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Statin therapy in the frail elderly:
A nuanced decision

HE GROWING ELDERLY POPULATION varies

widely in functional capacity and mental
agility. Age by itself is not a reliable indicator
of physiologic performance in patients with
cardiovascular disease.!

See related article, page 131

The concept of frailty helps to identify el-
derly patients most susceptible to adverse out-
comes. Frailty is a powerful indicator of disabil-
ity, loss of independence, hospitalization, and
death. In a patient whose health is declining,
frailty is an appropriate impetus for the clini-
cian and patient to reevaluate the goals of care.

In this issue of the Journal, Mallery et al* ad-
dress an important topic: the use of preventive
lipid-lowering therapies in frail patients with
limited life expectancy. For these patients, they
recommend against lipid-lowering therapy for
primary prevention, and only in extenuating
circumstances for secondary prevention.

No trials have evaluated lipid-lowering
therapy specifically in frail older adults, and
therefore, these recommendations are based
on an evidence-informed appraisal of the lit-
erature. Mallery et al? suggest that in the frail
elderly, improvement in function and quality
of life are more relevant end points than tra-
ditional cardiovascular outcomes. They con-
clude that available evidence does not support
lipid-lowering therapy for most patients with
advanced frailty.

Il POINTS TO CONSIDER

Mallery et al’ effectively articulate the need
for frailty-specific care. Multimorbidity, poly-
pharmacy, and increased adverse drug effects
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require special attention in the frail elderly.
The authors make a sound argument against
lipid-lowering therapy for primary preven-
tion in the severely frail elderly, in whom the
evidence for short-term benefit is not compel-
ling. They also recommend against nonstatin
lipid-lowering medications, and against statin
therapy for heart failure, which is consistent
with major guidelines. In the modern era of
reflexive testing and prescribing, the authors’
“less is more” approach provides needed en-
couragement for thoughtful care in these vul-
nerable patients.

However, certain points of contention de-
serve additional consideration, including the
imprecise definition of frailty, potential ben-
efits and harms of statin therapy in high-risk
patients, and the importance of shared deci-
sion-making.

How should frailty be defined?

Frailty biology is a field of ongoing research,
and there is a lack of consensus on how best to
define the condition.’ Estimates of the preva-
lence of frailty among older adults with car-
diovascular disease range from 10% to 60%,
owing to considerable variability in the tools
used for frailty assessment.*

Mallery et al’ consider an individual to be
severely frail if he or she requires assistance
with basic activities of daily living as the re-
sult of any physical or cognitive deficit (de-
rived from the Clinical Frailty Scale or Frailty
Assessment for Care Planning Tool). While
functional dependence may be a consequence
of frailty, this generalized definition does not
characterize the clinical phenotype, which
includes slowness, weakness, low physical ac-
tivity, exhaustion, and unintentional weight
loss.
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Furthermore, this definition offers no in-
sight into the unique characteristics, causes,
and clinical course related to frailty. Signifi-
cant heterogeneity among “frail” patients pre-
cludes a uniform treatment approach in this
population.

Do statins benefit frail patients

at high risk?

Regarding secondary prevention, the authors
highlight a meta-analysis by Afilalo et al,’ the
most comprehensive assessment to date of
statin therapy in elderly patients with docu-
mented coronary heart disease. This study in-
cluded nearly 20,000 elderly patients in nine
secondary prevention trials, including the sec-
ondary prevention subgroup of the Prospec-
tive Study of Pravastatin in the Elderly at Risk
(PROSPER) trial.®

Afilalo et al’ calculated that statin therapy
reduced the rates of all-cause mortality by 22%
and coronary death by 30%, with even greater
reductions in the rates of nonfatal myocar-
dial infarction, stroke, and revascularization.
Furthermore, the absolute risk reduction was
higher and the number needed to treat was
lower in those over age 80. Overall, these data
convincingly showed that high-risk patients
ages 65 to 82 enrolled in clinical trials derive
substantial benefit from statin therapy.

Mallery et al’> contend that many of the
secondary prevention statin trials evaluated
composite outcomes over many years of fol-
low-up and therefore are not generalizable to
the frail elderly. However, the Afilalo meta-
analysis® does not provide patient-level data,
and therefore the benefit for different clinical
and demographic subgroups is unknown. It is
only speculative to infer that those with frailty
are unlikely to benefit. In fact, the improved
outcomes observed with increasing age would
argue against this notion.

Given the compelling data supporting
statin therapy in the high-risk elderly popula-
tion, some patients and clinicians may reason-
ably feel there is value in statin therapy—even
in those with advanced frailty.

What about symptoms, disability, quality
of life, and short-term benefits? Asymptomatic
or “silent” myocardial infarction is associated
with angina, congestive heart failure, and sub-
sequent symptomatic myocardial infarction.”
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Dismissing the importance of these end points
in clinical trials fails to recognize potential
downstream effects that are directly relevant to
a patient’s overall health status.

The Study Assessing Goals in the Elder-
ly (SAGE) trial® assessed the effect of statin
therapy on ischemia burden in patients ages
65 to 85 with stable coronary disease. The re-
sults showed that both moderate and intensive
statin dosing significantly reduced myocardial
ischemia at 3 and 12 months, as detected by
continuous electrocardiographic monitoring.

More research is needed to determine the
effect of statin therapy on functional capacity
and quality of life. Currently, it is premature
to conclude that statins have no relevance to
these important patient-centered outcomes.

What are the potential harms?
Mallery et al’ cite numerous articles that em-
phasize the potential adverse effects of statin
therapy in the elderly. Unfortunately, data sup-
porting the safety of statin therapy in the elder-
ly were not included. This should be stressed,
given that older statin-eligible patients are of-
ten undertreated in contemporary practice."®
A 2015 systematic review and meta-anal-
ysis indicated that statin-related events are
relatively rare in the elderly.!! Another study
showed elderly patients who started statin ther-
apy after a myocardial infarction had no change
in short-term cognitive or physical function.'
Older age and low body mass index are
risk factors for statin myopathy, underscoring
the need for close monitoring in frail patients.
However, it is important to maintain an ob-
jective and balanced approach when consid-
ering potential harms.

Need for shared decision-making

Mallery et al’> make no mention of shared de-
cision-making. Best practice guidelines for the
management of frailty support a holistic medi-
cal review to establish an individualized care
plan for each patient.” Firm recommendations
based on indeterminate evidence undermine
the patient-physician relationship and do not
allow for personal preferences of care. In an en-
vironment of uncertain benefit and harm, the
patient’s priorities and values should serve as
the cornerstone for clinical decisions. |
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