP2, MSTI
GO:0017171  serine hydrolase activity 0.00469367 0.000138049 3 HGFAC, MASP2, MSTI
GO:0019825 __oxygen binding 0.0056884 0.000167306 2 HBB. HBG2

Number of upregulated proteins equal to 11

The result table shows 11 genes annotated

p-value <=0.01
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Table S8. Summary of mutations in ATP7A gene
. Location in protein Population/
E 1 Ph Ref
xon Nucleotide domains (ATP7A) enotype number of cases eferences
3 c.611_612AA del Near the MBD2 MD
Between the MBD2
4 c.818 _819ATdel and MBD3 MD
4 c.979Adel Near the MBD3 MD
Between the MBD3
4 c.1168Gdel and MBDA4 MD
9 c.2157 2158ATin TM1 MD
10 ¢.2499_2500Cins TM4 MD
Between the P-
18 ¢.3778Gdel domain and N- MD
domain
Between the P-
18 c.3802Tdel domain and N- MD
domain Japanese / 66 [1]
Between the MBD3
4 c.1152A>T and MBD4 MD
Between the MBD3
4 c.1175A>G and MBDA4 MD
13 c.2828A>T Near the A-domain MD
15 c.3102G>A TM6 MD
16 c.3282C>T P-domain MD
20 c.4060C>G N-domain MD
23 c.A4394G Near the TMS8 MD
4 c.1403G>T Near the MBD4 MD
5 c.1618C>A Near the MBD5 MD
Between the MBD5
6 c.1793G>T and MBD6 MD
15 c.2972C>A TM6 dHMN Italian / 2 [2]
21 c.4067G>C ™7 MD American /1 [3]
22 c4222A >T TMS8 OHS Ttalian / 1 [4]
4 c.907C>T MBD3 MD
5 c.1519G>T MBD5 MD
7 c.1747G>T MBD6 MD
15 ¢.3067_3096del30 P-domain MD
21 c.4108_4113del ATTCCC TM7 MD
5 c.1355_1356delTA MBD4 MD Italian / 25 [5]
3 c.467delA MBD1 MD
4 c.865_868delAAATiIns24 MBD3 MD
Between TM3 and
10 ¢.2313dupG ™4 MD
18 c.3539T>A N-domain MD
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c.4222A>T
c.2179G > A
c.3352G>A
¢.532G>T
c.589C>T
c.601C>T
c.1460C>A
c.1585G>T
c.1639C>T
c.1734C>A
c.1874T>R
c.2531G>A
c.2579G>T
c.2618T>G
€.2626G>C
c.2771G>A
€.2998T>C
c.3131A>G
c.3844A>G
¢.3974C>T
c.3043G>A
c.1885G>C
c.2059A>G
c.2179G>A
c.2609A>G
c.3013G>A
c.3043G>A
c.3143C>T
c.3293A>C
c.4177A>G
c.721C>T
€.2944G>T
c.4085C>A
c.4117G>C
c.4118C>T
c.4190C>T
c.4190C>T

T™MS8
N-domain
MBD2
MBD2
MBD2
MBD5
MBD5
MBD5
MBD6
MBD6
A-domain
A-domain
A-domain
A-domain
A-domain
T™6
P-domain
P-domain
P-domain
T™6
MBD1
™1

™1
P-domain
N-domain
N-domain
P-domain
P-domain
T™MS8
MBD2
N-domain
™7

™7

™7

T™MS8

TMS8

MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD
MD

Chinese / 24
Japanese / 11
European / 517
American / 24
American/ 1
Japanese / 17
Japanese / 35
European / 341
American / 41
American /24

European / 2

European / 40

*

*

American / 36
*

[6]
[7]
(8]
9]
(10]
(11]
(12]
[13]
[14]
[

[15]

[16]
[17]

[13]
(18]

[19]
[15, 20]

Menkes disease (MD); Occipital horn syndrome (OHS); Distal hereditary motor neuropathy (dHMN); Del:
deletion; In: insertion; MBD: heavy metal binding domain (Cu, 1-6); TM: transmembrane domain (1-8); A

domain: activation domain; P domain: phosphorylation domain and; N domain: nucleotide domain. ‘Non
reported
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