Figure 1: Flow diagram showing screening and enrolment for the Family Heart Study.
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Figure 2: Flow diagram of data and sample collection for the Family Heart Study.
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*EDTA = ethylenediaminetetraacetic acid; hs-CRP = high-sensitivity C-reactive protein; CBC = complete blood count; HbA =
glycated haemoglobin A, .
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Table 1: Baseline characteristics of the Family Heart Study cohort.

Total Female Male

N 28 14 14
Age at recruitment® 56.0+6.6 59.2+4.5 52.846.9

European 25 (89.3) 14 (100.0) 11(78.6)
Ethnicity ?

Maori 3(10.7) 0(0.0) 3(21.4)
BMI, kg/m2® 28.4+6.5 28.0+6.6 28.846.6
FFM, kg " 50.8+10.3 43.4%6.0 60.2+5.7
Diabetes mellitus type 2? 7(25.0) 3(21.4) 4(28.6)
Hypertension ? 16 (57.1) 7 (50.0) 9 (64.3)
SBP, mmHg " 132.5+15.4 133.4+19.3 131.7£10.8
Hypercholesterolemia?® 27 (96.4) 13 (92.9) 14 (100.0)
LDL cholesterol, mmol/L® 2.6+0.8 2.8+0.7 2.4+0.8
HDL cholesterol, mmol/L" 1.3+0.3 1.4+0.4 1.2+0.2
TC: HDL® 3.7£1.0 3.7+0.9 3.6£1.0
Lp(a), nmol/L¢ 30.6 [8.2-181.0] 18.3[8.1-171.2] 67.3[16.3-167.3]

ANP, pmol/L ©

20.8[17.3-28.1]

21.3[18.4-26.4]

20.8[17.2-29.5]

NT-proANP, nmol/L ©

0.5[0.4-0.7]

0.5[0.4-0.7]

0.5[0.3-0.6]

BNP, pmol/L ¢

5.7[3.9-8.8]

5.4[4.5-8.1]

6.0 [3.4-14.0]

NT-proBNP, pmol/L©

21.7[16.3-52.2]

21.1[17.1-46.0]

23.2[12.6-55.5]

history °

Exercise 4 20 (71.4) 8(57.1) 12 (85.7)
Never 15 (53.6) 8(57.1) 7 (50.0)
Smoking? Current 4 (14.3) 2(14.3) 2(14.3)
Ex 9(32.1) 4(28.6) 5(35.7)
BP-lowering medication * 28(100.0) 14 (100.0) 14 (100.0)
Lipid-lowering medication * 28 (100.0) 14 (100.0) 14 (100.0)
Antithrombotic medication ? 28(100.0) 14 (100.0) 14 (100.0)
eGFR, mL/min/1.73 m2? 75.3£11.9 68.9+7.6 81.6+12.2
hsCRP, mg/L® 1.9+£2.3 2.9+2.7 0.8+0.9
First CVD age of onset " 46.6+7.9 48.6+10.1 44.5+4.2
Personal prior clinical Angina 20 (71.4) 10 (71.4) 10 (71.4)
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Table 1 (continued): Baseline characteristics of the Family Heart Study cohort.

Myocardial infarction 21(75.0) 10(71.4) 11(78.6)
Stroke 3(10.7) 1(7.1) 2(14.3)

Years of follow-up © 11.5[11.4-11.9] 11.9[10.8-11.9] 11.5[11.4-11.9]
Angina 24(85.7) 13(92.9) 11(78.6)

Family history of Myocardial infarction 25 (89.3) 14 (100.0) 11(78.6)
Stroke 11(39.3) 5(35.7) 6 (42.9)

ICD-10? Number of patients 11(39.3) 5(35.7) 6(42.9)

Family first CVD age of onset® 41.348.2 42.9+8.4 39.7+8.0

No. of family with premature CVD * 2.4£1.9 3.142.3 1.6+0.6

Values are ? n (%), ® meantstandard deviation or ¢ median [interquartile range]. ¢ Exercise is defined as at least 30 minutes of
moderate activity on 5 or more days of the week.
BMI = body mass index; FFM = fat-free mass; SBP = systolic blood pressure; LDL = low-density lipoprotein; HDL = high-density
lipoprotein; TC: HDL = ratio of total to high-density lipoprotein cholesterol; Lp(a) = lipoprotein(a); ANP = atrial natriuretic peptide;
NT-proANP = N-terminal pro-hormone of ANP; BNP = B-type natriuretic peptide; NT-proBNP = N-terminal pro-hormone of BNP;
eGFR = estimated glomerular filtration rate; hsCRP = high-sensitivity C-reactive protein; CVD = cardiovascular disease; ICD-10 =
International Statistical Classification of Diseases and Related Health Problems, Tenth Revision, Australian Modification—cardio-
vascular outcomes were defined using ICD-10-AM codes according to the New Zealand PREDICT definition.”

Table 2: Summary of SNPs quality control for the Cardio-MetaboChip dataset.

No. of SNPs
Assayed 196,725
Genotype failed 10,924
HWE failed 25
Mono-allelic 0
MAF 0
SNPs missingness 0
Liftover failed 262
Total removed 11,211
SNPs retained 185,514

SNPs = single-nucleotide polymorphisms; HWE = Hardy-Weinberg equilibrium; MAF = minor allele frequency.
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