
Table S2: Experimental and calculated changes in free energy for protein-phosphopeptide complex formation for mutations in the environment of the phosphate group in protein-phosphopeptide complexes.

	Protein
	Peptide
	Structure
	Resolution (Å)
	Mutation
	Contacts with the phosphorylated residue
	((Gdephosphorylation (kcal/mol)

	
	
	
	
	
	
	Experimental
	Calculated

	14-3-3 Z
	RLYHpSLPA
	1qja
	2.00
	E180K
	Ion pair
	0.92 
 ADDIN EN.CITE 
[1]

	2.55

	P56-LCK SH2/SH3 domain
	EGQpYQPQPA
	1lck
	2.50
	R134K
	H-bond, cation-π interaction
	0.43 
 ADDIN EN.CITE 
[2]

	0.25

	PLK-1 Polo-Box domain
	PMQSpTPL
	1umw
	1.90
	H538A/K540M
	H-bond/H-bond
	3.44 
 ADDIN EN.CITE 
[3]

	2.45

	SAP SH2 domain
	TIpYAQVQK
	1d4w
	1.80
	R32Q
	Two H-bonds
	1.14 [4]
	2.23

	SAP SH2 domain
	TIpYAQVQK
	1d4w
	1.80
	C42W
	H-bond
	1.44 [4]
	0.17

	SAP SH2 domain
	TIpYAQVQK
	1d4w
	1.80
	T53I
	Hydrophobic contact
	-0.02 [4]
	0.63

	Src SH2 domain
	PQpYEpYIPA
	1nzl
	1.90
	R311A
	H-bond
	0.53 [5]
	0.59

	Src SH2 domain
	PQpYEpYIPA
	1nzl
	1.90
	R311F
	H-bond
	0.00 [5]
	0.89

	Src SH2 domain
	PQpYIpYVPA
	1nzv
	2.10
	R311A
	H-bond
	0.90 [5]
	0.37

	Src SH2 domain
	PQpYIpYVPA
	1nzv
	2.10
	R311F
	H-bond
	0.00 [5]
	0.74

	Src SH2 domain
	PQpYEEIP
	1sps
	2.70
	R12A
	H-bond
	1.06 [6]
	1.69

	Src SH2 domain
	PQpYEEIP
	1sps
	2.70
	R32A
	Two H-bonds
	3.20 [6]
	2.87

	Src SH2 domain
	PQpYEEIP
	1sps
	2.70
	S34A
	H-bond
	0.89 [6]
	1.96

	Src SH2 domain
	PQpYEEIP
	1sps
	2.70
	E35A
	Ion pair
	0.43 [6]
	-1.40

	Src SH2 domain
	PQpYEEIP
	1sps
	2.70
	T36A
	H-bond
	1.02 [6]
	0.68

	Src SH2 domain
	PQpYEEIP
	1sps
	2.70
	T37A
	H-bond network
	-0.19 [6]
	-0.06

	Src SH2 domain
	PQpYEEIP
	1sps
	2.70
	C42A
	Hydrophobic contact
	-1.13 [6]
	-0.04

	Src SH2 domain
	PQpYEEIP
	1sps
	2.70
	C42S
	Hydrophobic contact
	-0.79 [6]
	0.22

	Src SH2 domain
	PQpYEEIP
	1sps
	2.70
	S44A
	H-bond network
	0.19 [6]
	0.09

	Src SH2 domain
	PQpYEEIP
	1sps
	2.70
	H58A
	H-bond network
	0.32 [6]
	1.08

	Src SH2 domain
	PQpYEEIP
	1sps
	2.70
	K60A
	H-bond, hydrophobic contact
	1.37 [6]
	1.11
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