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Letters to the Editor

One-Year Treatment Continuation in Patients 
Switched to Paliperidone Palmitate: 
A Retrospective Study

To the Editor: Paliperidone palmitate is a long-acting injectable 
(LAI) antipsychotic, approved for treatment of schizophrenia in 
adults.1 It is the major active metabolite of risperidone and, in its 
injectable form, has several potential advantages over other LAIs. It 
reaches steady state within 4 to 8 days, so patients are not required 
to take oral supplementation at initiation of therapy.2 It can be 
administered monthly2 and can be given up to 7 days before or 
after the usual date of administration, allowing flexibility to avoid 
missed doses.3

Given these advantages, clinicians may be inclined to switch 
patients from other LAIs to paliperidone palmitate. However, 
there are limited data on the outcome of patients switched to 
paliperidone palmitate over extended durations, with most studies 
following patients for 13 weeks or less.4–8 Of the 3 longer-term 
studies,9–11 2 excluded many of the patients seen in real-world 
practice (including involuntary patients, those with substance 
dependence, and those at risk of suicidal behavior).9,10 There is 
only 1 previously published naturalistic paliperidone palmitate 
switching study, and it demonstrated a discontinuation rate of 
35% over 1 year.11

The aim of our study was to retrospectively follow 45 patients 
of a mental health service for 52 weeks after they were switched 
from their antipsychotic to paliperidone palmitate and to explore 
risk factors for discontinuing the treatment. Understanding these 
factors may help clinicians to more appropriately select patients for 
treatment with paliperidone palmitate.

Method. The study was performed at an area mental health 
service in Melbourne, Australia, that provides inpatient and 
outpatient services. Data were retrospectively collected from 
medical records of all patients started on paliperidone palmitate 
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Table 1. Continuation Versus Discontinuation of Paliperidone Palmitate: Comparison of Populationa

Total Continuation Discontinuation
Logistic Regression Analysis of 

Discontinuation Before 52 Weeks
Population (N = 45) (n = 19) (n = 26) Odds Ratiob (95% CI) P Value
Sex .346

Male 34 16 (47.1) 18 (52.9) 3.19 (0.29–35.4)
Female 11 3 (27.3) 8 (72.7) 1

Age (y) .855
Mean 40.87 38.13 43.3 0.99 (0.85–1.14)
Median (range) 41 (21–58) 38 (21–55) 44 (24–58)

Duration of illness (y) .105
Mean 13.56 10.58 15.73 1.17 (0.97–1.4)
Median (range) 14 (1–32) 10 (3–20) 15 (1–32)

Compulsory treatment at initiation .221
Yes 38 16 (42.1) 22 (57.9) 0.25 (0.03–2.3)
No 7 3 (42.9) 4 (57.1) 1

Treatment setting at initiation .662
Inpatient 6 1 (16.7) 5 (83.3) 1.83 (0.12–27.1)
Outpatient 39 18 (46.2) 21 (53.8) 1

Mental state at treatment initiation .047*
Nil positive psychotic symptoms 25 15 (60.0) 10 (40.0) 1
Positive psychotic symptoms 20 4 (20.0) 16 (80.0) 5.85 (1.02–33.6)

Treatment prior to paliperidone palmitate .048*
Risperidone long-acting injectable 21 12 (57.1) 9 (42.9) 0.16 (0.03–0.97)
Other 24 7 (29.2) 17 (70.8) 1

Starting dose of paliperidone palmitate .045*
> 100 mg 10 1 (10.0) 9 (90.0) 13.74 (1.69–27.1)
≤ 100 mg 35 18 (51.4) 17 (48.6) 1

Comorbid substance abuse .161
Yes 23 13 (56.5) 10 (43.5) 3.62 (0.59–22.3)
No 22 6 (27.3) 16 (72.7) 1

aValues in the Total column are N and in the Continuation and Discontinuation columns, are n (%) unless otherwise noted.
bAll odds ratios (OR) are adjusted for other variables in the model.
*P < .05.

between December 2010 and April 2011. This time period was 
selected because it coincided with a program funded by Janssen-
Cilag12 that subsidized paliperidone palmitate (for up to 2 years) 
for patients over 18 years of age and with a diagnosis of DSM-IV-TR 
schizophrenia. All doctors working in the mental health service 
could choose to prescribe paliperidone palmitate to eligible patients. 
At that time, paliperidone palmitate was not approved under the 
Pharmaceutical Benefits Scheme (PBS)—a government program 
that subsidizes medications—thus, patients would have otherwise 
had to pay full price.

There was no financial incentive to the service, clinicians, 
or patients for participating in the program,12 and the cost of 
paliperidone palmitate for patients was no different than the cost of 
their previous medications (as these were subsidized under PBS).

Data collected included demographics, treatment setting at the 
time of initiation of paliperidone palmitate, the patient’s mental state 
prior to switching to paliperidone palmitate, reason for switching, 
time until discontinuation, and reason for discontinuation. Ethics 
for this study was granted by the health service’s research ethics 
committee.

Results. Table 1 compares the demographic and clinical profile 
of patients who continued paliperidone palmitate for 52 weeks with 
those who discontinued treatment. Twenty-six patients (57.8%) 
discontinued treatment within the 52-week study period—3 due to 
adverse effects, 3 due to patient refusal, and 20 due to deterioration 
in their mental state (7 of whom required an acute admission). Of 
those who discontinued treatment prior to 52 weeks, 9 discontinued 
within 3 months, 7 discontinued between 3 and 6 months, and 10 
discontinued between 6 and 12 months.

Logistic regression analysis found that discontinuation of 
paliperidone palmitate was significantly associated with the presence 
of positive psychotic symptoms at treatment initiation (P = .047), 
switching to paliperidone palmitate from treatments other than 
risperidone LAI (P = .048), and starting on a paliperidone palmitate 
dose > 100 mg (P = .045).

This study demonstrated a relatively high rate (57.8%) of 
discontinuation with paliperidone palmitate within 52 weeks, with 
the main reason for discontinuation being deterioration in patient 
mental state (77%). The results suggest that more severely ill patients 
with an incomplete response to their previous antipsychotic were 
more likely to experience deterioration in their mental state after 
a switch to paliperidone palmitate and subsequently discontinue 
with treatment.

Those who switched to paliperidone palmitate from treatments 
other than risperidone LAI were also more likely to discontinue 
treatment (71%). A number of factors may have contributed to this 
high discontinuation rate. Four of the patients who discontinued 
paliperidone palmitate had previously been unsuccessfully treated 
with risperidone. Given that paliperidone is the active metabolite 
of risperidone, a history of resistance to risperidone suggests 
that paliperidone palmitate would also be ineffective and that 
these patients were unsuited to be switched. In addition, Janssen-
Cilag provides specific dosing information for patients switching 
from risperidone LAI1 but not for patients switching from other 
antipsychotics. This lack of information may have contributed to 
inadequate initial or maintenance dosing and the subsequent high 
discontinuation rate.

There are limited data in the literature about the outcomes of 
patients who have been taking paliperidone palmitate for longer than 
13 weeks. In this study, only 6 of the 20 patients who discontinued 
treatment due to deterioration in their mental state did so within 
13 weeks, which suggests that 13 weeks is an inadequate follow-up 
period to determine whether paliperidone palmitate is effective.

There are a number of limitations in this study. As a retrospective 
study, it is likely that the data about patients’ mental state (at 
initiation and discontinuation of treatment) were not as reliable as 
those that would have been collected in a prospective study using 
validated rating scales. The sample size in this study was small and 
limited the likelihood of finding significant associations between 
patient or treatment factors and discontinuation.
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Despite the limitations of this study and the potential advantages 
of paliperidone palmitate, given the relatively high discontinuation 
rate in this study, a cautious approach is recommended when 
deciding whether to switch a patient to paliperidone palmitate. 
Further long-term studies are required to determine the benefit of 
switching patients to paliperidone palmitate, to determine whether 
there are specific patient groups that are less suitable to be switched 
(eg, those who have responded poorly to other antipsychotics and 
those taking antipsychotics other than risperidone), and to clarify 
appropriate dosing when switching to paliperidone palmitate from 
medications other than risperidone.
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