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Table S1. Summary of covariate testing in overall survival model building.

p-value
Covariate Base Uni-covariate Bi-coveriate Three-Covariate
Age (years) <0.001 + + +
GPX1 (Pro/Pro and Pro/Leu vs Leu/Leu) n.s. n.s. n.s. n.s.
GSTM1 (null vs active) <0.05 <0.05 + +
Nrf2 (C/A and A/A vs C/C) n.s. n.s. n.s. n.s.
SOD2 (Val/Ala vs Val/Val) n.s. n.s. n.s. n.s.
SOD2_GPX1 n.s. <0.05 n.s. n.s.
SOD2_GSTM1 n.s. n.s. n.s. n.s.
SOD2_Nrf2 n.s. n.s. n.s. n.s.
GPX1_Nrf2 n.s. <0.05 <0.05 +
GPX1 _GSTM1 n.s. n.s. n.s. n.s.
Nrf2_GSTM1 n.s. n.s. n.s. n.s.

n.s. — not significant; + - covariate included in the model.

Table S2. Final population parameter values for the overall survival model.

Parameter Estimated Value Standard Error
Tpop 139 17.8
Age (years) effecton T -2.27 0.5
GSTM1 (null) effecton T -0.357 0.168
Nrf2+GPX1 (C/C+Leu/Leu) effecton T 0.765 0.347
Variance of T 0.649 0.113

Trop—population scale parameter indicating time at which survival equals 0.
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Figure S1. Empirical Kaplan-Meier curve (lines) and censored data (circle) for overall survival data
based SOD2 (A), Nrf2 (B) and GPX1 (C) genotype.
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Table S3. Summary of covariate testing in cardiovascular survival model building.

p-value
Covariate Base Uni-Covariate Bi-Covariate Three-Covariate

Age (years) <0.005 + + +

GPX1 (Pro/Pro and Pro/Leu vs Leu/Leu) n.s. n.s. <0.05 +

GSTM1 (active vs null) n.s. <0.01 + +
Nrf2 (C/A and A/A vs C/C) n.s. n.s. n.s. n.s.
SOD?2 (Val/Ala vs Val/Val) n.s. n.s. n.s. n.s.
SOD2_GPX1 n.s. n.s. n.s. n.s.
SOD2_GSTM1 n.s. <0.05 n.s. n.s.
SOD2_Nrf2 n.s. n.s. n.s. n.s.
GPX1_Nrf2 n.s. n.s. n.s. n.s.
GPX1_GSTM1 n.s. n.s. n.s. n.s.
Nrf2_GSTM1 n.s. p<0.05 n.s. n.s.

n.s.—not significant; + - covariate included in the model.
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Table S4. Final population parameter values for the cardiovascular survival model.

Parameter Estimated Value Standard Error
Tpop 169 34
Age effecton T -2.61 0.796
GPX1 (Leu/Leu) effecton T 0.849 0.457
GSTM1 (null) effecton T -0.632 0.227
Prop 1.64 0.357
Variance of T 0.954 0.205

54 of S5

Tpop—population scale parameter indicating time at which survival equals 0.4; ppop — population

shape parameter.
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Figure S2. Empirical Kaplan-Meier curve (lines) and censored data (circle) for cardiovascular

survival data given for SOD2 (A) and Nrf2 (B) genotype.




