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Alprazolam, a short-acting benzodiazepine, is one of
the most widely prescribed drugs in the US. It is
approved by the FDA for treatment of anxiety and panic
disorder. An extended-release formulation, Xanax XR,
which can be taken once a day, recently became avail-
able for panic disorder.1

EFFICACY — Benzodiazepines and SSRIs are  both
effective in reducing symptoms of anxiety.2

Benzodiazepines have a more rapid onset of action,
but have little effect on depressive symptoms.3,4

These drugs are often combined for treatment of
panic disorder; the combination improves the early
response, and the benzodiazepine can be discontin-
ued after about 6 weeks. Alprazolam offers no advan-
tage in efficacy over other benzodiazepines;
longer-acting drugs such as clonazepam (Klonopin,
and others) and possibly Xanax XR might be easier
to taper and stop.5,6 Several randomized controlled
trials have shown that cognitive-behavioral therapy
(CBT) is at least as efficacious as drugs for treatment
of panic and other anxiety disorders; improvements
are often maintained or increased in the 6-12 months
after completion of treatment.7,8

Clinical studies with alprazolam for treatment of
women with premenstrual dysphoric disorder have
produced conflicting results. The drug can reduce anx-
iety in patients with posttraumatic stress disorder
(PTSD), but has not been shown to prevent develop-
ment of PTSD when given to patients following a trau-
matic experience. Withdrawal symptoms were
particularly severe in patients with PTSD who received
long-term treatment with alprazolam.9 SSRIs are more
effective for these indications.

ADVERSE EFFECTS — Alprazolam can cause seda-
tion, interfere with psychomotor performance and
impair memory. In one study, a 1-mg dose of alprazo-
lam impaired driving ability one hour after administra-

Alprazolam (Xanax, and others).......................p5

Alprazolam, a widely prescribed benzodiazepine, is
effective for treatment of anxiety and panic disorder but
sedation, withdrawal symptoms and abuse are common.
SSRIs are also effective and safer. Cognitive-behavioral
therapy is probably more effective in the long term.

• Alprazolam should only be used for short-term
treatment of anxiety symptoms at the lowest effec-
tive dose.

Apomorphine (Apokyn) is now available for rescue treat-
ment of “off” episodes in patients with advanced
Parkinson’s disease. It must be injected subcutaneous-
ly. Apomorphine in a variety of formulations has been
used in Europe for many years. Like other dopamine
agonists it can cause nausea and vomiting, orthostatic
hypotension, drowsiness, “sleep attacks” and dyskine-
sias. It should be taken initially with an antiemetic to
avoid nausea and vomiting.

• Apokyn should be a useful addition for patients
with advanced Parkinson’s disease.

Apomorphine (Apokyn) for Advanced
Parkinson’s Disease.............................................p7

Patients taking celecoxib (Celebrex) because they can-
not tolerate the GI effects of nonspecific NSAIDs could
continue to do so, but should not exceed recommended
dosage. For analgesia and osteoarthritis, acetamino-
phen (Tylenol, and others) or tramadol (Ultram, and oth-
ers) are reasonable alternatives to NSAIDS. For
rheumatoid arthritis, disease-modifying drugs
(DMARDs) can be used.

• Acetaminophen, tramadol and, for rheumatoid
arthritis, DMARDs are reasonable alternatives.

NSAID Alternatives............................................p8
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Drugs for Epilepsy
Treatment of epilepsy should begin with a single drug,
increasing the dosage gradually until seizures are con-
trolled or adverse effects become unacceptable.  If
seizures continue and further dosage increases appear
inadvisable because of adverse effects, most Medical
Letter consultants generally prescribe at least one and
sometimes a second alternative drug as monotherapy
before considering use of two drugs at the same time.
Most antiepileptic drugs initially approved by the FDA
only for adjunctive therapy are probably also effective
as monotherapy.  Many of the drugs used to treat
epilepsy interact with each other (see table beginning
on page 63) and with other drugs; for  interactions with
other drugs, see The Medical Letter Handbook of
Adverse Drug Interactions, 2003.  The treatment of
status epilepticus is not included here.

CARBAMAZEPINE — Carbamazepine (Tegretol,
and others) is available only for oral use.  It is particu-
larly effective for treatment of partial and secondarily
generalized tonic-clonic seizures, but it may make
absence or myoclonic seizures worse.  Carbamazepine
induces its own metabolism; serum concentrations
often fall after a few weeks of treatment.  Therapeutic
failure associated with poor bioavailability has been
reported with both generic carbamazepine and with
Tegretol, particularly when tablets are stored in humid
conditions, which cause concretion of the tablets.  Two
extended-release formulations, Carbatrol and Tegretol
XR, are now available.

Adverse Effects – Carbamazepine can cause rash, par-
ticularly when started at high doses or with rapid dose
escalation.  Drowsiness, blurred vision, transient
diplopia, headache, dizziness, ataxia, nausea and vom-
iting have also occurred with carbamazepine, and the
drug can interfere with cognitive function  related to
learning.  Mild leukopenia or hyponatremia are fairly
common.  With high doses of the drug, hypofibrino-
genemia and thrombocytopenia can occur, but are usu-
ally reversible if the drug is discontinued.  Aplastic
anemia, agranulocytosis, cardiac toxicity, aseptic
meningitis, intractable diarrhea, hepatitis and hyper-
sensitivity reactions (including Stevens-Johnson syn-
drome), which can be fatal, are rare.  Circulating
concentrations of thyroid hormones may be depressed,
while TSH remains normal.  Abnormal color percep-
tion can occur rarely. Carbamazepine interacts with
many other drugs.

PHENYTOIN (diphenylhydantoin) — Phenytoin
(Dilantin, and others) is as effective as carbamazepine
for treatment of partial and secondarily generalized
tonic-clonic seizures.  Different formulations of pheny-
toin may not be bioequivalent.  Fosphenytoin (Cere-
byx) is a water-soluble prodrug of phenytoin available
for IV and IM use that is less likely to cause soft tissue
injury than older IV formulations; at rapid infusion
rates it can cause transient paresthesias and pruritus (J
H Fisher et al, Clin Pharmacokinet 2003; 42:33).
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