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Additional Health Exclusions

Excluded: (can be in multiple categories)
Total Participants » - Final Total Population: HbA1c>6.5 n=19 Final Healthy Population:
° Symptomatic at Study [mp | » g |
n=8s6 Initiation n=10 n=843 NToroBNP2125 n=g9 n=694

Use of Statins n=38

Fig. 1. Flow diagram showing the initial Universal Sample Bank population and secondary exclusions by surrogate biomarkers and statins.

Table 1.Universal Sample Bank subject demographics.

Pre-exclusions Post-exclusions

All Men Women All Men Women Exclude
N 843 426 417 694 354 340 1494
Age mean (SD) 41(13) 42(13) 41(12) 40(12) 39(12) 40(12) 50(13)
Age range 19-91 20-74 19-91 19-74 20-74 19-71 21-91
Race n (%)
Caucasian 488(57) 207(48) 281(67) 396(57) 171(48) 225(66) 92(61)
African American 228(27) 151(35) 77(18) 185(26) 123(34) 62(18) 43(28)
Pacific mean (SD) Islander/ 91(10) 50(11) 41(9) 84(12) 44(12) 40(11) 7(4)
Asian mean (SD)
Other mean (SD) 29(4) 12(2) 17(4) 23(3) 11(3) 12(3) 6(4)
Hispanic n (%) 68(8) 37(8) 31(7) 56(8) 32(9) 24(7) 12(8)
HbA1C mean (SD) % 5.6(0.6) 5.6(0.8) 5.5(0.4) 5.5(0.3) 5.5(0.3) 5.5(0.3) 5.9(1.3)
NT pro-BNP mean (SD) ng/L 71(202) 65(271) 77(87) 43(28) 31(24) 54(28) 204(453)
Creatinine mean (SD) mg/dL 9(0.2) 1.0(0.2) 0.8(0.1) 0.88(0.2) 0.99(0.1) 0.75(0.1) 0.90(0.3)
Smoker n 198 132 66 167 106 61 31

2.2 cTnl

9ffihs-cTnlt FIAY99" B/ AIURLSFITEH AR 4¢ H R (FTFLoD) ATable 2HFig 2f7=. HM, Siemens VistaFASingulex
Clarityi R BB BE N TR UE &S RIENIOEMMIURLs, BEAKE, OfMiRFIA 24 E R H52%-99.5%, HMHH
63%-99.7%, <M H42%-99.4%, FE=MEJTHE, Beckman Coulter Access 2F1Abbott Architectfd o] & H 34> 5l H48%F042%, =
ETFo0%mItRAE, HFEMNIOE A MURLSEFHRIEXFNAZFZERESITEHEAEZERMAEE, RobustGit7iA%H AI99"
BAMIURLSS MR R, &, IOFMAFIABAURLSSERE h4-26ng/L (Bt 5-31ng/L, &M: 3-21ng/L) .
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Fig. 2. Schematic representation of the hs-cTnl and hs-cTnT assays percentages of measurable concentrations (= LoD) with 99* percentile
URLSs based on the post exclusion nonparametric statistic for: a) overall subjects, b) men, c) women (ETH, ET Healthcare;
Siemens: A, Atellica; C, Centaur: V, Vista).
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Table 2. Percentages of measurable cTn concentrations and 99 th percentile URLs (with 95% confidence
intervals) for the 9 hs-cTnl assays after subject exclusions, by sex and by statistical methods used.

Abbott Beckman ET Ortho Clinical

Architect Coulter Heathcare Diagnostics Medience Siemens Siemens Siemens Singulex

i2000 Access 2 Pylon Vitros Pathfast Attelica Centaur Vista Clarity
LOD 1.9 ng/L 1.4 ng/L 1.2 ng/L 1.0 ng/L 2.3 ng/L 1.6 ng/L 1.19 ng/L 2.00 ng/L  0.08 ng/L
% Measurable 54% 67% 91% 65% 68% 71% 93% 98.8% 99.3%

Nonparametric ~ 19 (16,30) 18(16,34) 28(19,35) 15(9,26)  28(22,30) 38(27,45) 39(35,46) 60 (42,80) 8 (5, 15)
Harrel-Davis 20 (15,24) 20 (14,25) 29(20,37) 15(10,20) 27 (20,35) 37(30,44) 39(33,45) 59 (43,75) 9(5, 12)

Robust NA 10 (8, 11) 13(11,15)  7(5, 8) 15(13,17) 18(15,20) 19(17,21) 27 (23,31) 4(3,5)
Men Only
% Measurable 65% 84% 89% 73% 81% 84% 98% 99.8% 99.4%

Nonparametric 20 (18,35) 18 (15,34) 31 (17,44) 16 (11,29) 30 (24,56) 44 (36,55) 40(36,46) 68(42,91) 11(7, 15)
Harrell-Davis 22 (17,28) 19(14,25) 29(19,39) 17(13,21) 30(22,39) 43(37,49) 41(36,47) 68(52,84) 11 (6, 16)

Robust NA 10 (9, 13) 14 (11,17) 86, 10) 18 (15,21) 21(18,25) 21(18,25) 31(18,27) 5(4,6)
Women Only
% Measurable 42% 48% 93% 56% 54% 59% 88% 97.8% 99.2%

Nonparametric 13 (10,33) 20(9, 39) 28(15, 39) 5(3, 26)  22(16, 31) 26(19,40) 26(22,56) 44(33,69) 4(3, 16)
Harrel-Davis ~ 15(8,22) 21 (11,31) 28(17,40) 9 (0, 18) 23 (11,34) 26(19,33) 33(19,47) 48(33,63) 5(2,9)
Robust NA NA 13(10,16) NA 12(10,13) 12(10,15) 16(12,20) 22(18,27) 3(2,4)

2.3 cInT

3Ffhs-cTnTIXFIA999" B HRIURLSHIIE®E AR o[ & (FFLoD) fTable 3FFig 2Ffw. ¥ RIXFIERFNREYIE AL
B9TT 46 R P(ETF50%,  (43%F035%) . MET HealthcareiX FIAY T 46 K 4 94%, =FXFIA B ML NERIGHF LM (ET:
96% vs. 92%, Roche e601: 65% vs.21%, Roche €602: 54% vs. 16%) . 3FMXFIAIO" BAAMIURLsIFAEE R, HB T KIRXFI T EE
FHRobust 73R 1T E 99" B ALURLs,

Table 3. Percentages of measurable concentrations and 99th percentile URLs (with 95% confidence intervals)
after subject exclusions, by sex, and by statistical methods used for 3 hs-cTnT assays.
ET Healthcare Pylon Roche Cobas €602 Roche Cobase601
LOD 0.8 ng/L 3.0 ng/L 3.0 ng/L
After health exclusions
% Measurable 94% 43% 35%
Nonparametric 14 (11, 24) 16 (14, 27) 16 (13, 27)
Harrell-Davis 14 (11, 17) 17 (13, 20) 16 (13, 19)
Robust 8 (7, 10) NA NA
Men only
% Measurable 96% 65% 54%
Nonparametric 14 (13, 23) 16 (15, 27) 17 (16, 27)
Harrell-Davis 17 (11, 24) 19 (12, 25) 19 (13, 25)
Robust 10 (8, 12) 11 (10, 13) NA
Women only
% Measurable 92% 21% 16%
Nonparametric 12 (9, 24) 10 (9, 32) 11 (9, 31)
Harrell-Davis 13 (8, 17) 14 (6, 23) 12 (8, 16)
Robust 7(59) NA NA
24 HTTE

BEHRERER, HEMBRFNEREFESHOE, XERAAHMXFBTFAOMRBEARE, ELNLHRIRERLX
B, &R{ETLoD, F#HERAI9N BHNRIURLs fATable 4Ff7r, BEEERAIEEK, 99" BHNMURLsHAHIMBAEH EF#
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Table 4. Cardiac troponin 99th percentiles (ng/L) when stratified by age tertiles for each assay,
using all subjects
Tertile 1, <33y Tertile 2, 33-45y Tertile 3, 46py
Company assay N =241 N = 269 N =333
ET Healthcare-Pylon 11 14 15
Roche-e602 11 15 18
Roche-e601 10 16 18
Abbott-ARCHITECT i2000 23 16 20
Beckman Coulter-Access 2 24 18 18
Ortho Clinical Diagnostics-Vitros 6 9 20
Medience-Pathfast 29 19 24
Siemens-Attelica 43 38 30
Siemens-Centaur 43 35 38
Siemens-Vista 63 63 47 55
Singulex Clarity 5 7 15

ZHARN TR R ERBHNSERI BN MNURSEFEEZNHENE:

1 ARAFZE, HHHFRENIOENMMURSTFAEEREZR, FEARZIEL. MBEEEMRTUSTHERAFE, o
I BEHTEANREEERE, RIFBERNBEENIREESERAE. XTABRERIARERNGSEAN
MR, TUASEHYTesttFRBEABIIFLRMNE (SEXH20) . XtLERERFIMXEFTANERBX, FEMITF
MBEBRNBRBE. M9 BNAURSIE, BUNEREES TN, ARIYSEEN, FEXEUNEZR, FE
BEEFRERMN. BEUSBHAREZIMNIN B MMIURISSIHF BAREMNIO BN MURLSFEEEER., B EH
ENBRAFERE E—PHARTRBIEBEHRENAR (EABAMARSYWeGrR, EH ML EBFFIMAK
F) . TN#H—TRESEE. AN, PRIREERGYEIRABRARBENETRANR. RRANBRAEWET
Mik/ FRFRMENSEE BERELF —LEMREL, AAN BMIURLSEBETETEEA. XTSEAFLE
(C-CBEWEBLXENKI006]) URSEAFHEX, HEF I, BARBREL TR M IR M9 82 AL
URLs, BRIZIBWINARBEELIES, BT RIOENAIURLs, THERMMIMENMIURSSRIK, XKESRFNSBE
BEEN, FNTRESMINRHE, ErlRoENE, XXEIEH, ERRT /L9 E MMIURLsAIEMIET IR
BIEZR, R NEASEEEERELMhs-cTnNER# TR E DT,

2. RT"BEAMURLSIITE, BERIESECE. ZTATELEAXNEE, BitE4%R 5% 21 Harrell Davis bootstrap
TIRIEREE, FEWEMRobustE, RENTLXUSHFENESY . BEAZTERGTHUBMENTR, &HIRGEDHT
RYPEARG, TRLESITESER. Wi BHTZAEZRVEIERTINSEXEITE, EWATEII "D HMIURLs
B, TRRSEESE LR, BN, AWRBGAF BRIZATEN TR RABFUN S HBRATE R P E B %
HEAHEITE,

3. FEMARALBHERBEIOE (EEABRNTMUREESTE0M)  LENFLMAR. Hd, BT KhscTnTIXFIER
ML ARER, RBESE, BeckmanFlAbbott hscTnAFIZEA M LM ABERT, 46 B RABMART50%, AEIHFIAILoD
FEEZR XUEFWERERNERZ—. BRAINTLoDREZ ENMRENANQEENERFER, XYMERKE
ImE Gt A5 E A R ES T Ut TR AR SN

4. B MBI F MR E MIURLSIV AR T RS BIEZ B i, FRIESHERM . SRNEITHEFTR
M—Et, BERFOITMHEEMNET, mRERT UAREEXQUE T LoDMNERETMIHE, B, XFTIEGRM A
BEAE (EIM) | IBEEESENEGERREXN, XFTRANIEENFNSHECERICHES.
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