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Table S1: Prolyl tRNA synthetase sequence details.

Organism E-value Identity (%) Accession code Coverage (%)
Plasmodium falciparum - 100.0 Q8I5R7 100.0
Plasmodium malariae 0.0 80.6 SBS90690.1 100.0
Plasmodium ovale 0.0 78.1 $CQ16956.1 99.0
Plasmodium knowlesi 0.0 77.8 XP_002262215.1 99.0
Plasmodium yoelii 0.0 76.8 ETB61604.1 99.0
Plasmodium fragile 0.0 79.2 XP_012336932.1 98.0
Plasmodium vivax 0.0 78.5 KMZ90180.1 98.0
Plasmodium berghei 0.0 76.5 XP_677690.2 99.0
Homo sapiens 4e-173 52.0 NP_004437.2 67.0
Mus musculus le-177 50.7 XP_011237210.1 67.0
Mus pahari 5e-171 50.5 XP_021052971.1 67.0
Bos taurus 2e-179 50.5 NP_001230249.1 71.0
Canis lupus familiaris 2e-174 51.4 XP_849468.1 67.0
Carlito syrichta le-175 51.8 XP_008053501.1 67.0
Microcebus murinus 4e-175 51.1 XP_012646889.1 67.0
Papio anubis 7e-174 52.0 XP_021782780.1 67.0

Table S2: Percentage variances of the first five principal components for the holo protein and

the ligand-bound complexes.

Protein complex PC1 (%) PC2 (%) PC3 (%) PC4 (%) PC5 (%)
PfProRS-ADN 46.54 25.10 13.19 9.17 6.00
PfProRS-SANC184 47.79 20.46 15.37 9.45 6.94
PfProRS-SANC257 63.31 18.12 9.65 4.63 4.30
PfProRS-SANC264 51.50 17.96 12.99 10.59 6.95
PfProRS-SANC456 45.63 22.22 15.52 8.82 7.80
PfProRS-SANC622 46.20 21.36 14.52 10.14 7.77
PfProRS-SANC152 50.44 19.66 13.53 9.02 7.35
PfProRS-SANC235 49.61 20.04 13.91 8.36 8.08
PfProRS-SANC236 46.14 27.14 13.92 7.30 5.50
PfProRS-SANC244 40.48 26.11 16.41 9.16 7.84
PfProRS-SANC318 48.74 21.44 13.68 9.53 6.62




Figure S1: Analysis of ligand-receptor interactions of PfProRS co-crystallized TCMDC-
124506 (grey) and the redocked pose (blue). Identical interactions for the co-crystallized
ligand and the best docked pose are shown by red ellipses.
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PiProRs WO DILOLYRRWYEEYLAVP | IKO IKSEGEKFOOANF TSTAEAF ISE IOAATSHYLOTHFAKMFKIEFEDEN HOYVHOTSWOCTTRS 10 IMIETHODDKOLVLPPHVSKYKVVINP IFYKTTE - - JDENAIHSYCKD IEKILKNAQINCVYDDRASYSPFO 584
PyProRs WEHILD I TRAWYEECLAVPY I KO IKSECEKFOGANFTSTHETS I SE IOAATSHYLO THFAKMF KIEFEDEQ HOFVHOTSWOCTTRS (S VMISMHSDNKOL | LEPHVAKYEVVIVE | LYKNT DETAIFNYCKD I EKVLENADINCVIDDRDLYSPG 588
PhPTORS S DILD I YRAWYEECLAVPV IKO IKSECEKFOOANFTSTHETFISE IQAATSHYLO THF AKMFKIEF EDEQ KOFVHOTSWOCTTRE IGVMISIHSDNKOL ILPPHVAKY KAV IVE I LYKNS] DETAIFNYCKOIEKVLKNAGINC IFDORDLYSFO 580
PoProRs 0 0ILOLYRAWYEECLAVP | IKG IKSEGEKFOOSNF TSTAEAF ISE IQAATSHYLG TNFAKMFKIEFEDEN HOYVHOTSWOCTTRS 10 IMIZTHODDKOLVLPPHVERY KAV I 1P I LYKNV| DEQVVFNYEKD I EKVLENSHISE ILDDROLYSPG O14
PmProRs &7 DILELYRAWYEECLAVP I IKG IKSECEKFOOANF TSTAEAT ISE IGAATSHYLOTHFAKMFKIEFEDEN KOYVHOTSWOCTTRS IGVMISTHODDKOLVLPPH I AKYKAVIVP ILYKNT) - - [DENAIFSYCKD | EKVLKNAGING I FODRDOLYSPG 289
PyProRs 3 DILOLYRRAWYEECLAVP | IKO THSEGEKFOOANF TSTAEAT 1SE IQAATSHYLO THFAKMFKIEFEDEN HOYVHOTSWOCTTRE IO IMIRTHODDHOLVLPPEVAKF KV IVP | LYKNT JPENVIFNYEKD IEKVLKSAQINC I FDDROLYSPS 811
PkProfts 5 DILDOLYRAWYEECLAVP | | KO IKSECEKFOOANTF TSTAEAT I SE ATGAATSHYLO THF AKMFKIEFEDEN KOYVHOTSWOCTTRS 10 IMISTHODDPKOLVLPPEVAKF KUV VP I LYKNT DENVIFNYCKD I EKVLKNAGING ILDDRELYSPO 553
PlrProRs LY DILOLYRRWYEECLAVP | I KO IHSEGERFOOANF TSTAEAT ISE IGAATSHYLO THFAKMF KIEFEDEN HOYVHOTSWOCTTRE 10 IMISTHODOKOLVLPPEVAKF KUV INP ILYHNT] - . JDENVIFAYEKD | EKVLKNAGING I FODROLYSPG 538
Mrmusculus_ProR51168 01 LELYARVYEELLAIPVVRGRKETEREKFAGODYTTT IEAF 1S4 10GATSHHLOONF SKMCE | VFEDPK KOFAYOCSWOLTTRT 16 VMVEVHS DNMOLVLPPRVASVOVYVY IPCG I TNAL SEEDREALMAKCNEYRRRLLGAN IRVRVDLRONYSPO 1352
Mpahari_ProRS 1188 QI LELYARVYEELLAIPVVRORKTEKEKF AGODYTTTLEAF 154 10GATSHHLOONF SKMCE | VFEDPK KOFAYOCSWOLTTRT 160 VMVEVHO DNMOLVLFPRVASVOVVV IFCO I TNALSEEDREALMAKCNEYRTRLLOANIRVRVDLRONYSFG 1352
Btaurus_ProRS 117 QILDLYARVYEELLAIPVVKORKTEKEKFAOGDYTTTVEAF 1 5A IQOATSHHLOONF SKEMFEIVFEDPK HOFATONSWOLTTRT IOVMTEVHODNVOLVLPPRVACVOVYV IPCOITNALSEBDRDALLAKCSDYOQRRLLSVNIRVRAVDLRDNTYSPO 1351
Cfamiliaris_ProRs 1165 O | LOLYAKVYEELLAIPVVKORKTEKEKFAGODYTTTIEAF IS 1GGATSHHLOGNF SHMFE | IFEDPK HOFAYONSWOLTTRT IGVMTEVHO DHMOLVLPPRVASVOVVY IFCG I TNALSEEDRDAL | IMCNDYRRELLSVNVREVEVDLADNYSFG 124
Csyrichta_ProRS 1193 Q ILDLYAQVYEDLLAIPVVKORKTEKEKFAGODYTTTLEAF IS IGGATSHHLOONF SKMCE | VFEDPK KOFAYONSWOLTTRT 10 VMTEVHG DHMOLVLPPRAVACVAVY I IPCO ) TNALSEEDREAL I AMCNDYARALLNVNIRAVKVDLADNYSFG 1350
Mmurinus_ProRS 1190 @ ILOLYAG IYEELLAIPVVKGRKTEKEKFAGODYTTTVEAF I8 1Q0ATSHHLOGNF SRMFE | IFEDPK KOFAYONSWOLTTRT IGVMTEVHODNMOLVLPPRVACVOVVV IPCO I TNAL SEEDKEAL | AKCNDYRRRLLSVNIRVAVDLRENYSFO 1354
HsProRs 1188 QILOLYAQUYEELLAIPVVKGRKTEKEKFAGSDVTTTIEAF 1S 1000 TSHHLOONF SKMFE I VFEDPK HOFAYONSWOLTTRT IGVMTEVHO DHMGLVLFPRVACVEVVI IPCH I THNAL SEEDKEAL | AKCNDYRRRLLSVNIRVRADLRDNYSPG 1352
Panubls_Proks 1188 QILBLYAQUYEELLAIPVVRORKTEKEKFAGSBYTTTIEAFIS 1006 TSHHLOONF SKMFE | VFEDPK HOFAYONSWOLTTRT 1OVMTEVHODNMOLVLPPRVACVOVVI IPCS I TNALSEEDKEAL | AKCNDYRRRLLNVNIRVRADLRONYSPO 1352
L sonp s0BL 8itR [ 838 B8y o581 s a7eL easE o8t Tiel T80 e Ta58
PProRS 589 YKFNHWELRG | P IRIEVOPKOLONNSCV IVARDNNEKCHVKKESVLLETOOMLVO I HKNLF LKAKKKLDOS IVOVTSFSEVMNALNKKKMVLAPWCED IATEEE IKKETO MKFLCIPLDO- PPMPPNMKCFWSGKPAKRWCLE S Tan
PyProfts S07 YKFNHWELRG | P IRIEVOPKDIGNNSCVFVRRDNNGKE NI KKESVLLETQOMLYD I HKNLF LKAKKKLDDS I VO I TSFDOVMDALNKKKMVLAPWEED I TTEEE I KKETOR MEPLCIPLOQ - PPMPPNTHCFWTOKPAKRWELF O ™
PhProRs 594 YHFHHWELRO I PIRIEVOPKD IGNNSCVFVRRDNNOKF N I KKESVLLETQOMLVD IHKNLF LKAKKKLDDS |V I TEFOQVMDALNKKKMVLAPWCED I TTEEE IKKETD MKPLCIPLOG: PPMPPNTHCFWTOKPAKRWELF O ]
PaProRs 18 YRFHHWELRG I PIRIEVOPKDIGNNSCIFVRRDNNERF VVKKESVLLEIQOMLVD I HKNLF LKAKKKLDDS IVKVTHF SEVMDALNKKKMILAPWEED INTEEE IKKETD MEPLEIPLDG. PPLEPNTHEFWSOKPAKAWELFG ™
PmProRs 888 YHFHHWELRG | P IRIEVOPKD IONNSCUF VRRDNNEKF NVKKESVLLETOOMLYD I HKNLF LKAKKKLODS IVRUTSF SEVMDALNKRKMULAPWCED IATEDE | KKETOR MKPLCIPLOG. PPMPEDTHKCFWSOKPAKRWELF & 10
PuProRs 812 YHFNHWELROVP I RIEVSPHO IONNSCLCVRRDTNEKF NVHKESVLLETOOMLVD I HKKLF LNAKKKLDDS I VOVTSFSEVMDALNRKMMUL APWCED ISTEEE IKKETD MEPLCIPLDO. PPLPPNTHCFWSOKPAKRWELF G m
PhPTORS 854 YHFNHWELROVP I RIEVOPKD IGNNSCLFVREDTHEKF NVHKESVLLETOOMLVD I HKKLF LKAKKKLDES | VOUTSFSEVMDALNRKKMULAPWCED ISTEDEIKKETD MEPLCIPLDQ- PPLPPNTHCFWSGKPAKRWELF T8
PrProRS B87 YHFNNWELROVP IRIEVOPKD IONNSCVFVRAD TNEKN NVKKESVLLETQOMLVD I HKKLF LKAKKKLDES IVOVUTSFSEVMDALNRKKMULAPWCED ISTEEE IKKETOR MEKPLCIPLDO-PPLPPNTKCFWSOKPAKRWCLFD a8

Mmusculus_ProRS1353 WkF NHWELKOVPVRLEVOPROMKSCOF VAVRRD TOEXL T IAEKEAEAKLEKVLED IOLNLF TRASEDLKTHMYVENTLEDFOKVLOAGKVAD IPFCOEIDCEDWIKKMTA AKSLCIPFNPLCELOPOAMCVCOKN KFYTLFO 512

Mpahari_ProRS 1351 WeF NHWELKGVP IRLEVOPROMKSCOF VAVRRD TOEKLT | AEKEAEAKLEKVLED IQLNLF TRASEDLATHMYVENTLEDLOKMLDSOK 1A IPFCOEIDCEDWI KKMT AR AKSLCIPFNPLCELOPOAMCYCGKNPAKF YTLFQ 2
Btaurus_ProRS 1352 WKF HHWELKGVP IRLEVGPROMKNCOF VAVRRD TOEKLT | AENEAETKLHAILED IH INLF TRASEDLKTHMVVANTMECDFOKELDSOKIAQIPFCOEIDCEDWIKKTTAR. - AKSLCIPFEPLCELPPOAKCYCGKNPAKYYTLFG =1
clamillaris_kms 1350 WHFNNWELHOVP IRLEVOPRDMESCOFVAVRADTOEMLTVADHEAE TKELEA I LED IHVNLF TRASEDLKTHMVYVANTMEDFORMLDSOK I AR IPFCOE IDCEDWIKKTTA AKSLECIPFHPLCELOPOAKC ICOKNPAKYYTLFG 1506
Csyrichta_ProRS 1380 WKF HHWELKOVP IRLEVOPROMKSFOF VAVRRD TOEKLTVTENEAE I HLOA I LED IHVTLF TRASEDLETHMVVANTMEEFQKILOSOKMIADIPFCOEIDCEDWIKKTTA AKSLCIPFEPLCELOPOAKCICOKNPAKYYTLF S =i
melms_wons 1355 WHF NHWELKOVP I RLEVOPROMKSCOFVAVRRD TOEML T IAENEAETKLOAILED IHVTLFRAASEDLKTHMAVANTMEDFORKILDSOHIVOIPFCOEIDCEDWIKKTTA AKSLCIPFHEPLCELOPOAKCICOKKPAKYYTLF {20
HsProRS 1253 WHF HHWELKOVP I RLEVOPROMKSCOFVAVRRDTOEML TVAENEAETKLOA I LEDIOVTILF TRASEDLKTHMYVANTMED FOKILDSOM IVOIPFCOEIDCEDWI KT TAR AKSLCIPFHPLCELOPOAKCVCOKNPARYYTLFS LL1H
mlhil_mﬂs 123 WHFHNWELKGVP I ALEVOPROMKSCOFVAVRRDTOEML TVAENEAETKLOAILED IHVTLF TRASEDLKTHMVVANTMEDFOKILDSOKIVOIFFCOEIDCEDWIKKT TAR AKSLCIFFEPLCELOPGAKCVIOKNPAKF YTLFO L1 F)

Figure S2: Multiple sequence alignment of selected Plasmodium and mammalian ProRS catalytic and anticodon binding domains.
Residue numbering is given for Plasmodium falciparum. Insertions in Plasmodium sequences and mammalian sequences are shown in orange
and cyan boxes respectively. Residues implicated in binding of ligands at the allosteric site are shown. Residues conserved in all analysed
sequences are shown in magenta, residues conserved in Plasmodium but different in mammals are shown in red while residues that were
partially conserved are shown in forest green. Residue Thr706 in P. falciparum corresponds to a serine in all other Plasmodium sequences while
for mammalian sequences the corresponding residue is alanine as shown with blue color.
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Figure S3. PfProRS backbone RMSD and radius of gyration (Rg) analysis of all atom
MD trajectories for known orthosteric and allosteric inhibitors. A) RMSD for PfProRS-
Glyburide complex, B) RMSD for PfProRS-halofuginone complex, C) RMSD for PfProRS-
TCMDC124506 complex, D) Rg for PfProRS-glyburide complex, E) Rg for PfProRS-
halofuginone complex, F) Rg for PfProRS-TCMDC124506 complex.
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Figure S4: HsProRS backbone RMSD analysis of all atom MD trajectories for the holo
system and HsProRS-ligand complexes during the 200 ns simulation. A) Holo system
(HsProRS-ADN), B) HsProRS-SANC152 complex, C) HsProRS-SANC184 complex, D)



HsProRS-SANC236 complex, E) HsProRS-SANC244 complex and F) HsProRS-SANC257

complex.
A 300 — D300 — ;
u=0.30 u=0.28 I
- 250 — 250 — "
€ 200 — 200 — I
- |
o 150 — 150 — T
) 100 — 100 —
50 — 50 ]
0 - [+ —
| | | | | | |
0.0 0.1 0.0 0.1 0.2 0.3 0.4
B 300 — 300 — s
u=0.25 I u=0.23 |
.E 250 — . 250 — |
— ol 200 — I
200
- I |
O 150 — | 150 — : |
O 100 | 100 — |
I 50 — |
0 7 | |
[ -
0 —
I | [ [ | | | | | |
0.0 0.1 0.2 0.3 0.4 0.0 0.1 0.2 0.3 0.4

Distance (nm) KEY

= == = HolO protein p
== Complex p

Figure S5: Backbone RMSD distribution plots for PfProRS inhibitor-bound complexes.
Conformational flexibility can be assessed by comparing the backbone RMSD distribution of
each ligand-bound complex and the holo protein. Comparison of the mean (u) of the holo
protein (black dashed line) to each inhibitor complex (green dashed line) demonstrates the
shift in conformation distribution of the complexes during the 100 ns MD simulation. A)
Holo system (PfProRS-ADN), B) PfProRS-glyburide complex, C) PfProRS-halofuginone
complex and D) PfProRS-TCMDC124506 complex.



u=0.24

C 300

D 500

4= 400

S5 300
Q 200
o 100

1=0.24

p=0.20 I

F 150

p=0.21 !

| | | |
0.1 0.2 0.3 04

0.0 0.1 0.4
Distance (nm) KEY ,
= == Holo protein p
= Complex p

Figure S6: Backbone RMSD distribution plots for HsProRS ligand-bound complexes.
Conformational flexibility can be assessed by comparing the backbone RMSD distribution of
each ligand-bound complex and the holo protein. Comparison of the mean (u) of the holo
protein (black dashed line) to each ligand complex (green dashed line) demonstrates the shift
in conformation distribution of the complexes during the 200 ns MD simulation. A) Holo
system (HsProRS-ADN), B) HsProRS-SANC152 complex, C) HsProRS-SANC184 complex,
D) HsProRS-SANC236 complex, E) HsProRS-SANC244 complex and F) HsProRS-

SANC257 complex.
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Figure S7: Radius of gyration for the protein backbone of the PfProRS holo protein and
ligand-bound complexes over the 200 ns simulation. A) PfProRS-SANC152 complex, B)
PfProRS-SANC235 complex, C) PfProRS-SANC236 complex, D) PfProRS-SANC244




complex, E) PfProRS-SANC318 complex, F) PfProRS-SANC184 complex, G) PfProRS-
SANC257 complex, H) PfProRS-SANC264 complex, 1) PfProRS-SANC456 complex and J)
PfProRS-SANCG622 complex.
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Figure S8: Radius of gyration for the protein backbone of the HsProRS holo protein
and ligand-bound complexes over the 200 ns simulation. A) HsProRS-SANC152
complex, B) HsProRS-SANC184 complex, C) HsProRS-SANC236 complex, D) HsProRS-
SANC244 complex and E) HsProRS-SANC257 complex.
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Figure S9. Cartesian coordinate principal component analysis of PfProRS holo protein
and PfProRS-ligand bound complexes. The protein motion of all atom MD simulation is
shown along the first and second principal components (PC1 and PC2). A) Holo protein
(PfProRS-ADN), B) PfProRS-SANC152 complex, C) PfProRS-SANC235 complex, D)
PfProRS-SANC236 complex, E) PfProRS-SANC244 complex, F) PfProRS-SANC318
complex, G) PfProRS-SANC184 complex, H) PfProRS-SANC257 complex, I) PfProRS-
SANC264 complex, J) PfProRS-SANC456 complex and K) PfProRS-SANC622 complex.
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Figure S10: Per residue root mean square fluctuation analysis of the holo system and
PfProRS inhibitor-complexes during the simulation. A) PfProRS-glyburide complex, B)
PfProRS-halofuginone complex, C) HsProRS-TCMDC124506 complex.
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Figure S11: Per residue root mean square fluctuation analysis of the holo system and
HsProRS ligand-complexes during the 200 ns simulation. A) HsProRS-SANC152
complex, B) HsProRS-SANC184 complex, C) HsProRS-SANC236 complex, D) HsProRS-
SANC244 complex and E) HsProRS-SANC257 complex.
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Figure S12: Evolution of hydrogen bond interactions for the PfProRS ligand bound
complexes over the 200 ns simulation. A) PfProRS-SANC152 complex, B) of PfProRS-
SANC235 complex, C) PfProRS-SANC236 complex, D) PfProRS-SANC244 complex, E)
PfProRS-SANC318 complex, F) PfProRS-SANC184 complex, G) PfProRS-SANC257, H)
PfProRS-SANC264, I) PfProRS-SANC456 and J) PfProRS-SANC622.
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Figure S13: Hydrogen bond interaction between residues at the active site and the selected orthosteric hits. Individual residues interacting
with the ligands during the 200 ns MD simulations are shown. The presence of a hydrogen bond interaction is shown by a red line while white
spaces show absence of hydrogen bonds. A) Residues interacting with SANC152 in PfProRS-SANC152 complex; B) Residues interacting with
SANC235 in PfProRS-SANC235 complex; C) Residues interacting with SANC236 in PfProRS-SANC236 complex; D) Residues interacting
with SANC244 in PfProRS-SANC244 complex and E) Residues interacting with SANC318 in PfProRS-SANC318 complex.
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Figure S14: Hydrogen bond interaction between residues at the allosteric site and selected hits. Individual residues interacting with the
ligands during the 200 ns MD simulations are shown. The presence of a hydrogen bond interaction is shown by a red line while white spaces
show absence of hydrogen bonds. A) Residues interacting with SANC184 in PfProRS-SANC184 complex; B) Residues interacting with
SANC257 in PfProRS-SANC257 complex; C) Residues interacting with SANC264 in PfProRS-SANC264 complex; D) Residues interacting
with SANC456 in PfProRS-SANC456 complex and E) Residues interacting with SANC622 in PfProRS-SANC622 complex.



Table S3: Pearson’s correlation coefficients showing the relationship between L vs RMSF,
BC vs RMSF, BC vs inverse L and BC vs inverse RMSF.

Ligand LvsRMSF | BCvsRMSF | g " 8Cvs RMSE
PfProRS-SANC152 0.71 -0.45 0.71 0.60
PfProRS-SANC235 0.63 -0.43 0.71 0.56
PfProRS-SANC236 0.56 -0.39 0.72 0.54
PfProRS-SANC244 0.58 -0.42 0.73 0.57
PfProRS-SANC318 0.59 -0.38 0.72 0.55
PfProRS-SANC184 0.65 -0.40 0.71 0.57
PfProRS-SANC257 0.64 -0.45 0.73 0.53
PfProRS-SANC264 0.54 -0.36 0.73 0.55
PfProRS-SANC456 0.73 -0.48 0.72 0.60
PfProRS-SANC622 0.64 -0.38 0.71 0.55
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Figure S15: Differences in betweenness centrality (BC) between the PfProRS holo protein and ligand bound complexes (Holo protein less
ligand-bound complex). Residues forming the allosteric pocket are shown in maroon dashed lines, the ATP binding TXE loop is shown in
black dashed lines and a loop in the Z-domain is shown in blue dashed lines. A) PfProRS-SANC152 complex, B) PfProRS-SANC235 complex,



C) PfProRS-SANC236 complex, D) PfProRS-SANC244 complex, E) PfProRS-SANC318 complex, F) PfProRS-SANC184 complex, G)
PfProRS-SANC257 complex, H) PfProRS-SANC264 complex, I) PfProRS-SANC456 complex and J) PfProRS-SANC622 complex.
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Figure S16: Differences in betweenness centrality (BC) and average shortest path (L) between PfProRS holo protein and inhibitor bound
complexes (Holo protein less inhibitor-bound complex). Residues forming the allosteric pocket are shown in maroon dashed lines, the ATP
binding TXE loop is shown in black dashed lines and a loop in the Z-domain is shown in blue dashed lines. A) PfProRS-glyburide complex
ABC, B) PfProRS-halofuginone complex ABC, C) PfProRS-TCMDC124506 complex ABC, D) PfProRS-glyburide complex AL, E) PfProRS-
halofuginone complex AL and F) PfProRS-TCMDC124506 complex AL.
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Figure S17: Differences in betweenness centrality (BC) between the HsProRS holo protein and ligand bound complexes (Holo protein less
ligand-bound complex). A) HsProRS-SANC152 complex, B) HsProRS-SANC184 complex, C) HsProRS-SANC236 complex, D) PfProRS-
SANC244 complex and E) PfProRS-SANC257 complex.
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Figure S18: Differences in average shortest path (L) between the holo protein and PfProRS ligand bound complexes (Holo protein less
ligand-bound complex). Residues forming the allosteric pocket are shown in maroon dashed lines, the ATP binding TXE loop is shown in
black dashed lines and a loop in the Z-domain is shown in blue dashed lines. A) PfProRS-SANC152 complex, B) PfProRS-SANC235 complex,
C) PfProRS-SANC236 complex, D) PfProRS-SANC244 complex, E) PfProRS-SANC318 complex, F) PfProRS-SANC184 complex, G)
PfProRS-SANC257 complex, H) PfProRS-SANC264 complex, I) PfProRS-SANC456 complex and J) PfProRS-SANC622 complex.
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Figure S19: Differences in average shortest path (L) between HsProRS holo protein and ligand bound complexes (Holo protein less
ligand-bound complex). A) HsProRS-SANC152 complex, B) HsProRS-SANC184 complex, C) HsProRS-SANC236 complex, D) HsProRS-
SANC244 complex and E) HsProRS-SANC257 complex.



