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QFor a patient on cholinesterase
inhibitor therapy, when do you con-

sider adding memantine to the regimen,
and what safety factors need to be
addressed?

AThe FDA indication for memantine is
for the treatment of moderate to severe

AD, either as monotherapy or as combina-
tion therapy with a cholinesterase
inhibitor. This leaves the actual start time
up to some interpretation by the clinician.
“If the patient is tolerating the
cholinesterase inhibitor without difficulty
and appears to be stabilized, many clini-
cians will hold starting memantine,” Dr.
Galvin says. 

A different route in patient care, how-
ever, is to start adjunct therapy early out of
the gate. “There is reason to believe that
the benefit from combined therapy is like-
ly to be most useful early in the course of
disease,” Dr. Grossman says. If delaying
the start of memantine, Dr. Galvin says the
instances that are best defined to start
memantine are: 

1. A patient on a cholinesterase in-
hibitor continues to decline.

2. A treatment-naive patient presenting
the office in the moderate stage.

3. A patient who is having trouble tol-
erating cholinesterase inhibitors (normally
due to GI-related side effects).

“For mild patients, [consider adding
memantine] when they begin to decline to
the moderate stage MMSE <20. For mod-
erate-severe patients, add memantine once
the cholinesterase inhibitor is well estab-
lished,” Dr. Salloway says. When adding
memantine to an AD regimen, drug inter-
action is not a major cause for concern,
according to Dr. Kaufer. “A small number
may get confused when adding memantine
to Aricept, [but this] usually resolves with
lowering the dose of memantine,” he says.

QBecause memantine’s mechanism of
action differs from cholinesterase

inhibitors, its effect is expected to be
complementary. How much additional
clinical benefit can be had, and how it is
measured? Once the patient is “maxed
out” on both agents, are there any other
options for further symptomatic benefit?

AThe results of the Tariot et al. clinical
trial have suggested a synergistic effect.

“In clinical practice, the real benefit of
combination therapy is a stabilization of
functional abilities such as instrumental
activities of daily living, reduced agitation
and some improvement in toileting,” Dr.
Galvin said. Although psychometric bat-
teries do not capture these “improve-
ments,” they are tangible benefits to the
caregiver and patient. The ADAS-Cog and
MMSE are not sensitive to change in the
more severely impaired patient, he adds. 

When a patient is “maxed out” on both
agents, options are limited but Drs.
Grossman and Kaufer say that further
symptomatic benefit can be had from the
addition of other medications to help
manage comorbidities.

QMost published studies of combina-
tion therapy involve memantine and

donepezil. Are results comparable with
rivastigmine or galantamine? Does the
Exelon patch offer any clinical difference
over the oral form, especially regarding
combination therapy?

AAll four panelists agree that it is fair to
assume that the results of combina-

tion therapy with rivastigmine or galanta-
mine would be safe. There is currently no
information available about the rivastig-
mine patch regarding combination thera-
py—the trial was performed in mild-to-
moderate patients who were previously
naive to therapy. “By itself, Exelon patch

at lower dose appears to have fewer GI
side effects than standard Exelon treat-
ment,” Dr. Kaufer says. 

QOf the other agents considered for
combination therapy—vitamin E,

NSAIDs, hormone replacement therapy,
statins—do any have a role in practice?
What other options are on the horizon? 

ANo panelists said any of these drugs
had a proven role in AD treatment.

“Estrogens and NSAIDs appear not only
to not help, but also may worsen the
course of disease. Vitamin E benefits are
minimal at best, and at worst may increase
cardiovascular risks,” Dr. Galvin says.
Statin data are still being analyzed from
two large trials. “Clinicians should hold off
on using statins to treat AD until there is a
definite indication,” Dr. Salloway says. 

“The most promising add-ons for com-
bination therapy involve etiologic agents
that attempt to lower beta-amyloid,” Dr.
Grossman says. Two have completed Phase
III trials: tramiprosate (Alzhemed) and
tarenflurbil (Flurizan). Compounds to
lower tau levels, such as GSK3B inhbitors
like lithium, are in active development as
well, adds Dr. Salloway. PN

THERAPEUTICSQ&A

Combination Therapy for Alzheimer’s: 
Getting the Most out of Today’s Options

James E. Galvin, MD is Associate Professor of
Neurology, Psychiatry and Neurobiology at Wash-
ington University School of Medicine in St. Louis.

Murray Grossman, MD is Associate Professor of
Neurology at the University of Pennsylvania
School of Medicine in Philadelphia.

Daniel Kaufer, MD is Associate Professor of
Neurology and Director of the Memory and
Cognitive Disorders program University of North
Carolina in Chapel Hill, NC.

Stephen Salloway, MD is Director of Neurology
as well as Director of the Memory and Aging
Program at Butler Hospital, and Professor of
Clinical Neurosciences and Psychiatry at Brown
Medical School in Providence.


