TABLE 466-2 Management of Antidepressant Side Effects

Diarrhea
Constipation
Sexual dysfunction
 Anorgasmia/
impotence; impaired
ejaculation
Orthostasis

Anticholinergic
Dry mouth, eyes
Tremor/jitteriness

Insomnia
Sedation
Headache
Weight gain
Loss of therapeutic benefit over time

Comments and Management Strategies
Usually short-lived and dose-related; consider
temporary dose reduction or administration with
food and antacids
Famotidine, 20–40 mg/d
Wait for tolerance; try diet change, stool softener,
exercise; avoid laxatives
Consider dose reduction; drug holiday
Bethanechol, 10–20 mg, 2 h before activity, or
cyproheptadine, 4–8 mg 2 h before activity, or
bupropion, 100 mg bid, or amantadine, 100 mg
bid/tid
Tolerance unlikely; increase fluid intake, use calf
exercises/support hose; fludrocortisone,
0.025 mg/d
Wait for tolerance
Maintain good oral hygiene; use artificial tears,
sugar-free gum
Antiparkinsonian drugs not effective; use dose
reduction/slow increase; lorazepam, 0.5 mg bid,
or propranolol, 10–20 mg bid
Schedule all doses for the morning; trazodone,
50–100 mg qhs
Caffeine; schedule all dosing for bedtime; bupropion, 75–100 mg in afternoon
Evaluate diet, stress, other drugs; try dose reduction; amitriptyline, 50 mg/d
Decrease carbohydrates; exercise; consider
fluoxetine
Related to tolerance? Increase dose or drug holiday; add amantadine, 100 mg bid, buspirone,
10 mg tid, or pindolol, 2.5 mg bid

adjunctive medication such as a beta blocker or carbamazepine,
before attempting to discontinue the benzodiazepine. Withdrawal
reactions vary in severity and duration; they can include depression, anxiety, lethargy, diaphoresis, autonomic arousal, and, rarely,
seizures.

Agent
Monoamine oxidase inhibitors
Serotonergic agonists, e.g., tryptophan, fenfluramine, tryptans
Drugs that are metabolized by
P450 isoenzymes: tricyclics, other
SSRIs, antipsychotics, beta blockers,
codeine, triazolobenzodiazepines,
calcium channel blockers
Drugs that are bound tightly to
plasma proteins, e.g., warfarin
Drugs that inhibit the metabolism
of SSRIs by P450 isoenzymes, e.g.,
quinidine

Effect
Serotonin syndrome—absolute
contraindication
Potential serotonin syndrome
Delayed metabolism resulting in
increased blood levels and potential
toxicity

Increased bleeding secondary to
displacement
Increased SSRI side effects
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Symptoms
Gastrointestinal
 Nausea, loss of
appetite
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TABLE 466-3 Possible Drug Interactions with Selective Serotonin
Reuptake Inhibitors

Abbreviation: SSRIs, selective serotonin reuptake inhibitors.

Buspirone is a nonbenzodiazepine anxiolytic agent. It is nonsedating, does not produce tolerance or dependence, does not
interact with benzodiazepine receptors or alcohol, and has no
abuse or disinhibition potential. However, it requires several weeks
to take effect and requires thrice-daily dosing. Patients who were
previously responsive to a benzodiazepine are unlikely to rate
buspirone as equally effective, but patients with head injury or
dementia who have symptoms of anxiety and/or agitation may
do well with this agent. Escitalopram, paroxetine, and venlafaxine
are FDA approved for the treatment of GAD, usually at doses that
are comparable to their efficacy in major depression, and may be
preferable to usage of benzodiazepines in the treatment of chronic
anxiety. Benzodiazepines are contraindicated during pregnancy and
breast-feeding.
Anticonvulsants with GABAergic properties may also be effective
against anxiety. Gabapentin, oxcarbazepine, tiagabine, pregabalin,
and divalproex have all shown some degree of benefit in a variety of
anxiety-related syndromes in off-label usage. Agents that selectively
target GABAA receptor subtypes are currently under development,
and it is hoped that these will lack the sedating, memory-impairing,
and addicting properties of benzodiazepines.

TABLE 466-4 Anxiolytics
Equivalent PO
Dose, mg

Onset of Action

Half-Life, h

Comments

5
15
0.25

Fast
Fast
Intermediate

20–70
30–100
1.5–5

Lorazepam (Ativan)

1

Intermediate

10–20

Alprazolam (Xanax)

0.5

Intermediate

12–15

Chlordiazepoxide (Librium)
Oxazepam (Serax)

10
15

Intermediate
Slow

5–30
5–15

Temazepam (Restoril)
Clonazepam (Klonopin)

15
0.5

Slow
Slow

9–12
18–50

Clorazepate (Tranxene)
Nonbenzodiazepines
Buspirone (BuSpar)

15

Fast

40–200

Active metabolites; quite sedating
Flurazepam is a prodrug; metabolites are active; quite sedating
No active metabolites; can induce confusion and delirium, especially
in elderly
No active metabolites; direct hepatic glucuronide conjugation; quite
sedating; FDA approved for anxiety with depression
Active metabolites; not too sedating; FDA approved for panic
disorder and anxiety with depression; tolerance and dependence
develop easily; difficult to withdraw
Active metabolites; moderately sedating
No active metabolites; direct glucuronide conjugation; not too
sedating
No active metabolites; moderately sedating
No active metabolites; moderately sedating; FDA approved for panic
disorder
Low sedation; unreliable absorption

7.5

2 weeks

2–3

Name
Benzodiazepines
Diazepam (Valium)
Flurazepam (Dalmane)
Triazolam (Halcion)

Active metabolites; tid dosing—usual daily dose 10–20 mg tid;
nonsedating; no additive effects with alcohol; useful for controlling
agitation in demented or brain-injured patients

Abbreviation: FDA, U.S. Food and Drug Administration.
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