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Title: Problematic Polypharmacy: Prescribing Cascades evidence evaluation.

Background: The good for you, good for us, good for everybody review sets out a plan to reduce
overprescribing, improve patient care, make best use of NHS resources, and reduce carbon emissions.!
Problematic polypharmacy is one of the main consequences of overprescribing and occurs where the
prescribing of multiple medicines is either inappropriate or sub-optimal. Prescribing cascades contribute
to problematic polypharmacy but are not captured within existing prescribing indicator sets aimed at
reducing potentially inappropriate prescribing.2® Unintentional prescribing cascades arise when an
adverse drug reaction (ADR) caused by an existing medicine is misinterpreted as the onset of a new
medical condition, and then a further potentially unnecessary medication is prescribed to treat this
condition. Prescribing cascades put the patient at risk of developing additional ADRs and may
precipitate other harmful and costly consequences including unnecessary diagnostic tests, medical
devices, over-the-counter therapy, and hospitalisations.* Definitely avoidable ADEs are estimated to
cost the NHS £98 462 582 per year, consuming 181 626 bed-days, and causing/contributing to 1,708
deaths.> The identification and interruption of prescribing cascades represents an important and
underappreciated opportunity to reduce inappropriate medication and preventable ADRs.

Aim: The overall purpose of this evidence evaluation is to raise awareness of potential prescribing
cascades and to highlight strategies, tools, and resources to help recognise, prevent, and resolve them.

Method: To summarise the evidence base and identify gaps in knowledge a search was performed to
identify published English-language articles relating to any aspect of prescribing cascades. As no
medical subject heading (MeSH) is available for prescribing cascades searches were conducted using
combinations of keywords to capture concepts related to prescribing cascades. No exclusions were
placed on the type of evidence, study design, setting, or study population. This was supplemented by
a broader search for unpublished ‘grey literature’ discussing prescribing cascades and citation
searching of retrieved articles to identify additional articles of interest.

Results: Several population-based cohort studies using health administrative data reported
concomitant drug use or drug prescribing sequences indicative of prescribing cascades. Further
important examples of drugs associated with prescribing cascades were reported in numerous case
studies. A wide range of drugs are implicated in prescribing cascades, involving whole drug classes,
and encompassing a multitude of agents. Examples of prescribing cascades reported for commonly
used drugs include calcium channel blocker then an antidiuretic, NSAID then antihypertensive, thiazide
diuretic then treatment for gout, cholinesterase inhibitor then a drug for urinary incontinence, and an
antipsychotic followed by an antiparkinsonian drug.%-1° Prescribing cascades occurred in all age groups,
but elderly adults appeared to be at particularly risk conceivably due to high levels of polypharmacy,
multimorbidity, and the challenges and complexities related to their care. Approaches aimed at
detecting inappropriate prescribing associated with polypharmacy have increased in recent years with
the development and validation of a range of strategies, including medication reviews, computerised
decision support, risk screening tools, educational programmes, and deprescribing protocols. Although
none of these strategies specifically target the sequential prescribing indicative of potential prescribing
cascades they could be adapted to identify and manage prescribing cascades and should be utilised.

Conclusion: Prescribing cascades have important implications for public health as they can lead to
inappropriate medication use, ADRs, poor outcomes and increased healthcare use that could be
avoided. Numerous prescribing cascades have been identified and documented with large population-
level data. Current evidence on the extent to which prescribing cascades occur in the UK and the
potential harms directly attributed to them, is very limited. This evidence review raises awareness of the
drugs and ADRs most often implicated in prescribing cascades and highlights the strategies and
interventions that can be employed to recognise and manage them. Further research is necessary to
establish the healthcare impact of prescribing cascades and to identify patients at particular risk of
prescribing cascades and their related harms.
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