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Relapse-free

Om

Once

Twice

No of Patient

Three times

O E @

Four times or more

— - 1
0 5 10 15 (1996)

Time after First-Episode (year)

Ratio of patients who remained relapse-free, relapsed once, twice,
three times, or four times or more times. Abscissa indicates year
after remission of the first episode. The year of 1996 corresponds
21.7+4.6 (mean=+SD) year after remission of the first episode.

X 2
1~5% 6~10% 11~15%

1.5

relapses/patient/5 year

Total Off On

Total Off On

Total Off On

Incidence of relapse in the three successive 5 year epochs

Incidence of relapse in the three successive 5 year epochs (1 st-
5th yr, 6th-10th yr and 11th-15th yr) after remission of the first
episode expressed as relapses/ patient/ 5 years (mean=+SD). “On
drug” and “Off drug” indicate relapse occurred when on and off
drug, respectively.

% &# : p<0.01 compared with 1st-5th yr
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Year after remission of first episode

Maintenance dose of neuroleptics in 50 patients at5, 10 and 15
years after remission of the first episode as well as at the end of
observation period in 1996.

K#HE T
*1
Correlation

Background Variables Pearson's r p
No. relapses at 1996 0.48 0.0003

at 15th yr 0.31 0.03

at 10th yr 0.25 0.08

at Sthyr 0.13 0.38
No.hospitalizations

at 1996 0.5 0. 0002

at 15th yr 0.17 0.24

at 10th yr 0.21 0.14

at Sthyr 0.037 0.8
Total duration of psychotic episodes

at 1996 0.34 0.015

at 15th yr 0.44 0.002

at 10th yr 0.19 0.18

at 5thyr 0.31 0.03
age 0.023 0.87
age at onset of illness 0.007 0.96
duration of illness 0.056 0.7
duration of medication 0.035 0.81

Correlations of background variables with maintenance dose in
fifty paranoid schizophrenic patients. For the age, age at onset of
illness, duration of illness and duration of medication, values at the
end of observation period in 1996 are shown.
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Changes in Brief Psychiatric Rating Scale (BPRS) positive and
negative scores during 8 -week trial with a dopamine agonist. Each
point represents mean +SEM. The treatment significantly reduced
BPRS negative scores from Week 2 to 8. (* P<0.05, * P<0.01,
Wilcoxon test).
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PHVA at Week 8

0
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BPRS Negative Scores at Week 8

Correlations between pHVA levels (ng/ml) and BPRS negative scores at Weeks 0 and 8.
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Pharmacotherapy and pathophysiology of schizophrenia

Tetsuro Ohmori
Department of Neuropsychiatry, The University of Tokushima School of Medicine, Tokushima

SUMMARY

Antipsychotic drugs are indispensable in the treatment of schizophrenia. They are
useful in ameliorating positive symptoms as well as preventing psychotic relapses.
However, there are patients who become refractory to the drug after repeated relapses.
We conducted a retrospective study in fifty outpatients with paranoid schizophrenia who
have been seen at our clinic for a duration of 15 years or more since their first psychotic
episodes. It was found that the maintenance dose was correlated significantly with the
number of previous relapses and total duration of psychotic episodes. These results sug-
gest that repetitive psychotic relapses lead to a lower threshold for relapse and conse-
quently require a higher antipsychotic dose for prevention. Behavioral sensitization to
amphetamine may provide a model to study neuroplastic change after repeated relapses.

Another limitation of antipsychotic drugs is the lack of effects in the negative symp-
toms. A dopamine agonist rather than a dopamine antagonist may be useful in the treat-
ment of negative symptoms. Atypical antipsychotics may have some advantage to im-
prove these symptoms. In addition to the dopaminergic system, glutamatergic and
serotonergic systems seem to be involved in the pathophysiology of the negative symptoms

of schizophrenia.

Key words : schizophrenia, antipsychotics, relapse, negative symptoms, amphetamine



