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Manipulation of Biomolecular Interactions with

Molecular Glues and Their Biomedical Applications
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Figure 3. (a) Molecular structure of Glue,-BA. (b) Enhanced inhibition of enzymatic activity by conjugation of
BA to molecular glue (Glue o-BA).
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Figure 6. (a) Schematic illustration of light-triggered nuclear translocation of guests conjugated with a CagedGlue
tag. (b, ¢) Confocal laser scanning micrographs of Hep3B cells after 3-h incubation at 37 °C in EMEM
containing CagedGlue-NBD (10 uM) followed by rinsing with D-PBS. Micrographs were recorded upon
excitation at 488 nm (A,,s = 500-530 nm) before (b) and after (c) two-photon irradiation at 710 nm for 2 min
(30 s x4). The dashed circle in (b) represents the irradiated area.
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Figure 7. Photomodulation of HGF/c-Met interaction by photocleavable molecular glue ("°Glue-NBD).
PCGlue-NBD adheres to the surface of HGF and inhibits its interaction with c-Met. Upon photoirradiation,
PCGlue-NBD is degraded and liberates HGF. Then, HGF binds to c-Met, followed by its dimerization and
phosphorylation, which induces cell migration.
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Figure 8. (a) Average total migration distances of
DU145 cells (n = 30) after 12 h at 37 °C in
RPMI1640 (0.5% FBS) in the absence and
presence of HGF (500 pM) or "°Glue-NBD/HGF
(F°Glue-NBD] = 2 uM, [HGF] = 500 pM) before
and after UV irradiation (365 nm, 2 min). (b)
Western blotting profiles of phosphorylated c-Met
(p-Met) obtained from DU145 cells. The cells
were incubated for 60 min at 37 °C in the absence
and presence of HGF (500 pM) or PCGlue-
NBD/HGF ([*°Glue-NBD] = 5 uM, [HGF] = 500 pM)
before and after UV irradiation (365 nm, 2 min).
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