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Figure S1. ERRAT analysis of TNAP residues. Only few residues crossed values indicating that their
spatial orientation may be incorrect.
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Figure S2. Verify3D analysis. Average score is in close vicinity to desired value (about 0.2)



Psi (degrees)

—meTasad) -b

HIS .'}/ (A)

b
ARG 244 (A) —
L —
~1
1
— A
Y -
!\LI-" - (:&h |
SE I-wc )
- ~ * - A
A

| R
90 +— * —_—
T _]
135" - '_, | - | .

b | o .
.| A.‘. | —IA A Y 4

2180 -135 90  -45 0 45 90 135
Phi (degrees)

Plot statistics

Residues in most favoured regions [A,B,L] 325 77.2%
Residues in additional allowed regions [a,b,l,p] 91 21.6%
Residues in generously allowed regions [~a,~b,~l~p] 2 0.5%
Residues in disallowed regions 3 0.7%
Number of non-glycine and non-proline residues 421 100.0%
Number of end-residues (excl. Gly and Pro) 425
Number of glycine residues (shown as triangles) 86
Number of proline residues 44
Total number of residues 976

Based on an analysis of 118 structures of resolution of at least 2.0 Angstroms
and R-factor no greater than 20%, a good quality model would be expected
to have over 90% in the most favoured regions.

Figure S3. Ramachandran plot of the protein

180



Type = Compound 1 free state  Type = Compound 2 free state Type = Compound 1 complexed Type = Compound 2 complexed

10
™
=
S 09
=
2
208
c
[
O o7

0 5 10 15 0 5 10 15 0 5 10 15 0 5 10 15
Time [ns] Time [ns] Time [ns] Time [ns]

Figure S4. System density change in time for compounds 1 and 2 during equilibration prior to Tl

Type = Compound 1 free state  Type = Compound 3 free state Type = Compound 1 complexed Type = Compound 3 complexed

_lo
m
=
S 09
=
2
=08
c
o

0.7

0 5 10 15 0 5 10 15 0 5 10 15 0 5 10 15
Time [ns] Time [ns] Time [ns] Time [ns]

Figure S5. System density change in time for compounds 1 and 3 during equilibration prior to Tl
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Figure S6. System density change in time for compounds 1 and 4 during equilibration prior to Tl
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Figure S7. System density change in time for compounds 1 and 5 during equilibration prior to Tl
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Figure S8. System density change in time for compounds 1 and 6 during equilibration prior to Tl
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Figure S9. System density change in time for compounds 1 and 7 during equilibration prior to Tl
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Figure S10. System density change in time for compounds 1 and 8 during equilibration prior to Tl
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Figure S11. Radius of gyration for protein during 20 ns long simulations repeated 10 times (10 ns
truncated as an equilibration period). Non-bound protein used as a control.



> Ligand = 1 Ligand = 2 Ligand = 3
26 ¢

24 4

Rg[A]

20

28 1 :
26 i

224

i
1
‘z
]
|
|
|
|

20

T T T T T
. Ligand = 7 Ligand = 8 Ligand = Control

26 i

24 1 i

Rg[A]

20

18 T = T = T T = T = T T = T = T
1 2 3 1 2 3 1 2 3
Simulation Simulation Simulation

Figure S12. Radius of gyration for protein during 100 ns simulations repeated 3 times (10 ns
truncated as an equilibration period). Non-bound protein used as a control.
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Figure S13. RMSD of CA atoms of the protein during 20 ns long simulations repeated 10 times (10
ns truncated as an equilibration period). Non-bound protein used as a control.
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Figure S14. RMSD of CA atoms of the protein during 100 ns simulations repeated 3 times (10 ns
truncated as an equilibration period). Non-bound protein used as a control.
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Figure S15. Solvent-accessible surface area of ligands during 20 ns long simulations repeated 10
times (10 ns truncated as an equilibration period).
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Figure S16. Solvent-accessible surface area of ligands during 100 ns simulations repeated 3 times
(10 ns truncated as an equilibration period).
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Figure S17. Ligand RMSD during 20 ns long simulations repeated 10 times (10 ns truncated as an
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equilibration period).
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Figure S18. Ligand RMSD during 100 ns simulations repeated 3 times (10 ns truncated as an

equilibration period).



Figure S19. Differences in a terminal a-helix and protein core distances between initial structure
and clustered trajectory. Distances are between residues: 6 and 58, 16 and 73, 27 and 470.



