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esearchers continue the quest for a cure for
Alzheimer’s disease. Given the significant
impact of moderate to advanced stage AD on
patients and caregivers, it’s easy to under-
stand the push for an effective intervention.

But those affected by the disease and the neurologists who care
for them know that even mild stage AD can be detrimental.
While a cure remains elusive, available therapies can help to stave
off cognitive decline and maintain functioning in individuals
with AD. Below, I will review how the available therapies—used
alone or in combination—may provide optimal benefit. 

Early Intervention
Early initiation of medical therapy with cholinesterase inhibitors
(ChEI) is the cornerstone of AD management. At the same time,
there is increasing use of memantine (Namenda) in combination
with ChEIs for more advanced stage AD. Though patients and
their families may wonder if early combination therapy repre-
sents the best option for early AD, it appears that combination
therapy for mild AD is not indicated for the majority of patients. 

Monotherapy with a ChEI should begin as soon as the
patient is diagnosed. This is based on the pivotal studies with
open-label extensions for all three ChEIs in common use, which
showed that subjects who had been taking placebo during the
double-blind placebo-controlled phase all improved when they
were then started on active medication during the open-label
phase, but they did not “catch up” to those who had been in the
high dose group all along during the double-blind phase.

Memantine (Namenda) is approved for treatment of moder-
ate to severe stage AD, either as monotherapy or in combination
with a ChEI. In the memantine clinical trials for moderate to
severe stage subjects, the upper cutoff for the MMSE score for
inclusion was 14 points, whereas 17 points has been typically
considered to be the upper cutoff for the moderate stage in ChEI
trials. Rather than letting “moderate stage” be defined by a spe-

cific test score, it seems more prudent to define moderate stage
clinically, with declining ability to perform activities of daily liv-
ing (ADLs), disorientation, increased need for supervision, wors-
ening language or visuomotor symptoms and/or the emergence
of behavioral symptoms. When patients have been stabilized for
a time with a ChEI and then begin to decline, memantine can
be added as a second agent to try to mitigate the acceleration of
decline often seen as patients enter the moderate stage.

Although Namenda is currently approved only for moderate
to severe stage AD, there are occasions where it might be consid-
ered in milder stage disease. One study showed slight benefit of
memantine over placebo in a 24-week randomized controlled
trial for mild to moderate AD; it was not clear whether benefits
were clinically significant.1 In mild-stage patients who are not
able to tolerate a ChEI, consideration could be given to treating
with Namenda. One would hope for stabilization of symptoms
as evidenced by objective testing (such as MMSE) as well as by
patient and caregiver report over a period of at least six months.

Effective Combinations
Studies show that memantine can help delay the rate of decline
in patients as response to ChEIs diminishes. Optimal results are
often achieved when memantine is added onto the ChEI.
Although use of Aricept (donepezil) together with Namenda has
received the most documentation, there are no major reasons to
expect significant differences in efficacy or tolerability when
using other cholinesterase inhibitors. Multiple reports of cases
and small series document their use together. Wenk et al2 report-
ed that memantine had no effect on acetylcholinesterase inhibi-
tion by tacrine (Cognex), donepezil, or galantamine (Reminyl)
in vitro, and Yao et al3 reported no change in the steady state
pharmacokinetics of galantamine in healthy subjects after the
addition of memantine. A German postmarketing survey con-
ducted by Hartmann et al4 found memantine plus a ChEI to be
well tolerated among 158 elderly patients, of whom 132 were

Despite the relative paucity of options, 
combination therapy is becoming commonplace.
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taking donepezil,
23 rivastigmine,
one tacrine, and
two an unspecified
ChEI. Only six
patients were report-
ed to have adverse
drug reactions, all of
which resolved without
sequelae and none of which
required drug discontinuation.
Stabilization was noted in 39 per-
cent of subjects following initiation of
combination therapy, improvement in 54 per-
cent, and worsening in only six percent. 

Dantoine et al5 reported a 16-week, multi-center, open-label
study in which subjects who were continuing to decline on either
donepezil or galantamine were switched to rivastigmine
(Exelon); those who continued to decline after the 16 weeks
received memantine in addition to rivastigmine for another 12
weeks. Of 86 subjects given memantine and rivastigmine, 44
(51.2 percent) improved and 23 (26.7 percent) stabilized on the
MMSE; on the Clinical General Impression of Change (CGI-
C), 81.4 percent showed improvement or no change.

These data all confirm the safety and possible efficacy of
memantine in combination with ChEIs. Clinically, gauging the
benefit of the addition of Namenda as a second agent should rely
on a combination of objective testing plus patient/caregiver
report. As a general rule, it takes about six months of therapy
with observation and assessment of the patient to decide whether
the addition has been helpful. Patients and caregivers require
realistic expectations for outcomes from available medications.

Although
it’s often

not what
patients and

families hope
for, “no difference”

after six months of
therapy indeed is a benefit

in a progressive disease. On the
other hand, an unsatisfactory out-

come would include continued progression at the
same or an increased rate, at which time the clinician would
assume the drug is not helpful and not worth continuing. 

With onset of new symptoms, determine whether they are
truly part of the disease process or side effects of the new med-
ication. Occasionally, patients will develop confusion or agita-
tion after starting memantine; many will improve with a dose
reduction and will not require complete discontinuation of the
drug. In a few cases, patients have responded well enough that
they actually became more aware of their plight and developed
behavior problems; in these cases, even though the medications
would be considered “successful,” they were not beneficial, and
they had to be reduced or discontinued.

Proceed with Caution
Use of dementia drugs in combination with antipsychotics
and/or antidepressants represents an alternative approach to AD
management, particularly in individuals with behavioral symp-
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toms, though studies demonstrate significant side effects. 
The CATIE-AD6 study was the first large placebo-controlled

study to investigate the safety and efficacy of the three most com-
monly used atypical antipsychotics in AD patients with con-
comitant behavorial problems or psychosis. Its findings con-
firmed what was seen in a large meta-analysis7 published earlier
that year: that atypical antipsychotics are more efficacious than
placebo in treating behavioral and psychotic symptoms associat-
ed with AD, but they are also associated with significant side
effects. These side effects, at least in the CATIE-AD study,
seemed to offset the benefits conferred by the medications. 

One limitation of the CATIE-AD study appears to be inade-
quate dosing of quetiapine (Seroquel). The antipsychotic drug
did not appear to adversely affect cognition in the CATIE-AD
study, whereas scores on tests of cognition tended to be lower in
antipsychotic-treated patients in the meta-analysis. Interestingly,
improvements in behavior were noted in all subjects, whether on
placebo or active drug, in the Schneider meta-analysis.
Unfortunately, behavior was not assessed formally as an outcome
measure in CATIE-AD. Nevertheless, it seems clear that the
atypical antipsychotic drugs are far from ideal and should be
used only with great caution in selected patients, after other ther-
apies, including behavioral therapy, ChEIs, memantine and anti-
depressants have failed.

Rethinking Adjuncts
There has been interest in identifying adjunctive interventions
that may benefit patients with AD. Sano et al8 investigated the
use of vitamin E 2000 IU daily, selegiline, both, or placebo in
subjects with moderate stage AD. Although no benefit was seen
in secondary outcome measures of cognition or ADLs, all three
treatment arms significantly delayed nursing home placement,
loss of ability to perform basic ADLs, and progression to severe
stage dementia or death after adjusting for unequal baseline
MMSEs. Although this was not strong evidence for benefit of
vitamin E in AD, most clinicians felt that, in the absence of evi-
dence of harm, it was worthwhile to treat AD with vitamin E. 

This consensus changed in 2004 when a meta-analysis by
Miller et al examined 19 studies of vitamin E for various indica-
tions and multiple doses. Although the analysis had multiple
methodological limitations (selection bias for trials to include or
exclude from the analyses, different methodologies of the stud-
ies, different isoforms of vitamin E), findings did suggest, in a
very large sample of nearly 136,000 participants, an excess in
mortality among those who had been given vitamin E over those
who had not, especially in doses over 400 IU daily. A few
months later, Petersen et al9 reported results of a study of vitamin
E, donepezil or placebo in mild cognitive impairment (MCI) for
three years. Donepezil delayed the progression from MCI to AD
for the first 18 months, but vitamin E showed no effect. 

Step-wise Approach is Wise
Early intervention remains a critical component of AD care. As
the disease progresses or response to ChEI diminishes, adding
memantine may help prevent further cognitive decline. Due to
side effects, the addition of atypical antipsychotics generally is
not recommended, except in rare cases. In general, AD drugs are
continued until the very severe stages since they continue to pro-
vide benefits for behavioral symptoms even after cognition is
severely impaired. To date, adjunctive interventions have not
proven beneficial, and vitamin E may even pose risks. PN

Combination AD Therapy
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Looking Ahead: The Future of Alzheimer’s Therapy
Future AD therapy will target the underlying pathology of AD,
which is much more complicated than we imagined just a decade
ago. Multiple therapies are aimed at preventing production and/or
increasing clearance of beta-amyloid pathology. Medications such
as secretase inhibitors, amyloid sheet disruptors, and even amy-
loid beta-protein vaccines are in clinical trials. Inhibitors of glyco-
gen synthase kinase-3, the enzyme that phosphorylates tau pro-
tein to create neurofibrillary tangles, are being investigated to
determine whether they may slow AD progression. Other thera-
peutic targets, such as neurotrophic factors, anti-inflammatories,
antioxidants, calcium channel modulators, TNF inhibitors, hypo-
glycemics, phosphodiesterase inhibitors, serotonin receptor mod-
ulators, somatostatin agonists, GABA-B antagonists, cannabinoid
receptor antagonists, nicotinic receptor agonists, muscarinic
receptor agonists, NMDA receptor antagonists, and AMPA recep-
tor antagonists are among the many drugs currently in clinical
testing. It will not be surprising if many of these come to fruition,
which will allow further individualization of therapy, not only for
those with established AD but also for treatment of early signs of
cognitive impairment and for prevention in presymptomatic indi-
viduals, especially those at risk by virtue of family history.
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