	SIRT3/INT/NAM prepared from 4FVT
	MM/GBSA
	MM/GBSA
	MM/PBSA
	MM/PBSA

	Time 
	Complex
	binding affinity
	Complex
	binding affinity

	2-4 ns
	-7145.4432
	-102.6966
	-5870.7456
	-23.2748

	4-6 ns
	-7149.5995
	-101.3723
	-5884.6758
	-18.8824

	6-8 ns
	-7151.846
	-106.099
	-5870.1801
	-29.0504

	8-10 ns
	-7153.3862
	-107.9865
	-5885.3908
	-28.3602

	10-12 ns
	-7132.1486
	-102.4692
	-5857.4506
	-23.0055

	2-10 ns
	-7146.4847
	-104.12472
	-5873.68858
	-24.51466

	
	
	
	
	

	
	
	
	
	

	SIRT3/INT/NAM prepared from 4BVG
	MM/GBSA
	MM/GBSA
	MM/PBSA
	MM/PBSA

	Time 
	Complex
	binding affinity
	Complex
	binding affinity

	2-4 ns
	-7230.0308
	-126.5697
	-5914.0384
	-29.5659

	4-6 ns
	-7201.1126
	-122.8918
	-5895.3939
	-24.5818

	6-8 ns
	-7183.7454
	-125.1531
	-5875.6046
	-27.8164

	8-10 ns
	-7195.5474
	-126.1936
	-5908.0097
	-29.3962

	10-12 ns
	-7207.4658
	-123.8136
	-5913.0801
	-28.4109

	2-10 ns
	-7203.5804
	-124.92436
	-5901.22534
	-27.95424



MM/PBSA and MM/GBSA calculations reveal that the intermediate loop conformation (as seen in 4BVG) stabilizes the ADPr intermediate over a ternary loop conformation (as seen in 4FVT). To put it the other way around in terms of structure, we could say that a closing of the co-factor loop stabilizes the ADPr intermediate.
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