Table S1. Data collection and structure refinement statistics
	Ligand
	WT
	ΔK210
	ΔK210-risedronate
	ΔK210-pamidronte
	ΔK210-alendronate
	ΔK210-ibandronate
	ΔK210-neridronate
	R205L

	Data collection
	
	
	
	

	Wavelength (Å)
	0.9795
	0.9795
	0.9795
	0.9795
	0.9795
	0.9795
	0.9795
	0.9795

	[bookmark: OLE_LINK14][bookmark: OLE_LINK15]Resolution range (Å) 
	50 -3.15
(3.26- 3.13)a
	50 -3.10
(3.21- 3.10)
	50 – 2.60
(2.69- 2.60)
	50 – 3.20
(3.31 – 3.20)
	50 – 3.20
(3.31 – 3.20)
	50 – 3.20
(3.31 – 3.20)
	50 – 3.40
(3.52 – 3.40)
	50 – 2.80
(2.90- 2.80)

	Space group
	P 21
	P 21
	P 21
	P 21
	P 21
	P 21
	P 21
	P 21

	Unit cell (Å, °)
	42.1, 168.2, 69.7
90, 101.4, 90
	40.2, 170.5, 69.5
90, 101.7, 90
	39.4, 169.3
69.4
90, 102.1, 90
	40.2, 169.5, 
70.0
90, 101.9, 90
	39.5 169.7, 
69.3
90, 102.1, 90
	39.5 169.3, 
69.4
90, 102.1, 90
	40.8, 170.4, 
69.7
90, 101.7, 90
	42.3, 168.7, 
70.1
90, 101.9, 90

	Total reflections
	129308
	73788
	169488
	66531
	76955
	72392
	58294
	142936

	Unique reflections
	16901
	15584
	26261
	13714
	11852
	13370
	11980
	22990

	Multiplicity
	7.7 (5.9)
	4.7 (4.4)
	6.5 (4.7)
	4.9 (3.7)
	6.5 (4.8)
	5.4 (3.9)
	4.9 (3.1)
	6.2 (4.6)

	Completeness (%)
	99.3 (99.1)
	94.2 (83.0)
	98.4 (92.6)
	94.5 (83.5)
	85.3 (72.0)
	95.9 (86.4)
	97.8 (92.2)
	98.4 (95.4)

	Mean I/sigma (I)
	12.6 (3.0)
	17.7 (2.7)
	20.3 (3.1)
	7.8 (1.6)
	10.1 (2.6)
	9.1 (1.4)
	10.0 (1.5)
	13.7 (2.0)

	CC1/2, CC*
	(0.483,0.807)
	(0.903,0.974)
	(0.992,0.998)
	(0.921,0.979)
	(0.974,0.993)
	(0.970,0.992)
	(0.967,0.992)
	(0.655,0.890)

	Rmerge
	0.203 (1.973)
	0.076 (0.458)
	0.083 (0.594)
	0.213 (0.885)
	0.186 (0.585)
	0.173 (0.801)
	0.171 (1.002)
	0.129 (0.774)

	Structure refinement
	
	
	
	

	R-factor/ R-freeb
	0.2296/0.2638
	0.2387/0.2659
	0.2148/0.2616
	0.2599/0.3264
	0.2834/0.3194
	0.2613/0.3295
	0.2553/0.2842
	0.2416/0.2999

	RMS (bonds)
	0.003
	0.002
	0.005
	0.002
	0.002
	0.002
	0.002
	0.003

	RMS (angles)
	0.647
	0.486
	0.922
	0.552
	0.448
	0.532
	0.450
	0.620

	No. of atoms
	5396
	5370
	5427
	5381
	5381
	5381
	5381
	5391

	Macromolecules atoms
	5390
	5364
	5366
	5375
	5375
	5375
	5375
	5385

	Ligands atoms
	6
	6
	6
	6
	6
	6
	6
	6

	Water
	0
	0
	55
	0
	0
	0
	0
	0

	Average B-factor
	39.1
	45.0
	53.9
	45.9
	41.9
	44.5
	35.8
	30.5

	Ramachandran plot statistics
	
	
	
	

	Most favored regions (%)
	93.5
	93.1
	96.9
	89.6
	94.1
	90.2
	93.9
	92.1

	Allowed regions (%)
	5.7
	6.1
	3.1
	9.6
	5.3
	8.9
	5.5
	7.6

	Generously allowed regions (%)
	0.8
	0.8
	0
	0.8
	0.6
	0.9
	0.6
	0.3

	Disallowed regions (%)
	0
	0
	0
	0
	0
	0
	0
	0


 a The values for the data in the highest resolution shell are shown in parentheses.
b Rfree = ∑Test||Fobs| –|Fcalc||/∑Test |Fobs|, where “Test” is a test set of about 5% of the total reflections randomly chosen and set aside prior to refinement for the structure.  
