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Figure 1. Circle’s MXMO™ Discovery Synthesis Platform. The platform was used to identify macrocyclic inhibitors!-2 of Cyclin A34 Figure 4. Example Sidechains that were Applied in A and B. Starred compounds were
.‘ (left). The lariat scaffold shown is a model representing the transformations that were made possible using our platform (right). used for both A and B, unstarred compounds were used for A only.
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Figure 2. Coupling Condition Decision Schematic. Choice A or B is relative to steric hindrance of the y

preceding AA.

Figure 3. Late-stage On-resin Sidechain Amine Functionalization. Dde protected Lys derivative were used for

HATU/DIPEA served as our main coupling reagent for routine SPPS as it consistently produced low racemization PG orthogonality with Boc protected Lys derivatives. Various methods were applied to attain diverse and on- Ciaure 7. C cllzatlon Condltlon
AA couplings at high conversions. Also, it dependably coupled AAs onto NMe-AA species or other 2° amines if demand sidechain functionalization at 50 pmol. Reglgtive 0 C);yclization Point. X Figure 8. Crude Linear Low-volume Cyclization of 31 at 50 pmol Scalg. Workup
reacted twice at 50 pmol scale. and X,. » 1 free cyclization, Path 2, achieved acceptable yield and purity in shorter time.
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