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Figure S1. Effect of ESI-09 on thermal denaturation of EPAC2 in the presence or absence
of 100 uM cAMP. (A) Thermal-induced protein denaturation of EPAC2 under various ESI-09
concentrations in the presence or absence of 100 uM cAMP. (B) Thermal melting temperature
(Tm) of EPAC2 as a function of ESI-09 concentration in the presence or absence of 100 uM
CAMP.
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Figure S2: DMSO does not cause broadening of apo EPAC (149-318) resonances. {15N,
1H}-HSQC spectra for apo EPAC in the absence (A) and presence of 0.5% (B) and 5% (C)
DMSO. (D) Representative section in the overlay of HSQC spectra from (A), (B) and (C). The
presence of 0.5% DMSO results in negligible chemical shift changes for apo EPAC while 5%
DMSO causes some modest chemical shifts, Regardless, at these DMSO concentrations, which
correspond to the amounts used in Figure 5, there is no significant broadening of EPAC peaks as

seen for the samples with ESI-009.
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