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Key Points 87 

 88 

Question. In asymptomatic patients with severe aortic stenosis, is myocardial fibrosis burden 89 

associated with adverse events, and potential benefits of early valve intervention? 90 

 91 

Findings. In this post hoc analysis, higher midwall fibrosis burden was associated with 92 

increasing incidence of the primary composite endpoint of all-cause death or unplanned aortic 93 

stenosis-related hospitalization. However, the potential beneficial effects of early valve 94 

intervention demonstrated no significant heterogeneity by the degree of midwall fibrosis. 95 

 96 

Meaning. In asymptomatic patients with severe aortic stenosis, higher fibrosis burden was 97 

associated with adverse outcomes. Benefits of early intervention were similar between patients 98 

with high and low fibrosis burden. 99 

  100 
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Abstract 101 

 102 

Importance. Myocardial fibrosis burden has been associated with adverse clinical outcomes 103 

in symptomatic patients with aortic stenosis. 104 

Objectives. To determine whether midwall myocardial fibrosis burden is associated with 105 

adverse clinical outcomes in asymptomatic patients, and whether those with more fibrosis 106 

derive greater benefit from early intervention. 107 

Design. Post-hoc analysis of a randomized controlled trial conducted between August 2017 108 

and October 2022. 109 

Setting.  Twenty-four cardiac centers across the United Kingdom and Australia. 110 

Participants. Asymptomatic patients with severe aortic stenosis and midwall fibrosis on 111 

cardiac magnetic resonance. 112 

Intervention. Early intervention with transcatheter or surgical aortic valve replacement. 113 

Main Outcomes and Measures. Primary outcome was all-cause death or unplanned aortic 114 

stenosis-related hospitalization. Secondary outcomes included the individual components of 115 

the primary outcome. 116 

Results. In 224 trial participants (mean age 73 (standard deviation 9) years, 28% women 117 

and mean aortic valve peak velocity 4.3 (0.5) m/s) with median follow-up of 42 months, 118 

fibrosis burden (per 1% increase) was associated with an increase in the primary endpoint 119 

(hazard ratio (HR), 1.23 [95% confidence interval 1.08-1.37]) and its component of 120 

unplanned aortic stenosis-related hospitalizations (HR 1.22 [1.03-1.40]) but not all-cause 121 

death (HR 1.17 [0.98-1.35]).  122 

 123 

There were no interactions between randomization arm and the midwall fibrosis burden 124 

for the primary (Pinteraction=0.39) or secondary endpoints. In patients with high fibrosis 125 
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burden above the median, the primary endpoint occurred in 12/59 (20%) of those 126 

randomized to early intervention and 17/53 (32%) of those randomized to guideline-127 

directed conservative management (HR 0.62 [0.29–1.28]). For the individual components, 128 

all-cause death occurred in 9 (15%) and 10 (19%) patients respectively (HR 0.84 [0.33-129 

2.07]), and unplanned aortic stenosis-related hospitalization in 4 (7%) and 13 (25%) 130 

patients respectively (HR 0.27 [0.08-0.77]). In patients with low fibrosis burden below the 131 

median, there were no differences in the primary outcome (HR 1.05 [0.39-2.86]) or its 132 

components between intervention groups. 133 

 134 

Conclusions and Relevance. In asymptomatic patients with severe aortic stenosis, higher 135 

midwall fibrosis burden was associated with adverse outcomes. There was no demonstrable 136 

heterogeneity by the degree of midwall fibrosis for the treatment effects of early surgical or 137 

transcatheter aortic valve replacement compared to clinical surveillance. 138 

 139 

Trial Registration: 140 

Clinicaltrials.gov Identifier: NCT03094143  141 
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INTRODUCTION 142 

 143 

Aortic valve replacement remains the cornerstone of treatment for severe aortic stenosis, 144 

although debate continues about its optimal timing.(1) Asymptomatic patients may undergo 145 

irreversible adverse left ventricular remodeling whilst waiting for intervention.(2)  Specifically, 146 

myocardial fibrosis ultimately leads to heart failure and adverse events.(3,4) Midwall late 147 

gadolinium enhancement (LGE) on cardiac magnetic resonance (CMR) identifies regions of 148 

non-infarct replacement fibrosis, with observational studies from predominantly symptomatic 149 

patients with severe aortic stenosis demonstrating that it provides objective assessment of left 150 

ventricular decompensation, increases over time, and predicts heart failure and mortality.(3,5–151 

9)  152 

 153 

The Early Valve Replacement Guided by Biomarkers of Left Ventricular Decompensation in 154 

Asymptomatic Patients with Severe Aortic Stenosis (EVOLVED) trial randomized 155 

asymptomatic patients with severe aortic stenosis and midwall LGE to early aortic valve 156 

intervention or guideline-directed conservative management.(10) In both arms, the choice of 157 

surgical or transcatheter aortic valve replacement was made by the local heart valve team. 158 

There was no demonstrable difference in the incidence of the composite primary endpoint of 159 

all-cause death or unplanned aortic stenosis-related hospitalization, although early intervention 160 

resulted in fewer such hospitalizations. This post-hoc analysis was designed to confirm whether 161 

asymptomatic patients with a higher burden of midwall fibrosis developed more adverse 162 

events. We further hypothesized that benefits of early intervention would be greater in patients 163 

with greater midwall fibrosis. 164 

 165 

  166 
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METHODS 167 

Study Design and Patient Selection 168 

The EVOLVED trial (NCT03094143) was a parallel-group multicenter prospective 169 

randomized open-label blinded endpoint trial, performed at 24 sites across the United Kingdom 170 

and Australia. The study design and population have been described previously (10) (eMethods 171 

in the Supplement). The study was conducted following Research Ethics Committee approval 172 

and the written informed consent of participants. This report follows the CONSORT reporting 173 

guideline for parallel-group randomized trials. 174 

 175 

CMR was performed on 1.5 or 3-Tesla scanners using standardized protocols (eMethods and 176 

eFigures 1 and 2 in the Supplement) with images assessed by a core laboratory blinded to 177 

clinical details. 178 

 179 

The primary endpoint was a composite of all-cause mortality or unplanned aortic stenosis-180 

related hospitalisation during the follow-up period. Aortic stenosis-related hospitalisation was 181 

defined as any unplanned admission before or after aortic valve replacement with syncope, 182 

heart failure, chest pain, ventricular arrythmia or second-or third-degree heart block, attributed 183 

to aortic valve disease and adjudicated independently by 2 investigators blinded to trial arm 184 

allocation. Secondary endpoints included the components of the primary endpoint.(10) 185 

Statistical methods are described in eMethods in the Supplement.  186 



 

 8 

RESULTS 187 

Study Population 188 

Overall, 224 asymptomatic participants with severe aortic stenosis were followed up for a 189 

median of 42 months. The mean age was 73 (standard deviation 9) years and 63 (28%) were 190 

female. The mean aortic valve peak velocity was 4.3 (0.5) m/s, mean aortic valve area 0.8 (0.2) 191 

cm2 and median midwall fibrosis burden 1.0% [interquartile interval 0.5-2.0%]. Baseline 192 

characteristics were comparable between those in the high (>1.0%) and low (<1.0%) midwall 193 

fibrosis burden groups (Table 1). 194 

 195 

Midwall Fibrosis and Clinical Events 196 

Twenty-nine (26%) patients with a high midwall fibrosis burden above the median and 16 197 

(14%) patients with the low midwall fibrosis burden below the median experienced the primary 198 

composite endpoint (hazard ratio (HR) 1.86 [95% confidence interval (CI) 1.20-3.50]) (eTable 199 

1 in the Supplement, Figure 1). Across the cohort, each 1% increase in midwall fibrosis burden 200 

was associated with an increased incidence of the primary composite endpoint (HR 1.23 [1.08–201 

1.37]) and unplanned aortic stenosis-related hospitalization (HR 1.22 [1.03–1.40]). 202 

 203 

Early Intervention and Midwall Fibrosis Burden 204 

For the primary endpoint, the interaction between trial allocation and midwall fibrosis burden 205 

was not significant (Pinteraction=0.39). In the high midwall fibrosis burden group, 12 (20%) 206 

patients randomized to early intervention and 17 (32%) randomized to guideline-directed 207 

conservative management experienced the composite primary endpoint (HR 0.62 [95% CI 208 

0.29-1.28]) (eTable 2 in the Supplement, Figure 2). There was no difference in all-cause 209 

mortality (HR 0.84 [95% CI 0.33-2.07]), but unplanned aortic stenosis-related hospitalizations 210 

were lower (HR 0.27 [95% CI 0.08-0.77]) with early intervention.  211 

 212 
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In the low midwall fibrosis burden group, 8 (15%) patients randomized to early intervention 213 

and 8 (14%) patients randomized to guideline-directed conservative management experienced 214 

the composite primary endpoint (HR 1.05 [95% CI 0.39-2.86]) (eTable 2 in the Supplement, 215 

Figure 2). There were no differences in all-cause mortality (HR 1.87 [95% CI 0.56-7.12]) or 216 

unplanned aortic-stenosis related hospitalization (HR 0.54 [95% CI 0.11-2.04]).  217 

  218 
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DISCUSSION 219 

 220 

In this post-hoc analysis of EVOLVED, we examined the relationship between midwall fibrosis 221 

burden and clinical outcomes in an asymptomatic population with severe aortic stenosis. 222 

Greater midwall fibrosis was associated with a higher incidence of the composite primary 223 

endpoint of all-cause death or unplanned aortic stenosis-related hospitalization. However, for 224 

the primary outcome and its components, there was no demonstrable heterogeneity by the 225 

degree of midwall fibrosis for the treatment effects of early surgical or transcatheter aortic 226 

valve replacement compared to clinical surveillance. 227 

 228 

Observational retrospective data have demonstrated that patients with higher midwall fibrosis 229 

experience more adverse events, but included symptomatic patients already referred for valve 230 

replacement.(3,6) We report the first prospective multicenter randomized trial data, confirming 231 

that higher midwall fibrosis is associated with increased death or hospitalization in 232 

asymptomatic patients. Our data support assessment of midwall fibrosis as a useful prognostic 233 

marker in patients with asymptomatic severe aortic stenosis in whom early intervention may 234 

play an increasing clinical role.  235 

 236 

In meta-analysis of the 4 randomized trials evaluating timing of aortic valve intervention in 237 

asymptomatic patients with severe aortic stenosis, early intervention resulted in a lower 238 

incidence of emergency hospitalizations without a reduction in all-cause or cardiovascular 239 

mortality.(11) However, asymptomatic patients with severe aortic stenosis are a heterogenous 240 

population with a spectrum of risk. For example, the RECOVERY trial enriched their study 241 

population with high-risk patients with very severe aortic stenosis by echocardiography (12) 242 

whilst EVOLVED enriched via the presence of midwall fibrosis. Some commentators have 243 
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suggested that earlier valve intervention may still be "too late" for these high-risk patients with 244 

established midwall fibrosis, proposing that earlier intervention during the stage of milder 245 

diffuse interstitial fibrosis might be more beneficial.(13,14) Although EVOLVED only 246 

randomized patients with replacement fibrosis, our data do not support this view. Indeed our 247 

data indicate that patients with more advanced replacement fibrosis have at least as much to 248 

gain from early intervention as those with a low burden of fibrosis. While our findings are 249 

exploratory and hypothesis-generating, they suggest that future work examining the optimal 250 

timing of aortic valve implantation in asymptomatic patients and the interaction with 251 

myocardial fibrosis is warranted.  252 

 253 

In the absence of symptoms, decisions to undertake intervention require careful consideration, 254 

balancing early procedural risks against progressive irreversible adverse remodeling. Many 255 

patients may take a proactive view and proceed with early intervention to remain well and 256 

prevent emergency, arguably higher risk hospitalization. Other patients may prefer to avoid the 257 

risks of intervention whilst feeling healthy. Some may remain uncertain about their individual 258 

risk and wish more information before committing to a certain treatment pathway. CMR has 259 

established its powerful prognostic power in aortic stenosis across multiple data sets now 260 

including the asymptomatic patients in EVOLVED and may fulfil this role. In EVOLVED, 261 

pre-screening by high-sensitivity cardiac troponin I concentration or left ventricular 262 

hypertrophy on electrocardiography successfully identified patients likely to have midwall 263 

fibrosis. These quick inexpensive tests might also be useful to identify patients in whom CMR 264 

may be most helpful.  265 

 266 

Recruitment to EVOLVED was impacted by COVID-19 and the consequent modest sample 267 

size resulted in reduced statistical power to assess potential interaction effects between 268 
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randomization arms and fibrosis burden. Whilst some trends in the data were apparent, we 269 

observed no significant interaction between the primary endpoint and fibrosis burden. Longer 270 

term follow-up for the EVOLVED trial is ongoing and more primary outcome events may 271 

further clarify our findings. Although not a pre-specified secondary analysis, others have 272 

highlighted the importance of our fibrosis data.(13,15) We chose not to include infarct-pattern 273 

fibrosis as this relates to a different pathological condition which is less likely to be impacted 274 

by the timing of aortic valve intervention. However, we acknowledge that this limits 275 

comparison of our findings with prior observational data.(3,6) Finally, the median time-to-276 

early-intervention was 5 months. Arguably this was too long and could have impaired our 277 

ability to identify a potential benefit. However, this is the reality of most health care systems 278 

globally, although some health care systems may be able to deliver intervention more quickly.  279 

 280 

CONCLUSIONS 281 

Higher midwall fibrosis burden identifies asymptomatic patients with severe aortic stenosis at 282 

greater risk of adverse outcomes of all-cause death and unplanned aortic stenosis-related 283 

hospitalization. For the primary outcome and its components, there was no demonstrable 284 

heterogeneity by the degree of midwall fibrosis for the treatment effects of early surgical or 285 

transcatheter aortic valve replacement compared to clinical surveillance.  286 



 

 13 

ACKNOWLEDGEMENTS 287 

 288 

DEN and MRD are supported by the British Heart Foundation (CH/09/002, 289 

FS/SCRF/21/32010, RG/23/F/22/110093, RE/24/130012). NC is supported by the Medical 290 

Research Council (MR/Y009932/1). 291 

 292 

Declaration of interests 293 

We have no competing interests. 294 

 295 

Funding/Support: Sir Jules Thorne Charitable Trust funded the trial. 296 

 297 

Role of the Funder/Sponsor: The funder of the study had no role in design and conduct of 298 

the study; collection, management, analysis, and interpretation of the data; preparation, 299 

review, or approval of the manuscript; and decision to submit the manuscript for publication. 300 

 301 

Access to Data and Data Analysis: The Chief Investigator had full access to all the data in 302 

the study and takes responsibility for the integrity of the data and the accuracy of the data 303 

analysis. 304 

305 



 

 14 

REFERENCES 306 

 307 

 1. Maznyczka A, Prendergast B, Dweck M, Windecker S, Généreux P, Hildick-Smith D, et 308 

al. Timing of Aortic Valve Intervention in the Management of Aortic Stenosis. JACC 309 

Cardiovasc Interv. 2024 Nov 11;17(21):2502–14.  310 

2. Singh A, Chan DCS, Kanagala P, Hogrefe K, Kelly DJ, Khoo JP, et al. Short-term 311 

adverse remodeling progression in asymptomatic aortic stenosis. Eur Radiol [Internet]. 312 

2021 [cited 2025 Jan 27];31(6):3923–30. Available from: 313 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8128853/ 314 

3. Thornton GD, Vassiliou VS, Musa TA, Aziminia N, Craig N, Dattani A, et al. 315 

Myocardial scar and remodelling predict long-term mortality in severe aortic stenosis 316 

beyond 10 years. Eur Heart J [Internet]. 2024 June 7 [cited 2025 Mar 5];45(22):2019–22. 317 

Available from: https://doi.org/10.1093/eurheartj/ehae067 318 

4. Azevedo CF, Nigri M, Higuchi ML, Pomerantzeff PM, Spina GS, Sampaio RO, et al. 319 

Prognostic significance of myocardial fibrosis quantification by histopathology and 320 

magnetic resonance imaging in patients with severe aortic valve disease. J Am Coll 321 

Cardiol. 2010 July 20;56(4):278–87.  322 

5. Chin CWL, Everett RJ, Kwiecinski J, Vesey AT, Yeung E, Esson G, et al. Myocardial 323 

Fibrosis and Cardiac Decompensation in Aortic Stenosis. JACC Cardiovasc Imaging. 324 

2017 Nov;10(11):1320–33. 325 

6. Barone-Rochette G, Piérard S, De Meester de Ravenstein C, Seldrum S, Melchior J, 326 

Maes F, et al. Prognostic significance of LGE by CMR in aortic stenosis patients 327 

undergoing valve replacement. J Am Coll Cardiol. 2014 July 15;64(2):144–54.  328 

7. Bing R, Cavalcante JL, Everett RJ, Clavel MA, Newby DE, Dweck MR. Imaging and 329 

Impact of Myocardial Fibrosis in Aortic Stenosis. JACC Cardiovasc Imaging. 2019 330 

Feb;12(2):283–96.  331 

8. Treibel TA, López B, González A, Menacho K, Schofield RS, Ravassa S, et al. 332 

Reappraising myocardial fibrosis in severe aortic stenosis: an invasive and non-invasive 333 

study in 133 patients. Eur Heart J. 2018 Feb 21;39(8):699–709.  334 

9. Kwak S, Everett RJ, Treibel TA, Yang S, Hwang D, Ko T, et al. Markers of Myocardial 335 

Damage Predict Mortality in Patients With Aortic Stenosis. J Am Coll Cardiol. 2021 Aug 336 

10;78(6):545–58.  337 

10. Loganath K, Craig NJ, Everett RJ, Bing R, Tsampasian V, Molek P, et al. Early 338 

Intervention in Patients With Asymptomatic Severe Aortic Stenosis and Myocardial 339 

Fibrosis: The EVOLVED Randomized Clinical Trial. J Am Med Assoc [Internet]. 2025 340 

Jan 21 [cited 2025 Jan 27];333(3):213–21. Available from: 341 

https://doi.org/10.1001/jama.2024.22730 342 

11. Généreux P, Banovic M, Kang DH, Giustino G, Prendergast BD, Lindman BR, et al. 343 

Aortic Valve Replacement vs Clinical Surveillance in Asymptomatic Severe Aortic 344 

Stenosis: A Systematic Review and Meta-Analysis. J Am Coll Cardiol [Internet]. 2025 345 



 

 15 

Mar 11 [cited 2025 Mar 5];85(9):912–22. Available from: 346 

https://www.sciencedirect.com/science/article/pii/S0735109724104196 347 

12. Kang DH, Park SJ, Lee SA, Lee S, Kim DH, Kim HK, et al. Early Surgery or 348 

Conservative Care for Asymptomatic Aortic Stenosis. N Engl J Med [Internet]. 2020 Jan 349 

9 [cited 2025 Feb 11];382(2):111–9. Available from: 350 

https://www.nejm.org/doi/full/10.1056/NEJMoa1912846 351 

13. Bonow RO. Myocardial Fibrosis and Timing of Intervention for Aortic Stenosis. J Am 352 

Med Assoc [Internet]. 2025 Jan 21 [cited 2025 July 13];333(3):207–9. Available from: 353 

https://doi.org/10.1001/jama.2024.22853 354 

14. Matsushita K, Terasaka K, Hibi K. Early Intervention in Patients With Asymptomatic 355 

Severe Aortic Stenosis and Myocardial Fibrosis. J Am Med Assoc [Internet]. 2025 Feb 356 

26 [cited 2025 May 3]; Available from: https://doi.org/10.1001/jama.2024.27682 357 

15. Nishimura RA, O’Gara PT, Bonow RO. Aortic Valve Intervention for Asymptomatic 358 

Aortic Stenosis. JAMA Cardiol [Internet]. 2025 Mar 26 [cited 2025 Apr 11]; Available 359 

from: https://doi.org/10.1001/jamacardio.2025.0483 360 

 361 

  362 



 

 16 

Table 1. Clinical Characteristics of the Study Population 363 

 Low Midwall 

Fibrosis 

Burden 

(n=112) 

High Midwall 

Fibrosis 

Burden 

(n=112) 

P-value 

Demographics    

Age, median [IQR], years 74 

[68 – 80] 

75 

[69 – 79] 

0.3 

   Age 75 years, No. (%) 55 (49) 62 (55)  

Sex, No. (%)   0.1 

   Male 74 (66) 87 (78)  

   Female 38 (34) 25 (22)  

Body-mass index, median (IQR), 

kg/m2 

26.9 

[24.6 – 30.8] 

28.2 

[24.5 – 31.1] 

0.3 

   Body-mass index 30 kg/m2, No. 

(%) 

30 (27) 38 (34)  

Smoking history (current or ex-

smoker), No. (%) 

44 (39) 62 (55) 0.02 

    

Comorbidities, No. (%)    

Hypertension, No. (%) 67 (60) 79 (71) 0.1 

Hyperlipidaemia, No. (%)  50 (45) 61 (54) 0.1 

Diabetes mellitus, No. (%) 21 (19) 20 (18) 0.9 

Cerebrovascular disease, No. (%) 10 (9) 12 (11) 0.7 

History of angina, No. (%) 4 (4) 9 (8) 0.2 

Peripheral vascular disease, No. (%) 5 (5) 8 (7) 0.4 

    

Past Procedures, No. (%)    

Previous percutaneous coronary 

intervention, No. (%) 

5 (5) 9 (8) 0.3 

Previous coronary artery bypass graft 

surgery, No. (%) 

1 (1) 5 (5) 0.2 

    

Medication, No. (%)    

- Statin  65 (68) 78 (74) 0.4 

- Beta-blocker  27 (28) 23 (22) 0.3 

- Angiotensin-converting 

enzyme inhibitor 

26 (27) 35 (33) 0.4 

- Diuretic  24 (25) 21 (20) 0.3 

- Angiotensin-receptor blocker  25 (26) 21 (20) 0.3 

    

High-sensitivity cardiac troponin I 

concentrationa, median [IQR], ng/L 

10 

[7 - 15] 

13 

[8 - 21] 

0.1 

Presence of left ventricular 

hypertrophy on electrocardiogram, 

No (%). 

90 (80) 85 (76) 0.6 

Presence of strain pattern on 

electrocardiogram, No (%). 

35 (31) 31 (28) 0.6 
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 Low Midwall 

Fibrosis 

Burden 

(n=112) 

High Midwall 

Fibrosis 

Burden 

(n=112) 

P-value 

Echocardiography, median [IQR]    

- Aortic valve peak velocity, 

m/s 

4.3 

[4.1 – 4.5] 

4.3 

[4.1 – 4.6] 

0.2 

- Aortic valve area, cm2 0.8 

[0.7 – 0.9] 

0.9 

[0.7 -1.0] 

0.4 

- Mean transvalvular pressure 

gradient, mmHg 

43 

[39 to 51] 

44 

[39 to 50] 

0.6 

Cardiac magnetic resonance     

- Bicuspid aortic valve, No. 

(%) 

30 (27) 34 (30) 0.6 

- Indexed left ventricular mass, 

median [IQR], g/m2 

82 

[70 – 94] 

84 

[71 – 95] 

0.3 

- Indexed left ventricular end 

diastolic volume, median 

[IQR], mL/m2 

71 

[61 – 84] 

73 

[65 – 87] 

0.4 

- Indexed left ventricular 

stroke volume, median 

[IQR], mL/m2 

51 

[43 – 58] 

49 

[43 – 57] 

0.8 

- Left ventricular ejection 

fraction, median [IQR], % 

69 

[63 – 74] 

67 

[60 – 72] 

0.2 

- Prior myocardial infarction, 

No. (%) 

6 (5) 13 (12) 0.1 

- Quantified absolute 

subendocardial late 

gadolinium enhancement, 

median [IQR], g 

9.9 

[6.2 – 21.9] 

5.5 

[4.3 – 8.2] 

0.1 

- Percent myocardial 

involvement of 

subendocardial late 

gadolinium enhancement, 

median [IQR], % 

5.2 

[3.3 – 13.0] 

3.6 

[3.1 – 4.4] 

0.5 

- Quantified absolute midwall 

late gadolinium 

enhancement, median [IQR], 

g 

0.8 

[0.4 – 1.2] 

3.3 

[2.2 – 5.2] 

 

- Percent myocardial 

involvement of midwall late 

gadolinium enhancement, 

median [IQR], % 

0.5 

[0.3 – 0.7] 

2.0 

[1.4 – 3.1] 

 

 n=83 n=89  

- Indexed extracellular volume 

(iECV), median [IQR], 

mL/m2 

19.4 [17.2 – 

23.1] 

21.0 [18.3 – 

24.7] 

<0.05 
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- Extracellular volume fraction 

(%ECV), median [IQR], 

mL/m2 

25.9 [24.1 – 

27.4] 

26.4 [24.4 – 

28.4] 

0.2 

a High-sensitivity cardiac troponin I concentration 6 ng/L was in the inclusion criteria for sites screening 364 
with ECG and Troponin.  365 
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Figure 1: Cumulative Incidence of the Primary Composite Endpoint and its Components for all Randomized Participants Stratified by 

Midwall Fibrosis Burden 
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Figure 2: Cumulative Incidence of the Primary Composite Endpoint and its Components 

for Patients with High Midwall Fibrosis Burden by Trial Allocation  

 


