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Figure S1. Ramachandran plot generated by PROCHECK program for the modelled structure of human P-gp in inward-facing state. [A, B, L] represent the most favoured regions, [a, b, l, p] denote additional allowed regions, and [~a, ~b, ~l, ~p] generously allowed regions. Black squares represent all residues except glycine and proline residues and black triangles glycine residues. 
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Figure S2. RMSD values (all atoms) of each NBD from the initial structure as a function of time during the 10 ns simulations.
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Figure S3. Changes of the distance (d) between two NBDs’ geometric centers in x, y and z directions.
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Figure S4. Changes of the coordinates of the two NBDs’ centers of mass in x, y and z directions.
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Figure S5. The top-down view of the relative positions between NBDs and cytoplasmic parts of TMDs in the initial structure (a) and the targeted one (b). TM2, TM3, TM6, TM10, TM11 and IHs are colored in red, green, orange, blue, cyan and purple, respectively. NBD1 and NBD2 are colored in black and gray, respectively. The TM helices interacting with NBD2 are colored in pink.
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Figure S6. Locations of cICL1 to cICL6 of human P-gp in the inward-facing state. The first and second halves of human P-gp are shown in green and gray, respectively.
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Figure S7. Locations of ICL1 to ICL6 of human P-gp in the IF state (a) and (b). The first and second halves of human P-gp are shown in green and gray, respectively. Interaction energies between ICLs and NBDs are shown in (c).
Table SI. Residues selected in every TM helixa  
	
	Periplasmic 

residues
	Cytoplasmic 

residues
	
	Periplasmic 

residues
	Cytoplasmic 

residues

	TM2
	Glu109
	Ala154
	TM8
	Gln750
	Ser795

	TM3
	Thr209
	Thr173
	TM9
	Ile852
	Arg817

	TM4
	Leu213
	Glu255
	TM10
	Thr858
	Thr898

	TM5
	Ser319
	Arg276
	TM11
	Leu963
	Tyr920

	TM6
	Glu330
	Lys367
	TM12
	Asp973
	Glu1013

	TM1b
	Thr76
	
	TM7b
	Gly737
	


a All the periplasmic and cytoplasmic residues individually have approximately the same z-axis coordinates.
b As TM1 and TM7 have almost no cytoplasmic parts, no cytoplasmic residues were selected.
