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Figure S1. Sequence alignment of Mus musculus autotaxin (PDB ID 3WAX) and human autotaxin (PDB
ID entry code: 4ZGA). They have high similarity with 91.9% and 94.7%, sequence identity and similarity,
respectively. Residues near binding site is marked in the red boxes. Most of the marked amino acid
residues are identical.
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Figure S2. RMSD plot for the alpha-carbon atoms of the ATX during 10 ns MD simulation. The 200
trajectories were extracted from the stable region (3-5 ns, marked by blue box) for the TWN analysis.
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Figure S3. '"H-NMR (600 MHz, DMSO-ds) spectra of compound 1.



1.00

0.95

0.90

0.85

0.80

0.76

0.70

0.65

0.60

0.55

0.50

MNormalized Intensity

0.45

0.40

0.356

0.30

0.25

0.20

0.15

WY FRUTE PARTE SEREE FNTT] FENEE ST FETTE FETE STl SNl SRRTS FART) SRTE SEREE PRNTA SRTRl PRRTE ATRT FNTT) STATS ST TN FETW) ATl SEne SUre) Frrrl FRAws SRerl PReT) FENe) Suw) fRTeS FERTS FYRTl Fwl frerl ARy fnys Penes ieew |

0.10
~ M~

0.05 [ b= Piag | b <

e = B S o) P i f=] [nr B oM

TEoTEN T T 88 lay@Es99s

oo - -

it | I S 5% V==

0 .
16 14 12 10 8 6 4 2 0 -2 -4

Chemical Shift (ppm)

Figure S4. '"H-NMR (600 MHz, DMSO-ds) spectra of compound 2.
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Figure S5. 'H-NMR (600 MHz, DMSO-ds) spectra of compound 3.
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Figure S6. 'H-NMR (600 MHz, DMSO-ds) spectra of compound 4.
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Figure S7. 3C-NMR (150 MHz, DMSO-ds) spectra of compound 1.
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Figure S8. 3C-NMR (150 MHz, DMSO-ds) spectra of compound 2.
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Figure S9. 3C-NMR (150 MHz, DMSO-ds) spectra of compound 3.
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Figure S10. *C-NMR (150 MHz, DMSO-ds) spectra of compound 4.



Table S1. HRMS-TOF scan result (Triple TOF 5600 plus system (AB SCIEX)).

ESI (-) Calculated (m/z) Observed (m/z) Mass shift (Da) Mass Accuracy (ppm)

Compound 1 499.0615 499.0639 0.002 4.77
Compound 2 499.0615 499.0612 0.000 0.60
Compound 3 533.0459 533.0469 0.001 1.88
Compound 4 533.0459 533.0468 0.001 1.69
Criteria <10
*Information

-Scan type: Electrospray ionization (ESI), negative TOF MS mode
-Scan range: 100 to 1,000 Da

-Infusion rate: 3 pL/min



