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Tolerability, Safety and Effectiveness of Paliperidone ER
in Patients with Schizophrenia : A 24-Week Interim Analysis
of the 48-Week Open-Label, Prospective, Switch Study
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Objectives  We investigated the tolerability, safety, and treatment response to flexible-dose paliperidone ER in patients with non-acute
schizophrenia in whom previous antipsychotic drugs were ineffective.

Methods  This 24-week interim analysis of the 48-week multicenter, prospective, open-label study assessed effectiveness using the
Positive and Negative Syndrome Scale (PANSS), Clinical Global Impression-Schizophrenia-Severity (CGI-SCH-S) Scale, Personal and So-
cial Performance (PSP) and Drug Attitude Inventory (DAI). Safety and tolerability were assessed using the Drug-Induced Extrapyrami-
dal Symptoms Scale (DIEPSS) and Liverpool University Neuroleptic Side Effect Rating Scale (LUNSERS).

Results  Effectiveness was assessed in 169 patients. Significant improvement in the PANSS total score was observed by week-1 and
continued until week-24. The response rate was 33%. The CGI-SCH-S and PSP total scores significantly improved during 24 weeks ; how-
ever, no change occurred in the total DAL Fifty-nine percent of patients reported adverse events, of which extrapyramidal symptoms
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were the most frequent (19.0%). The DIEPSS and LUNSERS scores were improved after 24 week.
Conclusions  Switching to the flexible-dose paliperidone ER from an ineffective antipsychotic drug was safe, tolerable, and showed
a good treatment response in Korean patients with schizophrenia.

Key Words  Paliperidone ER - Tolerability - Safety - Effectiveness - Schizophrenia.
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Table 1. Demographic and clinical characteristics of subjects (mITT
population ; n = 169)

Male, n (%) 88 (52.1%)
Age (years) 33.6 £ 10.6
Age of onset (years) 253 + 8.5
Duration of lliness (years) 81+70
Subtype of schizophrenia
Paranoid 136 (80.5%)
Disorganized 2(1.2%)
Catatonic 2(1.2%)
Undifferentiated 22 (13.0%)
Residual 7 (4.1%)
Hospitalization at the time of study entry
Inpatient 43 (25.4%)
Outpatient 126 (74.6%)
Reason for switching antipsychotics
Insufficient efficacy 131 (77.5%)
Intolerance 20 (11.8%)
Poor compliance 18 (10.7%)
Main previous antipsychotics
Risperidone 81 (47.9%)
Olanzapine 33 (19.5%)
Aripiprazole 9 (11.2%)
Amisulpride 13(7.7%)
Ziprasidone 9 (5.3%)
Quetiapine 7 (4.1%)
Typical antipsychotics 7 (4.1%)
Baseline PANSS totfal score 78.7 £ 193
Baseline CGI-SCH-S score 4.1 +1.0
Normal/Minimally ill/Mildly il 44 (26.0%)
Moderately ill 69 (40.8%)
Markedly ill 40 (23.7%)
Severely il Among the most severely il 16 (9.5%)

Data are expressed as mean + standard deviation, or as (per-
centage). mITT : modified intention-to-treat, PANSS : Positive
and Negative Syndrome Scale, CGI-SCH-S : Clinical Global Im-
pression-Schizophrenia Severity
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Fig. 1. Mean percent change in (A) PANSS total and | &
factor scores and (B) CGI-SCH and each domain from | 2 *
baseline to week 24 (mITT population ; n =169). | £ _ . |
Repeated Measures ANOVA for PANSS total score : é -
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Positive and Negative Syndrome Scale, CGI-SCH : _o5 1 —o— Overall severity
Clinical Global Impression-Schizophrenia.
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Table 2. Treatment-related changes in effectiveness measures (mITT population ; n = 169)

Baseline 24-week Change
Mean + SD Mean * SD Mean + SD p-value

PANSS (n = 169)

Total score 78.7 £19.3 67.7 £19.8 -11.0 £ 15.9 <0.001

Positive 12.8 + 4.2 10.1 + 4.2 -2.7 + 3.7 <0.001

Negative 222 £ 63 19.7 £58 -2.5 + 49 <0.001

Hostility/Excitement 10.7 + 4.2 92 +37 -1.5 +£35 <0.001

Autistic preoccupation 11.2 £ 3.8 10.0 £ 3.7 -1.2 £27 <0.001

Anxiety/Depression 11.6 + 3.3 10.1 £ 3.2 -1.5 £33 <0.001
CGl-schizophrenia (n = 169)

CGI-S-positive 39 £1.2 32+13 -0.7 £1.2 <0.001

CGl-S-negative 3.7 +1.0 33+1.0 -0.5 £ 0.9 <0.001

CGI-S-depressive 29 + 1.1 2.6 £ 1.1 -03 £1.2 0.001

CGl-S-cognitive 3.1 1.1 30+ 1.0 -0.2 £ 0.9 0.018

CGl-S-overall severity 41 £1.0 3.5+ 1.1 -0.6 £1.0 <0.001
PSP (n = 155)

Socially useful activities 3.3 +1.0 29 £1.0 -0.3 £ 0.9 <0.001

Personal and social relationships 33+ 1.0 3.0 £0.9 -0.3 £ 0.9 <0.001

Self-care 23 +1.0 1.9 £ 0.9 -0.4 £0.9 <0.001

Disturbing and aggressive behaviors 1.7 £1.0 1.4 £0.7 -0.3 £ 0.8 <0.001

PSP total score 540 £ 15.1 61.0 £ 12.9 70 £ 13.4 <0.001
DAl (n = 159) 32+ 44 3.4 £ 44 0.2 + 4.6 0.517

mITT . modified intention-to-freat, PANSS : Positive and Negative Syndrome Scale, CGI-S : Clinical Global Impression-Schizophrenia
scale, PSP : Personal and Social Performance Scale, DAI : Drug Attitude Inventory
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Table 3. Baseline clinical and demographic characteristics of responders and non-responders (mITT population ; n = 169)
Responders (n = 56) Non-responders (n = 113) p -value
Male* 29 (51.8%) 59 (52.2%) 0.958
Age (years)® 326+ 10.3 34.1 = 10.7 0.387
Age of onset (years)(n = 136) 25.0 + 8.5 (n=47) 254 + 8.6 (n=89) 0.803
Duration of lliness (years)(n = 136) " 7.9 +7.3(n=47) 8.2 + 6.8 (n=289) 0.774
Subtype of Schizophrenia’
Paranoid 39 (69.6%) 97 (85.8%) 0.024
Disorganized 0 (0%) 2(1.8%)
Catatonic 1(1.8%) 1(0.9%)
Undifferentiated 11 (19.6%) 11(9.7%)
Residual 5(8.9%) 2(1.8%)
Hospitalization at study entry* 22 (39.3%) 21 (18.6%) 0.004
Reason of switching antipsychotics*
Insufficient efficacy 43 (76.8%) 88 (77.9%) 0.846
Intolerance 6 (10.7%) 14 (12.4%)
Poor compliance 7 (12.5%) 11 9.7%)
Previous antipsychotic monotherapy* 42 (75.0%) 98 (86.7%) 0.057
PANSS total score” 80.1 £ 17.3 78.0 + 20.2 0.520
Positive factor 13.0 + 3.8 12.7 £ 4.5 0.684
Negative factor 22.6 + 6.4 21.9 £ 6.2 0.493
Hostility/excitement factor 11.0 £ 4.1 10.6 £ 4.2 0.552
Autistic preoccupation factor 11.1 £ 3.6 11.3 £ 4.0 0.644
Anxiety/depression factor 120 £ 3.5 11.5 £ 3.2 0.360
CGI-SCH overall severity * 42 £ 0.9 4.1 £ 1.1 0.342
PSP (n=155)" 51.1 + 14.5(n = 55) 56.8 + 14.0 (n = 100) 0.018
DAl (n=159)° 3.1 + 4.6 (n=55) 3.2+ 42 (n=104) 0.890
DIEPSS (n =169)" 1.9 £ 29 2.6 £29 0.122
LUNSERS (n = 154)" 36.9 + 25.1 (n=52) 40.5 +21.9 (n=102) 0.368

Data are expressed as mean + SD or as (percentage). *

. chi-square test,

. Fisher's exact test, T : independent groups t-test.

mITT : modified intention-to-freat, PANSS : Positive and Negative Syndrome Scale, CGI-SCH : Clinical Global Impression-schizophre-

nia, PSP : Personal and Social Performance scale, DAI :

Drug Attitude Inventory, DIEPSS : Drug-Induced Extrapyramidal Symptoms

Scale, LUNSERS : Liverpool University Neuroleptic Side Effect Rating Scale

Table 4. Number and percentage of reported adverse events dur-
ing the 24-week study period (safety population, n = 184)

Body system or organ class (MedDRA term) Number (%)
Any adverse event 109 (59.2)
Extrapyramidal disorder 5 (19.0)
Muscle rigidity 15(8.2)
Bradykinesia 10 (5.4)
Akathisia 29 (15.8)
Weight gain 18 (9.8)
Somnolence 10 (5.4)
Insomnia 9 (4.9)
Amenorrhea (Females : n = 89) 5(5.6)

MedDRA : Medical Dictionary for Regulatory Activities
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Table 5. Treatment-related change in safety measures (mITT population ; n = 169)
Baseline 24-week Change
Mean + SD Mean + SD Mean + SD p-value
DIEPSS (n = 169)

Total score 23 +£29 1.7 £ 26 -0.7 £ 24 <0.001
Gait 0.3+ 0.6 0.2+ 0.6 -0.1 £ 0.5 0.023
Bradykinesia 0.5+ 0.7 0.3 +0.6 -0.1 £0.7 0.006
Sialorrhea 0.1 £ 0.4 0.1 £ 0.4 0.0 +0.3 1.000
Muscle rigidity 0.4 +0.7 0.2 + 0.5 -0.2 = 0.7 <0.001
Tremor 04 +0.7 0.2 + 0.6 -0.1 £ 0.7 0.021
Akathisia 0.4+ 0.8 0.4 £0.7 -0.1 £0.7 0.347
Dystonia 0.1 £0.4 0.1 £0.4 -0.0 £ 0.5 0.873
Dyskinesia 0.1 £0.5 0.1 + 0.5 -0.0 £ 0.4 0.467
Overall severity 0.8 £0.9 0.6 0.8 -0.2 +0.8 0.002

LUNSERS (n = 154)
Total score 39.3 £ 229 31.0 £ 25.1 -8.3 £ 18.7 0.001
Psychic 149 £ 7.4 11.4+79 -3.5=* 67 0.001
Extrapyramidal 6.6 + 5.1 51+54 —-1.5+ 4.4 0.001
Anticholinergic 4.6 £ 3.3 3.6 +35 -1.0 £ 3.3 0.001
Autonomic 4.5+ 3.9 3.4+ 39 -1.2+ 34 0.001
Allergic 2.1 +25 1.8+ 26 -03+24 0.103
Hormonal 3.1 £32 2.9 + 3.7 -0.2 £ 3.2 0.496
Miscellaneous 3.4 +£26 29 +25 -0.6 = 2.1 0.001

Weight and BMI

Weight (n = 169)(kg) 67.4 +13.9 69.6 + 13.7 2.1 £54 0.001
BMI (n = 169)(kg/m? 24.4 + 4.0 252 + 3.9 08+ 1.9 0.001

Laboratory Tests *
Fasting glucose (mg/dL, n = 117) 94.5 + 13.9 98.0 + 14.3 3.5+ 144 0.010
Total cholesterol (mg/dL, n = 121) 182.5 £ 37.3 186.9 = 37.7 4.4 + 275 0.082
HDL (mg/dL, n = 122) 468 £ 11.4 49.0 + 12.1 21 +77 0.002
TG (mg/dL, n=122) 162.7 £ 123.3 157.9 £ 110.7 —4.8 £ 103.2 0.610
Prolactin (ug/L, n = 106) 43.7 £ 53.5 54.5 £ 55.6 11.2 £ 42.6 0.008
Males (n = 58) 26.4 + 22.4 28.8 + 15.4 2.4 + 233 0.435
Females (n = 48) 64.6 + 70.4 86.5 + 69.3 21.8 + 56.4 0.010

# . clinical laboratory tests were carried out at baseline and at 12 weeks. mITT : modified intention-to-treat, SD : standard deviation,
DIEPSS : Drug-Induced Extrapyramidal Symptoms Scale, LUNSERS : Liverpool University Neuroleptic Side Effects Rating Scale, BMI :
Body Mass Index, HDL : high-denisity lipoprotein cholesterol, TG : triglyceride
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