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Treatment exposure

yy In patients with schizophrenia, achievement of symptomatic remission
(SR; defined as low levels of selected symptoms maintained for ≥6 months1)
predicts improvement in psychosocial functioning and quality of life2

yy Mean (SD) follow-up was 352.7 (52.30) days and duration of exposure was
263.0 (42.49) days
yy Doses of PP3M received remained stable during the treatment period (Figure 1)

yy Long-acting injectable paliperidone palmitate 3-month formulation (PP3M),
administered four times a year, is approved for use in the USA, Canada, the
EU and several Asian countries as maintenance treatment for patients with
schizophrenia whose symptoms have been stabilized with paliperidone
palmitate 1-month formulation (PP1M)3

–– A total of 15 patients (4.9%) had ≥1 dose decrease. Reported reasons
were: tolerability concerns (n=5), improved condition (n=2), good
health/stable (n=3), adverse events (n=1), persistent amenorrhoea (n=1),
excessive sedation (n=1), worsening of extrapyramidal symptoms (n=1),
and investigator choice (n=1)

yy In two pivotal randomized controlled trials, PP3M demonstrated favourable
efficacy and tolerability in schizophrenia4,5; in the non-inferiority trial
comparing PP3M and PP1M, >50% of patients achieved SR in the final 6
months of the double-blind treatment phase2

–– A total of 11 patients (3.6%) had ≥1 dose increase. Reported reasons
were: worsening of schizophrenia/psychotic symptoms (n=4), efficacy
not within expectations (n=3), mistaken administration of a higher dose
(n=1), deficiency effect in order to control residual symptoms (n=1) and
investigator opinion that the patient’s condition could be improved (n=1)

yy However, due to the selective nature of randomized clinical trials, results
from the populations studied may not be entirely representative of the
diverse population of schizophrenia patients in real life

Figure 1. First and last PP3M doses

OBJECTIVE
yy To assess the impact of the transition from PP1M to PP3M in patients with
clinically stable schizophrenia in a real-world setting, with a primary objective
of assessing the percentage of patients achieving SR at study endpoint
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Figure 4. Clinical Global Impression of Change at LOCF endpoint
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Study design

yy In patients previously stabilized on PP1M treatment, PP3M was administered
from Day 1 to Day 360, with the last injection of PP3M at Month 9
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yy At LOCF endpoint, 67.8% of patients were considered to have improved,
according to the CGI-C (Figure 4)
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yy An international prospective Phase 3b, single-arm, non-randomized, open-label,
52-week study conducted in a diverse population of patients with schizophrenia
seen in clinical practice (REMISSIO study; ClinicalTrials.gov identifier NCT02713282)

Figure 3. Clinical Global Impression of Severity at baseline and
LOCF endpoint
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yy The initial dose of PP3M and subsequent dose changes (possible at
clinicians’ discretion) were made according to the product label5

Efficacy outcomes

Patients

yy At LOCF endpoint, 172 of 303 patients (56.8%; 95% confidence interval [CI]
51.0–62.4) had achieved SR

yy Patients aged 18–50 years with a confirmed diagnosis of schizophrenia
(Diagnostic and Statistical Manual of Mental Disorders, 5th Edition)

yy During the 12-month study period a total of 184 patients achieved SR
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Safety

–– Five patients who had met the SR at Month 6 lost SR at Month 9,
and 7 who achieved SR at Month 9 lost it at Month 12

yy A total of 161 patients in the mITT (53.1%) reported at least one treatmentemergent adverse event (TEAE)

yy A baseline Positive and Negative Syndrome Scale (PANSS) total score <70

yy The Kaplan–Meier estimate of median time to achievement of SR was
247 days (95% CI 189–275)

–– 91 (30.0%) patients reported a TEAE that was at least possibly related
to study medication

Assessments

yy At baseline, 176 patients (58.1%) met the PANSS severity criterion

–– 18 (5.9%) patients experienced a serious TEAE (5 were psychiatric
disorders) and 4 (1.3%) patients withdrew from the study due to TEAEs

yy Assessments were made at 3-monthly intervals during the treatment period
yy A follow-up call for safety assessments was made 3 months after Month 12
or at 3 months after early study discontinuation

Outcomes
yy The primary outcome was the number of patients who achieved SR (score
≤3 on PANSS items P1, P2, P3, N1, N4, N6, G5, and G9, maintained for ≥6
months1) at the last observation carried forward (LOCF) endpoint (Month
12 or early discontinuation)
yy Main secondary outcomes included changes in PANSS total and subscores,
PANSS Marder factors, Clinical Global Impression of Severity (CGI-S), Clinical
Global Impression of Change (CGI-C) and adverse events (AEs)
yy The primary analysis set for efficacy and safety comprised all patients who
provided written informed consent and received at least one dose of PP3M
during the treatment phase and who had at least one post-baseline efficacy
assessment (modified intent-to-treat [mITT] population)

–– The number of these patients who achieved SR remained higher than
those who did not fulfil this criterion during the study period (Figure 2)

Figure 2. Achievement of symptomatic remission in patients who
met the PANSS severity criterion for remission at baseline and
in patients who did not meet the PANSS severity criterion for
remission at baseline
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yy Adequate treatment with PP1M for ≥4 months (the last two doses of PP1M
being the same)
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yy The primary set for efficacy and safety analysis therefore included 303 patients
yy A total of 291 (95.4%) patients completed the 12-month study

yy Baseline characteristics are presented in Table 1

Table 1. Baseline characteristics (modified ITT population)

Median (range)

36 (20–51)

LOCF endpoint

PANSS: Positive and Negative Syndrome Scale

Table 2. PANSS scores at baseline and LOCF endpoint
Baseline
(n=302)

LOCF
endpoint
(n=302)

Mean change
from baseline
(95% CI)

52.4 (10.6)

49.4 (12.3)

-3.1 (-4.1, -2.0)

PANSS positive subscale

10.7 (3.2)

10.0 (3.5)

-0.8 (-1.1, -0.4)

n=304

PANSS negative subscale

16.2 (5.4)

15.1 (5.1)

-1.1 (-1.5, -0.7)

PANSS general subscale

25.6 (5.2)

24.4 (5.9)

-1.2 (-1.8, -0.6)

PANSS Marder positive symptoms

13.8 (4.0)

13.0 (4.3)

-0.8 (-1.2, -0.5)

PANSS Marder negative symptoms

15.5 (5.6)

14.3 (5.1)

-1.3 (-1.7, -0.9)

PANSS Marder disorganized thoughts

12.2 (3.3)

11.8 (3.7)

-0.4 (-0.7, -0.1)

PANSS Marder uncontrolled hostility

4.9 (1.4)

4.8 (1.5)

-0.1 (-0.3, 0.1)

PANSS Marder anxiety/depression

6.1 (2.1)

5.7 (2.0)

-0.4 (-0.7, -0.2)

Mean (SD)

9.2 (7.3)

Median (range)

7 (0–35)
n=305

50 mg

27 (8.9)

75 mg

74 (24.3)

100 mg

114 (37.4)

150 mg

90 (29.5)
n=305*

Risperidone

149 (48.9)

Paliperidone

63 (20.7)

Olanzapine

24 (7.9)

Aripiprazole

9 (3.0)

Values are mean (standard deviation) unless otherwise indicated. CI: confidence interval; LOCF: last
observation carried forward; PANSS: Positive and Negative Syndrome Scale

n=305†

4–6 months

57 (18.7)

>6 months

235 (77.0)
253 (83.0)

yy The mean (SD) CGI-S score was 3.2 (1.0) at baseline and remained stable
at LOCF endpoint (3.0 [1.0])
yy The number of patients in the categories of normal, borderline and mildly
ill increased from 64.6% at baseline to 74.2% at LOCF endpoint (Figure 3)
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Total group (N=303)

Injection site pain

18 (5.9)

Weight increased

26 (8.6)

Akathisia

11 (3.6)

Viral upper respiratory tract infection

11 (3.6)

Insomnia

11 (3.6)

Schizophrenia

10 (3.3)

Weight decreased

10 (3.3)

yy 14 patients (4.6%) experienced ≥1 possibly prolactin-related TEAEs
(no laboratory testing was required by the study protocol)
–– Menstrual disturbance (n=8); sexual or erectile dysfunction (n=3);
galactorrhoea (n=1); hyperprolactinaemia (n=2)

CONCLUSIONS

yy Mean PANSS total score decreased by 3.1 points from baseline to LOCF
endpoint (Table 2)

PANSS total

Adverse event, n (%)

yy A weight increase of >7% from baseline was observed in 11 patients (10.4%) with
a baseline body mass index (BMI) <25 kg/m2, 13 patients (11.6%) with a baseline
BMI 25 to <30 kg/m2, and 7 patients (9.3%) with a baseline BMI ≥30 kg/m2

200 (65.6)

14 patients who reported to have switched from PP1M, but who withdrew early from the study, are not presented
in the table. †13 patients used PP1M for at least 4 months, but the exact duration was not known. ITT: intent-to-treat;
PP1M: paliperidone palmitate 1-month formulation; SD: standard deviation.
*

Month 12

n=305
36.5 (8.0)

Patients switched from PP1M monotherapy, n (%)

Month 9

Total group (N=305)

Mean (SD)

Duration of previous PP1M treatment, n (%)

Month 6

–– Maintained efficacy was demonstrated by means of a statistically
significant Schuirmann non-inferiority test (p-value <0.0001) with the
non-inferiority margin set at 5 points

Demographics

Therapy prior to PP1M switch, n (%)

0

Did not meet PANSS severity criteria at baseline (n=127)

yy The mITT population comprised 305 patients; however, two patients
withdrew at Month 3 without any post-baseline data

Last PP1M dose category, n (%)

22.1

Met PANSS severity criteria at baseline (n=176)

yy A total of 312 patients were screened at 57 study sites across Europe,
Asia and the Middle East

Years from schizophrenia diagnosis to study baseline

23.1

15.5

20

Patient disposition

Males, n (%)

81.8

60

RESULTS

Age, years

85.1

80

0

Characteristic

86.5

86.1

Table 3. Treatment-emergent adverse events experienced by
≥3% of patients

yy For the majority of clinically stable patients with schizophrenia, converting
from PP1M in a naturalistic setting, PP3M achieved SR and maintained
symptom stability
yy In this patient population of mild/moderate symptomatology around 68%
of the participants showed improvement according to the CGI-C
yy The completion rate of 95.4% is one of the highest ever observed for a
1-year study in schizophrenia, with a low number of discontinuations
due to AEs (4 participants; 1.3%)
yy PP3M was generally well tolerated
yy Results from this naturalistic study were similar to those observed
in randomized clinical trials for PP3M, and underline the importance
of continuous treatment in patients with schizophrenia
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