1uM TCMDC-125334
Treatment, 8 days

Recovery in

compound-free media
13 days

—_— D)

Dose response of bulk selected populations reported as ECgy (nM) * StDev (N)

Cultures smear
negative by
microscopy

Recovered parasites
exhibit moderate

1uM-1.5uM
TCMDC-125334

Treatment, 8 days

——

resistance and 2x CNV

of dhodh locus

Recovery in
compound-free media,

2-7 days

——

Cultures slowly
cease replicating

Recovered parasites
increased resistance
and 5-8x CNV of dhodh

PESL?;}E” PHODH TOVDS" | DSM265  Genz669178 | IDI-6263 ATV DHA

3D7A10 1 106112 (5) 3.1%0.67 (4) | 6.3+1.0(5) | 462+49.6 (5) 0.44+0.088 (5) | 3.7+0.55 (5)
Daskl 2 2013520(6) 6.7:063(4) 11.0:222(6) 868:273(6) 0.47:017 (6) | 2.8+0.69 (6)
ask2 | 2 188:40.2(5) 6.6:0.86(4) 114283 (6) 856:224(6) 053:0.22(6) | 2.9+0.71(6)
DasK3 2 196+205(6) 6.9:032(4) 12.7:0.48(6) 903+161(6) 0.47:0.22(6) | 2.7+0.38 (6)
K | 611 3012202 (3) 33.9+10.1(3) 27.3:21.5 (3) 22601410 (3) 0.33:0.085(3) | 4.0:22(3)
Dask® | 611 | 528:330(7) 15.2+12.0(4) 3456212 (7) 24611655 (7) 0.40+0.18 (7) | 3.040.94 (7)
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