il

V7 /[ |

ESCRT proteins as targets for novel

]

1 : :
== - antipsychotic drugs SOPHION
) 1DV Shalaby M, Kantamneni S, McLean SL BIOSCIENCE
University of Bradford School of Pharmacy and Medical Sciences, University of Bradford, UK

Hypothesis \ _Objective | swwnes

Neuregulin

Hypofunction of NMDARS in heurons is a ) — | Evaluate the action of knocking down

Exocytosis ;;-‘;;_,_,, \ : . .
convergent mechanism of major genetic Ds® - Lysosome TSG101 or silencing the effect of
and/or environmental risks, leading to \Q . 7--%)) | VPS4a

on the surface expression of NMDARs

schizophrenia. Ubiquitin @ 3 ﬁ‘ .
NR1/NR2a in HEK293 cells

Early endosome

Knocking down of Tsg101 or silencing of ESCRT1 Vescrrz @ ©
Vpsda will dec.rease the degrada’Flon of MVB  ESCRTO .& " Ty Evaluate the functioning activity of the | pynamin
NMD ARS and InNcrease the recyclln g and o A ove rexpresse d NMD ARS
signalling of the receptors —e Endosomal 2 ¢
membrane lumen

Figure 1: ESCRT machinery is involved in endosomal

Results maturation and degradation of NMDARs Figure 2: Degradation of NMDARs in

Schizophrenia

1 The knocking down of TSG101 and silencing of VPS4a increased the surface expression of NMDARs subunits (NR1 and NR2a)
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9 The knocking down of TSG101 increased the calcium signalling of NMDARs and
alleviated the blocking action of phencyclidine
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