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EFFECT OF 5-HT6-R BLOCKADE ON NMDA ACTIVATION 
IN AN INNOVATIVE ANIMAL MODEL OF SCHIZOPHRENIA

Caroline LAHOGUE1, Jean-Marie BILLARD1, Thomas FRERET1, Valentine BOUET1

1Normandie Univ, UNICAEN, INSERM, COMETE GIP CYCERON, 14000 Caen, France

Memory impairments belong to symptoms of schizophrenia which 
are not alleviated by antipsychotic drugs

→ Serotoninergic subtype 6 receptors (5-HT6-R) are an interesting
target to improve current treatment:
• localized in regions involved in schizophrenia such as hippocampus

• reverse memory deficit by selective blockade (SB-271046) [1]

→ N-methyl-D-aspartate subtype of glutamate receptors (NMDA-R):
• are key regulators of memory processes

• have crucial role in the physiopathology of schizophrenia [2]

AIMS

The combination between genetic x environmental factor

induces working memory deficit in 2-hit male mice. This is not

accompanied with deficit in basal NMDA-R activation in 2-hit

male mice.

We are now investigating the expression of synaptic plasticity

(long term potentiation, LTP) which requires more intense

NMDA-R activation, along with other memory functions

(object/place discrimination).

5-HT6-R antagonist SB-271046 whatever the dose increases

NMDA-R activation in all groups. This increase could prevent

working memory deficits and possible LTP dysregulation in 2-hit

mice.
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Assess memory deficit in a 2-hit model and investigate
the effect of a 5-HT6-R antagonist (SB-271046) on basal 
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Y mazeMice freely explore Y-maze for 8 min.
Successive entries in 3 different arms was

considered as an alternation
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NMDA-R activation with SB-271046

% 𝑎𝑙𝑡𝑒𝑟𝑛𝑎𝑡𝑖𝑜𝑛 =
𝑛𝑢𝑚𝑏𝑒𝑟 𝑜𝑓 𝑎𝑙𝑡𝑒𝑟𝑛𝑎𝑡𝑖𝑜𝑛𝑠
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