
DRUG INTERACTIONS

The potential dangers of the con-
comitant administration of 2 or 
more drugs with anticholinergic 

(antimuscarinic) properties have been 
known for a long time.1 These dangers 
are pharmacodynamic drug interactions 
resulting from additive anticholinergic 
effects—although occasionally there 
may be a pharmacokinetic mechanism 
acting simultaneously. Over the past 
decade, efforts have been made to iden-
tify patients who may be at higher 
risk from additive anticholinergic drug 
interactions.2,3

Potential Adverse Outcomes
Excessive anticholinergic effects com-
monly lead to such adverse effects (AEs) 
as dry mouth, constipation, and blurred 
vision. Although these are sometimes 
merely a nuisance that can be handled 
with countermeasures, sometimes they 
indicate more serious outcomes such 
as paralytic ileus leading to intestinal 
obstruction. Other potentially serious 
outcomes of anticholinergic toxicity 
include altered mental status (eg, confu-
sion, cognitive dysfunction, delirium), 
urinary retention, exacerbation of glau-
coma, and balance problems leading to 
falls.

Studies
In a recent study from Australia, research-
ers looked at the anticholinergic burden 
from prescribed medications in commu-
nity-dwelling older women.2 Based on a 
tool previously described by Carnahan et 
al for determining anticholinergic bur-
den,3 the Australian researchers found 

that about 60% of the women were tak-
ing at least 1 drug with anticholinergic 
properties. (They included drugs with 
“potential” anticholinergic effects, so the 
percentage of women with a substan-
tial anticholinergic burden was smaller 
than 60%.) Among those taking anticho-
linergic drugs, a higher anticholinergic 
burden was found in women who were 
older, had cardiovascular disease, and 
were taking more medications overall. 
There are no comparable studies from 
the United States or Canada, but avail-
able evidence suggests that it is common 
for older people in both countries to be 
taking medications with moderate to 
strong anticholinergic effects (Table).

Recommendations
Given that simultaneous use of drugs 
with anticholinergic effects is common 

and rarely contraindicated, pharmacists 
are likely to have the most positive 
impact through early detection of AEs 
rather than through prevention. When a 
new drug with anticholinergic effects is 
added to the regimen of a patient already 
on 1 or more such drugs, pharmacists 
should be advised to watch for evidence 
of the AEs previously mentioned, as well 
as continuously monitor for them when 
he or she subsequently comes in contact 
with the patient. ■
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TABLE: DRUGS WITH MODERATE TO STRONG ANTICHOLINERGIC EFFECTS

Tricyclic Antidepressants
Amitriptyline (Elavil)
Amoxapine (Asendin)
Clomipramine (Anafranil)
Desipramine (Norpramin)
Doxepin (Sinequan)
Imipramine (Tofranil)
Nortriptyline (Aventyl)
Protriptyline (Vivactil)
Trimipramine (Surmontil)

Antiemetics
Cyclizine (Marezine)
Dimenhydrinate (Dramamine)
Meclizine (Antivert)
Prochlorperazine (Compazine)
Scopolamine (Transderm Scop)

Antihistamines
Azatadine (Optimine)
Azelastine (Astelin)
Brompheniramine (Dimetapp)
Chlorpheniramine (Chlor-Trimeton)
Clemastine (Tavist)
Dexchlorpheniramine (Polaramine)
Hydroxyzine (Atarax)
Triprolidine (Actidil)

Anti-Parkinson Drugs
Benztropine (Cogentin)
Biperiden (Akineton)
Procyclidine (Kemadrin)
Trihexyphenidyl (Artane)

Antipsychotics
Chlorpromazine (Thorazine)
Clozapine(Clozaril)
Olanzapine (Zyprexa)
Quetiapine (Seroquel)
Thioridazine (Mellaril)
Trifluoperazine (Stelazine)

Antispasmodics
Atropine (Donnatal)
Dicyclomine (Bentyl)
Clidinium (Quarzan)
Darifenacin (Enablex)
Fesoterodine (Toviaz)
Flavoxate (Urizpas)
Glycopyrrolate (Robinul)
Hyoscyamine (Anaspaz)
Methscopolamine (Pamine)
Oxybutynin (Ditropan)
Propantheline (Pro-Banthine)
Solifenacin (Vesicare)
Tolterodine (Detrol)
Trospium (Sanctura)

Miscellaneous
Cyclobenzaprine (Flexaril)
Disopyramide (Norpace)
Methocarbamol (Robaxin)
Orphenadrine (Norflex)
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