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Amyloid-B Aggregation Process

* Amyloid precursor protein =» AB40 and AP42 =» Aggregation =» Fiber




Secondary nucleation of Amyloid-f3
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Secondary nucleation of Amyloid-f3
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Secondary nucleation AB42
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e PDBID: 2MXU

* Fibril: 12 chains m

e Solution: 12 free monomers &»
V4

 Simulations box: 272 A3 &

e Concentration: 1 mM \i




Aggregating Simulations




Aggregates at the final frame
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Aggregates at the final frame
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Aggregates at the final frame
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Aggregates at the final frame
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Aggregates at the final frame
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Polymorphic of the first monomer
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Replication occurs on small and isolated fibril sites
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Conclusions

 Fibril formations was not observed.
« Monomers may not always find the specific sites for secondary nucleation, leading to

oligomers formations.
« The oligomer formation might be related to toxicity, since it is possible to form new

aggregates from it.

New questions

« How does these oligomers compare to the ones obtained from primary nucleation?
« How to locate the specific sites to observe secondary nucleation?
 How much energy is required for the secondary nucleation process to occur?
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