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BACKGROUND: Psychiatric comorbidity is common in the
inpatient medical population. Hospitalists are frequently
faced with decisions regarding the psychopharmacologic
management of medically ill patients, yet receive limited psy-
chiatric training. This review aims to assist the hospitalist in
making an informed decision about the continuation of home
psychotropic medications in the medically ill patient.

METHODS: A PubMed literature review was performed to
obtain information on the effects of psychotropic medica-
tion discontinuation. In addition, the literature was reviewed
regarding the potential challenges of psychotropic medica-
tion continuation.

RESULTS: A growing number of studies demonstrate high
rates of relapse when medications are discontinued in
patients suffering from mood disorders, schizophrenia, and
anxiety disorders. Abrupt cessation of psychotropics is

especially dangerous, leading to a greater chance of desta-
bilization. Discontinuation syndromes, with prominent phys-
ical symptoms, may also result from sudden psychotropic
cessation. Conversely, continuing home psychotropic medi-
cation may cause adverse effects due to drug-drug interac-
tions or changing pharmacokinetics.

CONCLUSIONS: This review examines the risks of psycho-
tropic discontinuation as well as the challenges of psycho-
tropic continuation in the medically ill patient. When making
complex psychopharmacologic decisions, hospitalists
should employ all available resources, including pharma-
cists and consult-liaison psychiatrists. Ultimately, physi-
cians and patients must make collaborative decisions,
weighing the risks and benefits of psychiatric medications.
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Mental illness is highly prevalent, with approximately
30% of the US population meeting criteria for at least
1 disorder.1 In the medically ill population, psychiatric
disease is even more common; a 2005 survey showed
that half of all patients visiting primary care physi-
cians met criteria for a mental disorder.2 Conversely,
those with serious mental illness suffer greater medical
morbidity than the general population, with higher
rates of obesity, diabetes, metabolic syndrome, cardio-
vascular disease, chronic obstructive pulmonary dis-
ease, human immunodeficiency virus, viral hepatitis,
and tuberculosis.3 When acute medical problems arise,
those with mental illness endure longer hospitaliza-
tions; the presence of a psychiatric disturbance in the
general medical setting has been shown to be a robust
predictor of increased hospital length of stay.4,5

Because of the strong correlation between medical
and mental illness, hospitalists will care for patients
with psychiatric disorders. Despite this, internists gener-
ally receive a paucity of formal training in the treatment
of mental disturbances. One survey of university-

affiliated internal medicine residencies revealed that
only 10% of programs offered “any kind of modest
curriculum in psychiatric education.”6 Regardless of
this lack of preparation, hospitalists are called upon at
each admission to make decisions that affect the psychi-
atric treatment of patients on psychotropic medication;
namely, they must decide whether to continue or dis-
continue psychiatric medications. Many physicians
reflexively discontinue a patient’s chronic medications
upon admission to the hospital; one study reported an
adjusted odds ratio of between 1.18 and 1.86 for stop-
ping a medication prescribed for a chronic condition.7

This review aims to assist the hospitalist in making
an informed decision about the continuation of psy-
chotropic medications in the medically ill patient.
First, it examines the risks of stopping psychotropic
medication, including psychiatric decompensation and
discontinuation syndromes. It also explores the chal-
lenges of medication continuation in the context of
changing pharmacokinetics and emerging side effects.
Ultimately, physicians and patients must make collab-
orative decisions, weighing the risk of medication
interactions against the potential adverse effects of
psychiatric decompensation.

DISCONTINUATION
Decompensation of Mental Health

Approximately 10% to 15% of patients hospitalized
for medical illness require reduction or discontinuation
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of psychotropic medications because they may be con-
tributing to the clinical presentation.4 The rate and
method of drug discontinuation can affect the course
of major psychiatric disorders.8 A growing number of
studies demonstrate high rates of relapse when medica-
tions are discontinued in patients suffering from mood
disorders, schizophrenia, and anxiety disorders.9

Abrupt cessation of psychotropics is especially danger-
ous, leading to a greater chance of destabilization than
if medications are tapered. Episodes of active illness
even appear to occur more frequently with sudden psy-
chotropic cessation than they would in the natural
course of untreated disease. This is true for several
classes of psychotropics, including antidepressants,
mood stabilizers, and antipsychotics. For example, in a
study of pregnant women who suddenly stopped their
psychotropic medication (both antidepressants and ben-
zodiazepines), nearly one-third experienced suicidal
ideation.10 Depression and suicidality have also been
documented in bipolar patients who were abruptly
taken off of lithium. More commonly, rapid lithium
discontinuation in bipolar patients causes mania, with
illness relapse as soon as 4 days after cessation.10 Addi-
tionally, abrupt discontinuation of antipsychotics in
patients with schizophrenia leads to early, and often
severe, psychosis. One study found a relapse rate of
50% within 30 weeks of sudden oral neuroleptic cessa-
tion.11 Furthermore, restarting medications, even at the
previous effective dose, may not return the patient to
their prior baseline.12 Psychiatric decompensation in
the hospitalized patient can worsen medical outcomes,
with decreased adherence to treatment plans. In
extreme circumstances, patients may be at risk of self-
harm or suicide.

DRUG-SPECIFIC DISCONTINUATION
SYNDROMES
Antidepressants

Discontinuation of medications presents additional
problems, and sudden cessation of psychotropic medi-
cations can lead to uncomfortable or even dangerous
symptoms. For example, the serotonin discontinuation
syndrome has been well documented. Chronic use of
serotonin re-uptake inhibitors (generally greater than
6 to 8 weeks) leads to downregulation of postsynaptic
serotonin receptors. When selective serotonin re-
uptake inhibitors (SSRIs) or serotonin-norepinephrine
re-uptake inhibitors are abruptly stopped, the brain
experiences a relative decline in serotonin. Symptoms
include a flu-like illness, nausea, imbalance, insomnia,
sensory disturbances, and dysphoria. Onset may be
within hours of missing a dose, but typically occurs
within 3 days of medication discontinuation. The syn-
drome is more likely to occur with cessation of medi-
cations of shorter half-life and less likely to occur
with medications with a long half-life, such as fluoxe-
tine (Table 1).13,14 The symptoms can be ameliorated
with a gradual tapering or reintroduction of the

antidepressant.15 Untreated symptoms resolve in 1 to
2 weeks. Although the syndrome in isolation is not
life-threatening, a number of the symptoms can com-
plicate medical illness and muddle diagnosis of other
diseases.14,16

Older antidepressants, including the tricyclic antide-
pressants (TCAs) and monoamine oxidase inhibitors
(MAOIs), have serotonergic effects, and thus discontin-
uation may cause the symptoms described above. How-
ever, these agents also have effects on other
neurotransmitters. The TCAs block muscarinic choliner-
gic receptors, leading to upregulation. Abrupt cessation
can lead to cholinergic rebound, with parkinsonism and
mania emerging. Multiple case reports document
improvement in these symptoms with an anticholinergic
agent, such as benztropine.17,18 MAOIs lead to changes
in a-2 adrenergic and dopaminergic receptors. Sudden
discontinuation has been associated with agitation,
delirium, and psychosis; 1 case report even documents
catatonia associated with autonomic instability.19

In addition, sudden discontinuation of antidepressants
(including the SSRIs) may provoke mania or hypomania
in some patients, regardless of whether they have expe-
rienced previous spontaneous manic episodes.8

Neuroleptics

Data for an antipsychotic withdrawal syndrome are
less convincing than those for serotonergic agents.
However, certain symptoms have been associated with
abrupt neuroleptic discontinuation. Most frequently,
gastrointestinal distress and diaphoresis are described.
Anxiety, agitation, and insomnia are also common.
These symptoms are thought to be associated with
cholinergic rebound, mediated by direct effects of neu-
roleptics on muscarinic receptors or indirectly through
dopamine receptor blockade and the dopamine-
cholinergic balance. Symptoms may be more severe
when antimuscarinic, antiparkinsonism drugs are
simultaneously stopped. Some authors argue that the
timing of symptom onset can differentiate antipsy-
chotic withdrawal from illness relapse, with discontin-
uation syndrome occurring within the first 7 days of
medication cessation.20

TABLE 1. Serotonin Re-uptake Inhibitors13,14

Medication Half-Life (Hours)

SSRIs
Fluoxetine 84–144
Paroxetine 21
Sertraline 26
Citalopram 35
Escitalopram 27–32
Fluvoxamine 15

SNRIs
Venlafaxine 3–13
Duloxetine 11–16

NOTE: Abbreviations: SNRIs, serotonin-norepinephrine re-uptake inhibitors; SSRIs, selective serotonin re-
uptake inhibitors.

Ward and Schwartz | Patients With Psychiatric Comorbidity

524 An Official Publication of the Society of Hospital Medicine Journal of Hospital Medicine Vol 8 | No 9 | September 2013



Additionally, abrupt cessation of antipsychotics
may be associated with rapid-onset psychosis. The
data are strongest for clozapine discontinuation,
where overall incidence is approximately 20%. This is
hypothesized to be mediated by dopamine receptor
upregulation and subsequent hypersensitivity to
endogenous dopamine. The emerging psychosis is pur-
portedly distinct from the underlying illness. Episodes
have been described in patients on chronic metoclo-
pramide who have no prior psychiatric history, as
well as in patients with bipolar disorder without psy-
chosis prior to neuroleptic discontinuation.21

Movement disorders may emerge during neuroleptic
discontinuation. Both parkinsonism and dyskinesias
have been described. In some patients, dyskinesias
resolve within weeks of drug discontinuation; how-
ever, others experience permanent symptoms, termed
covert dyskinesia.22 In rare circumstances, dyskinesias
may affect the respiratory muscles, causing distress.
Several case reports of withdrawal-emergent respira-
tory dyskinesia have been reported following risperi-
done cessation.23–25 Additionally, several case reports
have described catatonia occurring after abrupt dis-
continuation of clozapine. In all cases, symptoms
promptly resolved with reinitiation of clozapine.26

Neuroleptic malignant syndrome (NMS) is a rare
but potentially fatal complication of antipsychotic
administration. Symptoms include fever, rigidity, auto-
nomic instability, and mental status changes.27

Though NMS is hypothesized to occur due to dopa-
mine receptor blockade, rare cases of NMS have also
been reported with abrupt cessation of neuroleptics.
Of the 8 case reports in the literature, 1 resulted in
death.22,28

Mood Stabilizers

Though some of the atypical antipsychotics are used
to treat bipolar disorder, mood stabilizers are the
mainstay of pharmacotherapy. The most commonly
used mood stabilizers are lithium, valproic acid, lamo-
trigine, topirimate, carbamezapine, and oxcarbaze-
pine. When mood stabilizers are discontinued,
patients are at risk of psychiatric relapse, as docu-
mented above. However, withdrawal symptoms have
not been commonly documented upon abrupt discon-
tinuation of lithium or the anticonvulsants used to
treat bipolar disorder.29,30

Benzodiazepines

Benzodiazepines are widely prescribed for insomnia and
anxiety. Chronic legal use of benzodiazepines is approxi-
mately 2% in the general population.31 Like ethanol,
benzodiazepines bind nonselectively to the GABA-A
receptor, resulting in downregulation of GABA receptors
and compensatory increased N-methyl-D-aspartate
transmission. Sudden discontinuation of benzodiazepines
results in a syndrome that mirrors that of alcohol with-
drawal. Symptoms range from mild (tremor, insomnia,

and anxiety) to life-threatening (seizures, delirium, and
autonomic instability). Serious withdrawal is more likely
with substances of shorter half-life and with higher
chronic doses. Onset often occurs between 2 and 10
days after discontinuation, depending on the half-life of
the benzodiazepine.32 Other rare serious reactions have
been documented following abrupt benzodiazepine ces-
sation, including NMS and catatonia.30

CONTINUATION
Reflexive discontinuation of psychotropic medications
can clearly lead to adverse outcomes. However, when
hospitalists decide to continue a patient’s psychotropic
medications, they must also be cognizant of potential
complications. Modifications may be necessary
because of hepatic, renal, or cardiac disease. In addi-
tion, physicians need to be aware of drug-drug inter-
actions. Pharmacotherapy for medically ill elderly
patients may require dose modifications to account
for an increased lipophilic volume of distribution and
a decreased rate of metabolism.33 Finally, pregnancy
can present additional challenges regarding dose mod-
ifications and teratogenicity.

On the other hand, hospitalists must be aware that
continuing a patient’s psychotropic medication may not
be the cause of new psychiatric symptoms. Drugs pre-
scribed for medical disorders (eg, corticosteroids) often
cause psychiatric symptoms. In addition, psychiatric
symptoms may emerge at times of nonpsychotropic
medication withdrawal or due to nonpsychotropic
drug-drug interactions.4 Groups of medications com-
monly associated with psychiatric disturbances include
analgesics, sedatives, anesthetics, anticonvulsants, and
anticholinergics.

PHARMACOKINETICS: PSYCHOTROPIC
TOXICITY
Medical illness alters the body’s steady state, and
renal or hepatic metabolism may be impaired when a
patient requires hospitalization. Additionally, new
medications may increase the effects of psychotropics,
whether by intrinsic augmentation of effect or
decreased psychotropic clearance. Ultimately, these
changes can lead to psychotropic toxicity.

Specific toxicities merit discussion. First, serotonin
syndrome is a potentially fatal condition. The major-
ity of cases occur with synergistic serotonergic medi-
cation administration, though there are case reports of
the syndrome occurring with addition of inhibitors of
cytochrome p450 2D6 and/or 3A4 to SSRIs. A large
number of medications from different classes have
been indicated (Table 2).34 Symptoms generally occur
within 24 hours of medication administration and
include mental status changes, autonomic instability,
and neuromuscular hyperactivity. When serotonin
syndrome is suspected, the offending agent should be
discontinued immediately. There is no definitive treat-
ment, though supportive care can be lifesaving.34
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In addition to serotonin syndrome, hypertensive emer-
gency may occur due to drug interactions with MAOIs.
MAOIs inhibit the enzyme monoamine oxidase, result-
ing in elevated levels of serotonin, histamine, and cate-
cholamines in the blood. Coadministration of MAOIs
and sympathomimetic agents (such as cough suppres-
sants and analgesics) may dangerously increase adrener-
gic stimulation, elevating blood pressure to the point of
end-organ damage. Please see Table 3 for a full list of
drugs indicated in MAOI-associated hypertensive cri-
sis.35 To ensure safety, it is recommended that MAOIs
be discontinued for 14 days prior to introducing medica-
tions with sympathomimetic properties, and vice versa.
Because of its longer half-life, a 5-week washout period
is recommended for fluoxetine.35

Lithium toxicity may result from changing patient
pharmacokinetics. Lithium is almost entirely renally
excreted, and acute kidney injury may precipitously raise
serum levels. Within the renal collecting system, lithium
is handled similarly to sodium, with 80% reabsorbed
from the proximal tubule to the collecting duct. Thus,
factors that decrease glomerular filtration rate (GFR)
and increase proximal tubule absorption will increase
serum lithium levels. For example, decreased effective
arterial volume (due to dehydration, cirrhosis, nephrotic
syndrome, or heart failure) may elevate lithium levels.
Additionally, medications that decrease GFR may

increase lithium reabsorption. These include nonsteroidal
anti-inflammatory drugs, angiotensin-converting enzyme
inhibitors, and thiazide diuretics. Because of lithium’s
narrow therapeutic index, small elevations in serum lev-
els can lead to toxicity. Severity of intoxication corre-
lates with serum concentration. Symptoms range from
lethargy, weakness, tremor, ataxia, and gastrointestinal
distress to coma, seizures, renal failure, and death. Tox-
icity is also associated with electrocardiograph (ECG)
changes, including ST-segment depression and T-wave
inversion in the lateral precordial leads. Sinus node dys-
function can also occur. Definitive treatment for lithium
toxicity is hemodialysis.36

Though the therapeutic index is much wider for val-
proic acid than for lithium, valproate toxicity may also
occur in the medically ill patient with previously stable
serum levels. Valproic acid is highly protein-bound at
therapeutic levels, and is metabolized largely through
hepatic glucuronidation. Initiation of medications that
compete for protein-binding sites, including aspirin, has
led to valproate toxicity. Moreover, acute liver failure or
addition of drugs that compete with hepatic microsomal
enzymes may lead to decreased excretion of valproic
acid. Poisoning may result in central nervous system
(CNS) and respiratory depression, hypotension, cerebral
edema, and pancreatitis. True hepatoxicity is rare,
though hyperammonemia is widely documented.
Thrombocytopenia is the most common hematologic
abnormality associated with overdose. However, throm-
bocytopenia may also occur without complication in
patients on stable therapeutic doses. Treatment is largely
supportive, though hemoperfusion and hemodialysis
may be used when serum levels are >300 lg/mL, as
only 35% of the drug is protein-bound at that level.
Naloxone has been shown in case reports to reverse val-
proic acid-induced coma, and L-carnitine has been
increasingly recommended for hyperammonemia.37,38

PHARMACOKINETICS: DRUG-DRUG
INTERACTIONS
As discussed above, the addition of a new medication
can increase previously stable levels of psychotropic
drugs, leading to toxicity. Conversely, mental health

TABLE 2. Medications That May Contribute to Serotonin Syndrome34

Amphetamines and Derivatives Antidepressants and Mood Stabilizers Antimigraine Drugs Analgesics Antiemetics Miscellaneous

MDMA Buspirone Ergot alkaloids Cyclobenzaprine Metoclopramide Cocaine
Dextroamphetamine Carbamazepine Triptans Fentanyl Ondansetron Dextromethorphan
Methamphetamine Lithium Meperidine Linezolid
Sibutramine MAOIs Tramadol L-tryptophan

SSRIs 5-hydroxytrytophan
SNRIs
Serotonin 2A receptor blockers (eg, trazodone)
St. John’s Wort
TCAs
Valproic Acid

NOTE: Abbreviations: MAOI, monoamine oxidase inhibitors; MDMA, 3,4-methylenedioxymethamphetamine; SNRIs, serotonin-norepinephrine re-uptake inhibitors; SSRIs, selective serotonin re-uptake inhibitors; TCAs, tricyclic
antidepressants.

TABLE 3. Medications Associated With MAOI-
Associated Hypertensive Crisis35

Amphetamines
Analgesics: meperedine
Anesthetics
Antidepressants: buproprion, buspirone, other MAOIs, SSRIs, SNRIs, TCAs,
Mirtazapine
Cocaine
Dibenzazepine-related agents: carbamezapine, cyclobenzaprine, perphenazine
Female sex steroids
Sympathomimetics: dopamine, epinephrine, levodopa, methyldopa, methylphenidate,

norepinephrine, phenylalanine, reserpine, tyrosine, tryptophan
Other vasoconstrictors: pseudoephedrine, phenylephrine, phenylpropanolamine, ephedrine

NOTE: Abbreviations: MAOI, monoamine oxidase inhibitors; SNRIs, serotonin-norepinephrine re-uptake
inhibitors; TCAs, tricyclic antidepressants.
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medications can alter the expected metabolism of a
drug being used to treat acute medical illness. Many
psychotropics are metabolized via the cytochrome
p450 enzyme, particularly the SSRIs (Table 4).39 A
number of antimicrobial and antiarrythmic medica-
tions are also cleared via this route, leading to poten-
tial toxic or subtherapeutic levels when drug-drug
interactions occur.

PSYCHOTROPIC ADVERSE EFFECTS
Psychotropic medications may also cause side effects
that contribute to the clinical presentation, requiring
ongoing monitoring, a dose reduction, or psychotropic
discontinuation. Potential adverse effects that com-
monly impact psychopharmacologic management
include anticholinergic side effects, cardiac effects,
and sedation.

ANTICHOLINERGIC EFFECTS AND TOXICITY
Newly emerging anticholinergic effects may be partic-
ularly troubling. Dry mouth may cause swallowing
difficulty and aspiration. Pupillary dilatation and dry
eyes can increase risk of falls. Constipation may
evolve into fecal impaction, and urinary retention can
contribute to increased catheter use and infection.
CNS effects are perhaps the most serious, ranging
from drowsiness and memory impairment to frank
delirium.40

Many psychotropic drugs are anti cholinergic. Among
the antidepressants, the TCAs and paroxetine have the
highest anticholinergic activity. Anticholinergic effects
have also been reported with the low potency first gen-
eration neuroleptics and with the atypical antipsychotics
olanzapine and clozapine. Additionally, medications
used to treat the extrapyramidal symptoms associated
with antipsychotics (such as benztropine and diphen-
hydramine) are strongly anticholinergic.41 Patients with-
out previous overt anticholinergic symptoms from these

medications may experience adverse effects when hospi-
talized. Medical illness or new medications may alter
psychotropic drug metabolism and elimination, leading
to accumulation of their anticholinergic effects. Many
medications used in the hospital also have intrinsic anti-
cholinergic activity. These include some antiemetics,
antispasmodics, antiarrhythmics, and histamine H2
receptor blockers. Elderly patients are particularly prone
to anticholinergic effects due to age-related deficits in
cholinergic transmission.40

QTc PROLONGATION
QTc prolongation is a potentially lethal side effect of
certain medications. Prolonged QTc increases the risk
of cardiac mortality and sudden death, presumably
related to onset of torsades de pointe. Certain antide-
pressants have consistently been associated with QTc
prolongation, particularly the TCAs. In addition, the
US Food and Drug Administration recently issued the
recommendation that the SSRI citalopram not be used
at doses >40 mg (and 20 mg in those with hepatic
impairment or age >60 years) due to results of a
randomized controlled trial that showed a dose-
response increase in QTc. Antipsychotic medications
have also been shown to increase QTc, with the great-
est evidence for thioridazine and the first-generation,
low-potency neuroleptics. Haloperidol (particularly
the intravenous formulation) has also been linked to
both long QTc and torsades, though data may be con-
founded by the degree of medical illness of patients
receiving the medication.42 Of the atypicals, ziprasi-
done causes the greatest QTc prolongation.43 How-
ever, a large retrospective cohort study showed similar
risk increase of sudden cardiac death (2-fold) among
all antipsychotics (including typicals and atypicals)
when examined individually.44

Additional risk factors for QTc prolongation
abound in the hospitalized patient. These include
many medical problems, including electrolyte abnor-
malities, heart conditions, renal and hepatic dysfunc-
tion, and CNS injury. Hospitalized patients are also
exposed to the cumulative effects of medications that
increase duration of QTc, such as class I and class III
antiarrhythmics. Additionally, certain antimicrobials,
including macrolide antibiotics and antifungals, have
been associated with QTc prolongation via pharmaco-
kinetic interactions.

Because of this, QTc should be measured upon
admission in patients on stable doses of psychotropics
that predispose to prolongation. Addition of other
medications known to contribute to increased QTc
should prompt further ECGs. Electrolytes, particularly
potassium and magnesium, should be aggressively
repleted. When QTc extends beyond 500 ms, consid-
eration should be given to discontinuing or changing
medications that can contribute to QTc prolongation
(whether psychotropics or drugs used to treat acute
medical problems).42

TABLE 4. Medications Metabolized by Cytochrome
p45039

CYP 1A2 CYP 2B6 CYP 2C9 CYP 2C19 CYP 2D6 CYP 3A4/3A5/3A7

Clozapine Bupropion Amitriptyline Phenytoin Antidepressants Alprazolam
Duloxetine Methadone Fluoxetine Amitriptyline Amitriptyline Diazepam
Fluvoxamine Phenytoin Citalopram Clomipramine Midazolam
Haloperidol Clomipramine Duloxetine Aripiprazole
Imipramine Diazepam Desipramine Buspirone
Olanzapine Imipramine Fluoxetine Haldol
Ramelteon Fluvoxamine Quetiapine

Imipramine Ziprasidone
Nortriptyline Zolpidem
Paroxetine Dextromethorphan
Venlafaxine
Antipsychotics
Aripiprazole
Clorpromazine
Haldol
Perphenazine
Risperidone
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SEDATION
Sedation is another potential side effect of psycho-
tropic medications. Although sedation is beneficial for
agitation and anxiety, sedated patients may be unable
to participate in treatment. They are also at greater
risk of aspiration and falls.

Antipsychotics cause sedation through antagonism of
a1 adrenergic and H1 histaminergic receptors. Effects are
most pronounced with the low-potency, first-generation
antipsychotics and the atypicals quetiapine and clozapine.
Some antidepressants, including the TCAs and mirtaza-
pine, also cause somnolence by histamine H1-receptor
antagonism. If a patient has been psychiatrically stable on
a particular antipsychotic or antidepressant, but has
psychotropic-induced sedation that interferes with treat-
ment, hospitalists may want to consider temporarily
decreasing the dose.

Benzodiazepines induce sedation by increasing g-
aminobutyric acid-ergic transmission. There is signifi-
cant overlap between anxiolytic and sedating doses of
benzodiazepines. The amount of sedation is related to
dose, speed of absorption, and onset of CNS penetra-
tion. Thus, sedation may be minimized by using a
lower dose or switching to an equivalent dose of a
slower-onset benzodiazepine.45,46

CONCLUSION
The decision to continue or discontinue psychotropic
medications is often challenging. It requires the hospi-
talist to carefully weigh the risks and benefits of the
ongoing treatment versus discontinuation, while also
considering the patient’s preference whenever possible.
Sudden cessation of psychotropics can lead to a num-
ber of unwanted complications, from mild withdrawal
to life-threatening autonomic instability and psychiat-
ric decompensation. Yet psychotropic continuation
can also lead to unwanted drug-drug interactions and
newly emergent side effects.

To improve patient safety and outcomes, hospital-
ists must take a cautious and well-thought out
approach to treating patients on psychotropic drugs.
Reflexive cessation of home medications must be
avoided. If hepatic or renal insufficiency develops,
medication doses may need to be adjusted. When
available, drug levels should guide dose adjustments.
If side effects occur, the patient’s medication list
should be carefully reviewed for potential drug-drug
interactions. Maintaining mental health may mean
substituting another drug for one that interferes with
home psychotropic medications. Psychotropic doses
may also be minimized to decrease side effects. When
a psychotropic must be discontinued, tapering is rec-
ommended over an abrupt discontinuation, except in
the case of an acute toxicity. Moreover, cross-titration
to another effective agent may prevent psychiatric
decompensation.

Additionally, hospitalists should use all available
resources when deciding on a patient’s psychotropic

regimen. Mobile devices and online resources can
assist with pharmacokinetics. Pharmacists can help
with more complex questions or potential drug substi-
tutions. Consultation-liaison psychiatrists can be a
valuable resource in ensuring the safety and stability
of a patient with psychiatric comorbidity within the
medical environment. The consultant may assist by
assessing a patient’s current psychiatric state and rec-
ommending psychotropic medication changes when
needed.

Disclosure: Nothing to report.

References
1. Kessler RC, Demler O, Frank RG, et al. Prevalence and treatment of

mental disorders, 1990 to 2003. N Engl J Med. 2005;352(24):2515–
2523.

2. Toft T, Fink P, Oernboel E, Christensen K, Frostholm L, Olesen F.
Mental disorders in primary care: prevalence and co-morbidity among
disorders. results from the functional illness in primary care (FIP)
study. Psychol Med. 2005;35(8):1175–1184.

3. De Hert M, Correll CU, Bobes J, et al. Physical illness in patients with
severe mental disorders. I. Prevalence, impact of medications and dis-
parities in health care. World Psychiatry. 2011;10(1):52–77.

4. Bronheim HE, Fulop G, Kunkel EJ, et al. The Academy of Psychoso-
matic Medicine practice guidelines for psychiatric consultation in the
general medical setting. The Academy of Psychosomatic Medicine.
Psychosomatics. 1998;39(4):S8–S30.

5. Fulop G, Strain JJ, Vita J, Lyons JS, Hammer JS. Impact of psychiatric
comorbidity on length of hospital stay for medical/surgical patients: a
preliminary report. Am J Psychiatry. 1987;144(7):878–882.

6. Kane FJ Jr. Need for better psychiatric training for primary care pro-
viders. Acad Med. 1996;71(6):574–575.

7. Bell CM, Brener SS, Gunraj N, et al. Association of ICU or hospital
admission with unintentional discontinuation of medications for
chronic diseases. JAMA. 2011;306(8):840–847.

8. Joffe RT. Discontinuing treatment for psychiatric disorders. J Psychia-
try Neurosci. 2006;31(1):11–12.

9. Altshuler LL, Cohen L, Szuba MP, Burt VK, Gitlin M, Mintz J. Phar-
macologic management of psychiatric illness during pregnancy: dilem-
mas and guidelines. Am J Psychiatry. 1996;153(5):592–606.

10. Einarson A, Selby P, Koren G. Abrupt discontinuation of psychotropic
drugs during pregnancy: fear of teratogenic risk and impact of coun-
selling. J Psychiatry Neurosci. 2001;26(1):44–48.

11. Viguera AC, Baldessarini RJ, Hegarty JD, van Kammen DP, Tohen
M. Clinical risk following abrupt and gradual withdrawal of mainte-
nance neuroleptic treatment. Arch Gen Psychiatry. 1997;54(1):49–55.

12. Howland RH. Potential adverse effects of discontinuing psychotropic
drugs. Part 3: Antipsychotic, dopaminergic, and mood-stabilizing
drugs. J Psychosoc Nurs Ment Health Serv. 2010;48(8):11–14.

13. Rosenbaum JF, Tollefson GD. Fluoxetine. In: Schatzberg AF, Nemer-
off CB, eds. Textbook of Psychopharmacology. 2nd ed. Chapter 13.
Washington, DC: American Psychiatric Press; 2004:235.

14. Warner CH, Bobo W, Warner C, Reid S, Rachal J. Antidepressant dis-
continuation syndrome. Am Fam Physician. 2006;74(3):449–456.

15. Rosenbaum JF, Fava M, Hoog SL, Ascroft RC, Krebs WB. Selective
serotonin reuptake inhibitor discontinuation syndrome: a randomized
clinical trial. Biol Psychiatry. 1998;44(2):77–87.

16. Black K, Shea C, Dursun S, Kutcher S. Selective serotonin reuptake
inhibitor discontinuation syndrome: proposed diagnostic criteria.
J Psychiatry Neurosci. 2000;25(3):255–261.

17. Dilsaver SC. Antidepressant withdrawal syndromes: phenomenology
and pathophysiology. Acta Psychiatr Scand. 1989;79(2):113–117.

18. Dilsaver SC. Heterocyclic antidepressant, monoamine oxidase inhibi-
tor and neuroleptic withdrawal phenomena. Prog Neuropsychophar-
macol Biol Psychiatry. 1990;14(2):137–161.

19. Dilsaver SC. Monoamine oxidase inhibitor withdrawal phenomena:
symptoms and pathophysiology. Acta Psychiatr Scand. 1988;78(1):1–7.

20. Dilsaver SC, Alessi NE. Antipsychotic withdrawal symptoms: phe-
nomenology and pathophysiology. Acta Psychiatr Scand. 1988;77(3):
241–246.

21. Moncrieff J. Does antipsychotic withdrawal provoke psychosis?
Review of the literature on rapid onset psychosis (supersensitivity psy-
chosis) and withdrawal-related relapse. Acta Psychiatr Scand. 2006;
114(1):3–13.

22. Amore M, Zazzeri N. Neuroleptic malignant syndrome after neuro-
leptic discontinuation. Prog Neuropsychopharmacol Biol Psychiatry.
1995;19(8):1323–1334.

Ward and Schwartz | Patients With Psychiatric Comorbidity

528 An Official Publication of the Society of Hospital Medicine Journal of Hospital Medicine Vol 8 | No 9 | September 2013



23. Anand VS, Dewan MJ. Withdrawal-emergent dyskinesia in a patient
on risperidone undergoing dosage reduction. Ann Clin Psychiatry.
1996;8(3):179–182.

24. Ehrt U, Fritze F, Aarsland D. Respiratory dyskinesia as discontinu-
ation effect of risperidone. J Clin Psychopharmacol. 2005;25(6):
609.

25. Mendhekar DN, Inamdar A. Withdrawal-emergent respiratory dyski-
nesia with risperidone treated with clozapine. J Neuropsychiatry Clin
Neurosci. 2010;22(2):E24.

26. Wadekar M, Syed S. Clozapine-withdrawal catatonia. Psychoso-
matics. 2010;51(4):355–355.e2.

27. Strawn JR, Keck PE Jr, Caroff SN. Neuroleptic malignant syndrome.
Am J Psychiatry. 2007;164(6):870–876.

28. Stonecipher A, Galang R, Black J. Psychotropic discontinuation symp-
toms: a case of withdrawal neuroleptic malignant syndrome. Gen
Hosp Psychiatry. 2006;28(6):541–543.

29. Young A, Haddad P. Discontinuation symptoms and psychotropic
drugs. Lancet. 2000;355(9210):1184.

30. Howland RH. Potential adverse effects of discontinuing psycho-
tropic drugs. J Psychosoc Nurs Ment Health Serv. 2010;48(9):11–
14.

31. Denis C, Fatseas M, Lavie E, Auriacombe M. Pharmacological
interventions for benzodiazepine mono-dependence management
in outpatient settings. Cochrane Database Syst Rev. 2006(3):
CD005194.

32. Tetrault JM, O’Connor PG. Substance abuse and withdrawal in the
critical care setting. Crit Care Clin. 2008;24(4):767–788, viii.

33. Klotz U. Pharmacokinetics and drug metabolism in the elderly. Drug
Metab Rev. 2009;41(2):67–76.

34. Ables AZ, Nagubilli R. Prevention, recognition, and management of
serotonin syndrome. Am Fam Physician. 2010;81(9):1139–1142.

35. Flockhart DA. Dietary restrictions and drug interactions with monoa-
mine oxidase inhibitors: an update. J Clin Psychiatry. 2012;73(suppl
1):17–24.

36. Timmer RT, Sands JM. Lithium intoxication. J Am Soc Nephrol.
1999;10(3):666–674.

37. Sztajnkrycer MD. Valproic acid toxicity: overview and management.
J Toxicol Clin Toxicol. 2002;40(6):789–801.

38. Freeman MP, Wiegand C, Gelenberg AJ. Lithium. In: Schatzberg AF,
Nemeroff CB, eds. Textbook of Psychopharmacology. 2nd ed. Chap-
ter 35. Washington, DC: American Psychiatric Press; 2004:547–549.

39. Preskorn SH, Flockhart D. 2010 guide to psychiatric drug interac-
tions. Prim Psychiatry. 2009;16(12):45–74.

40. Mintzer J, Burns A. Anticholinergic side-effects of drugs in elderly
people. J R Soc Med. 2000;93(9):457–462.

41. Penttila J, Scheinin H, Syvalahti E. Measurement of anticholinergic
effects of psychotropic drugs in humans. Pharmacopsychiatry. 2005;
38(5):187–193.

42. Beach SR, Celano CM, Noseworthy PA, Januzzi JL, Huffman JC.
QTc prolongation, torsades de pointes, and psychotropic medications.
Psychosomatics. 2013;54(1):1–13.

43. Harrigan EP, Miceli JJ, Anziano R, et al. A randomized evaluation of the
effects of six antipsychotic agents on QTc, in the absence and presence of
metabolic inhibition. J Clin Psychopharmacol. 2004;24(1):62–69.

44. Ray WA, Chung CP, Murray KT, Hall K, Stein CM. Atypical antipsy-
chotic drugs and the risk of sudden cardiac death. N Engl J Med.
2009;360(3):225–235.

45. Bourin M, Briley M. Sedation, an unpleasant, undesirable and poten-
tially dangerous side-effect of many psychotropic drugs. Hum Psycho-
pharmacol. 2004;19(2):135–139.

46. Minns AB, Clark RF. Toxicology and overdose of atypical antipsy-
chotics. J Emerg Med. 2012;43(5):906–913.

Patients With Psychiatric Comorbidity | Ward and Schwartz

An Official Publication of the Society of Hospital Medicine Journal of Hospital Medicine Vol 8 | No 9 | September 2013 529


