Quarterly Medication Review Deprescribing Focus
LONG TERM CARE

ASA and Statins for Primary Prevention ol

January to March 2023 '

Background

e Asthe health status and goals of care for an individual in a LTC setting change, the use of medications for primary prevention
of cardiovascular (CV) disease should be reviewed

e Some residents may be using ASA and/or lipid lowering medications (e.g., statins) who do not have a history of
cardiovascular or cerebrovascular disease (i.e. primary prevention).

@ For the quarterly medication reviews from January to March 2023, reassess all residents on
ASA or statins. If using for primary prevention of cardiovascular (CV) disease, consider deprescribing.

For all residents on ASA:
e Determine the indication for low dose ASA
e Based on current evidence, consider discontinuing ASA if being used solely for primary prevention of CV disease

For all residents on statins:
e Determine whether the statin is being used for primary or secondary prevention of CV disease
e If being used for primary prevention, consider the benefits and harms of ongoing treatment:

¢ Resident’s cardiovascular risk

O  Resident’s goal of care

O Adverse events (see Table 1 - Statin Adverse Events on page 5)

¢ Drug interactions

O Pill burden/medication pass time; polypharmacy

0 Goals of care
Consider discontinuing or decreasing the dose of statin being used for primary prevention of CV disease
Assess if any of the other medications the resident is taking interacts with statins. Reducing the dose or stopping a statin
may necessitate dose adjustments or monitoring of other medications the resident is taking

MR Contents: Attachments included with QMR:

e  RxFiles: ASA (Aspirin) for Primary Prevention of
Cardiovascular Disease

e  Price Comparison of Commonly Prescribed
Antihypertensive Medications in Manitoba 2022
-> Lipid lowering agents

e ASA for Primary Prevention
= Guideline recommendations - page 2
= Evidence for ASA in primary prevention = page 2
= ASA deprescribing recommendations - page 2

e  Statins for Primary Prevention

Guideline recommendations - page 3

Evidence for statins in primary prevention - page 3
Evidence for deprescribing statins > page 4

Statin dose reduction - page 4

Factors that support deprescribing statins - page 4 & 5
Statin deprescribing recommendations - page 5
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ASA for Primary Prevention in LTC Residents

Guideline Recommendations

Hypertension Canada no longer recommends the use of ASA for primary prevention of cardiovascular disease in adults with
hypertension. There is little evidence of overall benefit but increased risk of major bleeding®

The Canadian Stroke Best Practice Recommendations and Thrombosis Canada do not recommend low dose ASA for primary
prevention of a first vascular event?

The Beers Criteria recommends cautious use of ASA in those 70 years and older due to a lack of evidence for benefits and
risks in this population®

Diabetes Canada’s 2020 clinical practice guidelines state that “ASA should not routinely be used for primary prevention of
CVD in people with diabetes”*’

2019 ACC/AHA Guideline on the Primary Prevention of Cardiovascular Disease®® indicates ASA 75-100mg daily should not be
administered on a routine basis for the primary prevention of atherosclerotic CVD among adults 70 years of age and older

Evidence for ASA in Primary Prevention

Three large randomized controlled trials from 2018 assessed the benefits and harms of ASA for primary prevention in
different populations*
¢ Aspirin in Reducing Events in the Elderly trial (ASPREE)® included patients 70 years and older living in the community
O No statistically significant positive association of ASA use with either CVD mortality or all-cause mortality
¢ Significant increase in intracranial and extracranial hemorrhage observed. HR 1.38 (95% Cl 1.18-1.62) ARI
1.03%, NNH 100
¢ Conclusion: Avoid ASA for primary prevention in individuals who are 70 years of age and older
¢ AStudy of Cardiovascular Events iN Diabetes trial (ASCEND)® included patients 40 years of age and older with
diabetes and without CVD
¢ The primary endpoint favoured ASA use but this was after the primary endpoint was expanded, the sample
size increased, and the duration of follow-up extended; 8.5 % vs 9.6%, RR 0.88 (95% ClI 0.79-0.97), ARR
1.1%, NNT 91
¢ Increased risk of major bleeding: 4.1 vs 3.2%, RR 1.29 (95% Cl 1.09-1.52), ARI 0.9%, NNH 112
0 The absolute benefits from avoiding serious cardiovascular events were largely counterbalanced by the
increased risk of bleeding; 91 people would need to be treated with low-dose ASA for 7.4 years in order to
prevent one additional MI, stroke/TIA or vascular death (NNT), and 112 would need to be treated to cause
one additional major bleed (NNH)
¢ Taking low-dose ASA for 7.4 years can lower the risk of M, stroke, TIA or vascular death by 12% (RRR), but
increases the risk of major bleeding by 29% (RRI)
¢ The Aspirin to Reduce Risk of Initial Vascular Events trial (ARRIVE) included patients with low to moderate
cardiovascular risk
¢ No significant difference in composite CV outcome (CV death, MI, unstable angina, stroke, TIA)
¢ Increased risk of Gl bleed —HR 2.11 (95% Cl 1.36-3.28), ARI 0.51%, NNH 196
¢ A 2019 systematic review and meta-analysis of data from 13 trials comprising 164,225 individuals without
cardiovascular disease to evaluate the association between aspirin use and cardiovascular and bleeding events
found a lower risk of cardiovascular events but a higher risk of major bleeding9

ASA Deprescribing Recommendations

As the benefits of ASA for primary CV prevention may be nonsignificant and/or be largely counterbalanced by adverse
effects such as intracranial bleeding and gastrointestinal bleeding, it is recommended that low dose ASA be stopped if being
used for primary CV prevention solely
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Statins for Primary Prevention in LTC Residents
e Recommendations for use of statins in primary prevention are not as well established for those over 75 years old as
compared to younger patients
e  Cardiovascular risk assessment tools (e.g. Framingham Risk Score) are not validated for those over 75 years old and
therefore use of these tools to assess cardiovascular risk is not recommended in this population*****
e Lipid levels may not be correlated with cardiovascular risk and mortality in older adults and the beneficial effect of statins
therefore may be independent of total cholesterol level">**
Guideline Recommendations
e The 2021 Canadian Cardiovascular Society Guidelines for the Management of Dyslipidemia for the Prevention of
Cardiovascular Disease in Adults states that “... accumulating evidence suggests continued benefits of lipid-lowering for
primary prevention in older adults (older than 75 years).”™*
¢ However, the meta-analysis that showed benefits of lowering LDL cholesterol in those 75 years and older noted
that there is limited evidence for benefits of lipid lowering for CV risk reduction for primary prevention in older
patients, as less than a quarter of major vascular events were in primary prevention patients, and an open-label
trial was heavily weighed in the analysis™
e Canadian Family Physician Clinical Practice Guidelines: Simplified Lipid Guidelines Prevention and Management of
Cardiovascular Disease in Primary Care® : For patients older than 75 years old, routine testing of lipid levels, estimating lipid
CVD risk, and prescribing statins is discouraged (moderate-level evidence)
e 2018 ACC/AHA Guideline on the Management of Blood Cholesterol'®: In adults 75 years of age or older, it may be reasonable
to stop statin therapy when functional decline (physical or cognitive), multimorbidity, frailty, or reduced life-expectancy
limits the potential benefits of statin therapy

Evidence for Statins in Primary Prevention

Benefits

e 2017 meta-analysis of JUPITER and HOPE-3 Trials*” Rosuvastatin for primary prevention in the subgroup of patients over 70
years old resulted in a 26% relative risk reduction for the composite endpoint of nonfatal MI, nonfatal stroke, and
cardiovascular death (HR 0.74 95% Cl 0.61-0.91)

O Authors noted that there was a modest number of participants 80 years and older and although benefit is still likely
in this older age group, benefits should be weighed against other patent-specific factors

e Meta-analysis of statin use in primary preven‘cion18 — Statins compared with placebo significantly reduced the risk of Ml and
stroke, but not the risk of all-cause mortality or cardiovascular death

O Mean age of 73 and mean follow up of 3.5 years
¢ MI: RR 0.606 (95% Cl 0.434-0.847), NNT = 84 over ~3.5 years; Stroke: RR 0.762 (95% Cl 0.626-0.926), NNT = 143 over
~3.5 years

Lack of benefits

e  PROSPER randomized controlled trial™ — Effect of pravastatin on reducing the primary composite endpoint of coronary
death, non-fatal Ml, and fatal or non-fatal stroke in those age 70-82

O Inthe subgroup of patients with no previous vascular disease, results were not significant — HR 0.94 (95% Cl 0.77-
1.15)

e  Retrospective cohort study20 — Effect of statins in primary prevention in reducing the incidence of atherosclerotic
cardiovascular disease (CVD) and all-cause mortality in old (75-84 years) and very old (85 years and older) patients with or
without diabetes

O No reduction in atherosclerotic CVD or all-cause mortality in patients without diabetes or those with diabetes 85
years and older

¢ Significant reduction in atherosclerotic CVD (HR 0.76, 95% Cl 0.65-0.89) and all-cause mortality (HR 0.84, 95% ClI
0.75-0.94) in those with diabetes aged 75-84 years
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Evidence for Deprescribing Statins
e Randomized clinical trial* — Assessed the safety and benefits of statin discontinuation in those with advanced, life-limiting
illness. Adults with estimated life expectancy of 1 month to 1 year and who had used statins for 3 months or more for
primary or secondary prevention and had recent deterioration in functional status and no recent active cardiovascular
disease were randomized to either discontinue or continue their statin*
¢ No significant difference in death within 60 days between the two groups. Noninferiority end point was not
achieved, as the upper limit of the 90% confidence interval for difference in proportion of participants who died
within 60 days was above 5% (10.5%).
O There were few cardiovascular events in both groups and improved quality of life (QOL) in the statin
discontinuation group (determined by McGill QOL score—mean score 7.11 in discontinuation group vs 6.85 in those
continuing statins, P=0.04)

Statin Dose Reduction (for specific vulnerable residents who are at increased risk of statin-related adverse events)

e A cohort study using population-based administrative data included 21,808 residents in long-term care facilities who were
76 years of age and older taking intensive dose statins (atorvastatin 40 mg or higher, rosuvastatin 20 mg or higher,
simvastatin 80 mg or higher) to moderate dose statins (atorvastatin less than 40mg, rosuvastatin less than 20 mg,
simvastatin less than 80 mg, any pravastatin, any lovastatin, any fluvastatin)

O 1-year cumulative incidence of admission to hospital for cardiovascular events was 11.41% in residents taking high
intensive-dose statins and 11.45% in those taking moderate doses, with a risk difference in outcomes of —0.04%
(95% Cl -1.34% to 1.26%)

O One-year survival for matched residents taking high intensive and moderate dose statins was 74.37% and 73.56%,
respectively

O Therisk difference in 1-year survival between the treatment groups was not significant (0.81%, 95% confidence
interval [CI] -0.99% to 2.61%)

¢ No significant association between 1-year survival and receiving high intensive-dose versus moderate-dose statins
(hazard ratio [HR] 0.97, 95% Cl 0.90 to 1.05) using Cox proportional hazard modelling

Factors that Support Deprescribing Statins
e Goals of care: May shift from prolonging life to improving quality of life; may no longer value preventative therapies
e Adverse events:'>See Table 1. Statin Adverse Events below
O Higher risk of adverse events in older adults due to increased exposure as a result of decreased body size and
reduced muscle mass
O Adverse effects are more problematic in older patients, especially those with metabolic disturbances, kidney or liver
compromise, or polypharmacy
O The risks of statin associated side effects may be heightened by increased statin doses®

Table 1. Statin Adverse Events™>?

Gastrointestinal Diarrhea, constipation, nausea, dyspepsia

Myalgia (5-10%), myositis (rare, 0.1%), rhabdomyolysis (rare, 0.01%)

Higher risk and greater impact due to age-related factors such as decreased muscle mass

Hepatic dysfunction Increase in liver enzymes (ALT greater than 3 times the upper limit of normal), dose-dependent

Acute kidney injury Associated with high potency statins, stronger association within 4 months of starting therapy

Some reports of reversible cognitive impairment, although other evidence (including a 2021 systematic review)*
show no negative effect of statins on cognitive function

Increased risk of developing diabetes, with a higher risk for those on higher intensity statins

Could be due to effects on glucose metabolism

Muscle symptoms

Cogpnitive impairment

Diabetes
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Factors that Support Deprescribing Statins continued...
e Druginteractions:***® There are several drug interactions involving lovastatin, simvastatin, atorvastatin. Fewer interactions
involve pravastatin, rosuvastatin, and fluvastatin
¢ Examples of medications that interact with either some or all statins (list is not exhaustive): cyclosporine, warfarin,
phenytoin, rifampin, clarithromycin, verapamil, diltiazem, azole antifungals, colchicine
0  Consequences of drug interactions vary depending on the statin and the interacting medication®.

*  |nteractions that increase concentration of statins which can increase the risk of statin toxicity (e.g.,
fluconazole)

*  |nteractions where statins can increase or decrease the concentrations of other medications. For example,
all statins except for atorvastatin may increase anticoagulant effects of warfarin, which requires increased
monitoring and possible dose adjustments if a statin is started, discontinued, or dose has changed

e Pill burden/time for medication pass
e Polypharmacy
e Cost: Refer to Lipid Lowering Agents Price Comparison (attached)

Statin Deprescribing Recommendations®*
e Consider the risks versus benefits of statin treatment based on resident-specific factors. Refer to Figure 1. Benefits and
Harms of Statins below to help assess benefit and risk of statin treatment for each resident
O If benefit of treatment for primary CV prevention is deemed to still outweigh the risks of statin treatment (e.g.
resident is under 85 years of age and has diabetes) consider decreasing the statin from a high intensity statin dose
to moderate intensity one to reduce the risk of adverse effects. See Table 2. Statin Intensity Dosage Options
O For residents with reduced life expectancy, relatively low risk of cardiovascular events, or who are experiencing
possible adverse effects, the decision to stop the statin should be considered. Stopping the statin may improve
quality of life
O Inresidents with a limited prognosis, statins should be stopped
¢ Statins can usually be stopped without the need for tapering

@ It is important to be aware of all drug interactions when discontinuing or decreasing the dose of a statin, as dose
adjustments or increased monitoring of other medications may be required.

. . . 24
Figure 1. Benefits and harms of statins’ Table 2. Statin Intensity Dosage Options™

Favours Favours

Continuing Deprescribing
Medication Medication INTEMSITY STATIN OFTIONS
Main Benefits Low Pravastatin 10-20 mug; lovastatin 10-20 mg;
> Reduced Decreased Benefits F - . o
vascularevents increased Benefit 5 Lowc;diovasculamsk simvastatin E-Iﬂ_mg, atorvastatin
AN mortolity > Higher (primary prevention) 5 mg; rosuvastatin 2.5 mg
cardiovascular risk > Limited Iitf)e;xpe?éancy due
Il d. to comorbidities (dementia, i . s i
e bl el Moderate Pravastatin 40-80 mg; lovastatin 40-80 mg;
> Presel f T 2 disease, malignancy) a a .\ x ,
Disbetes in pationts simvastatin 20-40 mg; atorvastatin 10-20 mg;
less that 85 years .
ofage SIS rosuvastatin 5-10 mg
> Preexisting liver disease i : o . 1 L
R e e e High Atorvastatin 40-80 mg; rosuvastatin 20-40 mg
Main Harms factors
> Presence of interacting
? I;zio:j;hy. Reduced Harms medications (e.g. fibrates,

macrolides, diltiazem,
verapamil)
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