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What happens when repeated studies find the same associations
but we have no randomised controlled trials (RCTs) to say
anything about causation? Several studies have found that
prescribing cumulative amounts of drugs with anticholinergic
side effects is associated with more cognitive decline or earlier
death or both,1-4 as well as falls5 and admission to hospital with
confusion and dementia.6

The daggers are pointing in the same direction. Loperamide,
loratadine, baclofen, amitriptyline, oxybutynin, and
chlorphenamine all have considerable anticholinergic effects
and are in common use. The burden in terms of absolute risk
for adverse outcomes may seem small—a difference of one or
two percentage points in some studies7 but as high as 10
percentage points in others.4

But is this cause, or is it effect? Are people who are at greater
risk of cognitive decline also at greater risk of symptoms that
result in anticholinergic prescriptions? I expect to see a field
full of unicorns before an RCT is done to definitively clear this
up for ethical and practical reasons.
A French prospective trial, however, has found that stopping
anticholinergic drugs tended to be associated with a reverse in
cognitive decline, suggesting causality.8But a single blind RCT
in Norway found no improvements in cognitive function eight
weeks after reducing anticholinergic drugs in patients at nursing
homes.9And a systematic review has concluded that “very little
rigorous research has been conducted on reducing unnecessary
medications in frail older adults or patients approaching the end
of life.”10

So, what do we do? Some precautionary deprescribing is quite
easy—such as drugs being taken but then not needed on
reflection or over time, or the unholy trinity of diuretics,
angiotensin converting enzyme inhibitors, and non-steroidal
anti-inflammatory drugs.
Far harder is trying to balance the useful effect of nightly
amitriptyline on pain, or of oxybutynin on bladder symptoms,
against quality of life and future risk. Suggesting stopping drugs
that offer benefit now against possible side effects later is like
taking away your slice of cake and promising the possibility of
a whole one in a couple of years.

I want to review drugs in the comfort of a trial so that I know
what I am doing right, what I am doing wrong, and if there’s
anything else I should know about. The art of medicine involves
handling uncertainty and helping to decide what is important
to patients and families, while being as safe as possible and also
taking some gambles.
Some uncertainties can be reduced, but not all. Multimorbidity,
polypharmacy, and complexity have been the NHS’s bread and
butter for the past decade and more, but we still lack sufficient
evidence, resources, and tools to deal with these well.
I can’t see patient charities or pressure groups demanding better
care for people with early multimorbidity who are taking eight
drugs a day, already caring for a relative, and trying to handle
debts and unemployment. If ever GPs had to advocate for better
data, it’s surely here. At the very least, we need rapid help with
RCTs on the effects of stopping drugs.
Follow Margaret on Twitter, @mgtmccartney
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