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Description

UCT943 23— M= R gt Plasmodium falciparum PI4K ##17). UCT943 #i#] P. vivax PI4K
(PVPI4K) fiff, 1C50 v 23 nM.

IC50 & Target|[1]

PvPI4K Plasmodium

23 nM (1C5o)

In Vitro

UCT943 maintains high in vitro selectivity (>200-fold) for the parasite PvPI4K versus the human PI4K
B isozyme (IC50 of PI4K B, 5.4 1 M), inhibition of which is linked to immunosuppressive effects[1].
In vitro cytotoxicity of UCT943 is tested against L6 cells, chinese hamster ovarian (CHO), Vero, and

HepG2 cells, with 50% cytotoxic concentrations (CC50s) of 12, 17, 113, and 13 1 M, respectively[1].

In Vivo

UCT943 shows excellent in vivo efficacy in the Plasmodium berghei (10 mg/kg and 3 mg/kg; oral
administration; daily; 4 days) and P. falciparum NSG (NOD-scid IL-2R v null) mouse models (0.01, 0.1, 0.3,
1.1 and 10 mg/kg; oral administration; once per day; 4 days). When dosed at 10 mg/kg per os (p.o.), UCT943
reduces parasitemia by >99.9% in the mouse P. berghei infection model and cures all mice, with >30 mean
survival days (MSD). At 3 mg/kg p.o., no complete cure is achieved, and MSD is 10 days, albeit parasitemia
is reduced by 99%. The resulting 90% effective dose (ED90) is 1.0 mg/kg p.o. in the P. berghei infection
model. The ED90 is 0.25 mg/kg in the P. falciparum-infected NSG mouse model[1].

Animal Model: Mice with P. berghei and P. falciparum NOD-scid IL-2Rynull (NSG) models[1]

Dosage: 10 mg/kg and 3 mg/kg for P. berghei model; 0.01, 0.1, 0.3, 1.1 and 10 mg/kg
for P. falciparum NOD-scid IL-2Ry™" (NSG) model

Administration: Oral administration; daily; 4 days for P. berghei model

Oral administration; once per day; 4 days for P. falciparum NOD-scid IL-2Ry"™"
(NSG) model
Result: The EDyo is 1.0 mg/kg in the P. berghei infection model. The EDyo is 0.25

mg/kg in the P. falciparum-infected NSG mouse model.

Solvent&Solubility
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Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1 mM 2.3396 mL 11.6981 mL 23.3962 mL
Stock Solutions 5mM 0.4679 mL 2.3396 mL 4.6792 mL
10 mM 0.2340 mL 1.1698 mL 2.3396 mL
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RPN AIAT): 10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: >2.08 mg/mL (4.87 mM); V&K

BT RT3 > 2.08 mg/mL CHRIERAD IR HIER

U 1mL TARRCAH], B 100 pL20.8 mg/mL F7ETE DMSO & W% 400 uL PEG300 1, iR&
Y5y, B BRI AT 50 uL Tween-80, JBEA]; ARG HEAEEMA 450 uL AEBEK EFEZE 1
mL.

AEFRER KO 0.9 g FAEN, WM T ddH.0 HEAZE 100 mL, AT LIS EIEHE I IR ER K
a3

L -

IR IR R 10% DMSO  —  90% (20% SBE-B-CD in Saline)

Solubility: >2.08 mg/mL (4.87 mM); V&K

BT RT3 > 2.08 mg/mL CHRIERAD IR HIER .

PL I mL TAEBCAE], HC 100 uL 20.8 mg/mL [{7EH DMSO fig & InE] 900 uL 20% [ SBE-B-CD
AEFERAOKIEIR T, IREBIN .

2 g SBE-B-CD (BT 5k B-PRMIAE) MiRwEA T 10 mL WAEFEE KA, TRBEMEREEN.

FR =

EIRF I INEER:  10%DMSO  —  90% Corn Oil

Solubility: >2.08 mg/mL (4.87 mM); ¥ iR

SET7 %A 3RS > 2.08 mg/mL CHLRIEESR D MRE WL BET7 22 S8 FWIZE AN UL R M 3h W seie iy
TEREA .

PL I mL TAEBCAE], HC 100 uL 20.8 mg/mL 7 DMSO fig &l nE] 900 uL Tk, JBEH
5.
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WE
1 mM 2.3396 mL 11.6981 mL 23.3962 mL 58.4905 mL
5 mM 0.4679 mL 2.3396 mL 4.6792 mL 11.6981 mL
DMSO
10 mM 0.2340 mL 1.1698 mL 2.3396 mL 5.8490 mL
15 mM 0.1560 mL 0.7799 mL 1.5597 mL 3.8994 mL
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20 mM 0.1170 mL 0.5849 mL 1.1698 mL 2.9245 mL
25 mM 0.0936 mL 0.4679 mL 0.9358 mL 2.3396 mL
30 mM 0.0780 mL 0.3899 mL 0.7799 mL 1.9497 mL
40 mM 0.0585 mL 0.2925 mL 0.5849 mL 1.4623 mL
50 mM 0.0468 mL 0.2340 mL 0.4679 mL 1.1698 mL
60 mM 0.0390 mL 0.1950 mL 0.3899 mL 0.9748 mL
80 mM 0.0292 mL 0.1462 mL 0.2925 mL 0.7311 mL
100 mM 0.0234 mL 0.1170 mL 0.2340 mL 0.5849 mL
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