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CUHK research unveils novel disease mechanisms of amyotrophic lateral
sclerosis
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HKNMDA releases survey results of Hong Kong’s first ALS patient registry
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https://link.springer.com/article/10.1007/s00521-020-05026-y



More than 90% of ALS cases are sporadic
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Chinese
SALS
= SOD1 = FUS * TARDBP * C90ORF72
= ATXN2 " SQSTM1 " OPTN = VAPB
= ANG = VCP " UBQLNZ = DCTN1
= PFN1 = HNRNPA1 * CHCHD10 MATR3
= TBK1 = TUBA4A * CCNF = Other and Unknown

Liu et al., Brain Res, 2018
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This research project was conceived following an academic conference held at the University of Oxford in June 2017
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Mutant GGGGCC RNA prevents YY1 from
binding to Fuzzy promoter which stimulates
Wnt/B-catenin pathway in C9ALS/FTD
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—— Crafting patients’ journey ——
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Rare Power Limited provides exceptional services to rare disease patients
through the 3 “C”s: Check, Care and Cure.



RNARREERS YY1EH SbfE
RNA foci YY1 protein merged
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The RNA foci recruit and cause mis-localization of YY1 protein
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Chen et al., Nat Commun, 2023
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Will YY1 mis-localization lead to its dysfunction?

1. YY1 AR P AR EFuzzy FR ZE 7K

YY1 regulates Fuzzy level in neurons

2. FuzzyZ=RZB/KFERGEMHBIIEEREER

Fuzzy level is crucial for the functions of neurons
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Fuzzy protein level
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Fuzzy protein level is downregulated in ALS patient spinal motor neurons

Chen et al., Nat Commun, 2023
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Fuzzy inhibits Wnt/B-catenin pathway activity

Whnt/B-catenin@i&;E T
Wnt/B-catenin pathway activity
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Wnt/B-catenin pathway is activated in ALS cells

Chen et al., Nat Commun, 2023
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Healthy spinal motor neuron

RNARSBIBE YY1 ERBHHEINEEEHL
RNA foci recruit YY1 protein and cause its dysfunction
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Downregulation of Fuzzy protein level
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Wnt/B-catenin{Z 58 1@ B EIE
Activation of Wnt/B-catenin pathway
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Death of ALS patient spinal motor neuron

iFR =& Significance of the findings

YY 1-Fuzzy-Wnt/B-cateninfs 5 18 B HY 28 IR 4 &R A ME SR
HEERME FRIIERE -
YY1-Fuzzy-Wnt/B-catenin signalling offers additional

mechanistic insights into ALS pathogenesis.

MAKRBR 1R ANIE 8 & S RAVFTEES -
The findings unveil new targets for ALS therapeutic

developments.
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