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= TDP-43 pathology is common In patients with frontotemporal dementia (FTD) and amyotrophic lateral
sclerosis (ALS) and is present as co-pathology in other neurodegenerative diseases

= Selective and sensitive biomarkers of TDP-43 pathology currently not available

= Direct detection of TDP-43 aggregates by positron emission tomography (PET) holds promise for better
diagnosis, patient stratification and assessment of therapeutic efficacy in clinical trials

= Building on our expertise in TDP-43 biology and extensive experience with developing CNS PET tracers, we
use our Morphomer® platform to identify PET ligands binding to aggregated TDP-43

Kawakami et al., 2019
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(A) Enrichment of TDP-43 aggregates from human brain allowing elimination of physiological TDP-43 | E = Non-demented control FTLD-TDP Type A FTLD-TDP Type B FTLD-TDP Type C

(B) Validation of the miniaturized radiobinding assay on TDP-43 aggregates from FTLD-TDP brain
and the reference compounds A and B in self-competition.
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(C) Binding profiles showing nanomolar affinity (Kd) for hits from different chemical series on insoulble

fractions from FTLD-TDP Type A brain samples. *Representative curve, mean Kd of n=2 experiments.  (E) Target engagement by high resolution ARG on frozen brain sections of frontal cortex with FTLD-
TDP Type A, B and C pathology. Co-localization of [ HJACI-19278 (sliver grain accumulation) with
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