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Up to 80% of drug targets remain beyond the reach of small molecules and biologics. Cyclic
peptides contain the favorable selectivity and high affinity of proteins, and the beneficial features
of small molecules, and could be capable of drugging many of those targets. However, key
challenges remain including cell permeability and oral bioavailability. We present a physics-
based Generative Al approach to design de novo cyclic peptides that exhibit passive permeability
and high affinity. As an example, we discuss how Menten AI’s generative Al platform was used
to design cyclic peptides targeting a challenging PPI. Results show cyclic peptides achieved cell-
permeability in PAMPA assays with Papp>10*-6 as well as functional inhibition of the target.



