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Unintentional weight loss is an important issue in geriatrics and is
associated with an increased mortality over a 12-month period.
Many factors may cause or contribute to weight loss including swal-
lowing disorders, dental problems, dietary preferences, psychological
conditions, effects of medications and effects of various disease
states. All factors must be considered before appropriate manage-
ment is initiated. In up to 25% of those experiencing weight loss a
specific cause may not be identifiable.1

Weight loss is a focus of appropriate resident care in nursing facil-
ities. The Minimum Data Set (MDS 3.0) captures the percentage of
long-stay residents who had a weight loss of 5% or more in the last
month or 10% or more in the last two quarters who were not on a
physician prescribed weight-loss regimen noted in an MDS assess-
ment during the selected quarter.2

Numerous FTags address nutrition including “F692 Nutrition/
Hydration status Maintenance” and “F693 Tube Feeding Management/
Restore Eating Skills, Deficiencies,” both designated as possibly indicat-
ing substandard quality of care.

One approach to managing and hopefully reversing weight loss
is drug therapy, although, in my opinion it should not be a first
option. Wouldn’t it be nice if there was a “magic bullet” pill that
would cure the problem? Nobel prize winning physician and bio-
chemist Paul Ehrlich predicted that substances that would seek
out specific disease-causing agents would be developed. These
“magic bullets” would theoretically go right to the cause of the
problem and affect a complete cure.3 Unfortunately, there is noth-
ing even close to a magic bullet when it comes to a treatment of
poor appetite or weight loss. Notably, certain medications includ-
ing megestrol, dronabinol, cyproheptadine, metoclopramide, and
anabolic steroids (i.e., oxandrolone and recombinant human
growth hormone) have been seen to improve or enhance weight
gain as a consequence of treatment.4 However, questionable effi-
cacy and a variety of adverse side effects, some quite serious,
associated with these agents, particularly in the older adult popu-
lation, have discouraged their use.
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The remainder of this column will focus on one drug, mirtazapine
(brand name Remeron�), and whether it should play a role in
improving appetite and reversing weight loss.

Mirtazapine is a unique antidepressant agent that enhances cen-
tral noradrenergic and serotonergic activity. It is a potent 5HT2,
5-HT3, and H1-receptor antagonist, as well as a moderate peripheral
alpha-1 adrenergic and muscarinic antagonist.4

The full prescribing information for mirtazapine states that
appetite increase was reported in 17% of patients treated with
mirtazapine, compared to 2% for placebo and 6% for amitriptyline
and weight gain of � 7% of body weight was reported in 7.5% of
patients treated with mirtazapine, compared to 0% for placebo
and 5.9% for amitriptyline. In premarketing US studies, 8% of
patients receiving mirtazapine discontinued taking the drug due
to unwanted weight gain.

This information also states that “common treatment-emergent
adverse events” associated with the use of Remeron include. “increased
appetite” and “weight gain.”5

Mirtazapine is approved by the Food and Drug Administration for
one condition: the treatment of major depressive disorder (MDD).
We know that MDD is typically accompanied by numerous symp-
toms including significant weight loss and/or decreased appetite. It is
important to understand that mirtazapine is not FDA-approved for
appetite stimulation or weight gain yet, it is not uncommon to see
this drug favored as an antidepressant because, in addition to treating
a person’s depression, it may also stimulate their appetite and result
in weight gain. This is an example of the drug therapy mantra that
“one person’s side effect is another person’s therapeutic benefit.” We
can therefore see that it is not illogical to use mirtazapine in an
attempt to take advantage of its “added benefit.”

Because the use of mirtazapine to stimulate appetite and promote
weight gain is not FDA-approved its use is therefore referred to as
“off-label.” “Off-label” use of a drug refers to prescribing a medication
for a different purpose than those formally approved by the FDA and
found in the package labeling (i.e. the package insert or the full-pre-
scribing information) of the drug. It's common, and it's legal.6 How-
ever, as I have frequently mentioned in this column, the decision
whether or not to use a particular medication for a particular indica-
tion should always include a thorough consideration of risk v benefit.

It is important to note that other antidepressants are associated
with significant weight gain including citalopram, escitalopram, ser-
traline, paroxetine, venlafaxine and duloxetine.7 A Cochrane library
analysis concluded that mirtazapine was more likely to cause weight
gain or increased appetite and somnolence than SSRIs but less likely
to cause nausea or vomiting and sexual dysfunction,8 however, other
studies have concluded that mirtazapine’s impact on weight was not
statistically different from other nontricyclic antidepressant users
after controlling for factors such as baseline weight, gender, dose and
comorbid diagnoses.9 Yet, in spite of this lack of overwhelming evi-
dence, mirtazapine has developed a particular popularity for this off-
label use.

I have come up with some practical guidelines that can be used
when mirtazapine is prescribed for appetite stimulation and promo-
tion of weight gain:

� Don’t look at mirtazapine as a “magic bullet” It may have some
benefit but first consider all the other factors that can cause
weight loss, some of which may be identifiable and reversible.
There may be safer, more effective and less expensive options.

� As with all medications consider the possible benefits of mirtazapine
as well as the risks associated with its use before starting therapy.

� Consider the patient’s medication regimen � numerous medications
may contribute to weight loss by causing nausea, dyspepsia or by
interfering with normal taste or smell, all of which can have a nega-
tive effect on appetite. Have a pharmacist review the individualmed-
ication regimens of those patients who are experiencing weight loss
to see if there are any changes in drug therapy that can be made.

� Set clear and realistic goals for therapy including a time-line. This
will allow for an assessment of the value of therapy and whether
it is appropriate to continue that therapy or take a different
approach if response is not satisfactory such as if the individual’s
depression or other psychiatric condition does not improve or
their weight loss continues.

� Do not use mirtazapine unless a diagnosis of MDD or some other
psychiatric condition for which its use is appropriate has been
made. In my opinion, use of mirtazapine only for appetite stimula-
tion and promotion of weight gain is inappropriate based on a
risk v. benefit analysis. In addition, it would likely generate close
scrutiny by State surveyors in nursing home settings.

� After a patient starts mirtazapine, monitor their response to ther-
apy including possible side effects such as sedation. Other side
effects may occur. For example, the prescribing information states
that infrequent adverse events include weight loss in at least 1% of
patients taking this medication.5

� Monitor and document the patient’s weight and compare it to the
desired goals described above.

� Track and document nutritional intake. If the patient responds as
intended, the mirtazapine will stimulate the resident’s appetite
thus increasing their nutritional intake which should enable them
to gain weight.

� Use the skills of the entire interdisciplinary team including the
pharmacist and dietician.
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