MAP4K4 mediates human cardiac muscle cell death: Preserving viability and
function in human pluripotent stem cell-derived cardiomyocytes
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Overview

The Unmet Need The Target The Opportunity: Inhibiting MAP4K4 to Reduce Cardiac Cell Death

MAP4K4 is activated
v in diverse human cardiomyopathies
v" In response to apoptotic triggers in genetic & microsurgical mouse models

v by oxidative stress & the anti-cancer drug, Doxorubicin, in cultured rat
cardiomyocytes
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 Heart disease is a paramount cause of
global death & disability.

« Cardiac muscle death is a component of
both acute ischemic injury & chronic heart
failure.
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» Potent shRNAs conferred protection against H,O.,.

« Gene silencing strongly suggests a requirement for
endogenous MAP4K4 in human cardiac cell death.

the endangered cardiomyocyte.

* Therapeutic progress has been hampered
by lack of pre-clinical human validation.
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Kinase Kinase Kinase 4 (MAP4K4) is
/")./r*,( /‘:\ a serine-threonine kinase which Model
' b activates the JNK signalling pathway.
. MAP4K4 has rare “folded’ ICell & CorV.4U cardiomyocytes derived from Human pluripotent stem cell-

confirmation of P-Loop motif. derived cardiomyocytes (hiPSC-CM'’s):

. Selective inhibitors were identified via | ¥ EXPpress cardiac cell markers

virtual screen, taking advantage of v’ Spontaneously beat
this feature. v" Expression of clinically relevant protein MAP4K4

Hit-to-Lead Optimisation

Project Criteria Screening Cascade Compound Optimisation
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Target Validation

MAP4K4 Inhibition Protects Function of hPSC-CM’s Mouse Efficacy Model
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MAP4K4 Inhibition Confers Protection in hPSC-CMs & Reduces Cardiac Troponin | Release . 2 different efficacy studies were carried out with the treatment
= post-injury having greater clinical relevance.
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Summary About Domainex

« MAP4K4 is activated in failing human hearts & relevant rodent models.

Domainex is a fully integrated drug discovery CRO based in the UK. If you would like to learn

« DMX-5804, a novel potent, highly-selective, small-molecule inhibitor of MAP4K4 was identified for PoC studies. more about applying our drug-discovery platform to your targets, please contact:
« DMX-5804 rescues cell survival & function in hiPSC-CMs & reduces ischemia-reperfusion injury in mice by >50%. tom.mander@domainex.co.uk oN -
« MAP4K4 is validated target for suppression of human cardiac cell death. wwx.domamex.co.uk A Eﬁ?‘lger e B[ﬁ%rgrent
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This research shows the importance of hiPSC-CMs in drug development to enhance cardiomyocyte '@ Domain Hunting .::: e y = Chemistry

survival & function.
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