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Supplementary Figure 1. Kinetics of NoV GII.4 RdRp activity in the presence of NIC
inhibitors. The activity of the NoV RdRp was tested at various concentrations of GTP
(substrate) and inhibitor. For each of the substrate concentrations (0.2 to 66 uM), the inhibitor
concentration was also varied from 0 to 20 pM. RdRp assays were performed in triplicate and
presented as the average with standard deviations. The data was used to generate double
reciprocal Lineweaver—Burk plots (Figure 3).
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Supplementary Figure 2. MNV plaque reduction by lead NoV NNIs. Plaque formation was
visualised 48 h after treatment with different compounds and subsequent infection with MNV.
Control wells for each experiment, treated with DMSO (vehicle), are shown in the top panel.
Inhibitor treatment is shown in the bottom panel where compounds were used at a concentration
that was not toxic to RAW 264.7 cells.
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Supplementary Figure 3. Core structures used for SAR analysis. Structures of the four
leading compounds, without their functional groups, were used to identify analogue molecules
from the compound library. These core structures are shown for NIC02 (C1), NIC04 (C2),
NIC10 (C3) and NIC12 (C4).



Supplementary Table 1. Inhibitory activity of NoV NNI analogues
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* Inhibition of the NoV GII.4 RdRp at a compound concentration of 10 pM
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