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the presence of an intra-atrial mass tend to be attributed to
more prevalent disorders such as infections, atherosclero-
sis, and coronary heart disease.
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 Increased life expectancy
and the wide use of echocardiography should lead to some
rise in cardiac tumor findings in geriatric patients.
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ASSOCIATION BETWEEN OXYBUTYNIN AND 
NEUROPSYCHIATRIC ADVERSE EFFECTS NOT 
CONFIRMED IN DAILY PRACTICE

 

To the Editor:

 

 Oxybutynin is a tertiary amine ester possess-
ing anticholinergic, spasmolytic, and local-anaesthetic phar-
macological properties and is widely used for the treatment
of older patients with overactive bladder presenting with
frequency, urgency, or urge incontinence.
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 Due to its phar-
macological profile and its biochemical properties that per-
mit passage through the blood-brain barrier,
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 oxybutynin
can cause neuropsychiatric adverse drug effects (ADEs).
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Several papers have been published describing case reports
and case series of neuropsychiatric effects in older individ-
uals attributed to oxybutynin.
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 According to the pub-
lished case reports, there seems to be a causal relationship
between oxybutynin and the occurrence of neuropsychiat-
ric ADEs. Since the evidence is limited to case reports, the
incidence of those ADEs caused by oxybutynin under every-
day circumstances is not yet known. A way to quantify side
effects of drugs is the concept of prescription sequence analy-
sis (PSA), introduced by Petri and coworkers.
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 This method is
based on the observation that certain side effects themselves
may induce symptoms requiring the prescription of another
medication. Thus, an adverse drug reaction can be the indica-
tion for the prescription of a new drug, e.g., drug-induced
psychosis treated with antipsychotic drugs.

To assess the risk estimate for neuropsychiatric side
effects associated with the use of the spasmolytic drug oxy-

butynin, we performed a retrospective observational fol-
low-up study using PSA. Patients using flavoxate, a non-
centrally acting spasmolytic agent, were obtained as the
reference group. This investigation incorporated data ob-
tained from 18 collaborating community pharmacies lo-
cated in the southern part of The Netherlands (Tilburg
and surroundings) covering a population of approximately
200,000 inhabitants. Patients taking the spasmolytic drugs
oxybutynin and flavoxate were identified, and an anony-
mous complete drug dispensing history of each patient
over a 2-year period was generated in a computer data-
base. First-time users (age 

 

.

 

18 years) of oxybutynin or fla-
voxate were enrolled in the study. Patients were followed un-
til either the end of the study period or the occurrence of one
or more of the following neuropsychiatric adverse events, de-
fined as “start” as well as “switch” of a benzodiazepine or
“start” with antipsychotic drug therapy. As determined in a
previous study, age; gender; use of anti-Parkinson drugs, an-
tidepressants, benzodiazepines, or antipsychotic drugs; and
previous use of other spasmolytics were examined as poten-
tial confounders.
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 The relative frequency of the occurrence of
a neuropsychiatric ADE was estimated using Poisson regres-
sion as the incidence density ratio (IDR), in which the inci-
dence density of flavoxate was taken as the baseline. The
IDR can be interpreted as a relative risk. In order to adjust
for potential confounding data, indicator variables for gen-
der, age, and concomitant drug use were included in the
multivariate Poisson regression model.

In total, 742 older patients were registered who received
a first-time prescription of oxybutynin or flavoxate during
the study period. There were no relevant differences between
the demographic characteristics of the study patients. The
mean age of the study population was 59 years; older adults
age 60 to 97 years constituted the majority (52%).

Table 1 presents the incidence density of all endpoints
while exposed to oxybutynin or flavoxate and the IDR for
oxybutynin compared with flavoxate. As shown in this ta-
ble, oxybutynin was clearly not more frequently associ-
ated with any of the defined endpoints (IDR

 

adjusted

 

 1.08
95% confidence interval [CI] 0.60–1.92).

We evaluated the risk of neuropsychiatric adverse
drug effects contributed to oxybutynin while used in daily
clinical practice. The results indicate that use of oxybuty-
nin was not clearly associated with an increased risk of
neuropsychiatric adverse events in comparison with fla-
voxate, a noncentrally acting spasmolytic agent. Our
study was based on longitudinal data obtained from daily
clinical practice. To our knowledge, no other studies have
been published that make a direct comparison between
oxybutynin and flavoxate under everyday circumstances.
Such direct comparisons are important because, as de-
scribed previously, therapeutic outcomes like tolerability,
safety, and effectiveness need, in addition to clinical trial
data, such nonrandomized comparisons.
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A limitation of PSA is that not all ADEs will be identi-
fied, that is, the absolute risk is likely to be underestimated.
Nevertheless, it is unlikely that the degree of misclassification
is different between the two groups. Therefore, we feel that
the estimate for the relative risk is unbiased and still valid.

Although the reported case reports in the literature
suggest that neuropsychiatric side effects can be caused by
oxybutynin, our study indicates that such risk is low. In
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our opinion, current procedures for drug approval still fail
to recognize rare adverse drug effects that are of specific
importance to older people. Therefore, systematic research
is needed to ensure recognition of infrequent adverse ef-
fects of medication used in large populations under every-
day circumstances.
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CHARLES BONNET SYNDROME AND OPIOIDS

 

To the Editor:

 

 Charles Bonnet Syndrome (CBS) is charac-
terized by the presence of complex visual hallucinations in
visually impaired, but otherwise psychologically normal
people.

 

1

 

 Three developmental types of the syndrome can
be distinguished, namely episodic, periodic, and continual.
We present the case of a cancer patient in whom opioids
induced continual CBS, which became episodic through an
opioid rotation and haloperidol.

 

Case report:

 

 A 72-year-old man with bone metastases
from a prostate carcinoma in terminal phase was exam-
ined in our palliative care unit because he was suffering se-
vere pain. The patient had been completely blind from the age
of 60, following pigmentary retinitis. Forty-eight hours after
starting pain treatment with transdermal fentanyl (25 

 

m

 

g/h)
the patient showed high anxiety due to the presence of visual
hallucinations, especially during the night. These hallucina-
tions were of a complex nature, such as dwarfs, animals, and
small, deformed faces. On being questioned, he admitted that
for years he had been suffering from episodes of occasional
hallucinations of a simple nature that he never disclosed to
his family. The neurological examinations ruled out the
presence of delirium and other abnormalities. A cranial
computerized tomography taken 1 month before had showed
no brain damage. There was no evidence of metabolic dis-
turbances. An opioid rotation to methadone (10 mg/day)
was carried out and haloperidol (3 mg/day) was associ-
ated. Seven days later, daily hallucinations and pain per-
sisted, so methadone was shifted to 90 mg/day of sus-
tained-release morphine and haloperidol dose was increased
to 5.5 mg/day. Five days later the pain was well controlled
and a decrease in the frequency of the hallucinations was
noticeable. Haloperidol was withdrawn and the patient
was discharged. Two later examinations carried out 15
and 30 days afterwards revealed that short-duration hallu-
cination episodes were taking place 2 to 3 days a week.

 

Table 1. Risk of Neuropsychiatric Events while Exposed to Spasmolytic Agents

 

Item Cases
Exposure

Period (days)
ID/1000

Exposed Days Crude IDR 95% CI Adjusted IDR* 95% CI

Start benzodiazepine
flavoxate 8 25,969 0.31 1 1
oxybutynin 16 56,454 0.28 0.92 0.39–2.15 0.94 0.40–2.22

Switch benzodiazepine
flavoxate 6 7,663 0.78 1 1
oxybutynin 19 14,439 1.32 1.68 0.67–4.21 1.90 0.66–5.49

Start antipsychotic drugs
flavoxate 3 32,670 0.09 1 not estimable
oxybutynin 2 73,413 0.03 0.30 0.05–1.78 not estimable

Any endpoint
flavoxate 17 33,470 0.51 1 1
oxybutynin 37 70,539 0.52 1.03 0.58–1.83 1.08 0.60–1.92

 

*Adjusted for age, gender, concomitant medication and former use of another spasmolytic drug.

 

Note:

 

 ID 
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 incidence density; IDR 

 

5

 

 incidence density ratio; CI 
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 confidence interval.


