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Patient-derived IPSC models suggest astrocytic
iInvolvement in DM1 neuropathology
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Introduction

Myotonic dystrophy type 1 (DM1) is caused by a CTG-repeat expansion in the DMPK

gene, producing toxic RNA that sequesters MBNL proteins and disrupts RNA
splicing. In addition to muscular symptoms, DM1 causes cognitive impairments,
suggesting central nervous system involvement. We model these effects using
patient-derived IPSC-derived neurons (iNeurons) and astrocytes (hAstrocytes).
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iINeurons show more repeat-foci
but hAstrocytes have more MBNL sequestration
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hAstrocytes (21 DIV) CTG repeat than iNeurons, showing pronounced MBNL sequestration and mis-splicing.

> Neuronal vulnerability may be heterogeneous and cell-state dependent
Bulk iNeuron analyses revealed no clear morphological defects. Noteably, only a
subpopulation showed MBNLZ2 sequestration, highlighting potential neuronal
heterogeneity in DM1.
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