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A ProwinAcc Position AA; AA; Description

P10646-2 21 N S Isoform Beta of Tissue factor pathway inhibitor OS=Homo saplens GN=TFP|
Results
[#] Prediction/Confidence
HumDiv

This mutation is predicted tobe BENIGN  with a score of 0.194 (sensitivity: 0.92; specificity: 0.87)

. 0,60 0.00 1.00

=] HumVar
This mutation is predicted tobe BENIGN  with a score of 0.045 (sensitivity: 0.93; specificity: 0.62)

TFPI rs7586970 T/C

B Protein Acc  Position AA; AA;  Description
Canonical; RecName: Full=A disintegrin and metalioproteinase with thrombospondin motifs 7. Short=ADAM-TS 7: Short=ADAM-TS7.

QRUKPS o S P Shot=ADAMTS.7; EC=3.4.24... AtName: Ful=COMPase; Fiags: Procursor: Length: 1686

Results

[# Prediction/Confidence PolyPhen-2v2
HumDiv

This mutation is predicted to be  BENIGN  with a score of 0.000 (sensitivity: 1.00. specificity: 0.00)

This mutation is predicted to be  BENIGN  with a score of 0.001 (sensitivity: 0.99. specificity: 0.09)

“e
=] Humvar

ADAMTS7 rs3825807A/G

C 221N 0.000.000.000.000.000.000.000.000.000.000.000.001.000.000.000.00[0:00p.000.000.000.00
222A 0.00 1.000.000.000.000.000.000.000.000.000.000.000.000.000.000.000.000.000.000.000.00
223A 0.00 1.000.000.000.000.000.000.000.000.000.000.000.000.000.000.000.000.000.000.000.00
224H 0.00 0.000.000.000.000.000.001.000.000.000.000.000.000.000.000.000.000.000.000.000.00
2251 0.00 0.000.000.000.000.000.000.001.000.000.000.000.000.000.000.000.000.000.000.000.00

pos A€ D E F G H IL/IKLMN®PQRSTVWY

Substitution at pos 221 from N to S is predicted to AFFECT PROTEIN FUNCTION with a score of 0.00.
Median sequence conservation: 4.32
Sequences represented at this position:l

TFPI rs7586970 T/C

D pos A C D E FGH I KLMNZPAQR STUVWY

210P 1.00 0.730.100.641.000.270.400.300.270.790.440.150.480.330.570.500.670.550.390.08 0.37
211E 1.00 0.620.040.581.000.040.300.100.130.660.210.070.460.210.430.370.590.410.200.010.04
212L 1.00 0.430.090.150.240.290.170.150.500.241.000.230.170.170.190.190.320.350.560.06 0.25
213E 1.00 0.240.020.421.000.020.120.040.060.430.090.030.150.090.420.150.410.170.090.010.01
2145 1.00 0.650.180.470.490.680.500.590.410.520.680.230.6(0.270.470.470.670.520.530.18 1.00

Substitution at pos 214 from S to P is predicted to be TOLERATED with a score of 0.27.
Median sequence conservation: 3.34
Sequences represented at this position:7

ADAMTS7 rs3825807A/G
Supplementary Figure 1. Predicted results of effect of variants on protein expression. (A and B) Polyphen2 analysis results show

that the effects of rs7586970 and rs3825807 variations on TFPl and ADAMTS7 are benign. (C and D) SIFT software analysis results show that
rs7586970 variation affects function of TFPI protein,but rs3825807 variation did not affect the function of the ADAMTS7 protein.
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Supplementary Figure 2. Prediction of splicing factors and motif analysis of TFPI rs7586970 and ADAMTS7 rs3825807. (A)
Function annotation of TFPI rs7586970 T/C. The TFPI rs7586970-C variant disrupts the binding site of Tra2B (Transformer-2 protein homolog
beta) and PTB (polypyrimidine tract binding protein polypyrimidine tract binding protein) and changes the splice position of the splicing
factor in SRp20. (B) Function annotation of ADAMTS7 rs3825807 A/G. The ADAMTS7 rs3825807-G variant changes the splicing position of
hnRNPF (Heterogeneous nuclear ribonucleoproteins F) and hnRNPA2B1 (Heterogeneous nuclear ribonucleoproteins A2B1).
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Supplementary Figure 3. Spatial Structural Prediction of Mutant Protein. (A) Spatial structural of TFPI rs7586970 T. (B) Amino acid
in TFPI rs7586970 T. (C) Spatial structural of TFPI rs7586970 C. (D) Amino acid in TFPI rs7586970 C. (E) Spatial structural of ADAMTS7
rs3825807 A. (F) Amino acid in ADAMTS7 rs3825807 A. (G) Spatial structural of ADAMTS7 rs3825807 G. (H) Amino acid in ADAMTS7
rs3825807 G. () Comparing structure of TFPI rs7586970 T and TFPI rs7586970 C. (J) Comparing structure of ADAMTS7 rs3825807 A and
ADAMTS7 rs3825807 G.
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Supplementary Figure 4. IMP interactive pathway analysis of TFPl and ADAMTS?7 in longevity. Relationship confidence (RC): Edge
weights in the above network, which reflect the probability that the two connected genes are functionally related. Functional gene network :
genes connected by an edge in a functional network are predicted to participate in similar biological process.
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MAPK signaling pathway

Complement and coagulation cascades
Alzheimer disease

PI3K-Akt signaling pathway
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Supplementary Figure 5. KEGG pathway enrichment.
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Supplementary Figure 6. Mechanism or interactive pathway of TFPl, ADAMTS7 and APOE in lipid metabolism homeostasis
in longevity. Cholesterol metabolism: LRP1: Low Density Lipoprotein Receptor (LDLR) Associated Proteinl. APOE: Apolipoprotein E.
ARH: LDLRAP1, low density lipoprotein receptor adapter protein 1. DAB2: disabled homolog 2. LAL: LIPA, lysosomal acid lipase/cholesteryl
ester hydrolase. NPC1: Niemann-Pick C1 protein. NPC2: Niemann-Pick C2 protein. ORP5: oxysterol-binding protein-related protein 5. SOAT:
sterol-O-acyltransferase. SORT1: sortilin. ApoB: apolipoprotein. B. LDL: Low Density Lipoprotein. VLDL: Very low Density Lipoprotein. CE:
Cholesterol ester. FC: Cholesterol. TG: Triacylglycerol.
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Supplementary Figure 7. Random effects meta-analysis results for TFPI rs7586970 and TFPI plasma levels under a
codominant genetic model. Carriers of the rs7586970 T allele have a significantly reduced risk of venous thrombosis. Meta-analysis
results showed that among 1829 venous thrombosis patients and normal controls, plasma TFPI concentration was significantly reduced in
carriers of the rs7586970 T allele (p=0.03, OR=0.87).
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