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Anxiety seems to be as prevalent in
older as in younger adults—data
are inconsistent on this point—but

may look different in each group. “The
DSM criteria were developed for anxiety
disorders in younger patients and don’t al-
ways identify them in this age group,” said
Javaid I. Sheikh, M.D., professor of psy-
chiatry at Stanford (Calif.) University.

Older patients tend to focus less on ner-
vousness and wor-
ry than on somatic
manifestations of
anxiety, he said.
Memory deficits
and other cognitive
difficulties are fre-
quently part of the
picture, possibly re-
flecting the neuro-
toxic effects of
chronic anxiety on the hippocampus and
other brain centers.

Anxiety also exacerbates the age-linked
decline in restful sleep. Complaints of se-
vere insomnia are “very common,” Dr.
Sheikh said.

More prominent than the distinct anxi-
ety syndromes of early adulthood is a
mix of anxiety and depression symptoms.
“These appear together frequently enough
to constitute a separate diagnostic cate-
gory,” said Carl Salzman, M.D., professor
of psychiatry at Harvard Medical School,
Boston.

Anxiety associated with medical disor-
ders, medication, and mild to moderate
dementia is frequently encountered as
well, Dr. Sheikh said.

The possible contribution of medical
factors should be considered, particularly
if anxiety is of recent onset. Thyroid func-
tion, for example, may influence both

mood and anxiety disorders. “I’ve found
that thyroid status is askew in about 10%
of the patients I see, and needs to be ad-
dressed for effective management,” said
Eric Lenze, M.D., of the Western Psychi-
atric Institute and Clinic in Pittsburgh.

“In my experience, people with chron-
ic obstructive pulmonary disease have par-
ticularly high rates of comorbid anxiety,”
said Peter V. Rabins, M.D., professor of
psychiatry at Johns Hopkins University,
Baltimore. “Air hunger and anxiety are so
intertwined that you can’t simply treat one

or the other. I em-
pathize with the
distress caused by
air hunger as part
of psychoeduca-
tion, and help peo-
ple make lifestyle
changes to mini-
mize shortness of
breath,” he said.

Although there is
little literature to guide treatment of late-
life anxiety, serotonergic antidepressants
are commonly the first choice, particular-
ly when the patient exhibits depressive
symptoms.

Dr. Lenze’s group recently published
what he believes to be the first prospective
controlled trial validating the use of a se-
lective serotonin reuptake inhibitor
(SSRI)—citalopram (Celexa)—for late-life
anxiety (Am. J. Psychiatry 2005;162:146-
50). Another study, which retrospectively
examined industry data, found venlafaxine
(Effexor) equally effective for older and
younger patients ( J. Am. Geriatr. Soc.
2002;50:18-25).

In the choice among SSRIs, a lower po-
tential for drug interactions makes citalo-
pram, escitalopram (Lexapro), and sertra-
line (Zoloft) attractive, Dr. Lenze and Dr.
Sheikh said.

Enhanced sensitivity to side effects—in-

cluding exacerbations of anxiety—sug-
gests initiation at low dosage and cau-
tious titration. Dr. Sheikh may start at one-
fourth the full therapeutic dosage and go
to one-half after 2 weeks, go to three-
fourths 2 weeks later, and then wait 4
more weeks to evaluate the need for fur-
ther increases.

Although some may require a larger
dosage, many elderly patients respond to
SSRIs at even one-half the usual dosage for
young adults, he said.

To Dr. Lenze, “management is more im-
portant than the choice of drug,” in view
of the high dropout risk. “The first 2
weeks are most critical. ... If they stay with
treatment this long, they’re likely to get
better.” Because “the anticipation of some-
thing very bad happening is a core feature
of all anxiety disorders,” he addresses con-
cerns preemptively by counseling patients
about the side effects they might expect
and stressing their essential benignity and
probable transience. Frequent visits (and
reassurance) early in treatment and avail-
ability by phone also help allay concerns,
Dr. Lenze said.

The role of benzodiazepines, once the
mainstay of anxiety treatment, is uncer-
tain. They can impair balance and increase
the risk of falls and consequent fractures.
Cognitive function, particularly memory,
may be affected, and one study linked
long-term use to cognitive decline ( J. Clin.
Psychopharmacol. 2002;22:285-93).

To Dr. Salzman, benzodiazepine
monotherapy may be safely used long
term for reliable, well-selected patients
who are not taking other sedatives or res-
piratory depressants, and are not sub-
stance abusers. “I’d be reluctant to give a
benzodiazepine to someone who is al-
ready unsteady, or has serious memory
problems, or is spending most of his time
in bed, but for people in their 70s who are
vigorous and functioning—and anxious—
it can make all the difference in the world,”
he said.

Only short-acting agents should be pre-
scribed at low dosages (0.125-0.25 mg of

lorazepam [Ativan] or 10-15 mg of ox-
azepam [Serax], one to three times daily)
under close supervision, including fre-
quent visits or phone calls, he said.

Long-term adjunctive benzodiazepines
also may be useful, Dr. Lenze said, for
“about 40% of patients [who] have an in-
complete response to SSRIs, tolerate ben-
zodiazepines well, and need them for
breakthrough symptoms.”

Other agents for anxiety that have
shown an inadequate response as SSRI
monotherapy have little research support.
“I might add buspirone [BuSpar],” Dr.
Sheikh said. “It’s a great medication when
it works, and has limited side effects, but
it’s inconsistent.”

Dr. Rabins considers switching to a tri-
cyclic antidepressant, preferably nortripty-
line: “It is less anticholinergic than others,
and you can monitor blood levels for a
sense of adherence and the adequacy of
the trial.” He advises a low starting dose;
slow titration; and ECG monitoring at
baseline, then a week or two after initia-
tion, and again once blood levels are stable.

Atypical antipsychotics can be helpful
adjunctively, particularly when anxiety is
associated with dementia or resists treat-
ment in the context of depression. Dr. Ra-
bins chooses an agent based on its side ef-
fect profile and begins at a very low dose
(aripiprazole [Abilify] 2.5 mg/day, risperi-
done [Risperdal] 0.25 mg/day, or olanza-
pine [Zyprexa] 2.5 mg/day).

Psychotherapy is an option not to be
overlooked. Contrary to conventional wis-
dom, older people are not particularly re-
sistant to the idea, and in his experience
“many would much prefer it to medica-
tion,” Dr. Lenze said.

Dr. Sheikh recommends an appropriate
form of cognitive-behavioral therapy
whenever anxiety involves concrete prob-
lems that require retraining, such as pho-
bias around driving. Often, cognitive-be-
havioral therapy is best begun after a 6-8
week regimen of pharmacotherapy has
moderated symptom severity enough to
make it more acceptable. ■
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WA S H I N G T O N —  Higher in-
take of n-3 fatty acids may have
a protective effect against cogni-
tive impairment, according to
data presented at the annual
meeting of the Gerontological
Society of America.

In a study of almost 1,000 peo-
ple aged 65 and older, those with
dementia had significantly lower
plasma levels of n-3 fatty acids,
said Antonio Cherubini, M.D., of
the Institute of Gerontology and
Geriatrics in Perugia, Italy.

The n-3 fatty acids are an im-
portant component of the neu-
ronal membrane, influencing

membrane fluidity and all the re-
lated functions, such as signal
transduction and enzyme func-
tion. Fish—particularly fatty fish,
such as mackerel and albacore
tuna—are the primary source of
n-3 fatty acids.

Dr. Cherubini presented data
from the Aging in Chianti
(InCHIANTI) study, a popula-
tion-based trial conducted be-
tween 1998 and 2000 in the Chi-
anti region of Italy.

The 935 volunteers were cat-
egorized as having normal cog-
nition (725 subjects), cognitive
impairment without meeting
criteria for dementia (153 sub-
jects), or dementia (57 subjects).
Cognitive function was screened

using the Mini-Mental State Ex-
amination. The subjects with
age- and education-unadjusted
scores lower than 26 on the ex-
amination underwent more de-
tailed tests.

The diagnosis of dementia was
made according to DSM-IV cri-
teria. Plasma fatty acid levels
were determined using gas chro-
matography.

Subjects with dementia had
the lowest n-3 fatty acid plasma
concentrations—as a percentage
of total fatty acid plasma con-
centrations in mg/L—with a
mean of 2.7%, compared with
3.0% for the cognitively impaired
group and 3.2% for the normal
cognition group.

Subjects with dementia had the
highest plasma concentrations of
saturated fatty acids—as a per-
centage of total fatty acid plasma
concentrations in mg/L—with a
mean of 31.4%, compared with
30.1% for the cognitive impair-
ment group and 30.3% for the
normal cognition group.

“Subjects in the second
group—those who have cogni-
tive impairment but not demen-
tia—tended to have intermedi-
ate values in many of the fatty
acids,” Dr. Cherubini said. 

The finding of lower n-3 fatty
acid plasma concentrations in
subjects with dementia persisted
even after adjusting for age, gen-
der, education, smoking status,

cholesterol and triacylglycerol
levels, alcohol, fatty acid and to-
tal energy daily intakes, and total
plasma levels of fatty acids.

The difference between nor-
mal subjects and those with mild
cognitive impairment was no
longer significant after adjust-
ment, he said.

Previous studies have exam-
ined the relationship between n-
3 fatty acid consumption and the
development of dementia, but
the results have been conflicting.
This may be because the studies
involved small sample sizes and
relied on only one indicator of n-
3 fatty acid status—intake or
blood concentration—Dr. Cheru-
bini said. ■

Switching to a
tricyclic
antidepressant
such as
nortriptyline is an
option.
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