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Summary:

In June 2011, the FDA announced new recommendations concerning the maximum daily dose of simvastatin (80 mg) because of an increased risk of muscle damage compared to lower simvastatin doses or other statins. The FDA also announced changes to the simvastatin label including adding new contraindications and more aggressive dose limitations for simvastatin when used with certain medications.1 
These decisions were the result of an ongoing safety review conducted by the FDA of high-dose (80 mg/day) simvastatin which showed a higher risk for muscle injury above that observed with lower doses of simvastatin or other statins.2 The safety review was prompted by data from a large clinical trial, “Study of the Effectiveness of Additional Reductions in Cholesterol and Homocysteine” (SEARCH)3, the FDA’s adverse event reporting system (AERS) and other clinical trials. 

In SEARCH, 12,064 patients with a history of myocardial infarction were randomized to simvastatin 20 mg or 80 mg daily (with or without vitamin B12 or folate) and followed for a mean of 6.7 years. In this study, there were 53 patients (0.9-1%) on 80 mg and 2 patients (0.03%) on 20 mg with a diagnosis of myopathy; and 7 patients (0.1%) on 80 mg and none on the 20 mg dose who experienced rhabdomyolysis. Of the 53 patients with myopathy, eight were receiving amiodarone, subsequently contributing to a labeling change in 2002 limiting the dose of simvastatin to 20 mg daily in patients receiving concomitant amiodarone. There was also a doubling of the risk for myopathy in patients taking calcium channel blockers, particularly diltiazem.1 In the summary of findings from the FDA’s ongoing safety review, there is reference to a “genetic variant” that was present in approximately 60% of patients with myopathy (in SEARCH trial) which may alter the coding of the transporter responsible for the uptake of simvastatin by the liver resulting in increased exposure to simvastatin, thus more adverse events.

As a result of their findings from the ongoing safety review, the FDA recommends:

· Simvastatin 80 mg be reserved for patients who have been taking this dose for 12 months or longer with no evidence of muscle injury. In the SEARCH trial, the risk of myopathy or rhabdomyolysis with the 80 mg dose was highest within the first 12 months (4-5 fold higher).

· Simvastatin 80 mg should not be started in new patients.

· Changes in the simvastatin product labeling (including labeling of combination products containing simvastatin [Vytorin, Simcor]) regarding concomitant use of drugs known to inhibit the metabolism of simvastatin.

· New contraindications against certain combinations with simvastatin: itraconazole, ketoconazole, posaconazole, erythromycin, clarithromycin, telithromycin, HIV protease inhibitors, nefazodone, gemfibrozil, cyclosporine, danazol.

· More aggressive simvastatin dose limitation: 

· Do not exceed 10 mg: Verapamil, diltiazem

· Do not exceed 20 mg: Amiodarone, amlodipine (new), ranolazine (new)

Provider Recommendations

· Reinforce to patients the importance of notifying their healthcare provider if they notice any unexplained muscle pain, tenderness or weakness while receiving statin therapy, especially after initiation of statins or change in statin therapy (e.g., escalation of dose or switch to another statin). 

· Be aware that certain factors may increase an individual’s susceptibility to statin-associated muscle toxicity including hypothyroidism, renal or liver impairment, small body frame and frailty, advanced age, drug-drug interactions, female gender, consumption of large quantities of grapefruit juice or alcohol abuse.4 Consider use of lower statin doses in these patients.

· Ensure patients are adherent to statin therapy prior to increasing statin doses or switching statin therapy.

· Review Patients on Simvastatin 80 mg Daily:

· Patients taking simvastatin 80 mg daily for 12 months or longer without muscle complaints may continue their current simvastatin dose. 
Discussion: In the SEARCH trial, the risk for muscle injury with the 80 mg dose was highest within the first 12 months of simvastatin therapy and was reduced thereafter.
· Patients taking 80 mg of simvastatin for less than 12 months, consider reducing their dose to 40 mg daily and repeating a lipid panel. Emphasize the importance of compliance with lifestyle interventions including smoking cessation, diet, exercise and statin treatment. 
Discussion: There have been two trials comparing simvastatin 80 mg to simvastatin 20 mg (Phase Z of the A to Z trial4 and SEARCH3) and one trial comparing atorvastatin 80 mg to simvastatin 20 mg (IDEAL5). None of these three trials showed a statistically significant difference in the primary endpoint of incidence of major cardiovascular events between high dose and moderate dose statins. Alternatively, there have been two trials showing a benefit of atorvastatin 80 mg compared to lower doses of atorvastatin (10 mg, TNT6) or lower doses of a less potent statin (pravastatin 40 mg, PROVE-IT7) on cardiovascular outcomes. The A to Z and PROVE-IT trials were conducted in patients with acute coronary syndrome (ACS) while SEARCH, TNT and IDEAL in patients with stable coronary artery disease (CAD). (See Appendix A for a summary of each clinical trial).

It should be noted that none of these trials3-7 (comparing a high dose to a moderate dose statin) used a “treat to target” LDL-C lowering approach since statin doses were not titrated based upon LDL-C with the exception of IDEAL in which patients were permitted in a nonrandomized fashion to increase their simvastatin dose from 20 to 40 mg if their total cholesterol was >190 mg/dL (23% increased to simvastatin 40 mg). There is growing support for use of a fixed, moderate dose statin (e.g., simvastatin 40 mg daily)8 to achieve a significant absolute reduction (e.g.,~40-50% from baseline)9 in LDL-C. On the other hand, the 2001 National Cholesterol Education Program (NCEP) Adult Treatment Panel III (ATP III) expert panel has consensus recommendations for treating to LDL-C targets depending upon an individual’s risk for CAD.10 

Given the available evidence, as updated guidelines from NCEP ATP IV are awaited, the PBM-MAP-VPEs recommend that either option noted below (fixed, moderate dose statin or targeting LDL-C goals) be considered acceptable when treating patients with dyslipidemia.
Fixed, Moderate Dose Statin Option:

· Because there is no convincing evidence proving a greater benefit on cardiovascular outcomes with 1) high dose simvastatin vs. moderate doses of simvastatin in patients with ACS or stable CAD or 2) high dose atorvastatin vs. moderate doses of simvastatin in patients with stable CAD, consider reducing simvastatin 80 mg to a fixed dose of 40 mg daily. Check fasting lipid profile and liver function tests (LFTs) as per usual care.
Treat to LDL-C Target Option:

· As an alternative to reducing the dose of simvastatin in selected patients or those at very high risk for cardiovascular events, consider switching to an alternative high potency statin (e.g., atorvastatin 40 mg or rosuvastatin 10 mg) and repeating a lipid panel within 6-8 weeks. Titrate dose as needed.

· If patients were close to their LDL-C goal on simvastatin 40 mg, prior to being titrated to the 80 mg dose, consider reducing simvastatin back to 40 mg while emphasizing medication adherence, diet and exercise and then repeating a fasting lipid profile in 6-8 weeks. If the LDL-C goal is not reached, consider switching to a high potency statin as suggested above.

Expected Mean Percent LDL-C Reduction (from clinical trials and manufacturers product labeling)

	Lower LDL-C 40-45%
	Lower LDL-C 46-50%
	Lower LDL-C 51-55%
	Lower LDL-C 56-60%

	Simva 40 mg
	Simva 80 mg
	--
	--

	Lova 80 mg
	--
	--
	--

	Atorva 20 mg
	Atorva 40 mg
	Atorva 80 mg
	Atorva 80 mg*

	Rosuva 5 mg
	Rosuva 10 mg
	Rosuva 20 mg
	Rosuva 40 mg×

	Eze+Simva 10/10
	Eze+Simva 10/10 or 10/20
	Eze+Simva 10/20-10/40
	Eze+Simva 10/40-10/80


*Manufacturer labeling. ×Rosuva 40 mg should only be used for patients not reaching their LDL-C goal with the 20 mg dose. Please be advised that dose conversions are only approximates and further titration may be necessary. 
· Concomitant drugs known to inhibit metabolism of simvastatin:

· New contraindications-

· Gemfibrozil-The PBM-MAP-VPEs discourage the use of any statin-fibrate combination because of the known risks and yet to be proven incremental benefit of these combinations beyond statin therapy alone.11-12 Therefore, discontinue gemfibrozil and continue simvastatin without a fibrate. If triglyceride (TG) lowering is needed, recommend intensive therapeutic lifestyle changes. In patients with very high TG levels (e.g., >500 mg/dL) or a history of TG induced pancreatitis, consider fish oils. If further LDL-C lowering is needed in a setting where triglycerides are elevated and the simvastatin dose is maximized, consider replacing gemfibrozil with niacin.
· Strong cytochrome P-450 (CYP) 3A4 inhibitors-

· Long-term therapy [>30 days] (e.g., azole antifungals, HIV protease inhibitors, nefazodone, cyclosporine, etc.)-Consider switching to a non-CYP 3A4 metabolized statin (e.g., rosuvastatin, pravastatin or fluvastatin). Alternatively, if switching to atorvastatin or lovastatin, use the lowest possible dose of the statin when combined with strong CYP 3A4 inhibitors since these statins are also metabolized via CYP 3A4 

· Short-term therapy [<30 days] (e.g., macrolide therapy)-Withhold simvastatin until therapy with antibiotics is complete.

· More aggressive dose limits:

· Adhere to manufacturer dose limits when prescribing statins in patients receiving drugs known to increase the risk for statin-associated muscle toxicity. (e.g., simva-as listed above [see below for discussion-recommendations], cyclosporine: rosuvastatin 5 mg or atorvastatin 10 mg, gemfibrozil: rosuvastatin 10 mg, lopinavir/ritonavir, atazanavir/ritonavir: rosuvastatin 10 mg, various CYP 3A4 inhibitors: caution when using >20 mg of atorvastatin). Refer to statin prescribing information for more information.

· Amlodipine plus simvastatin:

Discussion: To date, there are no published case reports of serious adverse consequences resulting from combinations of amlodipine and simvastatin, despite the FDA warning. There is one small study (published in 2005) involving eight patients with hypercholesterolemia and hypertension treated with simvastatin alone for 4 weeks followed by addition of amlodipine 5 mg to simvastatin for an additional 4 weeks.13 In this study, the peak serum concentration of simvastatin increased from 9.6 ng/ml to 13.7 ng/ml (p<0.05) and the area under the curve increased from 34.3 mg h/ml to 43.9 ng h/ml (p<0.05) without altering the effect of simvastatin on cholesterol. There is another study of 17 patients in which the effect of concurrent versus non-concurrent (administration of amlodipine separated by 4 hours) is examined.14 In the non-concurrent group, simvastatin peak serum concentrations and area under the curve were 63.2% and 66%, respectively, of values observed with concurrent dosing. The authors suggest that separation of dosing may help to avoid unwanted adverse consequences of potential drug-drug interactions.
Recommendation: In light of the lack of clinical evidence to support a problematic drug-drug interaction with the combination of simvastatin and amlodipine, providers should consider this information in the context of best evidence for moderate doses of simvastatin in reducing important clinical outcomes. In patients with risk factors (e.g., hypothyroidism, frail, elderly, etc. [as listed above]) that may increase their susceptibility for muscle injury from statins, consider maintaining simvastatin at doses of 20 mg daily when given concurrently with amlodipine or separate dosing by at least 4 hours (e.g., simvastatin in the evening and amlodipine in the morning).
· Amiodarone, verapamil or diltiazem plus simvastatin:

Discussion: In 2002, because of reports of rhabdomyolysis in patients receiving concomitant amiodarone and > simvastatin 20 mg daily and a higher rate of myopathy in those receiving simvastatin 80 mg plus amiodarone in the SEARCH trial, the FDA recommended a labeling change limiting the dose of simvastatin to 20 mg daily when given in combination with amiodarone. The FDA also recommended limiting simvastatin doses to 20 mg daily in patients on verapamil. In 2008, the FDA alerted healthcare professionals regarding their continued receipt of reports of rhabdomyolysis occurring in patients on amiodarone and receiving >20 mg of simvastatin daily. In that alert, the FDA encouraged adherence to simvastatin dose limits (20 mg daily) in patients receiving amiodarone.15 

In the SEARCH trial, although there were a higher number of reports of myopathy in patients receiving amiodarone and simvastatin 80 mg daily (8/53 patients with myopathy on 80 mg simvastatin were also on amiodarone), there was no mention of an increased risk in the group receiving 20 mg daily. In 2003, all patients receiving amiodarone and simvastatin 80 mg in the SEARCH trial were transitioned to simvastatin 20 mg daily because of the higher risk for myopathy. Final published results from SEARCH do not sufficiently support a cause for concern of an increased risk for myopathy (n=2 cases/6033) or rhabdomyolysis (n=0/6033) in patients receiving simvastatin 20 mg when combined with amiodarone. Furthermore, a 10 mg dose of simvastatin was not examined in SEARCH so it is difficult to confirm that limiting simvastatin to 10 mg daily in patients receiving amiodarone, verapamil or diltiazem is safer than 20 mg daily. 
**UPDATE: In June 2011, the FDA announced a more aggressive dose limit for simvastatin when combined with amiodarone from 20 mg daily to 10 mg daily. In October 2011; the FDA approved updated labeling which changed the dose limit of simvastatin back to 20 mg daily in patients also receiving amiodarone. In December 2011, the FDA sent an updated announcement highlighting the change back to 20 mg daily.19-20 

** DOSE LIMIT OF SIMVASTATIN COMBINED WITH AMIODARONE IS NOW 20 MG DAILY** 

Recommendation: In light of the lack of evidence supporting a greater safety of simvastatin 10 mg versus 20 mg when combined with verapamil or diltiazem, providers should consider this information in the context of best evidence for moderate doses of simvastatin in reducing important clinical outcomes. In patients with risk factors (e.g., hypothyroidism, frail, elderly, etc.[as listed above]) that may increase their susceptibility for muscle injury from statins, consider limiting simvastatin to doses of 10 mg daily when combined with verapamil or diltiazem. In patients receiving amiodarone, the dose of simvastatin should be limited to 20 mg daily.
· Ranolazine plus simvastatin:

Discussion: There is one case report of rhabdomyolysis in a patient receiving simvastatin and ranolazine16 and another in a patient receiving multiple interacting drugs with simvastatin including ranolazine.17
Recommendation: The dose of simvastatin should be limited to 20 mg daily when given in combination with ranolazine. 
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APPENDIX A:

I. Studies supporting moderate dose statin use in diabetes or patients with CVD:

In these studies, it should be noted that there was no dose titration of statins to achieve a certain LDL-c goal. Patients were randomized to a fixed dose of statin. In the IDEAL trial, simvastatin could be increased to 40 mg daily if the total cholesterol exceeded 190 mg/dL. That was the only dose titration made. 

1. The IDEAL study: Pedersen TR, Faergeman O, Kastelein, et al. High-Dose Atorvastatin vs. Usual-Dose Simvastatin for Secondary Prevention After Myocardial Infarction. JAMA 2005;294:2437-2445.

· In the IDEAL study, 8,888 patients (80 yrs or less) with a history of acute MI were randomized to receive open-label atorvastatin 80 mg or simvastatin 20 mg daily for a median follow up of 4.8 years (Chronic CAD).  (Mean age 62 years)

· The primary endpoint was the occurrence of a major coronary event (coronary death, confirmed nonfatal MI or cardiac arrest with resuscitation). If at 24 weeks the total cholesterol was >190 mg/dL, simvastatin could be increased to 40 mg daily. 

· At the end of the study, approximately 23% of patients were receiving simvastatin 40 mg while the other 77% were taking simvastatin 20 mg daily. 

· In this study, 12% of patients in each group were known diabetics.

· Mean LDL-c levels were 104 mg/dL in the simva group vs. 81 mg/dL in the atorvastatin 80 mg group.

· A major coronary event occurred in 463 simva (10.4%) vs. 411 atorva (9.3%), HR 0.89 [95% CI 0.78-1.01], p=0.07, ARR 1.1%, NNT 91

· Individual components of the primary endpoint:

· CHD death, p=0.90

· Nonfatal MI, 321 (7.2%) simva, 267 (6%) atorva, HR 0.83 [95% CI 0.71-0.98], p=0.02, ARR 1.2%, NNT 83

· Cardiac arrest with resuscitation, 7 (0.2%) simva, 10 (0.2%) atorva, NS

· Safety: Overall, no differences in ADEs. However, there was a higher rate of withdrawal due to ADE in the atorvastatin vs. simva group, 426 (9.6%) vs. 186 (4.2%), respectively, p<0.001.

· AST >2x ULN higher in atorva group 18 (0.41%) vs. 2 (0.04%) simva, p<0.001

· ALT <2x ULN higher in atorva group 43 (0.97%) vs. 5 (0.11%) simva, p<0.001

· Myopathy and rhabdo occurred with a low incidence in both groups and was not different between groups.

2. The SEARCH trial: The Study of Effectiveness of Additional Reductions in Cholesterol and Homocysteine (SEARCH) Collaborative Group. Intensive Lowering of LDL Cholesterol with 80 mg versus 20 mg Simvastatin Daily in 12,064 Survivors on Myocardial Infarction: A Double-Blind Randomized Trial. Lancet 2010;376:1658-1669.

· In the SEARCH trial, 12,064 survivors of an MI (80 yrs or less) were randomized to receive 80 mg or 20 mg simvastatin for a mean follow up of 6.7 years (Chronic CAD).

· The primary endpoint was major vascular events (coronary death, MI, stroke or arterial revascularization).

· 35 to 39% of patients were diabetics.

· After run-in with simva 20 mg, baseline LDL was 97.5 mg/dL (2.5 mmol/L)

· At study end, mean LDL was 13.5 mg/dL lower in the high dose simva group: Simva 20 mg (97.5 mg/dL) vs. simva 80 mg (84 mg/dL)

· A primary endpoint occurred in 1477 (24.5%) of simva 80 vs. 1553 (25.7%) simva 20 mg. HR 0.94 [95% CI 0.88-1.01], p=0.10, ARR 1.2%, NNT 83.

· In the subgroup of diabetics, the findings were consistent with the entire cohort of patients; no difference was observed in the primary endpoint.

· Safety: Overall, there were no differences in new cancers, LFT elevation, etc.

· Confirmed myopathy (defined as creatine kinase >10 x ULN + unexplained muscle sx): 53 (1%) simva 80 mg vs. 2 (0.03%) simva 20 mg.

· Rhabdomyolysis (defined as CK >40 x ULN with symptoms of end organ damage, doubling of SCr.): 7 (0.1%) simva 80 vs. 0 simva 20 mg.

3. The A to Z Trial: de Lemos JA, Blazing MA, Wiviott SD, et al. Early Intensive vs. a Delayed Conservative Simvastatin Strategy in Patients with Acute Coronary Syndromes. JAMA 2004;292:1307-1316.

· In the A to Z trial, 4497 patients presenting with acute coronary syndrome were randomized to receive simva 40 mg for 1 month followed by 80 mg (early intensive group) or placebo for 4 months followed by simva 20 mg (delayed conservative group) for a minimum follow up six months up to 24 months. (Acute CAD) (Median age 61 years)

· The primary endpoint was a composite of CV death, nonfatal MI, readmission for ACS and stroke. 

· 23-24% of patients in this trial were diabetics.

· Median LDL-c was 122 mg/dL while taking placebo and 77 mg/dL at 8 months on simva 20 mg. In the early intensive group, median LDL-c was 68 mg/dL on simva 40 and 63 mg/dL on simva 80 after 8 months.

· A primary endpoint occurred in 343 (16.7%) of the delayed conservative vs. 309 (14.4%) in the early aggressive group. HR 0.89 [95% CI 0.76-1.04], p=0.14, ARR 2.3%, NNT 44

· CV death occurred in 109 (5.4%) placebo/simva vs. 83 (4.1%), HR 0.75 [95% CI 0.57-1], p=0.05. No differences existed in the other components of the Primary endpoints.

· In the subgroup with diabetes, the results were consistent with the entire cohort showing no difference between groups in the primary endpoint.

· In a post-hoc analysis, data was separated into 1) first 4 months and 2) from 4 month until study end. No difference existed within the first 4 months (HR 1.01, 95% CI 0.83-1.25], p=0.89, but a difference did exist from 4 months forward (HR 0.75, 95% CI 0.6-0.95), p=0.02 in favor of the early, intensive approach. However, since this analysis was done post-hoc, the results are not considered confirmatory.

· Safety: Myopathy (defined as CK >10 xULN) occurred in 9 patients in the simva 80 group vs. 1 simva 20 mg group (p=0.02). Three of the 9 patients on simva 80mg had CK levels >10,000 and met the definition for rhabdomyolysis. None of the patients in the conservative group experienced rhabdomyolysis

II. Studies supporting an incremental benefit of more intensive treatment with statins vs. less aggressive statin treatment: In these studies, it should be noted that there was no dose titration of statins to achieve a certain LDL-c goal.

1. The TNT study: LaRosa JC, Grundy SM, Waters, DD, et al. Intensive Lipid Lowering with Atorvastatin in Patients with Stable Coronary Disease. N Engl J Med 2005;352:1425-1435.

· In TNT, 10,001 patients with clinically evident CHD and LDL-c <130 mg/dL were randomized to receive atorvastatin 10 mg or 80 mg daily for a median follow up of 4.9 years. (Mean age 61) (Chronic CAD)

· The primary endpoint was a major CV event (death from CHD, nonfatal-non procedure related MI, resuscitation after cardiac arrest, fatal or nonfatal stroke)

· Mean LDL were 77 mg/dL in the 80 mg group vs. 101 mg/dL in the 10 mg group. 

· A primary event occurred in 434 (8.7%) atorva 80 mg vs. 548 (10.9%) on atorva 10 mg. HR 0.78 [95% CI 0.69-0.89), p<0.001, ARR 2.2%, NNT 45

· 15% of patients had a diagnosis of diabetes.

· Safety: A concern raised after this trial was published was that there were 31 more non-vascular related deaths in the atorvastatin 80 mg group. (127 (2.5%) atorva 10 mg vs. 158 (3.2%) atorva 80 mg, HR 1.25[95% CI 0.99-1.57], p=0.06. In an accompanying editorial, the author notes that the increase could be due to chance, however, is a matter of concern. And, that further efforts will be needed to select the subgroups of patients that are at increased risk for adverse CV events in order to preserve the benefits. Pitt B. N Engl J Med 2005;352:1483-1484.

· Adverse events occurred in 406 (8.1%) atorva 80 mg vs. 289 (5.8%) atorva 10 mg, p<0.001, NNH 43

· Rates of withdrawal due to ADEs 7.2% atorva 80 mg vs. 5.3% atorva 10 mg (p<0.001)

· Persistent LFT elevation: 60 (1.2%) atorva 80 mg vs. 9 (0.2%) atorva 10 mg (p<0.001)

· No differences in rates of myopathy and rhabdo were reported between groups.

2. The PROVE-IT study: Cannon CP, Braunwald E, McCabe CH, et al. Comparison of Intensive and Moderate Lipid Lowering with Statins after Acute Coronary Syndromes. N Engl J Med 2004;350:1495-1504.

· In the PROVE-IT study, 4162 patients hospitalized with acute coronary syndrome were randomized to receive pravastatin 40 mg or atorvastatin 80 mg and followed for 18-36 months (mean 24 months). (Acute CAD)

· The primary endpoint was a composite of all cause death, MI, documented unstable angina requiring hospitalization, revascularization or stroke.

· Nearly 18% of patients in the trial had a diagnosis of diabetes.

· Baseline median LDL-c before treatment was 106 mg/dL. Median LDL-c was 95 mg/dL prava 40 mg and 62 mg/dL atorva 80 mg.

· For all randomized patients, the Kaplan-Meier event rates of the primary endpoint at 2 years was 26.3% in the pravastatin vs. 22.4% in the atorvastatin group (p=0.005, 95% CI 5-26%). The relative risk reduction was reported to be 16% with an absolute risk reduction of 3.9%. The number needed to treat (NNT) was 25
· Secondary endpoints:
· The risk of the secondary endpoint of death due to CHD, MI or revascularization was reduced statistically greater in the atorvastatin vs. pravastatin group (p=0.029, 95% CI not provided, RRR 14%, ARR 2.6%, NNT 38).
· Among individual components of the primary endpoint, the only statistically significant difference favoring atorvastatin were in the need for revascularization and recurrent unstable angina.
· Although a trend towards reduction in occurrence of all individual components of the primary endpoint were seen in favor of the atorvastatin vs. pravastatin group with the exception of stroke which favored pravastatin slightly, there were no differences.
· Of interest, in those patients with baseline LDL-C 125 or greater, there was a much greater reduction in the hazard ratio of 34% (20.1% vs. 28.2%= ARR 8.1% NNT 12) compared to those patients with a baseline LDL-C of less than 125 mg/dL with a RRR of 7% (23.5 vs. 25.6=ARR 2.1%, NNT 47). 
· Additionally, there were no differences in the primary outcome between treatment groups in the 25% of patients receiving statins prior to enrollment in the study, those with diabetes or those patients 65 years or older.
· Safety: Withdrawal for adverse events (ADE) did not differ between groups. However, the number of patients experiencing clinically significant elevation in liver function tests (LFTs) was significantly greater in the atorvastatin vs. pravastatin group (3.3 vs. 1.1%, p<0.001). 
· There was no difference in CK elevations and no patients developed rhabdomyolysis.
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