APPENDIX

eTable 1. Target Daily Doses of M edications with Demonstrated Efficacy in AMI

Medication Target Dose Trial Demonstrating Efficacy

Beta Blockers
Atenolol 100 mg ISIS-1 (1986)(1)
Metoprolol 200 mg ?fggrg?(;on et al. (1981)(2), Lopressor Intervention Trial
Carvedilol 50 mg CAPRICORN (2001)(4)
Propranolol 180 mg Beta Blocker Heart Attack Trial (1982)(5)

Angiotensin Converting Enzyme I nhibitors
Captopril 150 mg SAVE study (1992)(6)
CONSENSUS 11 (1992)(7), SOLVD-Prevention (1992)(8),

Enalopril 20m SOLVD-Treatment (1991)(9)

Fosinopril 40 mg FEST (1995)(10), FAMIS (1998)(11)
Lisinopril 20 mg GISSI-3 (1994)(12); ATLAS (1999)(13)
Perindopril 8 mg EUROPA (2003)(14)

Quinapril 20 mg QUIET (2001)(15)

Ramipril 10 mg AIRE (1993)(16)

Trandolapril 4 mg TRACE (1995)(17)

Angiotensin |1 Receptor Blockers
Candesartan 32 mg CHARM-Alternative (2003)(18)
Telmisartan 80 mg ONTARGET (2008)(19)
Valsartan 320 mg VALIANT (2003)(20)

All beta-blocker and statin trials and the majority of ACE/ARB trials were acute therapy studies,
wherein the medication was started during the acute phase of the AMI and target dose was

attempted during hospitalization (50% of acute therapy trials) or within 4 weeks of discharge. In
the few chronic therapy trials, target dose attainment was attempted within 4 weeks of initiation.



eTable 2. Mean Achieved Dosesin the Trials Demonstrating Efficacy for AMI

- . — Target Mean Achieved % Achievin
Clinical Trial Medication Doge Dose (% of target) Target Dosg
ISIS-1 Atenolol 100 mg 79 mg (79%) 66%
CAPRICORN Carvedilol 50 mg 40 mg (80%)

Beta Blocker Heart  pronranolol 180 mg 191 mg (106%)*

Attack Trial

SAVE Captopril 150 mg 79%
CONSENSUS 2 Enalopril 20 mg 82%
FAMIS Fosinopril 20 mg 18.3 mg (92%) 87%
EUROPA Perindopril 8 mg 7.7 mg (96%)
CHARM-Alternative Candesartan 32 mg 72%
ONTARGET Telmisartan 80 mg 89%
VALIANT Valsartan 320 mg 77%

*Patients were allowed to be on 180 mg or 240 mg



eTable 3. Statin Dose Categories Accor ding to Potency

M edication
Dose Atorvastatin  Fluvastatin Lovastatin Pravastatin Rosuvastatin  Simvastatin
Low 10 mg 10-40 mg 10-20mg 10-20 mg 5mg 10-20mg
Moder ate 20 mg 80 mg 40 mg 40 mg 10mg 40mg
Goal 40-80mg 80 mg 80 mg 20-40mg 80 mg

"Goal is consideredZ5% of maximal statin potency (~50-60% LDL reduction)



eTable 4. Medication Dose Strength at Hospital Discharge and Follow-up. A medication was
considered at goal if the dose was at least 75% of the target dose (i.e., dose with proven efficacy
from clinical trials). A dose that was 50-74% of target was considered moderate, whereas doses
below 50% of target were considered low.

Beta-blockers Follow-up Dose Category
Discharge Dose None Or]rli\:lrzc:/eNo Low Moderate | Goal Total
None 18 55 23 21 229
On Med/No Titrate 0 0
Low
Moder ate
Goal
Total 688
Statins Follow-up Dose Category
None Low Moder ate Goal Total
None 83 99 66 579
Low 201
Moderate
Goal
Total 1198
ACE/ARBs Follow-up Dose Category
Discharge Dose None Or]rM ed/No Low Moder ate Goal Total
itrate
None
On Med/No Titrate

Low
Moder ate
Goal
Total

Patients on medication but with SBP <110 mmHg were excluded from the up-titration analyses
Follow-up dose is lower than discharge dose
Follow-up dose is the same than discharge dose

Follow-up dose is higher than discharge dose (i.e., up-
titration)




eFigure 1. Outpatient Cardiology Follow-up Intensity
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eTable 5. Patient and Treatment Factors Associated with Goal Dose at Follow-up. Sensitivity Analyses

Beta Blocker Statin ACE/ARB
OR (95% CI) p-value OR (95% CI) p-value OR (95% CI) p-value
Dose at discharge MAIN ANALYSES
Low dose 0.50 (0.30-0.83) 0.008 0.67 (0.47-0.95) 0.024 0.86 (0.34-2.15) 0.748
Moderate dose 0.93 (0.55-1.59) 0.799 1.36(1.01-1.82) 0.043 1.83 (0.78-4.27) 0.162
Goal dose 6.08 (3.70-10.01) <0.001 8.22 (6.20-10.90) <0.001 5.80 (2.56-13.16) <0.001
Dose at discharge ADDING DISCHARGE LDL-CLEVELS
Low dose NA 0.67 (0.47-0.95) 0.025 NA
Moderate dose NA 1.34 (1.00-1.81) 0.051 NA
Goal dose NA 8.03 (6.05-10.65) <0.001 NA
Dose at discharge LIMITING ANALYSESTO PATIENTSWITHOUT LV DYSFUNCTION
Low dose 0.50 (0.30-0.83) 0.007 NA NA
Moderate dose 0.93 (0.54-1.57) 0.774 NA NA
Goal dose 5.94 (3.62-9.75) <0.001 NA NA
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