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SUPPLEMENTARY DATA

Supplementary TabIgSl. Hazard ratios and 95%CI of plasma linoleic acid entident type 2 diabetes
(per 5%) in subgroups

Subgroups HR (per 5 %) P for interaction
Sex
Men (n=2,621) 0.81 (0.67, 0.96)
Women (n=636) 0.47 (0.33, 0.68) 0.009
Age
< 65y (n=966) 0.84 (0.62, 1.12)
> 65y (n=2,291) 0.69 (0.57, 0.83) 0.28
Body mass index
< 30 kg/nf (n=2,604) 0.72 (0.60, 0.87)
> 30 kg/nf (n=653) 0.72 (0.53, 0.97) 0.96
Alcohol intaké
No (n=132) 0.49 (0.25, 0.96)
Low (n=1,672) 0.70 (0.56, 0.87)
Moderate (n=907) 0.88 (0.64, 1.21)
High (n=546) 0.72 (0.49, 1.06) 0.42
Statin use
Yes (n=2,815) 0.70 (0.58, 0.83)
No (n=442) 0.94 (0.62, 1.43) 0.19
Time since myocardial infarction
>5 years (n=1190) 0.78 (0.60, 1.02)
<5 years (n=2038) 0.71 (0.58, 0.86) 0.68

* Hazard Ratios with 95% confidence intervals wergioled by Cox regression analysis, using the fadljsted
model (model 2, described in text, Statistical Asil);

T Categorized as “no: 0 g/d”, “low: >0 to 10 g/dioderate: >10 to 20 g/d for women and >10 to 30 fof
men”, and “high: >20 g/d for women and >30 g/drfeen”;
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Supplementary Table S2. Hazard ratios of di*etary and plasma LA in quirgtiend per 5% with incident type 2 diabetes inclgdamly
patients without prediabetes at baseline (n=3,073)

Exposure N cases Q1 Q2 Q3 Q4 Q5 P-trend Per 5% P-value
Plasma LA (% total fatty acids) 138 1.00 0.70(0.43,1.14) 0.63(0.38,1.06) 0634, 1.03) 0.50 (0.28, 0.88) 0.014 0.76 (0.6310.9 0.003
Dietary LA (en%) 138 1.00 0.75(0.43,1.29) 0.95101.62) 1.10 (0.58, 2.10) 0.82(0.34, 1.99) 0.981.16 (0.54, 2.51) 0.70

* Hazard Ratios with 95% confidence intervals wertaioled by Cox regression analysis, using the fatljusted model (model 2 for plasma LA and
model 3 for dietary LA, described in text, StatiatiAnalysis);

T Sensitivity analyses excluding patients with pabdtes at baseline. Prediabetes was defined ss@lglucose between 6.1-6.9 mmol/L aftérh of
fasting;

1 P-values for trend were obtained by assignint eatient median plasma or dietary LA for the catgg@nd modeled these values as continuous;
en%, percentage of total energy intake, excludimaggy from alcohol; LA, linoleic acid; Q, quintil§FA, saturated fatty acids; TFA, trans fatty acids
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Supplementary Table S3. Hazard ratios of Qlasma LA in quintiles and per B#th incident type 2 diabetes, adjusting for pdiean
confounding or intermediary factors one at a time

Quintiles of plasma LA (%)

Q1 Q2 Q3 Q4 Q5 P-trend Per 5% P-value

(n=652) (n=650) (n=651) (n=653) (n=651)

Median, % total FA 43.9 47.6 50.1 52.8 56.3

Cases 49 38 31 31 22
Model 2 1.00  0.74(0.48,1.14) 0.64(0.40,1.00) 0.60 (0B84) 0.44 (0.26,0.75) 0.001  0.73(0.62, 0.86) 0.081
+ Triacylglycerol, mmol/L 1.00  0.77(0.50,1.18) 0.65(0.41,1.03) 0.64 (01402) 0.47 (0.28,0.80) 0.003 0.76 (0.64,0.89)  <0.001
+ Palmitic acid (16:0), % total FA 1.00  0.80(0.52,1.26) 0.72(0.44,1.19) 0.71 (0420) 0.58(0.30,1.10)  0.09 0.77 (0.62,0.96)  0.020

+ Palmitoleic to palmitic acid ratio 1.00  0.81(0.52,1.26) 0.73(0.44,1.18) 0.70 (01426) 0.53 (0.30,0.95) 0.030 0.77 (0.64,0.93)  0.008
(16:1n-7/16:0)
+ Oleic acid (18:1n-9), % total FA 1.00  0.85(0.54,1.34) 0.78(0.47,1.32) 0.80 (01450) 0.66 (0.33,1.30)  0.25 0.80(0.63,1.03)  0.09

* Hazard Ratios with 95% confidence intervals welgained by Cox regression analysis, using the fatljusted model (model 2, described in text,
Statistical Analysis);

T P-values for trend were obtained by assigniny @atient median plasma LA for the category andneedeled these values as continuous;

FA, fatty acids; LA, linoleic acid.
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Supplementary Table S4. Hazard ratios of specific plasma fatty acids attyfacid ratios with incident type 2 diabéetes

Quintiles of plasma or plasma ratios of FA P-trend
Q1 Q2 Q3 Q4 Q5

Palmitic acid (16:0), % total FA N 651 652 649 653 652

Median 10.3 10.9 11.2 11.7 12.2

Cases 20 33 34 39 45

Model 2 1.00 1.69 (0.97,2.94) 1.76(1.01, 3.07) 0231.18, 3.49) 2.23(1.30, 3.80) 0.003
Oleic acid (18:1n-9), % total FA N 652 649 653 653 650

Median 15.1 16.6 17.7 18.8 20.6

Cases 17 31 38 42 43

Model 2 1.00 1.83(1.01,3.31) 2.27(1.28,4.05) 4331.38, 4.30) 2.65 (1.49, 4.72) <0.001
Liver fat proxy (16:0/18:2n-6) N 651 652 651 652 165

Median 0.18 0.21 0.22 0.24 0.27

Cases 19 32 36 39 45

Model 2 1.00 1.70 (0.96, 3.00) 1.90(1.09, 3.32) 0731.19, 3.60) 2.38(1.38, 4.12) 0.002
Estimated D5D activity (20:4n-6/20:3n6) N 647 648 648 648 647

Median 6.8 8.7 10.1 11.9 15.0

Cases 38 40 31 35 23

Model 2 1.00 1.09 (0.70, 1.70) 0.84 (0.52, 1.36) 0410.66, 1.66) 0.72 (0.43, 1.22) 0.23
Estimated D6D activity18:3n-6/18:2n-6) N 651 652 651 652 651

Median 0.011 0.015 0.019 0.023 0.031

Cases 25 26 34 42 44

Model 2 1.00 1.01(0.58,1.75) 1.31(0.77,2.21) .66X1.00, 2.77) 1.74 (1.04, 2.91) 0.008

* Hazard Ratios with 95% confidence intervals web#ained by Cox regression analysis, using the fadjusted model (Model 2 described in text,

Statistical Analysis);

T P-values for trend were obtained by assignindy gatient median plasma FA or ratio of plasma FAtlie category and we modeled these values as

continuous;

1 Estimated D5D activity was only calculated f@38 patients with non-zero values for their 20:3es&ls;

D5D, delta-5-desaturase; D6D, delta-6-desaturasefatty acid.
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Supplementary Figure S1. Flow diagram for selecting the population of analysom the Alpha Omega Cohort.
CE, cholesteryl esters; FA, fatty acids; UFA, uosated fatty acids.
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