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Assessing the harms of polypharmacy requires careful
interpretation and consistent definitions
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The article by Payne and colleagues [1] concludes
‘Assumptions that polypharmacy is always unsafe or
harmful, . . . need to be reconsidered in the clinical context
of the conditions for which those drugs are being
prescribed’. Given the large body of evidence that
polypharmacy is associated with many harms, especially in
older populations [2], the conclusion can be misinter-
preted when translating to clinical practice, and the
contribution of polypharmacy to hospitalization, and
other clinical outcomes, should not be dismissed. This
study demonstrates that use of ≥10 medications (or
‘hyperpolypharmacy’ [3]) was consistently associated with
an increased risk of hospitalization across patient groups
with any number of comorbidities. For those with
multimorbidity, the relative effects of medications on hos-
pitalization may be diminished by the effects of the dis-
eases themselves [4]. This study adds to the evidence that
in those with multimorbidity, following clinical guidelines
for all of a patient’s comorbidities has undesirable effects
[5].

Moreover, although we agree with the authors that the
term ‘polypharmacy’ is not well defined in the current lit-
erature, we question the methodology used by authors to
define polypharmacy exposure. In their study of people
aged ≥20 years (median age 49 years), Payne and col-
leagues defined polypharmacy as the prescription count
‘none, 1–3, 4–6, 7–9 and 10 or more’. While, polypharmacy
can refer to the prescribing of many drugs (appropriately)
or too many drugs (inappropriately) [6], most polyphar-
macy definitions use cut-offs for defining the impact of
medications use on adverse outcomes across different
healthcare systems. For example, there is evidence that
the use of ≥5 medications as a definition of polypharmacy
is associated with poor outcomes, such as frailty, disability,
mortality and falls, in older adults [7–9]. These are clinically
relevant outcomes and are associated with higher rates of
hospitalization among older people. In addition, there are

limited studies which demonstrate conflicting evidence
when investigating associations of polypharmacy among
adults <60 years [10]. This highlights the need to establish
clinically relevant cut-offs for polypharmacy in various age
groups. For the comparison of polypharmacy between dif-
ferent studies, settings and countries, we propose that
future studies define polypharmacy more consistently,
specific to the population studied. Clinically important cut-
offs for polypharmacy, whether it is use of ≥5 or ≥10 medi-
cations, must be measured and interpreted according to
the clinical context, age, morbidity and other population
characteristics. If the data presented by Payne and col-
leagues was further analyzed to determine clinically rel-
evant polypharmacy cut-offs in the population studied,
this would enable comparison with a substantial evidence
base on polypharmacy which has uniformly shown
that polypharmacy is harmful, particularly in older and
more vulnerable patients, and help determine clearer
polypharmacy trends in younger populations.
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