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Different terminal capping of tau PHF6 displays distinct effects on the structural

stability of membrane-bound PHF6 fibril and fibril-induced membrane disruption
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1 | Introduction 2 | Materials & Methods

Four capping variants of PHF6 peptides:
System 1: Ac-PHF6

Abnormal aggregation of tau into amyloid fibrils is closely linked to Alzheimer’s disease and other
neurodegenerative diseases [1]. Tau interacting with membranes Is experimentally reported to promote
protein fibrillization and disrupt membrane integrity [2], thus causing neurotoxicity. The hexapeptide System 2: Ac-PHF6-NH,

PHF6 is the crucial fibril-nucleating core and widely serves as a model system to study the aggregation System 3: PHF6

of tau proteins [3], while the effect of terminal capping on its interaction with membranes and the System 4: PHF6-NH,

underlying mechanisms remain elusive. Herein, we perform extensive all-atom molecular dynamics System: Fibril | Fibril + Membrane
simulations to investigate the interactions between four capping variants of PHF6 fibrils and membranes, Method: MD in NPT ensemble, 1 ps

as well as the resulting fibril stabilization and membrane disruption. Force Field: AMBER99SB-ILDN
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