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: Background: Circulating neurosteroids play an important

role in sex-different psychopathology in schizophrenia
patients. On the other hand, neurosteroids associate with
cognitive dysfunction, which has poor response to
antipsychotics treatment. To date, exercise is proposed to
have potential efficacy in improving cognitive performance,



however, it still lacks consistent evidence regarding the
effects of longer-duration intervention of aerobic walking
on the clinical phenotype and cognitive function in
schizophrenia patients in association with the circulating
neurosteroids.

Methods: We planned to recruit schizophrenia patients to
conduct a 24-week single blind randomized clinical trial.
Computerized randomization was adopted to allocate
schizophrenia participants in treatment-as-usual (TAU) and
24-week aerobic walking (TAW) groups with 1:1 ratio. At
baseline, the psychopathology was evaluated using Positive
and Negative Syndrome Scale (PANSS), depression severity
using 17-item Hamilton Depression Rating Scale (HAMD), the
cognitive function using the Brief Assessment of Cognition
in Schizophrenia (BACS), and metabolic status measuring
weight, waist, and hip circumferences. Patients’ blood
samples were collected to determine the serum levels of
circulating neurosteroids. Every participant followed at
the end of 12 and 24 weeks.

Results: During the period of this project, we recruited 55
schizophrenia patients who were allocated into TAU (n=25)
or TAW group (n=30) by computerized randomization. Until
3lst Jan. 2023, 15 patients were undergoing the single-
blind trial, including 3 patients were at the first 12-week
stage and 12 patients at the second 12-week stage. 40
patients were unblinded, included 16 were TAU group and 24
were TAW groups. All 16 patients in TAU group completed 24-
week trial. Among 24 patients with a male/female ratio of
10:14 in TAW group, 14 patients with a male/female ratio of
8:6 completed 24-week programs, 5 withdrew consent during
the first 12- week program, and 5 withdrew consent during
the second 12-week program. The 12-week and 24-week TAW
completion rates were 79.2% and 58. 3%, respectively. The
completion rate in male was higher than that in female
patients (80.0% v.s. 42.9%). There were no severe adverse
events.

Conclusions: Based on unblinded data, 12-week aerobic
walking 1s more feasible intervention than 24-week aerobic
walking for schizophrenia patients. Male schizophrenia
patients have trend of higher completion rate of 24-week
aerobic walking than female patients. However, due to
limited small sample size, the overall completion rate and
1ts sex difference regarding neurosteroids will be analyzed
after all participants are unblinded.
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Background: Circulating neurosteroids play an important role in sex-different psychopathology in
schizophrenia patients. On the other hand, neurosteroids associate with cognitive dysfunction, which has poor
response to antipsychotics treatment. To date, exercise is proposed to have potential efficacy in improving
cognitive performance, however, it still lacks consistent evidence regarding the effects of longer-duration
intervention of aerobic walking on the clinical phenotype and cognitive function in schizophrenia patients in
association with the circulating neurosteroids.

Methods: We planned to recruit schizophrenia patients to conduct a 24-week single blind randomized clinical
trial. Computerized randomization was adopted to allocate schizophrenia participants in treatment-as-usual
(TAU) and 24-week aerobic walking (TAW) groups with 1:1 ratio. At baseline, the psychopathology was
evaluated using Positive and Negative Syndrome Scale (PANSS), depression severity using 17-item Hamilton
Depression Rating Scale (HAMD), the cognitive function using the Brief Assessment of Cognition in
Schizophrenia (BACS), and metabolic status measuring weight, waist, and hip circumferences. Patients’ blood
samples were collected to determine the serum levels of circulating neurosteroids. Every participant followed at
the end of 12 and 24 weeks.

Results: During the period of this project, we recruited 55 schizophrenia patients who were allocated into TAU
(n=25) or TAW group (n=30) by computerized randomization. Until 31 Jan. 2023, 15 patients were
undergoing the single-blind trial, including 3 patients were at the first 12-week stage and 12 patients at the
second 12-week stage. 40 patients were unblinded, included 16 were TAU group and 24 were TAW groups. All
16 patients in TAU group completed 24-week trial. Among 24 patients with a male/female ratio of 10:14 in
TAW group, 14 patients with a male/female ratio of 8:6 completed 24-week programs, 5 withdrew consent
during the first 12- week program, and 5 withdrew consent during the second 12-week program. The 12-week
and 24-week TAW completion rates were 79.2% and 58.3%, respectively. There were no severe adverse events.

Conclusions: Based on the unblinded data, 12-week aerobic walking is more feasible intervention than
24-week aerobic walking for schizophrenia patients. However, due to limited small sample size, the overall
completion rate and its sex difference regarding neurosteroids will be analyzed after all participants are
unblinded.

Keywords: Neurosteroid, Clinical phenotype, Cognitive function, Schizophrenia, Sex difference, Walking
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