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Paththysiology of cognitive dysfunction in schizophrenia focusing on the
hypothesis of accelerated cerebral aging by CCL11
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The purpose of this study was to test whether CCL1l is involved in the
pathogenesis of cognitive dysfunction in schizophrenia. Translational studies were conducted using
basic and clinical research. Studies of animal models showed that acute and chronic alterations in
dopamine and glutamate neurotransmission showed no elevation of CCL1l1, suggesting that
pathophysiology related to psychiatric symptoms and neuroinflammation related to cognitive function
are independent. Animals injected with CCL11 alone didn’ t show an increase in activated microglia
and myelin sheath tissue injury, suggesting that the direct involvement of CCL11 in inflammation
may be weak. Clinical studies showed that higher CCL11 concentrations were associated with lower
cognitive dysfunction in a patient group with schizophrenia, indicating a greater contribution of
CCL11 in patients.
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(Harvey et al, Schizophrenia Research, 2017)

CCL11
CCL11
CCL11
CCL11
CCL11
CCL11
1
CCL11
2
FRTEETILEY

(ce 1%BR5ET ;l,\
fiéi D 7 B9 MR R
L HEETIL )

NMDAS: 23 {444

BRETETIL:
MEXAEDE

TILEN )

(MATRICS

CCL11

CCL11

(Villedaet d, Nature, 2011)
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MCCB composite score
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- Healthy control Schizophrenia
— Variables
2 : B (95%CT) P B (95%CT) P
- Sex (Women), reference:men  -1.28 ( -8.66 - 6.11 ) 0.728 =763 ( -200 - 471 ) 0215
A Age 20.06 ( -0.32 - 020 ) 0.661 024 (079 - 031 ) 0379
i Estimated premorbid 1Q 0.65 ( 012 - 118 ) 0.018 117 ( 064 - 169 ) <0.001
S Education level (year) 049 ( -1.17 - 215 ) 0.550 -0.13 ( -201 - 175 ) 0.88
o CCL 11 plasma level (ng/ml) ~ 0.02 ( -0.06 - 0.11 ) 0.556 017 ( 031 - 004 ) 0014
. — Learning effectiveness 278 ( -435 - 9.88 ) 0435 11.62 ( -0.18 - 234 ) 0.053
Healthy control
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