S5. Subgroup Analysis by Age, Hypertension, and BMI

Comparison of multiple methods with reference to directly measured LDL cholesterol

[1] Age
*  Group 1 (19-39 years)
*  Group 2 (40-59 years)
*  Group 3 (60-79 years)
*  Group 4 (= 80 years)

| Reference method LDLd

Filter G roup 1

Systematic differences

Differences (Variable - Reference)

VL U Mean sD 95% Cl
Friedewald 6556 5.6925 11.8872 -5.9803 to -6.4047
Sampson_2020 6556 -3.1858 8.8405 43,3996 10 -2.9717
Martin_2021 6556 -1.9696 7.9935 2163210 -1.7761
SSLE 2024 6556 18540 2.0251 -2.0483 10 -1.6597

Limits of agreement

Limits of agreement

R n Lower kmit 95% Cl Upper it 95% Cl
Friedewald 6556 -29.9913 -30.4832 to -29.4994 16.6064 16.1145 to 17.0982
Sampson_2020 6556 -205131 -20.8789 to -20.1473 14.1416 13.7758 to 145074
Martin_2021 6556 -17.6369 -17.9677 to -17.3062 13.6977 13.3669 to 14.0284

| SSLE_2024 6556 -17.5832 -17.9153 to -17.2511 13.8752 13.5431 t0 14.2073 |
Regression

[ variable Intercept 95% CI | Slope 95% CI P
Friedewald 0.9410 -0.1064 to 19884 -0.06771 -0.07665 to -0.05876 <0.0001
Sampson_2020 45054 3.7375105.2734 -0.06822 -0.07478 0 -0.06166 <0.0001
Martin_2021 55145 4.8236 to 6.2054 -0.06638 -0.07228 to -0.06048 <0.0001
SSLE_2024 7.2316 6.5500 to 7.9132 -0.08059 -0.08641 t0 -0.07477 <0.0001
Absolute percentage error
Variable n Median 95% CI 95th Percentile 95% ClI
Friedewald 6556 6.37% 6.19 t0 6.60 25.90% 2462102717
Sampson_2020 6556 516% 5.02105.30 16.87% 16.17 to 17.62
Martin_2021 6556 459% 4.46 to 469 14.57% 13.98 to 14.94
SSLE_2024 6556 4.43% 43110453 14.67% 14.04 to 15.42

Reference method LDLd
Filter Grou p 2

Systematic differences

Differences (Variable - Reference)

ik d Mean sD 95% Cl
Friedewald 9565 £.8510 12,5711 -7.1030 to -6.5991
Sampson_2020 9565 17434 9.7957 -1.9398 o -1.5471
Martin_2021 9565 11718 10.0196 0.9709 to 1.3726
SSLE 2024 9565 0.1408 9.2999 -0.04556 10 0.3272

Limits of agreement

Limits of agreement

Raietk 2 Lower limit 95% CI Upper limit 95% CI
Friedewald 9565 -31.4504 -31.9210 to -31.0598 17.7884 17.3577 to 18.2190
Sampson_2020 9565 -20.9430 -21.2786 to -20.6075 17.4561 17.1206 to 17.7917
Martin_2021 9565 -18.4667 -18.8100 to -18.1235 20.8103 20.4670 to 21.1535
| SSLE_2024 9565 -18.0869 -18.4055 to -17.7683 18.3686 18.0500 to 18.6872
Regression
Variable Intercept 95% ClI Slope 95% CI P
Friedewald -9.0709 -9.9939 t0 -8.1479 0.01853 0.01112to 0.02594 <0.0001
Sampson_2020 2.8180 2.1042 t0 3.5318 -0.03807 -0.04380 t0 -0.03234 <0.0001
Martin_2021 11.2189 10.5127 to 11.9251 -0.08386 -0.08953 t0 -0.07819 <0.0001
| SSLE_2024 8.8798 8.2208 t0 9.5388 -0.07294 -0.07823 to -0.06765 <0.0001 |
Absolute percentage error
Variable n Median 95% CI 95th Percentile 95% CI
Friedewald 9565 6.70% 6.54 t0 6.87 29.61% 28.17 t0 31.00
Sampson_2020 9565 5.06% 4.95t05.18 17.76% 17.29t0 18.42
Martin_2021 9565 4.77% 46510 4.90 19.76% 19.01t0 21.14

SSLE_2024 9565 4.61% 45110473 17.32% 16.68 to 17.97



Comparison of multiple methods with reference to directly measured LDL cholesterol

[1] Age

e Group 1 (19-39 years)
*  Group 2 (40-59 years)
*  Group 3 (60-79 years)
*  Group 4 (= 80 years)

| Reference method | LDLd

Systematic differences

Variable n Differences (Variable - Reference)
| Mean SD 95% Cl
Friedewald 6972 -4.7910 10.8262 -5.0451 to -4.5368
Sampson_2020 6972 -0.1090 9.1667 -0.3242 to 0.1062
Martin_2021 6972 2.3260 10.2817 2.0847 to 2.5674
SSLE 2024 6972 1.4482 9.0115 1.2367 to 1.6598
Limits of agreement
Variabl Limits of agreement
arale ol Lower limit 95% Cl Upper limit 95% Cl
Friedewald 6972 -26.0103 -26.4447 to -25.5759 16.4284 15.9940 to 16.8628
Sampson_2020 6972 -18.0758 -18.4437 to -17.7080 17.8578 17.4900 to 18.2256
Martin_2021 6972 -17.8260 -18.2386 to -17.4134 22.4781 22.0655 to 22.8906
SSLE_2024 6972 -16.2143 -16.5759 to -15.8527 19.1107 18.7491 t0 19.4723
Regression
Variable Intercept 95% CI Slope 95% CI P
Friedewald -6.9557 -7.7813 t0 -6.1302 0.01957 0.01247 to 0.02668 <0.0001
Sampson_2020 19815 1.2829 to 2.6801 -0.01890 -0.02491 t0 -0.01289 <0.0001
Martin_2021 9.1406 8.3731 to 9.9080 -0.06161 -0.06822 to -0.05501 <0.0001
SSLE_2024 7.8668 7.1966 to 8.5370 -0.05803 -0.06380 to -0.05227 <0.0001 |
Absolute percentage error
Variable n Median 95% ClI 95th Percentile 95% CI
Friedewald 6972 6.57% 63810674 26.12% 249310 27.31
Sampson_2020 6972 5.18% 5.05105.35 18.04% 17.38 to 18.61
Martin_2021 6972 531% 51810 5.47 23.80% 22.70 to 25.51
SSLE_2024 6972 471% 46010 4.82 19.16% 18.13t0 20.28
| Reference method | LoLd
Filter Group 4
Systematic differences
. Differences (Variable - Reference)
Variable n Mean SD 95% CI
Friedewald 664 -3.5345 8.9047 -4.2131 to -2.8560
Sampson_2020 664 0.2214 8.4635 -0.4235 t0 0.8663
Martin_2021 664 1.9545 10.3085 1.1690 to 2.7400
| SSLE 2024 664 1.2510 8.5107 0.6025 to 1.8995
Limits of agreement
Variabl Limits of agreement
anable L Lower limit 95% CI Upper limit 95% Cl
Friedewald 664 -20.9877 -22.1479 10 -19.8275 13.9187 12.7584 to 15.0789
Sampson_2020 664 -16.3671 -17.4699 to -15.2644 16.8099 15.7072 to 17.9126
Martin_2021 664 -18.2501 -19.5933 to -16.9070 22.1591 20.8160 to 23.5022
SSLE_2024 664 -15.4299 -16.5388 to -14.3210 17.9319 16.8230 to 19.0408
Regression
Variable Intercept 95% CI \ Slope 95% CI P
Friedewald -4.1650 -6.2616 to -2.0684 0.005886 -0.01263 to 0.02440 0.5328
Sampson_2020 1.0208 -0.971510 3.0131 -0.007462 -0.02506 to 0.01013 0.4053
Martin_2021 5.0739 2.6591 to 7.4887 -0.02912 -0.05045 to -0.007792 0.0075
SSLE_2024 5.5445 3.5701 10 7.5188 -0.04008 -0.05752 to -0.02264 <0.0001
Absolute percentage error
Variable n Median 95% CI 95th Percentile 95% Cl
Friedewald 664 6.79% 6.191t0 7.47 20.83% 17.85 10 24.22
Sampson_2020 664 5.37% 49910580 16.98% 15.34 10 19.86
Martin_2021 664 6.13% 5.5910 6.58 23.86% 20.6510 26.85
| SSLE_2024 664 4.90% 44510525 18.59% 15.97 to 23.01



Comparison of multiple methods with reference to directly measured LDL cholesterol

[2] Hypertension

| Reference method | LDLd

Filter HTN=1
Hypertension

Systematic differences

iffi i - Ref
Variable . Differences (Variable - Reference)

Mean SD 95% Cl
Friedewald 9032 -7.4572 12.0852 -7.7064 to -7.2079
Sampson_2020 9032 -2.0090 9.5881 -2.2068 to -1.8113
Martin_2021 9032 1.3291 10.3431 1.1158 to 1.5424
SSLE 2024 9032 0.2779% 9.2775 0.08653 to 0.4692

Limits of agreement

Limits of agreement

Variable n Lo 95% CI Upper limit 95% Cl
Friedewald 9032 -31.1442 -31.5702 to -30.7182 16.2299 15.8039 to 16.6559
Sampson_2020 9032 -20.8017 -21.1397 to -20.4637 16.7837 16.4457 to 17.1217
Martin_2021 9032 -18.9433 -19.3079 to -18.5787 21.6015 21.2369 to 21.9661
SSLE_2024 9032 -17.9061 -18.2331 to -17.5790 18.4618 18.1348 to 18.7889 |
Regression

Variable Intercept 95% ClI | Slope 95% ClI P
Friedewald -9.3069 -10.1237 to -8.4901 0.01651 0.009569 to 0.02346 <0.0001
Sampson_2020 1.5153 0.8710 to 2.1596 -0.03146 -0.03694 to -0.02599 <0.0001
Martin_2021 9.6762 9.0001 to 10.3524 -0.07452 -0.08027 to -0.06877 <0.0001
SSLE_2024 7.6509 7.0437 to §.2580 -0.06582 -0.07098 to -0.06066 <0.0001
Absolute percentage error

Variable n Median 95% CI 95th Percentile 95% CI '
Friedewald 9032 7.62% 7.47to 7.80 30.93% 29.77 to 32.25
Sampson_2020 9032 5.53% 5.41to 5.66 18.68% 16.16 to 19.44
Martin_2021 9032 541% 528t0553 23.14% 21.90 to 24.25

SSLE_2024 9032 4.85% 47410 4.96 18.70% 17.98 to 19.83




Comparison of multiple methods with reference to directly measured LDL cholesterol

[3] Body Mass Index (BMI)
Group 1 (< 18.5 kg/m?)
*  Group 2 (18.5 - 22.9 kg/m?)
*  Group 3 (23.0 — 24.9 kg/m?)
*  Group 4 (> 25.0 kg/m?)-> Obesity in Asian

Reference method ‘ LDLd
Filter ‘ Group 1

Systematic differences

. Differences (Variable - Reference)
Wi " Mean sD 95% C
Friedewald 704 -1.4582 8.9497 -2.1205 10 -0.7960
Sampson_2020 704 0.3230 7.6848 -0.2456 to 0.8917
Martin_2021 704 -0.8823 7.7167 -1.4533 10-0.3113
SSLE 2024 704 0.8206 7.2820 0.2817 to 1.3594
Limits of agreement

. Limits of agreement
VEEED n Lower limit 95% Cl Upper limit 95% Cl
Friedewald 704 -18.9996 -20.1319 t0 -17.8673 16.0831 14.9508 to 17.2155
Sampson_2020 704 -14.7393 -15.7116 to -13.7670 15.3853 14.4130 to 16.3576
Martin_2021 704 -16.0069 -16.9833 to -15.0306 14.2423 13.2660 to 15.2187
SSLE 2024 704 -13.4522 -14.3735 to -12.5309 15.0934 14.1720 to 16.0147
Regression
Variable Intercept 95% Cl Slope 95% CI P
Friedewald 2.6289 0.2053 to 5.0525 -0.04137 -0.06498 to -0.01776 0.0006
Sampson_2020 3.3968 1.3117 to 5.4820 -0.03111 -0.05142 to -0.01080 0.0027
Martin_2021 5.6071 3.5599 to 7.6542 -0.06568 -0.08562 to -0.04574 <0.0001
SSLE_2024 8.1982 6.2925 to 10.1038 -0.07467 -0.09323 to -0.05610 <0.0001
Absolute percentage error
Variable n Median 95% CI 95th Percentile 95% CI
Friedewald 704 6.07% 5.68 10 6.49 18.26% 15.94 1o 21.66
Sampson_2020 704 5.42% 5.05105.83 16.21% 15.2510 18.65
Martin_2021 704 5.39% 49410576 15.83% 1464 t0 19.51
SSLE_2024 704 507% 46010564 15.93% 142110 1947
Reference method ‘ LDLd
Filter

Group 2

Systematic differences

Differences (Variable - Reference)
iabl

Variable " Mean sD 95% CI
Friedewald 11256 -3.6596 11.0466 -3.8637 to -3.4555
Sampson_2020 11256 -0.09695 8.8645 -0.2607 to 0.06683
Martin_2021 11256 0.7853 9.1217 0.6163 to 0.9539
SSLE 2024 11256 0.9043 8.4496 0.7482 to 1.0604
Limits of agreement
Variabl Limits of agreement

aniable i Lower limit 95% CI Upper limit 95% ClI
Friedewald 11256 -25.3109 -25.6597 to -24.9620 17.9916 17.6428 to 18.3405
Sampson_2020 11256 -17.4713 -17.7512 to -17.1914 17.2774 16.9975 to 17.5573
Martin_2021 11256 -17.0932 -17.3812 to -16.8051 18.6638 18.3758 to 18.9519
SSLE| 2024 11256 -15.6569 -15.9237 to -15.3900 17.4655 17.1987 to 17.7323
Regression
Variable Intercept 95% ClI Slope 95% Cl P
Friedewald -2.8167 -35448 to -2.0886 -0.007521 -0.01376 t0 -0.001285 0.0181
Sampson_2020 29398 2.3584 10 3.5213 -0.02710 -0.03208 to -0.02212 <0.0001
Martin_2021 7.4770 6.8896 to 8.0644 -0.05971 -0.06474 to -0.05468 <0.0001
SSLE_2024 76786 7.1371 10 8.2202 -0.06045 -0.06509 to -0.05581 <0.0001
Absolute percentage error
Variable n Median 95% CI 95th Percentile 95% CI
Friedewald 11256 5.62% 55010 5.76 23.78% 22.66to0 24.77
Sampson_2020 11256 4.84% 47310494 16.58% 16.09 to 17.27
Martin_2021 11256 462% 45310472 18.05% 17.35t0 18.87
SSLE_2024 11256 4.43% 433to 452 16.76% 1633 to 17.48



Comparison of multiple methods with reference to directly measured LDL cholesterol

[3] Body Mass Index (BMI)
Group 1 (< 18.5 kg/m?)
*  Group 2 (18.5 -22.9 kg/m?)
«  Group 3 (23.0 — 24.9 kg/m?)
*  Group 4 (= 25.0 kg/m?)-> Obesity in Asian

Reference method LDLd

Filter Gl’OUp 3

Systematic differences

Differences (Variable - Reference)

Vel L Mean sD 95% Cl
Friedewald 7606 7.7764 12.3734 -8.0545 to -7.4952
Sampson_2020 7606 -2.4393 9.7278 2,657 t0 -2.2206
Martin_2021 7606 09724 9.9542 0.7487 10 1.1962
SSLE 2024 7606 0.4604 9.2585 -0.6685 to -0.2523

Limits of agreement

Limits of agreement

Variable 0 Lower limit 95% CI Upper fimit 95% Cl
Friedewald 7606 -32.0281 -32.5035 t0 -31.5528 16.4754 16.0001 to 16.9508
Sampson_2020 7606 -21.5057 -21.8794 to -21.1320 16.6271 16.2534 to 17.0008
Martin_2021 7606 -18.5379 -18.9203 to -18.1555 20.4827 20.1003 to 20.8651
SSLE 2024 7606 -18.6071 -18.9627 10 -18.2514 17.6862 17.3306 to 18.0419 |
Regression
Variable Intercept 95% CI Slope 95% Cl P
Friedewald -10.2802 -11.2750 to -5.2854 0.02105 0.01302 to 0.02908 <0.0001
Sampson_2020 1.6456 0.8680 to 2.4232 -0.03434 -0.04062 to -0.02806 <0.0001
Martin_2021 10.1635 9.3912 10 10.9358 -0.07727 -0.08351 t0 -0.07104 <0.0001
SSLE_2024 7.4612 6.7591 t0 8.2033 -0.06677 -0.07260 to -0.06094 <0.0001
Absolute percentage error
Variable I n Median 95% CI 95th Percentile 95% CI
Friedewald 7606 7.05% 6.81107.23 30.23% 287510 31.45
Sampson_2020 7606 5.16% 50310529 18.17% 17.45t0 18.79
Martin_2021 7606 472% 46010485 20.10% 18.93t0 21.23
SSLE 2024 7606 4.52% 44110464 17.30% 16.45 to 17.98
| Reference method | LDLd

Filts

e Group 4

Systematic differences

. Differences (Variable - Reference)

VaEEDR 1 Mean SD 95% Cl1
Friedewald 4033 -10.5847 11.6537 -10.9114 1o -10.1980
Sampson_2020 4033 -4.5058 9.6286 -4.8030 to -4.2085
Martin_2021 4033 0.1119 11.1926 -0.2336 to 0.4574
SSLE 2024 4033 -1.6881 9.6576 -1.9863 to -1.3900
Limits of agreement

BT N Limits of agreement

Lower limit 95% CI Upper limit 95% CI

Friedewald 4033 -33.2001 -33.8097 t0 -32.5904 12.0906 11.4809 to 12.7002
Sampson_2020 4033 -23.3778 -23.8858 to -22.8697 14.3662 13.8581 to 14.8743
Martin_2021 4033 -21.8256 -22.4162 to -21.2350 22,0494 21.4588 to 22.6400
SSLE 2024 4033 -20 6170 -21.1266 to -20.1074 17.2407 16.7311 to 17.7503
Regression

Variable Intercept 95% CI | Slope 95% Cl P
Friedewald -10.8088 -12.0026 to -9.6150 0.002160 -0.007525 to 0.01185 0.6619
Sampson_2020 1.8298 0.8562 to 2.8033 -0.05386 -0.06176 to -0.04596 <0.0001
Martin_2021 10.5204 9.4140 to 11.6267 -0.08848 -0.09746 to -0.07951 <0.0001
SSLE_2024 7.9244 6.9763 to 6.8726 -0.08172 -0.08941 to -0.07402 <0.0001
Absolute percentage error

Variable n Median 95% Cl 95th Percentile 95% Cl1
Friedewald 4033 8.73% 64610 8.99 32.05% 29.791033.90
Sampson_2020 4033 5.90% 570to6.11 19.05% 18.2410 1993
Martin_2021 4033 5.87% 567 to 6.02 23.34% 218210 24.80
SSLE_2024 4033 5.07% 4.95t0 5.21 17.95% 17.01t0 19.67
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