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1. BACKGROUND

Neuroinflammation is evident in 
approximately 50% of individuals with 
schizophrenia and associated with
greater clinical severity and treatment 
resistance (1, 3, 4). 

A lipopolysaccharide (LPS) mouse model 
has been developed to evaluate novel 
treatment strategies for high 
inflammation schizophrenia (2).

3. EXPERIMENTAL DESIGN

Adult C57BL/6J mice  ·  Males n=48  ·  Females n=44

Groups: VEH–VEH, LPS–VEH, LPS–CLZ1 and LPS–CLZ3

LPS 0.83 mg/kg i.p. / Dexamphetamine (DEX) 5 mg/kg i.p.

CLZ 1 or 3 mg/kg i.p
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DISCUSSION and CONCLUSION

• In males, LPS enhanced DEX-induced hyperlocomotion, modelling neuroinflammation-associated psychosis-relevant behaviour.
• CLZ 3 mg/kg suppressed this response, supporting the model’s predictive validity (CLZ 1 mg/kg was ineffective).
• Therefore, CLZ 3 mg/kg was established as the positive control for future testing of novel therapeutics in male mice.
• The LPS-enhanced phenotype was not evident in females, indicating sex-dependent model expression under these conditions

The male LPS–DEX mice model demonstrated predictive validity for neuroinflammation-associated psychosis-relevant behaviour, with CLZ 3 
mg/kg established as the positive control for future therapeutic testing; this effect was not reproduced in females

4. INITIAL EXPERIMENTS – ESTABLISHMENT OF MODEL

LPS challenge resulted in more pronounced DEX-induced hyperlocomotion, the LPS effect was more pronounced in males

5A. PREDICTIVE VALIDITY EXPERIMENTS

5B. Animal Welfare Monitoring across the experimental test period

Figure 2A-B. Percentage distance travelled relative to baseline following DEX (5 mg/kg) in (a) male and (b) female mice. In males, locomotor changes across time differed between 
treatment groups (time bin × treatment group: F(24,360) = 11.44, p < .001, η² = .43), with significant effects of time bin and group (both p < .001). Females showed an effect of time bin 
(p < .001), but no group effect (p = .60) or interaction (p = .69). Symbols: * LPS–SAL vs VEH–SAL; + LPS–CLZ3 vs LPS–SAL; # LPS–CLZ1 vs LPS–SAL; & LPS–CLZ3 vs VEH–SAL

2. OBJECTIVE

1) To validate the predictive validity of 
the newly developed LPS model using 
clozapine (CLZ)

2) To establish a positive control for 
future testing of novel therapeutics
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LPS Males

LPS significantly enhanced DEX-induced hyperlocomotion in male mice

 Clozapine dose-dependently suppressed this response (i.e. at 3 mg/kg)

Females

LPS did not enhance DEX-induced hyperlocomotion

Clozapine produced no significant treatment effect

Male and female mice responded similarly to the LPS challenge when considering welfare and body weight scores
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Figure 1A - Males Figure 1B - Females

Figure 2A — Males Figure 2B — Females

Animal Welfare Monitoring
• Body weight and sickness were monitored at 0, 2, 16, 18 and 40 h 

after the first LPS injection. 
• Sickness scores combined appearance, activity, eye and respiration 

ratings; higher scores indicated greater severity Figure 3A — Males Figure 3B — Females

Figure 3A-B. Body weight (% relative to baseline) and total sickness scores in (a) male and (b) female mice. In LPS-treated groups, body weight progressively decreased, while sickness 
scores peaked 2 h after the second LPS injection and declined by 40 h in both sexes. Data are mean ± SEM; higher scores indicate greater sickness severity

Figure 1A-B: Percentage distance travelled relative to baseline following DEX (5 mg/kg) in (a) male and (b) female mice, 40 h after 2× VEH or LPS. Time × LPS interaction: F(8,632) = 
31.75, p < .001, η² = .287. Data are mean ± SEM. Asterisks indicate LPS effects; dollar signs indicate sex effects
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