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Figure S1. Root mean square deviations (RMSD) of heavy atoms in backbone of p38 MAP kinase along 10 ns conventional MD simulations. The systems of 1 and BIRB796 were colored in blue and red, respectively.

Table S1. Energy difference between experimental data and PMF values based on US (kcal/mol).
	Name
	Pathway
	PMFUSa
	ΔPMFUSb
	ΔGexp
	ΔΔGexpc

	1
	ATP Pathway
	-19.03±0.39
	7.03
	-8.11
	5.56

	BIRB796
	
	-26.06±0.37
	
	-13.67
	

	1
	Allosteric Pathway
	-12.34±0.18
	7.23
	-8.11
	5.56

	BIRB796
	
	-19.57±0.33
	
	-13.67
	


aThe PMFUSs and the standard deviations were estimated by averaging the ensemble energy from 15 to 20 Å reaction coordinate based on the last 1 ns US simulations.
bThe expected binding free energy differences were calculated by ΔPMFUS = PMF1 – PMFBIRB796.
cThe experimental binding free energy difference was calculated by ΔΔGexp = ΔG1 – ΔGBIRB796.
