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Abstract
OBJECTIVE: Little is known about how to best taper antipsychotics used in patients with
dementia. To address this gap, we reviewed published antipsychotic discontinuation trials to
summarize what is known about tapering strategies for antipsychotics used with older adults with
dementia. We further developed pharmacokinetic-based gradual dose reduction (GDR) protocols
based on antipsychotic half-lives.
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DATA SOURCES: MEDLINE, EMBASE, and International Pharmaceutical Abstracts were
searched up to October 2014 to identify intervention studies reporting the behavioral and
psychological symptoms of dementia outcomes resulting from discontinued off-label use of
antipsychotics in nursing facility populations. Recently published pharmacokinetic reviews and
standard pharmacology texts were used to determine antipsychotic drug half-lives for the
pharmacokinetic-based GDR protocols.
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STUDY SELECTION: For the review, studies with an intervention resulting in antipsychotic
medication discontinuation or tapering were eligible, including randomized controlled trials and
pre- and post-intervention studies.
DATA EXTRACTION: When available, we extracted the protocols used for antipsychotic GDR
from each study included in the review.
DATA SYNTHESIS: We found that clinical trials used different approaches to antipsychotic
discontinuation, including abrupt discontinuation, slow tapers (more than two weeks), and mixed
strategies based on drug dosage. None of the published trials described an approach based on
pharmacokinetic principles. We developed a two-stage GDR protocol for tapering antipsychotic
medications based on the log dose-response relationship; each stage was designed to result in a
50% dose reduction prior to discontinuation. This pharmacologically based strategy for patients
chronically prescribed antipsychotics resulted in recommendations for slow tapers.
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CONCLUSION: Our theoretically derived GDR recommendations suggest a different approach
than previously published in clinical trials. Further study is needed to evaluate the effect of this
approach on patients.
Keywords
Antipsychotics; Dementia; Dose reduction; Gradual dose reduction; Off-label; Tapering

Introduction
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The off-label use of antipsychotic medications for the treatment of the behavioral and
psychological symptoms of dementia (BPSD) is both pervasive and controversial.1,2 Up to
80% of patients with dementia experience BPSD, which includes agitation, verbal outbursts,
and physical aggression that can be personally distressing to the patient and disruptive to
nursing facilities.3 Prevalence rates of antipsychotic use for nursing facility residents with
dementia remain high despite Food and Drug Administration (FDA) “black box” warnings
in 2005 and 2008 and a growing body of research suggesting that their use comes with
increased risk of mortality and only mild-to-moderate benefits.4–10

Author Manuscript

A goal in treating frail older adults is to reduce the use of unnecessary medications.8
Additionally, in the United States, regulations enacted under the Omnibus Budget
Reconciliation Act of 1987 (OBRA) consider the off-label use of antipsychotics to manage
BPSD as an undue use of chemical restraints.11 For these reasons, regulatory guidance for
nursing facilities in the United States requires facilities to ensure that “[r]esidents who use
antipsychotic drugs receive gradual dose reductions, and behavioral interventions, unless
clinically contraindicated, in an effort to discontinue these drugs.”12
Unfortunately, once prescribed, most nursing facility residents with dementia remain on
these drugs indefinitely, without attempts to taper them.13 To our knowledge, neither the
medical literature nor OBRA regulations offer specific guidelines on how to taper
antipsychotic medications used for BPSD in elderly patients. This paper is aimed at helping
clinicians avoid abrupt antipsychotic discontinuation in elderly persons with dementia.
Adverse drug withdrawal events are especially prevalent in the nursing facility setting and
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broadly include a recurrence of the underlying symptoms that the medication was originally
used to treat, true physiological or psychological withdrawal reactions, or new symptoms.
14,15
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With regard to adverse drug withdrawal events with antipsychotic agents, the primary
concern is recurrence of behavioral symptoms. Physiological withdrawal reactions from
antipsychotics are also concerning (e.g., dyskinesias, insomnia, nausea, restlessness), as they
can be similar to the underlying condition for which the antipsychotic was prescribed. After
an abrupt or rapid taper of an antipsychotic, if an individual is restless or agitated, it may not
be an exacerbation of BPSD in the absence of treatment, but rather antipsychotic withdrawal
symptoms.15–17 This is similar to what occurs with rapid or abrupt tapering of
benzodiazepines.18 We know from reports about drug withdrawal for antipsychotics used
among patients with schizophrenia that abrupt discontinuation of antipsychotic maintenance
treatment is associated with greater risk of early relapse than gradual (over three or more
weeks) tapering.19 Kinetics are profoundly affected by frailty and sarcopenia, which may
alter the distribution and compartmentalization of individual agents. The increased risk of
early relapse exceeds what would be expected as a result of untreated psychosis; since the
time frame for early relapse is consistent with the elimination of antipsychotics from the
body, recurrent symptoms may reflect withdrawal as a result of pharmacodynamic
adaptations from chronic treatment.19 Pharmacodynamics are widely unpredictable given the
interindividual variability in various receptor activity. There is concern about the risk for
adverse drug withdrawal events despite conflicting evidence from clinical trials that suggests
that antipsychotic drugs used long-term can be withdrawn from patients with dementia
without detrimental effects on their behavior.20
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Evidence from conflicting clinical trials, retrospective studies, and case studies suggest that
in some cases, BPSD increase after discontinuation occurs, providing some evidence for
withdrawal symptoms in older adults.21–24 Since gradual tapering may also alleviate
antipsychotic withdrawal symptoms, a pharmacokinetically driven tapering strategy for offlabel use of antipsychotics among older adults with BPSD may lead to more favorable
outcomes than abrupt discontinuation or rapid tapering.16,25
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While the need to taper with gradual dose reductions (GDRs) may be well understood,
characterization of tapering of individual antipsychotics used in patients with dementia, and
more information on how to implement a very gradual taper, may be useful. This narrative
review was conducted to summarize the protocols used for tapering or discontinuing
antipsychotic medications for these patients. This narrative review aims to: 1) summarize
what is currently known about protocols for GDRs of antipsychotic medications among
individuals with dementia, and 2) use pharmacokinetic principles to develop a theoretically
based protocol for antipsychotic GDR. This is a comparison of the published protocols to the
pharmacologically based protocol to shed light on the controversy regarding antipsychotic
GDR in frail older adults with dementia. The end result of this review will be an empirically
informed, theoretically derived guideline for tapering strategies for various commonly used
antipsychotic medications and suggestions for implementing such tapering schedules for
elderly patients with dementia.
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Methods
This study was not human subjects research and as such did not undergo ethics review.
Literature Review
To summarize what is currently known about protocols for GDRs of antipsychotic
medications among individuals with dementia, a review was conducted of intervention
studies reporting the BPSD outcomes resulting from discontinued off-label use of
antipsychotics in nursing facility populations.
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Medline, EMBASE, and International Pharmaceutical Abstracts were initially searched up to
October 2011, and updated on October 10, 2014. Studies were not excluded based on date of
publication. The MEDLINE search strategy included searches on the following:
(“antipsychotic drugs” or “neuroleptics”), (“tapering” or “withdrawal), “dementia,” “nursing
facility.” This approach was also employed for the other databases, keeping subject headings
and key words as similar as possible. There is no registered review protocol for this study.
Studies with an intervention resulting in antipsychotic medication discontinuation or
tapering were eligible, including randomized controlled trials, and pre- and postintervention
studies. At least three investigators (JLD, AK, JT) reviewed all articles for final inclusion. If
investigators disagreed, the team discussed the articles until consensus was reached. Of the
eligible articles, reference lists were reviewed to identify additional original studies relevant
for the narrative review. We extracted the protocol used for antipsychotic GDR in each study.
If the protocol for antipsychotic GDR was not provided, we indicated this in our review.
Data were extracted to an electronic spreadsheet by one author (JNH) and independently
reviewed by two other authors (KLL and JT).
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Developing Pharmacokinetic-Based GDR Recommendations
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Theoretical Framework: Pharmacokinetic Principles in Older Adults—In older
adults, age-related physiologic changes that alter the pharmacokinetics of a drug must be
taken into consideration with prescribing and changing doses of medications.26 These
include slowing of the biotransformation of drugs by the liver and excretion by the kidneys.
In addition, when diseases of either of these organs occurs, the slowing of drug elimination
may be less rapid than the recommendations, summarized in the tables that follow. It is
always advisable to calculate the renal function of older adults because those with lowmuscle mass may have a creatinine-formation rate too slow to raise the serum creatinine
above usual normal values, despite substantial decrease in renal function. Other confounding
conditions such as congestive heart failure or chronic liver disease can also slow drug
elimination. The knowledge of the pharmacokinetics of the drug to guide dosage in
individualizing therapy for patients will be improved the more a drug is studied in elderly
patients and in patients with these confounding conditions.27–29 The suggestions in our
tables are for average elderly without major confounding illness that would affect drug
elimination.
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We developed a protocol for tapering medications that has two stages of 50% dosage
reductions, based on the log dose-response relationship, prior to discontinuation. The
intervals between reductions are related to drug half-life. This theoretically derived tapering
schedule is predicted to result in slower gradual drug-level reductions and ultimately better
clinical outcomes (i.e., fewer behavioral recurrences) than with a more rapid taper. We
calculated intervals between each dose change based on the pharmacokinetics of drug
clearance in older adults. Since the half-lives of drugs in older adults are longer than in the
usual subjects of pharmacokinetic research studies, we adjusted the predicted half-life
accordingly based on age. Ideally, age, frailty, disease burden, drug burden, and hepatic
enzyme activity should be considered. Our goal, however, was to develop an approach with
minimal data available. For those 65 to 89 years of age, we adjusted half-lives by 1.5 times,
and for those 90 years of age and older, we adjusted the half-life by two times. Drug halflives were determined from recently published pharmacokinetic reviews and standard
pharmacology texts.26,30–32 Since the reported half-lives were similar between the
pharmacology text and the systematic reviews, we ultimately used the values in the
pharmacology texts for our interval calculations. We then calculated intervals between dose
adjustments to reflect time needed to reach serum steady-state, which is five to seven drug
half-lives. When drugs had an active drug metabolite, the half-life of the active metabolite
was used for the calculation when appropriate; otherwise, the half-life of the parent drug was
used. When the resulting times between dose adjustments resulted in a specific number of
days (e.g., 41 days for aripiprazole [Table 1]), we rounded up the value to increments of
weeks for practicality.
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Results
Published Tapering Protocols
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The literature review resulted in the inclusion of 14 studies that reported BPSD outcomes
following an intervention to reduce antipsychotics.24,33–45 Of the 11 studies that were
experiments, 9 randomized individual patients, 1 was a cluster randomized trial design, and
1 was a nonrandomized controlled trial.24,33–42 The three nonexperimental studies were pre/
post studies.43–45 Eight studies were conducted solely in nursing facility residents with
dementia.34,37,38,41–45 Four studies recruited from both nursing facility residents and
external populations.24,35,36,40 This included two studies that recruited from both assisted
living facility and nursing facility residents with dementia, one study that recruited both
nursing facility residents with dementia and hospital patients with dementia on a geriatric
chronic care floor, and one study that recruited nursing facility or assisted living facility
residents with dementia and outpatients with dementia.24,35,36,40 Two studies recruited only
participants not living in nursing facilities.33,39 This included one study that recruited solely
from a psychogeriatric ward and one study that recruited only outpatients with dementia.
33,39

Table 2 summarizes the trials that focused on directly discontinuing antipsychotic
medications. The antipsychotics targeted for tapering and the specific tapering protocol are
shown by type of taper (i.e., abrupt, short-term tapering, mixed strategy). Three studies used
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an abrupt approach.24,36,37 Risperidone and haloperidol were included in all three studies.
Four studies were conducted that used a short-term tapering protocol.33–35,45 Short-term
tapering in these studies occurred over a period of one to three weeks, depending on the
specific study protocol. Of the papers using a short-term tapering protocol, only thioridazine
was common to all, including second-generation antipsychotics included in the most recent
study.35 Three studies reported a mixed tapering strategy based on the dose of antipsychotic
received.38–40 If the antipsychotic received was lower than a defined antipsychotic dose, the
medication was discontinued. If the dose received exceeded the threshold, patients were
tapered over a period of one to three weeks, depending on the specific study protocol.
Overall, no one tapering approach was common across the studies.
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Four studies described interventions that did not have explicit protocols for tapering and
discontinuing antipsychotics.41–44 Three of the studies used educational interventions to
reduce antipsychotic use, while one used a psychogeriatric rehabilitation program.41–44 Of
the three educational interventions, two provided staff-level educational programs to
improve psychotropic medication use and included specific recommendations for tapering
guidance, while one provided no specific tapering recommendations.41–43 The
psychogeriatric rehabilitation program had no explicit tapering guidance, but used a
pharmacist to review participants’ records to eliminate unnecessary psychopharmacologic
medication and to reduce antipsychotics used in the intervention facility.44
Pharmacokinetic-Based Antipsychotic Tapering Recommendations
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Based on the review of the pharmacokinetic information, recommended times for dose
adjustments for commonly used medications currently on the market are provided for
specific antipsychotics with second-generation antipsychotics shown in Table 1 and firstgeneration antipsychotics shown in Table 3. The time interval between dose reductions for
second-generation antipsychotics in the pharmacokinetically based regimen ranged from as
frequently as every two weeks to as long as every two months (Table 1). Assuming a
stepwise progression from the first dose reduction and then a second dose reduction, with
time for clinical evaluation and time to reach steady state after each, it would take at least
two reductions prior to discontinuation. The estimated time to complete discontinuation
ranges from four weeks to four months for second-generation antipsychotics and a minimum
of four to eight weeks for first-generation antipsychotics. In the case of paliperidone, the
times were further prolonged when adjusting for renal impairment (Table 1). For olanzapine,
the recommended interval between dose reductions is two to four weeks, with an estimated
time to discontinuation of four to eight weeks. Table 3 shows that the recommended
intervals for dose reductions for first-generation antipsychotics were shorter and ranged from
every two to four weeks.

Discussion
We found little evidence on which to base recommendations for discontinuation of off-label
use of antipsychotics in older adults. The majority of trials (n = 4) included a fixed twoweek tapering protocol, and a minority (n = 3) used abrupt discontinuation. Only three trials
used a strategy where time-to-discontinuation was based on antipsychotic dose. Of the 10
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trials directly focusing on dose discontinuation, few were recent and tended to focus on
second-generation antipsychotics in the tapering protocols. While a summary of these
studies found little evidence for adverse drug-withdrawal effects overall in a combined
analysis these studies were not powered to detect this outcome.20 There were conflicting
outcomes among the studies. Our analysis of specific pharmacokinetic information for
individual second-generation and first-generation antipsychotics provided a theoretically
based recommendation strategy. Our proposed pharmacokinetic-based calculations for
tapering indicate that longer and more gradual reductions may be prudent. Protocols used in
randomized trials were shorter than our theoretically based recommended tapering
strategies.
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Relatively little information is available to guide antipsychotic prescribing in elderly
patients, and many of the drugs do not have published pharmacokinetic studies.30 A
comparison of the results of our theoretically based GDR strategy with formal
pharmacokinetic evaluation studies provides evidence that our findings are consistent with
empiric studies.30 For example, Snoeck et al. confirmed that the half-life of the risperidone
metabolite was longer in older adults than in younger individuals, and Ereshefsky et al.
reported the elimination half-life of olanzapine to be 68% and 42% longer in elderly men
and women, respectively, compared with young individuals.46,47 One study of nine elderly
individuals using quetiapine found that the elimination half-life was 6.2 to 6.8 hours and that
clearance was reduced by about 50%.48 While formal studies to validate each drugelimination pattern would be ideal, they are expensive and difficult in the frail elderly
population. This underscores the importance of our theoretical GDR strategy in the absence
of more formal studies.
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There are a number of considerations a prescriber must take into account before following
these proposed guidelines. First, it is important to remember that tapering is not indicated in
patients taking antipsychotics for FDA-approved uses like schizophrenia or Tourette’s
syndrome. Attempts to taper antipsychotics are also not recommended for patients who have
a prior history of being a danger to themselves or others or if two prior taper attempts have
failed.12
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We acknowledge that slowly tapering antipsychotics will prolong the amount of time that a
patient is on an antipsychotic and that observational data suggest that patients with
prolonged antipsychotic exposure are known to have greater rates of mortality.6–8,49 The
clinical decision to abruptly stop or slowly taper should consider the amount of time that a
patient has been on an antipsychotic and weigh the potential risks of continued exposure
against the potential benefit of discontinuation. Abrupt discontinuation may be more
appropriate when the patient newly initiates antipsychotics because previous research shows
that the rate of mortality is highest within the first 30 to 40 days of initiation of therapy.6,7,49
For long-term antipsychotic users, the rate of death is still higher than for nonusers (but
lower than the first 30 to 40 days after initiation of therapy), but a gradual taper may be more
successful in preventing relapse or withdrawal symptoms than abrupt discontinuation. While
in practice it can be difficult for nursing facility staff or prescribers to determine how long
each patient has received antipsychotics, estimated duration of therapy is important to
consider in the clinical decision process on how rapidly to discontinue antipsychotics.13

Consult Pharm. Author manuscript; available in PMC 2021 May 03.

Tjia et al.

Page 8

Author Manuscript

Given that up to 80% of patients with dementia experience BPSD, and the growing pressures
to reduce the prevalence of off-label antipsychotic use in nursing facilities in the United
States, rigorous studies of a more gradual tapering approach are warranted.3,50 Empiric work
is necessary to test the clinical effectiveness and feasibility of using these pharmacologically
based tapering recommendations. For patients who do not meet any of the above exclusion
criteria, further research is required to determine how factors like antipsychotic dose or
duration of treatment might affect tapering strategy. It might be advisable to allow for longer
periods of adjustment time at steady-state between taper intervals for those patients who
have been on antipsychotics at a particularly high dose or for a long period of time. Tapering
will require careful monitoring of all patients to determine whether behavior remains stable
as the antipsychotics are slowly withdrawn.

Conclusion
Author Manuscript

Good clinical practice and federal regulations for nursing facility care call for the removal of
unnecessary drugs in all nursing facility residents.11 We suggest that a pharmacologically
based protocol for tapering be considered when attempting GDRs. While further study is
needed to garner evidence for whether such an approach reduces the incidence of recurrent
neuropsychiatric symptoms, it remains clear that current strategies used for tapering older
patients off of antipsychotics are unstandardized, not validated, and need to be addressed.
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Parent: 18 hrs
Parent: 21–54 hrs
Parent: 23 hrs
Renal impairment: 24–51
hrs
Parent:
IR: 6 hrs
ER: 7 hrs
Parent: 3–20 hrs
Active metabolite: 21–30
hrs
Parent: 7 hrs

Lurasidone/
Latuda

Olanzapine/
Zyprexa

Paliperidone/
lnvega

Quetiapine/
Seroquel

Risperidone/
Risperdal

Ziprasidone/
Geodon

Parent: 11 hrs

Parent: 4–30 hrs
Active metabolite: 32–45 hrs

Parent:
IR: 9 hrs
ER: 11 hrs

Parent: 35 hrs
Renal impairment: 36–77 hrs

Parent: 32–81 hrs

Parent: 27 hrs

Parent: 27–40 hrs
P88: 39–56 hrs
P95: 35–47 hrs

Parent: 12–18 hrs

Parent: 36 hrs

Parent: 83 hrs
Active metabolite: 141 hrs

Adjusted t½ for Increased
Age (65–89 Yr: 1.5 × t½)

Parent: 3 days

Parent: 1–9 days
Active metabolite: 9–13
days

Parent:
IR: 2.5 days
ER: 3 days

10 days
Renal impairment: 11–22
days

9–24 days

6–8 days

Parent: 8–12 days
P88: 11–16 days
P95: 10–14 days

4–5 days

8–12 days

41 days (based on active
metabolite)

Calculated Time to
Steady-State (5–7 HalfLives to Reach Steady
State)

Parent: 10 days

Parent:
8–16 days
Active metabolite: 16–20
days

Parent:
IR: 9.5 days
ER: 10 days

17 days
Renal impairment: 18–29
days

16–31 days

15 days

Parent: 15–19 days
P88: 18–24 days
P95: 17–21 days

10.5–12 days

15–19 days

48 days

Source: Reference 26.

Abbreviations: ER = Extended release, IR = Immediate release, P88, P95 = Active metabolite of iloperidone, t½ = Drug half-life.

Parent: 18–33 hrs
P88: 26–37 hrs
P95: 23–31 hrs

lloperidone/
Fanapt

Parent: 24 hrs

Asenapine/
Saphris
Parent: 8–12 hrs

Parent: 75 hrs
Active metabolite: 94 hrs

Aripiprazole/
Abilify

Clozapine/
Clozaril

t½

Generic/Brand

Time to Next Gradual
Dose Reduction (Leave at
Steady State for ~ 7 Days)

Author Manuscript

Suggested Tapering Schedule by Specific Drug: Second-Generation Antipsychotics

2 weeks

2–3 weeks

2 weeks

2 weeks
Renal impairment: 3–4
weeks

2–4 weeks

2 weeks

3 weeks

2 weeks

3 weeks

2 months

Clinically
Recommended Time
Between Gradual
Dose Reduction

4 weeks

4–6 weeks

4 weeks

4 weeks
Renal impairment: 6–8
weeks

4–8 weeks

4 weeks

6 weeks

4 weeks

6 weeks

4 months

Estimated Time to
Discontinuation

Author Manuscript

Table 1.
Tjia et al.
Page 12

Author Manuscript
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199934
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Van Reekum

200235

Cohen-Mansfield

Dose tapered by 50% in week 1, tapered another 50% in week 2, and then discontinued

Dose tapered over a 3-week period

Dose tapered by 50% in week 1, tapered another 50% in week 2, and then discontinued

Horwitz 199545

Short-Term
Dose tapered by 50% in week 1, and discontinued over the following week

No dose-reduction strategy

No dose-reduction strategy

No dose-reduction strategy

Abrupt

Tapering Protocol

Findlay 198933

Ruths

200837

Bollard 200824

Bollard

200436

Article

Author Manuscript

Antipsychotic Tapering Regimens Published in Clinical Trials

Haloperidol

Thioridazine

Haloperidol

Trifluoperazine

Thiothixene

Thioridazine

Molindone

Perphenazine

Haloperidol

Thioridazine

Risperidone

Olanzapine

Haloperidol

Trifluoperazine

Thioridazine

Risperidone

Quetiapine

Promazine

Olanzapine

Haloperidol

Chlorpromazine

Trifluoperazine

Thioridazine

Risperidone

Haloperidol

Chlorpromazine

Antipsychotics Included

Author Manuscript
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If baseline dose ≥ 2 mg daily, dose tapered over 1 week with a sequential double-blind substitution tapering period

If baseline dose < 1 mg daily, medication abruptly discontinued. If baseline dose between 2–3 mg daily, dose decreased to 1 mg daily for 2
weeks and then discontinued. If baseline dose 4 mg daily, dose decreased by 50% in week 1, decreased 50% in week 2, and then discontinued

Source: References 24, 33, 34, 36–40, 45.

Note: Italicized medications are second-generation antipsychotics.

Devanand 201240

Devanand

2O1139

Mixed-Strategy
If baseline dose ≤ equivalent of 50 mg of chlorpromazine, medication abruptly discontinued. If baseline dose > equivalent of 50 mg of
chlorpromazine, dose decreased by 50% in week 1 and then discontinued

Author Manuscript

Bridges-Parlet 199738

Author Manuscript
Tapering Protocol

Risperidone

Haloperidol

Trifluoperazine

Thiothixene

Thioridazine

Mesoridazine

Loxapine

Haloperidol

Thioridazine

Risperidone

Olanzapine

Loxapine

Levomepromazine

Antipsychotics Included

Author Manuscript

Article
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9–12 hrs
55 hrs
Oral: 3–5 hrs
IV: 7 hrs
5–14 hrs
24 hrs
34 hrs
18 hrs

Perphenazine/Trilafon

Pimozide/Orap

Prochlorperazine/Compro

Promethazine/Phenergan

Thioridazine/Mellaril

Thiothixene/Navane

Trifluoperazine/Stelazine

27 hrs

51 hrs

36 hrs

8–21 hrs

Oral: 4–8 hrs
IV: 11 hrs

83 hrs

14–18 hrs

Oral: 3–6 hrs

27 hrs

27 hrs

36 hrs

Adjusted t½ for
Increased Age (65–89
Yr: 1.5 × t½)

Source: Reference 26.

Abbreviations: IM = Intramuscular, IV = Intravenous, t½ = Drug half-life.

Oral: 2–4 hrs

Loxapine/Loxitane

18 hrs

Fluphenazine/Prolixin
18 hrs

24 hrs

Chlorpromazine/
Thorazine

Haloperidol/Haldol

t½

Generic/Brand

7 days

15 days

10 days

2–6 days

Oral: 1–2 days
IV: 3 days

24 days

4–5 days

Oral: 1–2 days

- 8 days

- 8 days

- 10 days

Calculated Time to SteadyState (5–7 days t½ Reach
Steady State)

14 days

23 days

17 days

9–13 days

Oral: 8–9 days
IV: 10 days

31 days

11–12 days

Oral: 8–9 days

- 15 days

- 15 days

- 17 days

Time to Next Gradual Dose
Reduction (Leave at Steady
State for ~ 7 Days)

Author Manuscript

Suggested Tapering Schedule by Specific Drug: First-Generation Antipsychotics

2 weeks

3 weeks

3 weeks

2 weeks

2 weeks

1 month

2 weeks

2 weeks

2 weeks

2 weeks

3 weeks

Clinically Recommended
Time Between Gradual
Dose Reduction

4 weeks

6 weeks

6 weeks

4 weeks

4 weeks

2 months

4 weeks

4 weeks

4 weeks

4 weeks

6 weeks

Estimated Time to
Discontinuation
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