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I
feel like I’ve been in a fog. Though
we certainly get our share of winter
fog here in central Virginia, I’m
not referring to the weather. I am
alluding to my mental state. With

all the school trips, swim meets and vis-
iting holiday relatives over the last few
months, each member of the family
seems to take his or her turn serving as
the vector for a new set of germs every
few weeks. As a result, I’ve been fighting
off or treating viral symptoms for the
better part of the winter. Though I can’t
be sure of whether my fogginess comes
more from being ill or the medicines I
use to treat the symptoms, I’m pretty
sure the drugs, particularly the antihist-
amines, play a big role in the problem. 

At least I know I’m not alone in being
sensitive to the anticholinergic effects of
medicines. A community-based study
conducted in France revealed that 80
percent of an elderly sample who chron-
ically used anticholinergic drugs were
classified as having mild cognitive
impairment (MCI).1 This was more than
twice the frequency of MCI observed
among non-users. The good news was
that drug-related MCI did not appear to
predispose to dementia in long term fol-
low-up. 

Anticholinergic activity is common
to a wide array of routinely-used pre-
scription and over-the-counter drugs.
Their use is amazingly widespread,
exceeding 50 percent of the general pop-
ulation, and it correlates well with lower
mental function.2 OTC sleep aids are
easily recognized offenders because of
their reliance on diphenhydramine, and

most of us are aware that cough-and-
cold and motion-sickness preparations
are usually anticholinergic in nature.
Other over-the-counter agents also carry
less well known, but significant, anti-
cholinergic effects. Cimetidine, sold
alongside conventional antacids in the
grocery store, possesses a remarkable 85
percent of the anticholinergic potency of
atropine.3

However, in these days of brand-
image marketing where one brand name
serves as an umbrella for a wide array of
products, it can be very tough to know
when a patient is taking an anticholiner-
gic. For instance, there are more than
two dozen products sold under McNeil’s
popular Tylenol brand name. There are
at least three different anticholinergic
antihistamines included in various
members of the product line, but we’re
not likely to know about those exposures
if the patient tells us (correctly) that he
or she is only taking “Tylenol.” 

Interference with AD Therapy
It’s not just healthy elders that face this
issue. Our patients with Alzheimer’s dis-
ease are starting from behind in this
game, since neuronal loss in the basal
forebrain leaves their cerebral cortices
depleted of cholinergic input. That’s the
principal reason behind the develop-
ment of cholinesterase inhibitors to treat
AD. So you might think that we’d see
less anticholinergic drug use among peo-
ple with dementia. Surprisingly, the evi-
dence suggests otherwise. In a Medicaid
pharmacy claims analysis from Iowa,
about 30 percent of patients who would

go on to receive a cholinesterase
inhibitor for a dementia indication in
the next three months were already on
drugs with significant anticholinergic
effects.4 What’s worse is that the propor-
tion of folks taking anticholinergics
actually went up in the three months
after a cholinesterase inhibitor was pre-
scribed. That seems backwards to me,
like putting on a sweater after turning
up the air conditioner.

Why might this happen? One possi-
bility is that prescribers don’t understand
how significant the cognitive side effects
of anticholinergic drugs can be.5

Certainly we know that the manufactur-
ers of prescription anticholinergics for
urinary symptoms don’t emphasize the
risk for cognitive side effects. A quick
survey of some of web pages associated
with the most commonly prescribed
agents for urinary incontinence reveals
that folks with stomach problems or
glaucoma are counseled to avoid using
the anticholinergic antispasmodics.
There is, however, no mention made of
dementia as a contraindication despite
the clear sensitivity of AD patients to the
adverse effect of anticholinergic thera-
pies.6

There’s another possibility for the
excess use of anticholinergic agents in
AD patients: iatrogenesis. If we’re going
to accept that anticholinergic drugs can
cause cognitive impairment, and that
they can be good for incontinence, then
we must consider the opposite. Namely,
that pro-cholinergic agents like the
cholinesterase inhibitors, which are
good for cognition, might be bad for
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bladder control. In the same way that
the urinary antispasmodics don’t men-
tion cognitive side effects, the public
web pages for the cholinesterase
inhibitors make no mention of inconti-
nence in their FDA-approved side effects
disclaimers. Nonetheless, the clinical
course of dementia and the neurochem-
istry of AD are pretty much a set-up for
what has been called a “prescribing cas-
cade.”7

The idea behind a prescribing cascade
is that an adverse reaction to one med-
ication is misattributed to a new medical
condition, which then receives a new
prescriptive therapy. Since incontinence
commonly develops as dementia pro-
gresses, the evolution of bladder control
problems after initiation of cholin-
esterase inhibitor treatment could easily
be chalked up to disease progression.
Some prescribers, particularly those who
don’t put much stock in the efficacy of
the cholinesterase inhibitors, might even
interpret this as “proof ” that the demen-
tia worsened in the face of treatment. 

The prescribing cascade model was
supported by a community-based study
of nearly 45,000 dementia patients in
Ontario, where a centralized pharmacy
system allows precise prescription track-
ing.7 The authors reported that patients
receiving cholinesterase inhibitor thera-
py were nearly 1.5 times more likely to
receive a new drug for incontinence dur-
ing the four years of follow-up. Now, the
relatively small absolute difference of 4.5
percent vs. 3.1 percent tells me that the
cholinesterase inhibitors didn’t cause
rampantly increased incontinence in the
overall cohort, but their potential
adverse effects on bladder function also
shouldn’t be discounted. 

Practical Implications 
So, to my eye, it seems that we need to
look carefully at the issue of cholinergic
balance in our patients, both in demen-
tia evaluation and long term follow-up.
We need to ask carefully about medica-

tions in those patients with cognitive
impairment, paying special attention to
the “hidden” anticholinergics in brand
name products and the more newly
understood anticholinergic properties of
drugs like cimetidine. Suggesting less
toxic alternatives should be considered
as a part of the initial management of
the cognitive difficulties.

The approach to potential interac-
tions between common urinary antispas-
modics and cholinesterase inhibitors is a
bit more problematic, and I don’t think
there’s one right answer on how to do it.
If patients are already on anticholinergic
bladder agents at the time I see them, I
try to find out whether the drugs are
working on the target symptom. That is:
did the urgency or incontinence improve
when they started? If not, I recommend
stopping the anticholinergics. If the
drug seemed to help, I’ll ask the patient
and family to see what happens if they
hold off from taking it for a few days. 

If the incontinence gets worse, then
the patient probably needs to take some-
thing for the problem and I need to be
aware that a cholinesterase inhibitor
might make that problem worse. In this
situation, a referral to a urologist might
be worthwhile to see if another type of
bladder control treatment might be
more effective or less toxic. In the final
analysis for most folks, wet pants are
going to have a much more negative
effect on quality of life than cognitive
dysfunction. 

In the other situation, where the
patient is not on a bladder agent and I
believe a cholinesterase inhibitor is
appropriate, I’m likely to discuss changes
in urinary habits as a possible negative
outcome of therapy. In the course of fol-
low-up, I will certainly monitor for the
addition of new anticholinergics that
might have been added by other pre-
scribers. When that happens, we often
need to begin the intricate dance of
adjusting doses of the two classes to
optimize both long term cognitive func-

tion and quality-of-life-destroying
incontinence. Frequently, there is no one
right answer in this equation. In-
volvement of the patient and family in
those considerations is crucial to success,
and frankly, their values may differ (par-
ticularly for family members not living
with the patient, who tend to emphasize
stabilizing the dementia course). 

In the end, simply knowing about the
potential interactions and managing
them rationally and prospectively will go
a long way toward providing the patient
with the best quality of life over the long
run. And, like me as a virus-laden winter
recedes and the first signs of spring
emerge in my yard, we may be able to
help a few come out of the fog. PN
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