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New Feature:  Clinical Practice Corner
A new periodic feature for the AGS Newsletter, the AGS Clinical Corner highlights AGS Clinical 
tools that are available to our members for free. AGS members can download a pdf of these tools at 
www.americangeriatrics.org/myags.
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TREATM
EN

T

Prim
ary goals are to im

prove quality of life and m
axim

ize functional 
perform

ance by enhancing cognition and addressing m
ood and behavior.

General Treatm
ent Principles

Identify and treat com
orbid physical illnesses (eg, hypertension).

Prom
ote brain health by exercise, balanced diet, stress reduction.

Avoid anticholinergic m
edications, eg, benztropine, diphenhydram

ine, hydroxyzine, 
oxybutynin, tricyclic antidepressants, clozapine, thioridazine.
Lim

it use of as-needed psychotropic m
edications.

Institute stroke prophylaxis for vascular and m
ixed dem

entias.
M

axim
ize activities of daily living (ADLs) and exercise (eg, w

alking).
Establish and m

aintain relationship w
ith patient and fam

ily.
Assess and m

onitor cognition, m
ood, and behavior.

M
onitor physical environm

ent for safety (eg, stairs).
Advise patient and fam

ily about driving, sources of support, financial and legal 
issues, and advance directives, including establishing surrogate decision m

aker.

N
onpharm

acologic Approaches
Advise caregiver(s) to:

Use scheduled toileting and prom
pted toileting for incontinence.

Offer graded assistance (as little help as possible to perform
 ADLs), role m

odeling, 
cueing, and positive reinforcem

ent to increase independence.
Avoid adversarial debates; try to redirect conversation instead.
Use services of caregiver support groups (see last panel).

Pharm
acologic Treatm

ent of Cognitive Dysfunction
Patients w

ith m
ild or m

oderate Alzheim
er’s disease (AD) should receive a cognitive 

enhancer (Table 1). Because the effects of treatm
ent cannot be fairly evaluated until 

the patient has been on a cognitive enhancer for som
e tim

e, caregivers should com
m

it 
to a trial treatm

ent period of at least 3 m
onths before the m

edication is started. In 
controlled trials, m

odest sym
ptom

atic benefit for cognition, m
ood, behavioral sym

ptom
s, 

and daily function w
as seen in patients w

ith AD treated for 1 year w
ith cholinesterase 

inhibitors versus placebo; open trials dem
onstrated benefit for 3 yr. Only 10%

–25%
 

of patients taking cholinesterase inhibitors show
 clinical im

provem
ent, but 80%

 have 
less rapid decline. Initial studies have show

n benefits of these m
edications for patients 

w
ith dem

entia associated w
ith Parkinson’s disease, Lew

y body dem
entia, and vascular 

dem
entia. These drugs m

ay attenuate noncognitive sym
ptom

s and delay nursing-hom
e 

placem
ent. M

em
antine (Nam

enda) dem
onstrated m

odest efficacy com
pared w

ith 
placebo in m

oderate to severe AD as m
onotherapy and w

hen com
bined w

ith donepezil 
(Aricept).

Table 1. Cognitive Enhancers

Donepezil (Aricept) 1
Start at 5 m

g/d, increase to 10 m
g/d after 1 m

o
Galantam

ine (Razadyne) 1, 2 
 Extended release 
(Razadyne ER)

Start at 4 m
g q 12 h, increase to 8 m

g q 12 h after 4 w
k; 

recom
m

ended dosage 8 or 12 m
g q 12 h 

Start at 1 capsule daily, preferably w
ith food; titrate as above

Rivastigm
ine (Exelon) 1

Start at 1.5 m
g q 12 h and gradually titrate up to m

inim
ally 

effective dosage of 3 m
g q 12 h; continue up to 6 m

g q 12 h 
as tolerated; for patch, start at 4.6 m

g/d, m
ay be increased 

after ≥4 w
k to 9.5 m

g/d (recom
m

ended effective dosage): 
retitrate if m

edication is stopped
M

em
antine (Nam

enda 
[N

M
DA antagonist]) 3

Start at 5 m
g/d, increase by 5 m

g at w
eekly intervals to m

ax 
of 10 m

g q 12 h; reduce dosage if kidney function im
paired

1  Cholinesterase inhibitors. FDA labeling for AD is as follow
s: donepezil—

m
ild, m

oderate, severe; 
galantam

ine—
m

ild, m
oderate; rivastigm

ine—
m

ild, m
oderate. Continue if patient im

proves or stabilizes; 
stopping m

edication can lead to rapid decline. Adverse events increase w
ith higher dosage. Possible 

adverse events include nausea, vom
iting, diarrhea, dyspepsia, anorexia, w

eight loss, leg cram
ps, 

bradycardia, insom
nia, and agitation.

2  Increased m
ortality found in controlled studies of m

ild cognitive im
pairm

ent.
3  Approved by FDA for m

oderate to severe AD. Possible adverse events include dizziness, headache, 
som

nolence. N
M

DA = N
-m

ethyl-d-aspartate.

Evaluation of Response to Any Cognitive Enhancer
Elicit caregiver observations of patient’s cognitive function and behavior (alertness, 
initiative) and follow

 functional status (ADLs and instrum
ental ADLs).

Follow
 cognitive status (eg, im

proved or stabilized) by caregiver’s report or serial 
ratings of cognition (eg, M

ini-Cog).

Treatm
ent of Agitation

First, identify and exam
ine context of behavior (is it harm

ful to patient or others?), environ-
m

ental triggers (eg, overstim
ulation, unfam

iliar surroundings, frustrating interactions).
Are delusions or hallucinations interfering w

ith function?
Exclude underlying physical discom

fort (eg, illnesses or m
edications).

Consider nonpharm
acologic strategies.

Select pharm
acologic agent on the basis of sym

ptom
s (Table 2).

Cognitive enhancers m
ay slow

 deterioration, and agitation m
ay w

orsen if they are 
discontinued.
Low

 dosages of antipsychotic m
edications have a lim

ited role but m
ay be necessary 

at tim
es. Note: this use is “off label”; use in AD patients has a BLACK BOX w

arning 
because the risk of death w

as higher w
ith drug treatm

ent than w
ith placebo in clinical 

trials. Risk–benefit m
ust be discussed w

ith both patients and caregivers before starting 
treatm

ent. In the CATIE-AD trial (NEJM
 2006;355:1525–1538), m

odest treatm
ent w

ith 
atypical antipsychotics show

ed no significant benefit (p=0.22). Olanzapine, risperidone, 
and quetiapine had m

arginally higher response rates (32%
, 29%

, and 26%
, 

respectively) than placebo (21%
). Response w

as m
itigated by greater extrapyram

idal 
sym

ptom
s, sedation, and confusion in the treated groups.
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