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K
ate, the protagonist in
Shakespeare’s The Taming of
the Shrew is one of my
favorite dramatic characters.
I’m drawn in by her fiery

image and the skill in banter that the
Bard gave her. I came to think about this
famous literary Kate’s irascible nature
after the results were published for the
“Clinical Antipsychotic Trials in Inter-
vention Effectiveness” in patients with
Alzheimer’s disease, better known as the
CATIE-AD study.* Like Kate in the play,
CATIE’s results run contrary to what
we’d expect. 

Based on previous small studies, every-
day usage patterns and clinical demand,
we’d expect antipsychotic drugs to offer
efficacy in suppressing agitation and psy-
chosis among patients with AD. Three of
the modern atypical agents (olanzepine,
quetiapine and risperidone) were com-
pared to each other and placebo in the
study. The authors reported that none of
the drugs did much better than the others
or, somewhat more surprisingly, any better
than placebo. The drugs did, however,
generate significantly more side effects.
The authors of the study therefore con-
cluded, “Adverse effects offset advantages
in the efficacy of atypical antipsychotic

drugs for the treatment of psychosis,
aggression, or agitation in patients with
Alzheimer’s disease.”1 Shakespeare elo-
quently predicted the tone of those con-
clusions when he wrote Hortensio’s line in
the Act I, Scene I of The Taming of the
Shrew: “There’s small choice in rotten
apples.”

The popular press picked up on the
story with headlines like the Associated
Press’s “Anti-psychotic drugs don’t help
Alzheimer’s,” published the day before the
journal article itself.2 After the FDA man-
dated black box warnings on the class
because of fears of increased stroke and
mortality risks last year (See “Boxed in By
the FDA,” Dementia Insights, Practical
Neurology November 2005), it seems as
though a noose is closing on the atypicals,
and with it, our use of the whole group of
antipsychotic agents in dementia patients. 

In fact, in light of the failure of a previ-
ous large prospective randomized trial that
showed haloperidol, trazodone or behav-
ioral therapy did no better than placebo in
ameliorating behavioral problems in AD,
we might be disposed to think that noth-
ing works for agitation in our demented
patients.3 So, I guess when the nursing
home or the family calls at three in the
morning about our aggressive patients, we
can tell them the evidence states that
there’s nothing we can do, hang up, and
roll over in bed, right? (NB: Like they say
on the TV commercials: Don’t try this at
home!). The reality is that certainly we
need to do something, but how do we rec-
tify the prospective clinical trials results
with the need to treat an acute behavior in
an individual patient? 

“O this learning, what a thing it is!”
(Gremio, Act 1, Scene II) 
Whenever an Alzheimer’s treatment story
makes the headlines, I think it’s a good
idea to read the primary article rather
than depending on the press release
writer or medical reporter to get the
nuances right. In this case, the results
don’t exactly match the headlines once
again. The first thing that struck me
when reading the original article was the
heterogeneity of the symptoms that got
lumped together as indicators of the need
for treatment. Patients needed to have
“psychosis, aggression or agitation” that
“occurred nearly daily during the previ-
ous week or at least intermittently for
four weeks” that would warrant (in the
opinion of the investigator) antipsychotic
treatment. 

Remember, clinical trials investiga-
tors—including myself—earn a good part
of our living by enrolling people in trials.
That means there’s at least the possibility
that clinicians’ decisions about whether
antipsychotic treatment was indicated
were influenced by the availability of the
trial and its attendant income. Patients
were also required to have at least “moder-
ate” severity of caregiver-reported concep-
tual disorganization, suspiciousness, hallu-
cinations, agitation or aberrant motor
behavior on either of two commonly-used
behavior scales. Pop quiz: Would you use
the same drug treatment approach for
intermittent, moderately severe, nocturnal
restlessness as you might for near-daily hal-
lucinations of high severity? I don’t. So
already, the study—just in its design—is
approaching patients differently than I do. 
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* One pundit’s observation that the 
likelihood of successfully funding a large
clinical trial depends on how easily one can
pronounce its acronym seems increasingly
well-supported. In fact, there’s even a web
site to register new trial acronyms. See
www.asmso.org/cta/Tablelist.asp for this
entertaining list. 

                            



This isn’t a journal club, so I won’t
undertake an item-by-item analysis of the
paper, but there is one other important
mismatch between the results and the
conclusions suggested by the abstract and
reported in the press. Contrary to the
impression painted in those venues, sig-
nificantly more patients discontinued
treatment because of lack of efficacy in the
placebo group in comparison to the
olanzepine and risperidone groups.
(There were protocol-related dose and
administration issues with quetiapine that
limit interpretation of its results, but it did
not differ from placebo). So, contrary to
the implication that the drugs didn’t
work, there was solid evidence that active
drugs were better than placebo at effec-
tively treating the target symptoms.

“And thereby hangs a tale.”
(Grumio Act IV, Scene I)
So, where did the claim of no benefit
come from? Side effects. In the study’s
primary analysis, there were no differ-
ences in the time to treatment discontin-
uation between any of the groups.
Although there were also no differences
in the overall rate of adverse events
between any of the treatment groups,
patients on active drugs had a signifi-
cantly higher rate of discontinuation
attributable to the side effect category
entitled “intolerability, adverse effects or
death.” 

OK, so active drugs had more side
effects than placebo at a severity suffi-
cient to have the doctor stop the treat-
ment. Are we supposed to be surprised at
that? In fact, the one side effect that led
to significantly more treatment stoppages
among the antipsychotic-treated patients
was extrapyramidal features. Hmmm…
antidopaminergic drugs causing more
parkinsonian signs than placebo in a
neurodegenerative disease population?
Surprising? Once again, I am under-
whelmed by this observation since it is a
predictable outcome of the drugs’ mech-
anism of action. 

In their discussion, the authors also
highlight the high rate of sedation (15-
22 percent) among treated patients. I
don’t know about you, but when I’m
treating agitation, aggression or psy-
chosis, I don’t necessarily consider seda-
tion a bad thing—especially when that
three-in-the-morning phone call comes
in. I agree with the authors, however,
that chronic sedation is a treatment com-
plication that warrants consideration of a
change in drug, dose, or plan. 

At the practical level, when I deal with
aggressive behaviors in patients with
dementia, I sometimes tell families that
my plan is to use an antipsychotic drug
like a “tranquilizer gun” on one of those
wildlife shows. I want to stop the behav-
ior, cold, in its tracks. And, if that’s suc-
cessful, I’ll let up on the treatment grad-
ually until we reach an acceptable bal-
ance of sedation and activity that spares
the family or staff the dangers of an
aggressive or violent patient. Obviously if
the agitation is more benign, like restless
pacing or rummaging, I’m less likely to
use sedation as a desired outcome. It’s
this approach of different treatment goals
and drug choices for different behaviors
that makes randomized trials of behavior
like CATIE-AD and its predecessors less
informative than I’d like.

“Old fashions please me best.”
(Bianca, Act III, Scene I)
If anything, the CATIE-AD results
remind us that antipsychotics are not the
best answer for all abnormal behaviors in
dementia. This is not a new idea. In
2001, Carlos Rojas-Fernandez and col-
leagues wrote, “evidence to date suggests
that different symptoms have different
neuroanatomic and neurochemical bases,
which should be considered when
designing a treatment approach.” Their

title asked the question, “Time for a new
paradigm?”4 Five years later, and rein-
forced by the questionable results of the
CATIE-AD study, the answer to their
question remains a resounding “yes.” The
approach they proposed has been called
“rational neuropsychopharmacology”
and they provide a theoretical framework
for understanding and treating different
behavioral abnormalities in people with
dementia. Essentially, their paradigm
calls for use of antipsychotics only for
psychosis and severe aggression. 

Based on neurochemical correlates of
other abnormal behaviors, they recom-
mend serotonergic approaches like tra-
zodone or SSRIs for mild aggressiveness,
anxiety and sleep disturbances, and
cholinesterase inhibitors for non-aggres-
sive agitation and restlessness. Since this
approach reflects the kind of functional
localization that clinical neurology is
built upon, it’s not really such a new idea
at all. Nonetheless, I endorse it thor-
oughly and implement it when I can. I
doubt Shakespeare had this not-so-new
paradigm for treating behavioral symp-
toms in dementia in mind when he wrote
it, but I think Kate had it right in Act III,
Scene II when she said, “The door is open,
sir; there lies your way.” PN

December 2006 Practical Neurology 13

David S. Geldmacher, MD is Associate
Professor of Neurology, Director of the
Memory Disorders Program and
Medical Director of the Fontaine Adult
Neurology Clinic at the University of

Virginia in Charlottesville, VA.

“Different symptoms have different neuroanatomic and neurochemical
bases, which should be considered when designing a treatment approach.”

— Rojas-Fernandez et al. Pharmacotherapy 2001;21:74-102.
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