Figure S1 The comparison between the docked ligand and the reference for the crystal structure. (a) calculated by AutoDock4.2. (b) calculated by AutoDock vina (c) calculated by CDOCKER
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[bookmark: OLE_LINK308][bookmark: OLE_LINK309][bookmark: OLE_LINK310]Figure S2 Prediction of the possible channel in C-domain by using CAVER program
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Figure S3 The compare of pulling force between four SMD simulations under different spring constants. 
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[bookmark: OLE_LINK514][bookmark: OLE_LINK515][bookmark: OLE_LINK516][bookmark: OLE_LINK111][bookmark: OLE_LINK112]From the pulling force curve (Figure S3) we can see that the smaller setting of spring constants (50 and 500 kJ·mol-1·nm-2) result in an extended simulation time and when the spring constant was set to 3000 kJ·mol-1·nm-2, the pulling force curve significantly fluctuated. However, when the spring constant was set to 1000 kJ·mol-1·nm-2, the simulation can be completed on time and the force curve is favorable. On the basis of the above analysis, 1000 kJ·mol-1·nm-2 was the most reasonable spring constant. 















Figure S4 The compare of pulling force between two SMD simulations under different pulling velocities.
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Under spring constant, 1000 kJ·mol-1·nm-2, we also investigated two velocities. The results (Figure S4) show that under the same spring constant, the bigger pulling velocity, the earlier the peak value of the force comes up, but the peak value is difficult to distinguish. By contrast, when the pulling velocity is set to 0.6 nm·ns-1, the force peak is clearer. On the basis of the above analysis, 0.6 nm·ns-1 was more reasonable velocity. 
















FigureS5 The distance changes between active site residues, which making interactions with AngII by H-bonds in equilibrium stage, and AngII as the simulation time in SMD.
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In Figure S5, the black curve depicts distance changes between Asn66 and AngII initially increased to 0.8 nm at 3 ns. This observation indicates that H-bonding between Asn66 and AngII can be broken at approximately 3 ns as the distance increases. At approximately 4.2 ns, the distance between Phe8AngII and Lys511 was approximately 0.5 nm, and the distance of the other five groups distinctly increased, which indicates that most structure-bonds in stable structures were broken at this point.













[bookmark: OLE_LINK8][bookmark: OLE_LINK9]Figure S6 The conformation when AngII is in the critical state of unbinding (structure at 8.2 ns)
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Figure S7 PMF profile along the unbinding pathway of AngII.
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The Figure S7 shows that the minimum free energy is located at the site where the reaction coordinate is equal to 0 nm. At this point, AngII is in the most stable binding state. With the departure of AngII from the active site, the free energy value increased, which is due to overcoming the residue interactions. When the reaction coordinate was at 2.5nm, the enhancing trend of energy began to slow down, resulting in the appearance of local minimum for PMF curve. In fact, we can judge from the former force and distance curves (Figure 5) that when the reaction coordinate reaches 2.5 nm, AngII is in the critical state of unbinding exactly (at about 8.2 ns). The valley value in the PMF curve indicates that unbinding of AngII was significantly influenced by the residues near the entrance of the channel.










Table S1 The value of decomposition of the binding energy on per residue in unbinding path. 
	Residue 
	△Evdw (kcal mol-1)
	△Eele (kcal mol-1)
	△Esol(kcal mol-1)
	△Etotal(kcal mol-1)

	in the stage after first peak

	Glu123
	1.21
	-36.59
	31.28
	-4.1

	Tyr360
	-0.54
	-3.10
	0.32
	-3.32

	Glu403
	-0.37
	-30.75
	26.27
	-4.4

	Lys511
	-0.68
	-38.56
	36.54
	-2.69

	Arg522
	-0.28
	-14.52
	9.23
	-5.56

	Tyr523
	-3.81
	-2.18
	2.46
	-3.53

	in the stage after second peak

	Lys118
	-0.92
	-19.40
	15.68
	-4.64

	Asp121
	0.16
	-41.49
	37.5
	-3.83

	
	
	
	
	



MM-PBSA results show that six residues (Glu123, Tyr360, Glu403, Lys511, Arg522, and Tyr523) of C-domain, shown in Figure 6(a), were apparently important in the stage after first peak. As shown in Table S1, the total interaction energies between these residues and AngII are lower than −2.5 kcal・mol-1 and the main interaction of AngII with most residues is the electrostatic term.
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