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A Japanese group reported that olanzapine (OLZ) and 
risperidone (RIS) were superior to aripiprazole (APZ) 
for treating newly admitted acute schizophrenia 
patients [1]. Treatment was initiated at APZ 12 
mg/day. The mean dose was 23.6 mg/day, and the 
maximum dose of 30 mg/day was used in only 48% 
of cases. The rate of increase was not reported, but 
APZ treatment was discontinued within two weeks in 
35% of patients and within four weeks in 50% of 
patients. Other reports have shown that APZ is as 
effective as OLZ and RIS and has fewer side effects 
than OLZ or RIS [2][3]. The Expert Consensus Panel 
on Adherence Problems in Serious and Persistent 
Mental Illness has recommended both APZ and RIS 
as first-line antipsychotics [4]. 
At the emergency unit of the Okayama Psychiatric 
Medical Center, in 2008, we admitted 70 drug-naïve 
acute schizophrenia patients newly diagnosed 
according to the DSM-4. We prescribed APZ to six of 
these patients, and it was effective in five to 30 days 
(Table 1). We initiated APZ treatment at 12 mg/day 
and increased the dose to 24–30 mg/day in two to 16 
days. None of the six patients exhibited adverse 
reactions. One patient was not responsive to APZ, RIS, 
OLZ, or quetiapine. By contrast, the use of RIS 
resulted in three cases of malignant syndrome among 
51 patients. 
We also prescribed APZ for a drug-naive 25-year-old 
female schizophrenia out-patient. We initiated 

treatment at APZ 3 mg/day and increased the dose to 
12 mg/day over three months, but she did not improve 
and we therefore discontinued treatment. After three 
months, she became delusional, and violent toward 
her daughter as a result. We then initiated treatment at 
APZ 30 mg/day. After one month, her symptoms had 
improved, and after six months we reduced her dose 
to a maintenance dose of APZ 12 mg/day. 
Another patient, a 38-year-old female, exhibited 
improvement in her positive symptoms at OLZ 
20 mg/day, but we switched her to APZ because she 
felt sedated and couldn’t do housework. We added 24 
mg/day of APZ, and then gradually reduced her OLZ 
dose to nothing. Now, she takes only 12 mg/day of 
APZ and can do housework. 
One possible reason for the difference may be that 
Japanese psychiatrists start APZ treatment at the 
lowest dose and then increase the dose slowly, and 
this may not allow the true efficacy of APZ to be 
achieved. This has become the customary practice in 
Japan because of the Japanese government’s emphasis 
on safety. The middle dose of APZ (15 mg/day) has 
been reported to induce akathisia more than the higher 
doses (20 mg and 30 mg/day) [5]. Aripiprazole has a 
relatively long half-life of about 60 hours, and the time 
required to achieve the steady-state concentration 
(almost 2 weeks) may therefore be another reason for 
initiating APZ treatment at a higher dose and then 
increasing the dose rapidly to avoid delayed onset of 
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efficacy. Occupancy of 90% of the dopamine D2 
receptors is needed to ameliorate the symptoms of 
schizophrenia, and 30 mg/day of APZ is required for 

efficient D2 occupancy at this level [6]. The delay in 
the onset of APZ efficacy may be reduced by high 
doses or rapid dose escalation of APZ. 

 
Table 1. Six Patients With Drug-Naive Acute Schizophrenia 

Age 
/sex 

D.U.P. Type Day 1 Maximum dose CGI-I
PANSS 

(day 1 → 28) 
Adjuvant 

53/F 5 months paranoid 12 mg 30 mg (after 14 days) 1 101→33  

50/M 1 year paranoid 12 mg 24 mg (after 16 days) 2 101→68 VPA 800 mg

28/M 1.5 years paranoid 12 mg 30 mg (after 12 days) 1 105→34  

18/M 2 years hebephrenic 12 mg 30 mg (after 8 days) 5  113→109  

35/M 9 years hebephrenic 12 mg 30 mg (after 2 days) 3 114→71 VPA 1000 mg

50/F 10 months paranoid 12 mg 24 mg (after 4 days) 1 107→35 VPA 800 mg

D.U.P.: duration of untreated psychosis; CGI-I: Clinical Global Impressions-Improvement 
PANSS: Positive and Negative Syndrome Scale; VPA: valproic acid 
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