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Histone modification enzyme inhibitors (HMEis) as novel flukicides.
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Project Background
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acetyl group ®  Fasciola hepatica and Fasciola gigantica — parasitic trematodes with

global impacts on the food and livestock production industry.!
®  Rising resistance to main flukicide, triclabendazole.!

®  Histone modification enzymes (HMEs) are targets of anti-cancer
treatments due to involvement in transcription control.?
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ot ®  Could existing HME inhibitors be repositioned as flukicides,

saving time and money?

Histone methyl-transferase Histone de-methylase . i i . o
(HMT) (HDM) Evidence of phenotype and survivability effects of HME inhibition in
Schistosoma mansoni, a close relative of F. hepatica.?
. .
®  Previous Aberystwyth-based research project demonstrate
This project i tly f d on two HME families — HAT/HDACs (acetyl- dification) and HMT/HDMs (methyl- . . . .
modifcaton) Further nvestigation of cther HME families may occur depending on the outcome of reliminary investigations. encouraging results in S. mansoni HMEi development.*

Project Roadmap Planned Work — Technology at Aber

¢ High-throughput compound
screening — RoboWorm platform
allows automated imaging/video
capture (right).

®  Motility and phenotype scoring of
newly excysted juvenile F. hepatica.

®  Targeted transcript expression and

BIOINFORMATICS

Characterisation of HATs, HDACs, HMTs and
HDMs in Fasciola spp.

CONFIRMATION
Amplification and cloning, localisation

localisation using multi-omics
/o N\ NanoString platform (below). -
COMPOUND TESTING
Trial existing HMEis from the Structural ¢ Development of Al-based imaging '
Genomics Consortium platform following earlier work in S. "
mansoni — collaboration with o
. . . . Life Science Research Network Wales (2013)
Informatics Unlimited (Cambridge). etmotogey s ko
TARG ET VALIDATION ¢ anthelmintic-grug-di?covery/
Identification of druggable HMEs Iteration
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3D structural modelling, in-silico & computational o=

drug design
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