1  Supplementary Figure 1:

Figure S1: Superposition of ROP18;, homology model (tan) and PKA (PDBID: 1ATP; grey)
bound to ATP (left). An expanded view (right) of the ATP binding site and key residues
involved in coordinating the position of ATP are shown. See manuscript and Figures 1 and 2 for
details.
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Supplementary Figure 2:
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Figure S2: Mean number of parasites per vacuole in vehicle and 2 uM F1792-0016-treated
parasites during days 1-4 post-infection. By day 4 post-infection the vehicle-treated parasites
had completely lysed the monolayer and therefore it was not possible to count vacuoles.
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Supplementary Figure 3:

Log, (signal intensity)

4 8 12
. F1792- F1792-
Treatment: Vehicle 0016 0007

Timepoint: 24 48 48 24 48 48 48 48 48 48

21
22

23
24
25
26
27
28

shown.

Affymetrix ProbelD and annotation

69_at

337

at

5 s

201939”at

= B 1) 1)

552658
203157
200051_at
205707 _at
213865_at
217799 % _at

206020_at
206271 at
204191 at
207565 s_at

eukaryotic translation initiation factor 3,subunit 7
human rab GDI

proteasome (prosome, macropain) subunit, betatype, 2
eukaryotic translation initiation factor 3,subunit 3
dickkopf (Xenopus laevis) homoleog 1

ADP-ribosylation factor 3

interleukin enhancer binding factor 2, 45kD
BNA-binding protein 51, serine-rich domain

nthetase

s, Finnish type)

P l4e

vecific protein (220 kD
adaptor-related protein complex 2

interferon gamma receptor 1

TATA box binding protein (TBP)-associatedfactor
CGI-127 protein

ZRP-1

hypothetical protein MGC274%

interleukin 13 receptor, alpha 1

Similar to dodecenoyl-Coenzyme A delta isomerase
hypothetical protein
interferon regulatory factor 1
putative ribonuclease III

on gamma-induced precu
to C. ns hypothetical 55.2 kDprotein F16A11.2
antigen 7

to U5 RNP-specific protein

arcoma-associated protein 2

ATP-binding ¢ ette, sub-family F, member 1

guanylate kin 1

serum-inducible kinase

ubiquitin-conjugating enzyme EZL €

opine I

CGI-116 protein

mutant cyclin-dependent kinase as
stromal cell-derived factor 1

milar
chondr

ciatedprotein phosphatase

(DNA-direc

), delta 4

» interleukin 10 receptor, beta
navigator
protein
cell carcinoma antigen recognised by Tcells
ukin 17 receptor
Human mRNA for unknown product
ubiquitin-conjugating enzyme E2H (homologous toyeast UBCS)

interleukin 15 receptor,
chromosome 11 open reading frame 24
serine (or cysteine) proteinase inhibitor
£ trin-specific protease
hypothetical protein FLJ10
histone acetyltransferase
zinc finger protein 259
SELENOPHOSPHATE SYNTHETASE

TAR (HIV) RNA-binding protein 1

peptide deformylase-like protein

Down syndrome critical region gene 1-like
hypothetical brain protein my038
ypothetical protein

toll-like receptor3

interferon (alpha, beta and omega)
major histocompatibility complex
interleukin 11 receptor, alpha
toll-like receptor 4 isoform D
phosphate lyase 1
beta 1, fibroblast
protein

alpha

cladeB (ovalbumin)

04

lprotein

receptor 1

Human heart protein with four and a half LIM domains (FHL-1) mRNA
signal transducer and activator of transcription2, 113kD

LIM domain binding 2

dimethylarginine dimethylaminohydrolase 2

small inducible cytokine subfamily B(C ), member 14 (BRAK)

nuclear DNA-binding protein

cDNA DKFZp58€F1822
F-b only protein 5
hyaluronan nthase 3, isoform b

hypothetical protein FLJ22477
PRSET domain containing protein 07
class I cytokine receptor
hypothetical -otein FLJ20069

Figure S3: Heat map of human genes queried on the Toxoplasma gene chip demonstrating the
effects of compound treatment on transcription in infected cells. All genes shown were found to
be of higher abundance in the presence of F1729-0016. Genes with an adjusted P-value<0.05
and a fold-change > 3 for F1792-0016 treated parasites and host cells versus vehicle controls are



