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# Molecular Design for Cytosolic Delivery of Antibodies Using an Intracellular Delivery Peptide
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Results & Discussion
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Cytosolic antibody delivery
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Hydrophilic Hogna carolinensis
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IWLTALKFLGKHAAKHLAKQOLSKL-amide 1.36

IWLTALKFLGKHARKHEAKQQLSKL-amide >40

Cytosolic antibody delivery was
achieved by mixing L17E and antibodies

L17E
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K Created L17E trimer to improve
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Influx occurs approximately 1 min
after attach with the cell.
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Coacervate formation
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Iwata, et al., Angew. Chem. Int. Ed. (2021)

Requires random fluorescent labeling
> Affects antigen recognition and reproducibility
> Difficult to analyze interaction patterns

Development of antibody molecules that form coacervates and
achieve cytosolic delivery without fluorescent labeling.
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Formation of stable coacervates in HBS by introducing negatively charged
tags into the heavy and light chains.
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* The delivery efficiency differed depending on the tag sequence
*k Coacervate composed of E20-(EsY)2 demonstrated the highest delivery efficiency

0.14 Unstable under physiological condition

(150 mM NacCl
50 mM

* Electrostatic interactions
are important for
coacervate formation

* Coacervate formation
under physiological
condition is crucial for
cytosolic delivery of

Antibodies.
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FeB(L17E)3 final conc. 1 pM, IgG-E20-(E4Y)2 final conc. 1 pM, (Peptide/Ab; 1), scale bars; 50 pm

Summary

* A negatively charged antibody scaffold was created to form a coacervate with
FcB(L17E)3 and achieve intracellular delivery of antibodies.

* The stability of coacervate at physiological salt concentrations was important for
intracellular delivery by the coacervates.

* Intracellular uptake of the coacervate may be a novel uptake mechanism.



