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I ntrOd u CtIOn In detailed analysis, we have found that L17E has an unique mechanism

Transient

of action: L17E stimulates polymerization of actin followed by induction of coll-membrane ©oTm2cromolecule
Development of systems that effectively bring macromolecules into cytosol membrane ruffling. At that site L17E transiently permeabilize the ruffled ® _C ) permeabilization e
should be beneficial for the understanding of biological significance of cytosolic plasma membrane and macromolecules enters into cytosol within 5 min. ﬁtéf:'é:%n,\ e As LA an
components by modulating their functions using macromolecules, and for This mode of action is thought to be the crucial mechanism for cytosolic .. P | & Doy S AN
developing therapeutic systems based on these understandings. Our laboratory delivery of macromolecules rather than endosomal destabilization. e 4 ol imerir

developed a peptide “L17E” that delivers macromolecules into cytosol, by modifying
the sequence of a hemolytic spider venom peptide M-lycotoxin (Akishiba, M., et

al., Nat. Chem. (2017)). L17E is capable of efficiently delivering various bioactive [A(feeg;ggﬁgélfngﬁf'w To improve the cytosolic delivery activity of L17E, we focused on the helical structure formation of the peptides
proteins, including 1gG, into cytosol. Specific recognition of cytosolic proteins and treatment; 1hr in a-MEM(- dependent on endosomal pH decrease to more interact with endosomal membranes to improve the endosomolytic activity.
suppression of glucocorticoid receptor-mediated transcription were thus achieved ! We have succeeded in obtaining a peptide named “HAad”, by stepwise remodeling of L17E. HAad attained a significantly
using the targeting 1gGs in the presence of L17E. improved cytosolic delivery of various macromolecules (polydextran and Cre recombinase).

Akishiba, M. and Futaki, S., Mol., Pharmaceutics (2019).
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