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ABSTRACT
Objective: There have been no reports in Japan clarifying the comparison of the risks of consent withdrawal for Long-acting 

injectable antipsychotics (LAIs) and oral antipsychotics (OAP). This study aimed to investigate the comparison of the risks of 
consent withdrawal for SGA LAIs and OAP in clinical setting.

Methods: This retrospective cohort study involving patients who were administered SGA LAIs or OAP between June 2015 
and October 2018.

Results: The risk associated with treatment discontinuation due to consent withdrawal was significantly greater for SGA 
LAIs than for OAP (p < 0.001). The risks of treatment discontinuation due to insufficient efficacy and of treatment discontinua-
tion due to side effects were significantly lower for SGA LAIs than OAP (p < 0.001).

Conclusion: Our results suggested that, despite the lower probability of treatment discontinuation due to insufficient efficacy 
or side effects, SGA LAIs may lose their effectiveness due to a higher probability of consent withdrawal.
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INTRODUCTION

We reported the time to discontinuation of the three second-genera-
tion antipsychotics (SGA) long-acting injectable antipsychotics (LAIs) 
was longer than that with paliperidone (Suzuki et al, 2018); thus, LAIs 
have high therapeutic significance. However, there have been no reports 
in Japan clarifying the comparison of the risks of consent withdrawal 
for LAI and oral antipsychotics (OAP). This study aimed to investigate 
the comparison of the risks of consent withdrawal for LAIs and OAP in 
clinical setting.

METHODS

This retrospective cohort study involving schizophrenia patients 
who were administered the three SGA LAIs or OAP between June 2015 
and October 2018. The primary endpoint was treatment discontinuation 
due to consent withdrawal, and the secondary endpoint was discontinua-
tion due to insufficient efficacy and side effects. This study was 
approved by the ethics committee of Fukui Kinen Hospital.

RESULTS

Of the 901 patients, 219 (male/female; 103/116) received risperi-
done long-acting injection (RLAI), 105 (male/female; 56/49) received 
paliperidone palmitate LAI, and 85 (male/female; 33/52) received arip-
iprazole once-monthly, 432 (male/female; 179/253) received paliperi-
done, and 72 (male/female; 24/48) received asenapine. The mean sub-
ject age of LAIs and OAP groups were 43.2 ± 13.7 years and 46.1 ± 
14.6 years, respectively. The mean duration of illness of LAIs and OAP 
groups were 17.9 ± 10.8 years and 19.2 ± 12.5 years, respectively. The 
risk associated with treatment discontinuation due to consent withdraw-
al was significantly greater for SGA LAIs than for OAP (risk ratio [RR] 
(95% CI), 2.31 (1.67-3.19); p < 0.001). Furthermore, the risk of consent 
withdrawal was higher for RLAI with a 2-week dosing interval (risk 
ratio [RR] (95% CI), 2.71 (1.91-3.85); p < 0.001). The risks of treatment 
discontinuation due to insufficient efficacy (risk ratio [RR] (95% CI), 
0.51 (0.40-0.65); p < 0.001) and of treatment discontinuation due to side 
effects (risk ratio [RR] (95% CI), 0.44 (0.271-0.71); p < 0.001) were 
significantly lower for SGA LAIs than OAP.
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DISCUSSION

In the present study, the risk of consent withdrawal was 2.3 times 
higher for SGA LAIs than OAP, and for RLAI with a 2-week dosing 
interval, it was 2.7 times higher for the former than the latter. It was 
suggested that the dosage form of LAI may contribute to treatment dis-
continuation due to consent discontinuation. Consistent with previous 
studies, this study suggested that LAI is more effective than OAP, and 
SGA LAIs have fewer side effects than OAP (Kishimoto et al, 2013). 
Therefore, our results suggested that, despite the lower probability of 
treatment discontinuation due to insufficient efficacy or side effects, 
SGA LAIs may lose their effectiveness due to a higher probability of 
consent withdrawal. Our results suggested that improving treatment 
techniques in daily clinical practice may enhance patients awareness of 

accepting LAI, thereby helping LAI to establish itself as an even more 
beneficial treatment method.
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