	Protein (Environment)
	ΔHTm (kcal/mole)
	ΔG° at 37 °C (kcal/mole)
	ΔS (kcal/mole·K)
	Tm (°C)
	ΔHTm /ΔHcal

	C2B (EGTA)
	69.2±0.6
	1.73±0.08
	0.22±0.01
	46.4±0.1
	1.44

	C2B (Ca2+)
	81.9±0.5
	3.79±0.09
	0.25±0.01
	59.0±0.1
	1.39

	C2B (PS)
	63.4±0.2
	1.16±0.01
	0.20±0.01
	43.5±0.1
	1.61

	C2AB (EGTA)
	103.1±0.4
	2.25±0.01
	0.32±0.01
	45.6±0.1
	1.06

	C2AB (Ca2+)
	112.8±0.5
	4.09±0.01
	0.34±0.01
	59.2±0.1
	0.97

	C2AB (PS)
	86.2±0.3
	1.68±0.01
	0.27±0.01
	44.8±0.1
	1.05

	C2AB (PIP2)*
	188±3
	4.00±0.60
	0.59±0.02
	44.4±0.1
	NA

	C2AB (Ca2+, PIP2)*
	140±1
	5.80±0.04
	0.42±0.01
	58.0±0.1
	NA


Table S3. Thermodynamic parameters and associated errors for C2B and C2AB using FLT λem of 345 nm. Analogous controls were performed for C2A. When FLT integrated fluorescence intensity was normalized and globally fit, there was no substantial variation in calculated fit parameters. This indicated water fluorescence (water raman at 328 nm) at 340 nm was negligible.
