Preclinical Development of Dual Host Targeting Small Molecule Inhibitors
as Broad-Spectrum Antivirals
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most potent inhibition considering both targets » lzumerogant (0732) potently restricts replication of enveloped DNA and RNA
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(EIDD-1931) revealed strongly synergistic to synergistic effects against SARS-CoV-2 in vitro

Impact of uridine and cholesterol supplementation on the antiviral effect of RORy/DHODH dual inhibitors against SARS-CoV-2
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Summary and conclusions
lzumerogant (0732) 1311 1403 1404 1514 Competitor (1797) ., pygl-targeting compounds that simultaneously modulate DHODH and
SARS-CoV-2 17.0nM 1>0nM 120nM 13.0nM 356.0nM 20.2nM RORYy exhibit potent broad-spectrum antiviral activity in vitro
CoV 229E - - 5.3 nM 6.5 nM - 22.1 nM
CoV 0OC43 - - 7.8 nM 7.5 nM - 67.6 nM . Combinati treat t with | i | furth h th
%o, IAV 750 NM ) 9.0 NM 110.0 nM ) 1200.0 nM orr1 .lnla |or| . re.a rrren wi . n.uc eoside analogs further enhances the
n: | : RSV ) ) 73 nM 3.3 nM ) 75 0 nM antiviral activity in vitro and in vivo
SARS-COV2 o eroBan HRV-14 - - - 1.0nM - - . . . .
. compound class - AdV 35 1M _ 5 8 nM 6.2 nM ) 30.0 M  Supplementation experiments with uridine (DHODH) and cholesterol
N MeV _ _ 3.3 nM 7.5 nM _ 67.0 nM (RORY) confirm both host targets are required for the antiviral activity
‘ ZIKV - - 42.8 nM 17.9 nM - 35.0 nM
HRV HIV-1 - - 1.4 nM 1.2 nM - 10.8 nM » Due to the broad-spectrum antiviral activity, the izumerogant compound
RSV HCMV 13.0 nM - - 12.0 nM 360.0 nM 11.0 nM class represents a promising treatment strategy for seasonal infections
MPXV - 1.8 nM 2.3 nM 3.2 nM - 2.5 nM and pandemic outbreaks
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