Minder kan meer zijn; terugdringen en
rationaliseren van polyfarmacie bij
schizofrenie

No registrations found.

Ethical review Not applicable
Status Pending
Health condition type -

Study type Interventional

Summary

ID

NL-OMON28592

Source
NTR

Brief title
Less may be more

Health condition

polypharmacy;schizophrenia;antipsychotic drugs;personal and social performance; outcome;
cost-effectiveness;

polyfarmacie, schizofrenie, antipsychotica, persoonlijk en sociaal functioneren, uitkomst,
kosteneffectiviteit

Sponsors and support

Primary sponsor: A.Wunderink, Friesland Mental Health Services and University Center of
Psychiatry, University Medical Center Groningen
Source(s) of monetary or material Support: ZON-mw 836021015

Intervention

Outcome measures

Primary outcome
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Personal and social performance as measured by the Personal and Social Performance scale
(Morosini et al, 2000)

Secondary outcome

Proportion and duration of realized algorithm based monotherapy, symptom severity, relapse
rates, side effects, health related costs, consumer-involvement

Study description

Background summary

Though guidelines for the treatment of schizophrenia recommend monotherapy with
antipsychotic drugs, about 30% of patients are treated with 2 or even more antipsychotics.
This widespread use of antipsychotic polypharmacy may indicate some rationale for
polypharmacy, despite the lack of evidence supporting its effectivity.

For some patients polypharmacy might offer a better option than guideline-recommended
monotherapy. On the basis of pharmacological and clinical evidence we developed an
individualized polypharmacy revision procedure, using shared decision making supported by
an algorithm aiming at optimal effective and tolerable treatment only recommending
polypharmacy in specific cases, where no alternatives are at hand. We expect patients who
receive polypharmacy treatment to benefit from this individualized approach by improved
personal and social performance, and experiencing less distress because of symptoms and
side effects without increased relapse rates. This is a multicenter naturalistic open label
randomized clinical trial comparing a polypharmacy revision strategy with active control
using continued polypharmacy and personal and social performance as a primary outcome.
Secondary outcomes are severity of symptoms, relapse rates, side effects, health related
costs, consumer-involvement and the feasibility of the revision strategy (proportion of
realized indicated monotherapies). To be included in the trial are patients with schizophrenia
who are being treated with at least 2 antipsychotics and who are prepared to consider
revision of their medication. Follow-up is one year after inclusion and randomization.

Study objective

The widespread use of antipsychotic polypharmacy may reflect some rationale of
polypharmacy despite the lack of evidence to support this. For some patients polypharmacy
may be a better option than guideline recommended monotherapy. In view of pharmacologic
and clinical evidence we developed an individualized polypharmacy revision procedure, using
an algorithm aiming at optimal effective and tolerable treatment, only allowing rational
polypharmacy in specific cases if no alternatives are at hand. We expect patients to benefit
from this individualized approach by better personal and social performance, less bothering
symptoms and/or side effects, without experiencing more relapses, compared to continued
polypharmacy treatment.
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Study design

April 1 2014: 3 months preparation (writing the protocol, instruction of clinicians using the
polypharmacy revision algorithm, formation of consumer advisory board),

July 12014 - July 1 2015: 12 months for selection of eligible patients, informed consent,
inclusion and randomization,

July 1 2014 - July 1 2016: experimental phase: one year of follow-up with 3 six sixmonthly
assessments per patient

July 1 2016 - Oktober 1 2016 End of trial, analysis and writing reports

Intervention

All patients in the experimental group will be involved in an intention to treat strategy to
rationalize and if possible reduce their polypharmacy during one year. To this purpose an
algorithm has been developed assigning the appropriate treatment propositions. The
algorithm will be used on the basis of intention to treat and shared decision-making. The
shared decisions will determine the assigned medication regimens that are compared with
ongoing polypharmacy in the control condition. This means that patients who do not chose to
switch to monotherapy despite the algorithms recommendation remain in the analysis. The
feasibility of the strateqgy is a secondary outcome measure. According to the algorithm the
experimental group is distinguished into a clozapine treated and a non-clozapine treated
group; the clozapine treated group is further

distinguished into formerly clozapine-monotherapy-tested patients, and not-clozapine-
monotherapy-tested patients. While the latter group is switched to clozapine monotherapy,
the first is assigned to polypharmacy: a combination of clozapine and either low-dose
haloperidol, sulpiride or aripiprazole. The non-clozapine treated group is further distinguished
into groups with and without adequate D2 blockade; the latter group is switched to
monotherapy with an antipsychotic of their own choice in an adequate dosage regarding D2
blockade. If effective and without intolerable side effects, this antipsychotic monotherapy will
be the assigned treatment. If not effective or intolerable side effects arise, these patients, as
well as the patients with adequate D2 blockade, just like the clozapine treated group, are
distinguished into formerly clozapine-monotherapy-tested patients, and not-clozapine-
monotherapy-tested patients. While the latter group is switched to clozapine monotherapy,
the first is assigned to clozapine polypharmacy with low dose haloperidol, sulpiride or
aripiprazole.

This decision tree does acknowledge the rationale of polypharmacy if both adequate D2
blockade and clozapine monotherapy have proven to be ineffective, and in that case assigns
polypharmacy in the form of combining clozapine and low-dose haloperidol, sulpiride or
aripiprazol combinations, which are the most rational combinations to consider, though
sulpiride with most evidence (Leucht et al, 2011, Sommer et al, 2011).The result of the
algorithm will either be: non-clozapine antipsychotic monotherapy, clozapine monotherapy,
clozapine polypharmacy with low-dose haloperidol, sulpiride or aripiprazole, or in special
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cases, e.g. when clozapine cannot be tolerated (either in monotherapy or in combination) and
non-clozapine antipsychotic monotherapy does not suffice, polypharmacy with non-clozapine
antipsychotics as a last resort. The control group will continue to take polypharmacy as
before, also intention to treat

Contacts

Public

University Medical Center Groningen (UMCG), Department of Psychiatry,
P.O. Box 30001

A. Wunderink

Hanzeplein 1

Groningen 9700 RB

The Netherlands

Scientific

University Medical Center Groningen (UMCG), Department of Psychiatry,
P.0. Box 30001

A. Wunderink

Hanzeplein 1

Groningen 9700 RB

The Netherlands

Eligibility criteria

Inclusion criteria

Patients between 18-65 years of age with a schizophrenia diagnosis (according to the
SCID-P), currently taking at least two antipsychotic drugs, and willing to consider a change in
antipsychotic medication.

Exclusion criteria

Having symptoms or side effects so severe that a medication change is indicated
immediately; having an exacerbation of psychiatric symptoms within the past 3 months
resulting in significant intervention such as having spent one or more nights in psychiatric
hospitalization or having received services from a crisis intervention program or psychiatric
emergency department; living in a skilled nursing facility as a result of a physical condition or
disability; having pending criminal charges; currently pregnant or breastfeeding; for patients
with prescriptions of quetiapine the dosage has to be more than 100 mg/day in order to
exclude those for whom this agent was prescribed primarily as a sleep aid.
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Study design

Design

Study type: Interventional
Intervention model: Parallel

Allocation: Randomized controlled trial
Masking: Open (masking not used)
Control: Active

Recruitment

NL

Recruitment status: Pending

Start date (anticipated): 01-07-2014

Enrollment: 267

Type: Anticipated

Ethics review

Not applicable
Application type: Not applicable

Study registrations

Followed up by the following (possibly more current) registration
No registrations found.

Other (possibly less up-to-date) registrations in this register

No registrations found.
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In other registers

Register ID

NTR-new NL4334

NTR-old NTR4531

Other ZON-MW : 836021015

Study results
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