Supplementary Information

Figure S1. Superimposition of the fourteen MetRS-inhibitor complexes.

Figure S2. (A) All the chemical features of the structure-based comprehensive
pharmacophore map; (B) View looking into the binding site of MetRS with a
comprehensive map from the N-terminal domain. Screenshots were taken from Discovery
Studio. Features of the pharmacophore models are color-coded as follows: Hydrogen bond
acceptor (HBA), green; hydrogen bond donor (HBD), violet; hydrophobic (H), light blue;
positive ionizable (pos), red; negative ionizable (neg), blue.
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Figure S3. Sequence alignment result between the template protein (MetRS of E. coli with
PDB ID: 1PFY) and the target protein, MetRS, of S. aureus and Human (Homo sapiens)
represented as the subject. The blue and light blue color residues indicate the conserved
residues between the template and target proteins.

1 10 20 30 40 50 60 0 &0 a0
S aweuzMAKETF T TFRYMEISGHL ATSTM- 4G I4 E GIIWVE TGTHME QEIQE QEASEBEIEY LIEMIAGIEQLEAK
Human AGEERNVYL SALFMVEHEVF ITIGCMLES A FA S QW TL CGT E TATET L E L FOEICDERYHIIHADINERN
Eedli — - -~ KEKIL CALPMIANGST MLEHT-Q4A GH CAD ITPIML PEOMIGEMSOEHQTIEAG
130
saurgusn IRMTEEER TLGEYEGYYSVYPDETYETES D,,, QIENGEII SPDSM@---HEVEYVKE - - - - - -
Humar GCR@TTFR YLUDTVEQLRCEKCAREFLAD FCGYEEAR COECEELINAY
E. coli THFEHSMH S EENRNL S E LTS RN E RS- FI KFRTISOLYDFEKGHIFLF DINEFMKGITIENNEK CKSFOQ VIMDMCE VCAT Y ST TIERBIT EF KIS VS G
ZUU
S amreus T T~~~ - - — SY SKYTDR LEFETD NPDFI PPSRENEMINY EP ADL A TS-FEFYGVYHVPENPEHY Y LR SAal
Human C HL PELEEEMEEMLGETLPGSMY TP HAMFETRS ED KPRC DLEWGTPY¥PLEGFEDEYVF THEG SIT
. eali T HE PSFSEMMOAMT - SGALQ QVANK---MQE ES Q%D D------ AFPYFGFEGHETF PEl6 GSF
310 320 330 340 350 360

SoawensG I LEMIESLIEHKEME a0 - - - - -
Haman AFIT

ILLMAL--

D&
CSALGAEDMITLYS TGIFADI
Bedli EFLC AMLEGS - -HWFREPS HFDADSL
420 430 440 45
S awensT R LMEELPFGS TPEA VERTIS PAYQGPLH LOEE EAMALETV SYTEsnEs LA
Human ¥ R LLYIRFEGRH SWTD IN@AGH FEMVLIFD U--R LAHVILELEHYTH@LLEEYR
Eoccli ET TAKELSSEID HLED ASHH A G ASELALDF=----- TETFTIIAAEVIGEAWESREE
Soameus B S T KETISRT ETT YLAK-D EOML@FMMNANL NIRYAA‘IL F THAPKEIFEQ
Human RSELTESRHG VHE KRT B ERRAMTMTGL A TAALLS VM Y PTVSATIQAQ
. eali REEN AEADL A EQa AER E L@l---aEcsne LERVLMIY VP ELTERAEAF

Figure S4. (A) Ramachandran plot of SaMetRS homology model; (B) Profile-3D verify
scores per residue for the SaMetRS homology model.
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Figure SS. (A) Ramachandran plot of hMetRS homology model; (B) Profile-3D verify
scores per residue for the hMetRS homology model.
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