APPENDIX TABLES

Table A Health Impact of Aspirin Reported by Large Meta-Analyses

Population
(Primary or
Secondary CVD
Meta-Analysis  Prevention) Effect of Aspirin Therapy Compared to Placebo
Seshasai etal.,  Primary Decreased nonfatal MI (RR 0.80 95% CI 0.67-0.96)
2012 [1] Decreased total CVD events (RR 0.90 95% CI 0.85-0.96)
Increased total bleeds (RR 1.7 95% CI 1.17-2.46)
Increased nontrivial bleeds (RR 1.31 95% CI 1.14-1.5)
Decreased all-cause mortality (RR 0.94 95% CI 0.88-1.00)
Berger et al., Primary Decreased major CVD events (RR 0.9 95% CI 0.85-0.96)
2011 (2] Increased hemorrhagic stroke (RR 1.35 95% CI 1.01-1.81)
Increased major bleeds (RR 1.62 95% CI 1.31-2)
Raju et al., Primary Decreased major CVD events (RR 0.88 95% CI 0.83-0.94)
2011 [3] Decreased ischemic stroke (RR 0.86 95% CI 0.75-0.98)
Increased hemorrhagic stroke (RR 1.35 95% CI 1.01-0.94)
Increased Gl bleeds (RR 1.37 95% CI 1.15-1.62)
Increased major bleeds (RR 1.66 95% CI 1.41-1.95)
Rothwell etal., Primary or Decreased colorectal cancer mortality (RR 0.6 95% CI1 0.43-0.81)
2011 [4] Secondary Decreased oesophageal cancer mortality (RR 0.42 95% CI 0.25-0.71)
Decreased lung cancer mortality (RR 0.71 95% CI 0.58-0.89)
Decreased all solid cancer mortality (RR 0.75 95% CI 0.67-0.84)
Decreased all cancer mortality (RR 0.78 95% CI 0.7-0.87)
Rothwell etal.,  Primary or Decreased colorectal cancer incidence after > 2.5 years of aspirin treatment
2010 [5] Secondary (RR 0.69 95% CI 0.51-0.93), > 5 years of aspirin treatment (RR 0.62 95%
Cl 0.43-0.94), or an unspecified treatment duration (RR 0.75 95% CI
0.56-0.97)
Baigent et al., Primary Decreased major coronary events in men (RR 0.77 95% CI 0.67-0.89)
2009 [6] Decreased ischemic stroke in women (RR 0.77 95% CI 0.59-0.99)
Secondary Decreased major coronary events in men (RR 0.81 95% CI 0.72-0.92)
Berger et al., Secondary Decreased total CVD events (OR 0.794 95% CI 0.715-0.882)
2008 [7] Decreased total MI (OR 0.738 95% CI 0.598-0.91)
Decreased total stroke (OR 0.754 95% CI 0.654-0.869)
Decreased all-cause mortality (OR 0.872 95% CI 0.764-0.995)
Increased major bleeding (OR 2.332 95% CI 1.599-3.399)
Berger et al., Primary Decreased total CVD events in men (OR 0.86 95% CI 0.78-0.94) and
2006 [8] women (OR 0.88 95% CI 0.79-0.99)

Decreased total MI in men (OR 0.68 95% CI 0.54-0.86)

Decreased total stroke in women (OR 0.83 95% CI 0.7-0.97)

Decreased ischemic stroke in women (OR 0.76 95% CI 0.63-0.93)

Increased total stroke in men (OR 1.13 95% CI 0.96-1.33)

Increased hemorrhagic stroke in men (OR 1.69 95% ClI 1.04-2.73)

Increased major bleeding in men (OR 1.72 95% CI 1.35-2.2) and women
(OR 1.69 95% CI 01.13-2.52)



Table A Health Impact of Aspirin (cont.)

McQuaid and Primary or Increased any major bleeding (RR 1.71 95% CI 1.41-2.08)

Laine, 2006 [9] Secondary Increase major Gl bleeding (RR 2.07 95% CI 1.61-2.66)
Increased intracranial bleeding (RR 1.65 95% CI 1.12-2.44)
Increased non-Gl, non-intracranial bleeding (RR 1.72 95% CI 1.39-2.13)
Increased fatal intracranial bleeding (RR 2.52 95% CI 1.06-5.99)

Only statistically significant findings are shown, with the exception of non-statistically significant findings that were included in
the simulations. Findings used in the simulations are shown in bold font. RR - risk ratio, OR - odds ratio, CVD - cardiovascular
disease, MI - myocardial infarction, GI — gastrointestinal.

Table B Potential for Aspirin to Reduce Cancer Incidence in the Population Aged over 50

Risk Ratio **

Relative Conservative
Incident Cancer Site Incidence* Estimate Best Estimate
Prostate 24% 0.95 0.9
Breast 16% 0.95 0.9
Rectum bowel colon 13% 0.7 0.65
Bronchia bronchus lung chest-NFS 8% 1 0.95
Stomach 1% 0.75 0.7
Other 37% 1 1
Total 100% 0.94 0.91

*: Corresponds to the share of new incident cancers observed in Health and Retirement Study at ages over 50 (years 1995-2008).
“Incident” means that the respondent reported no cancer in the prior wave, but reported cancer in reference wave; **: Site-specific
risk ratio estimates of Cuzick et al., 2014 [10].



Table C Health Impact of Guideline Adherence for High-Risk Population

High-Risk Women*

High-Risk Men*

Status Quo Guideline Adherence** Status Quo Guideline Adherence**
Difference with Status Difference with Status
Mean Mean Quo [95% CI] Mean Mean Quo [95% CI]
Panel A. Cumulative disease incidence at
age 79 (per-thousand)***
Cardiovascular disease 441 422 -18.6 [-26.5t0 -11.8] 527 510 -17.6 [-29.1t0 -5.9]
Stroke 216 194 -21.3 [-29.2 to -14.5] 232 239 6.7 [-5.31t019.2]
Cancer 236 231 -5.2 [-9.4 to -1] 328 322 -6.3 [-9.6 to -2.9]
Gastrointestinal bleeding 54 80 26.4 [19 to 35.6] 81 107 26.2 [9.31t044.1]
Panel B. Expected outcomes at age 51+
Life expectancy (years) 27.9 28.3 0.40 [0.31to 0.51] 28.8 29.1 0.30 [0.11 to0 0.47]
Disability-free life-years 19.8 20.0 0.20 [0.13 to 0.26] 22.8 22.9 0.13 [0.05 to 0.23]
Quality-adjusted life-years 22.6 22.9 0.30 [0.23 t0 0.38] 24.1 24.3 0.21 [0.08 to 0.34]

*: Simulations results from age 55 until death among the subset of women with a predicted stroke risk higher than or equal to 3% at age 55; Simulation results from age 51 until
death among the subset of men with a predicted coronary heart disease risk higher than or equal to 4% at age 51; **: Individuals follow 2009 USPSTF guidelines for primary
prevention of heart disease and stroke until age 79 and use aspirin for secondary prevention at all ages; ***: Total incident cases by age 79 for a thousand individuals without the
disease at age 51; 1: Lifetime outcomes are calculated from age 55 until death for high-risk women and from age 51 until death for high-risk men. Disability-free life expectancy
refers to reporting no instrumental activity of daily living or activity of daily living limitations and not living in a nursing home. Quality-adjusted life-years adjust length of life for
quality based on a person’s chronic conditions and functional status. 95% confidence intervals with regard to the uncertainty of the effectiveness of aspirin are presented in brackets.



Table D Costs and Benefits of Guideline Adherence for High-Risk Population, $2015 Thousands
Guideline Adherence*: Difference with Status Quo
Women Eligible for Aspirin Men Eligible for Aspirin
Therapy** Therapy**

Mean 95% CI Mean 95% CI

Value of expected quality-adjusted life-years
gained 225 [16.71t028.5] 15.3  [5.56 to 24.01]
Expected health-care and medication costs

Health care excluding gastrointestinal

bleeds 6.7 [3.37 to 10.25] 5.1 [0.1109.74]
Gastrointestinal bleeds 0.15 [0.121t00.19] 0.13  [0.05t00.21]
Aspirin medication 0.08  [0.08to 0.08] 0.08  [0.08t0 0.08]
Total 6.9 [3.6 t0 10.5] 53  [0.33109.93]

Net value per capita 156  [10.78 t0 20.1] 10.0  [2.88t0 16.79]

Incremental cost-effectiveness ratio 50.8  [29.21to 71.14] 48.1 [1.841t087.55]

*: Individuals follow 2009 USPSTF guidelines for primary prevention of heart diseases and stroke until age 79 and use aspirin for secondary prevention at all ages; **: The subset
of women with a predicted stroke risk higher than or equal to 3% at age 55; ***: The subset of men with a predicted coronary heart disease risk higher than or equal to 4% at age 51.
All amounts are in present value at age 51, computed with a 3% discount rate. Quality-adjusted life-years adjust length of life for quality based on a person’s chronic conditions and
functional status. 95% confidence intervals with regard to the uncertainty of the effectiveness of aspirin are presented in brackets.



Table E Sensitivity Analysis: Health Impact of Increased Aspirin Use under Pessimistic Assumptions

Status Quo  Guideline Adherence* Universal Eligibility***
Difference with Status Difference with Status
Mean Mean  Quo [95% CI] Mean Quo [95% CI]
Panel A. Cumulative disease incidence at age 79 (per
thousand)***
Cardiovascular disease 487 474 -12.7 [-23.7t0-4.1] 467 -20.0 [-35.3t0-7.6]
Stroke 235 232 -3.0 [-125t06] 229 -6.2  [-16.410 4.9]
Cancer 293 294 1.0 [-0.6 to 3.7] 294 1.0 [-0.6 to 3.9]
Gastrointestinal bleeding 67 97 30.7 [1L.6t070.8] 112 456  [1.6t0 109.6]
Panel B. Expected outcomes at age 51
Life expectancy (years) 30.2 30.4 0.19 [0.01t00.39] 30.4 0.22 [0.04t0 0.44]
Disability-free life-years 22.8 22.9 0.08 [0.01t00.17] 22.9 0.11 [0.03t00.22]
Quality-adjusted life-years 24.8 24.9 0.13 [0t00.27] 24.9 0.16 [0.041t00.31]

*: Individuals follow 2009 USPSTF guidelines for primary prevention of heart diseases and stroke until age 79 and use aspirin for secondary prevention at all ages; **: All individuals
over age 50 are assigned to use aspirin daily; ***: Total incident cases by age 79 for a thousand individuals without the disease at age 51; 1 Calculated from age 51 until death.
Disability-free life expectancy refers to reporting no instrumental activity of daily living or activity of daily living limitations and not living in a nursing home. Quality-adjusted life-
years adjust length of life for quality based on a person’s chronic conditions and functional status. 95% confidence intervals with regard to the uncertainty of the effectiveness of

aspirin are presented in brackets.



Table F Sensitivity Analysis: Costs and Benefits of Increased Aspirin Use under Pessimistic Assumptions, $2015 Thousands
Difference with Baseline
Guideline Adherence* Universal Eligibility**
Mean 95% ClI Mean 95% CI

Value of expected quality-adjusted life-years
gained 9.1  [0.281019.09] 112 [2.34t021.07]
Expected health-care and medication costs

Health care excluding gastrointestinal

bleeds 4.2 [-0.17 to 10.28] 3.8 [-0.66 to 9.95]
Gastrointestinal bleeds 0.1 [0.02 to 0.33] 0.2 [0.02 to 0.53]
Aspirin medication 0.2 [0.18 to 0.2] 0.3 [0.32 t0 0.34]
Total 46  [0.15t010.58] 44  [-0.241010.48]

Net value per capita 46  [-0.471t010.16] 6.8  [1.57t012.73]

Incremental cost-effectiveness ratio 92.9 [7.07 to 180.76] 60.4  [-6.02to 123.87]

*: Individuals follow 2009 USPSTF guidelines for primary prevention of heart disease and stroke until age 79 and use aspirin for secondary prevention at all ages; **: All individuals
over age 50 are assigned to use aspirin daily. All amounts are in present value at age 51, computed with a 3% discount rate. Quality-adjusted life-years adjust length of life for quality
based on a person’s chronic conditions and functional status. 95% confidence intervals with regard to the uncertainty of the effectiveness of aspirin are presented in brackets.



Table G Sensitivity Analysis: Health Impact of Guideline Adherence* scenario under Alternative Cancer Parameters

Pessimistic cancer reduction Optimistic cancer reduction
Status Quo  (RR =0.96) (RR=0.91)
Difference with Status Difference with Status
Mean Mean  Quo [95% CI] Mean Quo [95% CI]
Panel A. Cumulative disease incidence at age 79 (per
thousand)**
Cardiovascular disease 487 475 -115 [-23.2t0-0.7] 475 -11.3  [-23.2t0 -0.7]
Stroke 235 233 25  [-12to 7.4] 233 24 [-12t07.4]
Cancer 293 291 20 [-7.3t03] 287 -6.6 [-13.7t0-0.1]
Gastrointestinal bleeding 67 83 16.0 [3.6t030] 83 16.0 [3.6t030]
Panel B. Expected outcomes at age 51***
Life expectancy (years) 30.2 30.4 0.25 [0.01to0.49] 30.4 0.26 [0.021t0 0.52]
Disability-free life-years 22.8 22.9 0.11 [0t00.22] 22.9 0.12 [0t00.23]
Quality-adjusted life-years 24.8 25.0 0.18 [0.02to 0.34] 25.0 0.19 [0.03t00.35]

*: Individuals follow 2009 USPSTF guidelines for primary prevention of heart diseases and stroke until age 79 and use aspirin for secondary prevention at all ages; ***: Total
incident cases by age 79 for a thousand individuals without the disease at age 51; ***: Calculated from age 51 until death. Disability-free life expectancy refers to reporting no
instrumental activity of daily living or activity of daily living limitations and not living in a nursing home. Quality-adjusted life-years adjust length of life for quality based on a
person’s chronic conditions and functional status. 95% confidence intervals with regard to the uncertainty of the effectiveness of aspirin are presented in brackets.



Table H Sensitivity Analysis: Costs and Benefits of of Guideline Adherence* scenario under
Alternative Cancer Parameters, $2015 Thousands

Difference with Baseline
Pessimistic cancer

reduction Optimistic cancer reduction
(RR =0.96) (RR=0.91)
Mean 95% ClI Mean 95% ClI

Value of expected quality-adjusted life-years
gained 125  [1.391t0 24.26] 13.4  [1.97 to 25.79]
Expected health-care and medication costs

Health care excluding gastrointestinal

bleeds 50  [-0.95t012.79] 50  [-1.32t012.66]
Gastrointestinal bleeds 0.1 [0.02 to0 0.13] 0.1 [0.02 to 0.14]
Aspirin medication 0.1 [0.06 to 0.06] 0.1 [0.06 to 0.06]
Total 5.1 [-0.83 t0 12.92] 5.2 [-1.21 to 12.81]

Net value per capita 7.4 [1.4 to 13.74] 8.2 [1.94 to 15.16]

Incremental cost-effectiveness ratio 62.5 [-19.88 to 114.85] 60.3  [-22.37 to 112.54]

*: Individuals follow 2009 USPSTF guidelines for primary prevention of heart disease and stroke until age 79 and use aspirin for
secondary prevention at all ages. All amounts are in present value at age 51, computed with a 3% discount rate. Quality-adjusted
life-years adjust length of life for quality based on a person’s chronic conditions and functional status. 95% confidence intervals
with regard to the uncertainty of the effectiveness of aspirin are presented in brackets.
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