Sample size and statistical power 
[bookmark: _Hlk127294510]The prevalence of ischemic heart disease (IHD) in Pakistan is approximately 17%, with IHD accounting for 53.76% of all cardiovascular disease deaths in the country1,2. For the sample size calculations, we hypothesize that a higher proportion of patients with mutated genetic variants will have higher chances of IHD. The number of patients that should be studied to ensure that the power of the test is 90% to detect a 5% difference in the proportion is calculated below.
For effect size calculation: 
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For sample size calculation following formula will be utilized: 

Where α is the selected level of significance and Z 1-α /2 is the value from the standard normal distribution holding 1- α/2 below it. α=0.05, then 1- α/2 = 0.975 and Z=1.282. 1- β is the selected power that is 90% power, and Z 1-β is the value from the standard normal distribution holding 1- β below it (Z0.90 =1.282). Substituting the effect size and the appropriate Z values for the selected α and power to compute the sample size: 
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Minimum sample size ≈ 590–600 IHD participants (more precise: ~594).
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