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Escalating health care costs and evidence that there is widespread variation in medical practice
have |ed to the formation of more than 1800 consensus conferencesin the past 10 years. These confer-
ences seek to review the evidence that existing treatments have demonstrabl e efficacy; to determine if
evidence favors one form of therapy over another; to review the guidelines for implementation, con-
tinuation, and discontinuation of the therapy; and to identify currently used treatments for which no
benefit can be documented. Thisisareview of the process used by the American Psychiatric Associa-
tion Task Force on Developing Treatment Guidelines for Alzheimer’s Disease and Other Dementias,

till in process at the time of this presentation.

scalating health care costs and evidence of wide-

spread variation in medical practice have led to
more than 1800 consensus conferences in the past 10
years. The development of treatment guidelinesis amulti-
step process. Consensus conferences seek to review the
evidence that existing treatments have demonstrable effi-
cacy; to determine if evidence favors one form of therapy
over another; to review the guidelines for implementation,
continuation, and discontinuation of the therapy; and to
identify currently used treatments for which no benefit can
be documented. The American Psychiatric Association ap-
pointed a committee of individuals, all of whom have ex-
pertise in geriatric psychiatry and in dementia, to develop
treatment guidelinesfor Alzheimer’s disease and other de-
mentias. Additional committee members include liaison
members from the American Psychiatric Association com-
mittee overseeing all guideline development and members
in training.

OVERVIEW OF PROGRESS

Initially, the committee identified broad types of treat-
ment and then set the standard of evidence for reviewing
treatment in each of these areas. Idedlly, all treatments
would meet the same standards and recommendations
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would be based on the randomized, controlled trias. The
initial criteria for studies to be included for review were
that subjects be randomly assigned to treatment or control;
those performing the assignment, treatment, and assess-
ment be blind to treatment status; and the primary outcome
or outcomes be chosen during study design. In assessing
treatments for dementia, the committee concluded that this
standard could be met for assessing pharmacologic
therapy. The committee also decided to review pharmaco-
logic studies that did not meet these criteria, for example,
case series, since some pharmacotherapies currently in use
have not ‘been subjected to randomized, controlled trials.
This decision was made so that the treatment guidelines
could address the strength of evidence upon which such
treatments are based. After an initia review revealed that
many nonpharmacol ogic therapies in widespread use have
not undergone randomized, controlled trials, the commit-
tee chose a lower standard. for nonpharmacologic treat-
ments. This standard required that the treatment be com-
pared to a group that was untreated or treated with a
different method, that outcome be blindly assessed, and
that the outcome be chosen during study design. The com-
mittee chose to do so because in some instances, random-
ized, controlled trials would be difficult, if not impossible,
to design. Single case studies were not chosen for inclu-
sion because of the inability to generalize from them.

Clearly, the compromises made during this design
phase of the guideline process can influence output. Had
the committee chosen to require that two randomized,
controlled trials be available before a treatment could be
recommended, then most of the recommended treatments
would have been pharmacologic in nature. One of the
committee’s recommendations is that randomized control
trial methodology be used as much as possible in design-
ing studies of treatment efficacy in the future.
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The second step in developing guidelines is to identify
databases from which articles are sought. This requires
work with knowledgeable medical librarians, and assis-
tance was provided by the American Psychiatric Associa-
tion librarian and by librarians at the institutions at
which committee members were working. In addition to
MEDLINE, other databases emphasizing psychological
therapies and psychosocial studies were included. Studies
were also obtained by searching reference lists. Studies
known to individual investigators were sent to the com-
mittee during its review process and were also examined.

The next stage was to perform a meta-analysis. Each
committee member was assigned a specific areato review.
The first step in this meta-analysis was to develop atable
that included all review studies and specific information
including number of subjects, whether or not subjects
were randomized, whether assessment was blind, and spe-
cific outcomes and findings. Meta-analyses can be carried
out mathematically, and formulas exist by which the re-
sults of studies can be combined. This committee chose
not to use this method because for many treatments only
one or two studies were available, design often varied
greatly among studies, and there was alack of agreement
among experts that such an approach is valid. Rather, the
committee devel oped an evidence table for each treatment
approach, reviewed it, and came to consensus as to
whether the available data supported its use. The strength
of their recommendation was based on the appropriateness
of the study design, the number of times afinding was rep-
licated, an assessment of the quality of the studies, and the
number of subjects studied.

Thefinal set of stepsincluded writing the results of the
review and circulating results among committee members
and then among a selected group of approximately 80 na-
tional expertsin dementia. This was followed by distribu-
tion of resultsto al district branches of the American Psy-
chiatric Association and then to a much wider set of
national experts. Finally, preliminary presentations at the
American Psychiatric Association were given to encour-
age widespread review and contribution.

RESULTS AND RECOMMENDATIONS

The committee concluded that available evidence sup-
ported the use of cholinergic enhancers for treating cogni-
tive impairment and that these have modest efficacy. The
committee also concluded that no other class of drugs tar-
geting cognitive enhancement could yet be recommended,
based on available evidence, although studies of other
agents are expected to be released soon.

Studies of ergoloid mesylates' and selegiline® suggest
modest efficacy in improving noncognitive measures.
Studies are underway to determine whether selegiline has
beneficial effects on cognition or delays the rate of de-
cline, but such data are not currently available.
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For the pharmacologic treatment of noncognitive
symptoms of dementia, the neuroleptic drugs have been
best studied. The committee concluded that neuroleptic
drugs are modestly effective in treating the behaviors de-
scribed as agitation. The committee could not locate ad-
equate evidence to support the use of other classes of
drugs in treating noncognitive symptoms but did find that
there was an extensive literature suggesting that anticon-
vulsants, antianxiety drugs, and several other classes of
agents might be effective in treating specific noncognitive
behavioral disorders. Data on the treatment of depression
coexisting with dementiaare mixed. Several recent studies
support the efficacy of antidepressants for treating depres-
sion in patients with depression,® but several earlier stud-
ies either did not find a benefit beyond that provided by
placebo or did not meet the criterion of randomized, con-
trolled trials.*

The committee reviewed a variety of nonpharmacol og-
ic therapies such as pet therapy, music therapy, and envi-
ronmentally focused behavior therapy. Taken together,
these studies suggest that such therapies are modestly ef-
fective in increasing activity and diminishing behavioral
disorder. However, one recently published, well-designed
study® demonstrated that a combination of psychiatric as-
sessment and activity therapy was beneficial in diminish-
ing behavior disorder among persons with Alzheimer’s
disease. There is no evidence demonstrating better effi-
cacy of one type of therapy over another. The committee
concluded that such therapies are modestly effective and
that their benefit most likely results from factors that are
common across these treatments rather than specific to
any .one form of therapy. The evidence supporting behav-
ior therapy restson single or small case series, and gener-
aly such studies-are not blinded. There is some evidence
that memory-retraining approaches are transiently effec-
tive but no evidence that-any gain persists after the train-
ing session.®

A number of well-designed studies’ support the effi-
cacy of interventions focused at improving caregiver well-
being, and the committee concluded that such interven-
tions are moderately effective in ‘decreasing caregiver
emotional morbidity and increasing caregiver knowledge.
There is some evidence that emotion-focused caregiver in-
terventions are more effective than educational interven-
tions and weak evidence that the combination is the most
effective approach.

STRENGTHS OF THE GUIDELINE
DEVELOPMENT PROCESS

This process has several strengths. It provides for the
review of alarge body of published data on the efficacy of
particular treatments. As such, it can provide a guide to
clinicians in choosing among available treatments. Fur-
thermore, it theoretically should lead to improved care of
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persons suffering from dementia since the guidelines
would support the use of effective therapies and circum-
stances in which they might not be instituted.

Another strength is that this review can also highlight
areas in which knowledge is lacking or in which clinical
practice is based more on experience than on available
data. Identifying such areas highlights interventions that
require further study and may constrain the faddish use of
treatments for which evidence of efficacy islacking.

On the other hand, the treatment guideline development
approach has'clear limitations. While “evidence-based”
clinical practiceisan ideal, the care of patientsisan art as
well as a science,.and the review process can not capture
many elements of the patient-clinician interaction. By fo-
cusing only on specific therapies, the important role that
the relationship between clinician and patient, clinician
and family, and clinician and other caregivers playsisig-
nored. In addition, not all treatments have been subjected
to careful study. The lack of evidence supporting efficacy
or effectiveness can not be used to deny that atreatment is
efficacious. The only statement that can-be made is
whether evidence is available to support its use and the
strength of that evidence. For example, the committee is
unableto find evidence supporting the use of special or fo-
cused-care units in long-term care facilities. It is not clear
that arandomized, controlled trial to this approachiis prac-
tical, and yet such units are widespread. A review can be
beneficial in tempering enthusiasm for such therapies that
are unproved, but skepticism can be negative. It isimpor-
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tant that a lack of evidence supporting specific approaches
not be taken as suggesting that the treatments do not work.

Drug name: selegiline (Eldepryl).

Editor’s Note: The treatment guideline discussed in this
article has since been published:

American Psychiatric Association. Practice Guideline for
the Treatment of Patients With Alzheimer’s Disease and
Other Dementias of Late Life. Am J Psychiatry Suppl
1997;154(5):1-39
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