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Cepharantﬁ‘ine Daphnandrine Trilobamine Oxyacanthine Thalmine GMethyIthaIicbérine Liensinine
(CEP)
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Tetrandrine Tubocurarine Trilobine Isotrilobine Aromoline Pycnamine Dauricine
(TET)
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Magnoliney Hypoepistephénine Berbamine Curine  Isochondrodendrine  Bebeerine Kurramine-2'-beta-N-oxide

Thalsimine Thalicarpine  Kurramine-2'-alpha-N-oxide Hyperoside Baicalin Hespéridin
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Fig. S1 Chemical formulas of CEP-analogues and M-pro inhibitors
The formulas are arranged to be comparable with that of CEP except for the M-pro inhibitors. Two chiral
centers and connecting carbon atoms of coclaurine moieties of CEP are indicated with blue and green circles,

respectively. The compound names are shown in red (CEP), blue (assayed CEP-analogues), green (M-pro

inhibitors), or black (others).
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Fig. S2 Detail of docking sites on target proteins

(A) The closeup views of the target sites are shown for SproS, MproS, NPC1S1, NPC1S2, and TPC2S. The
boxes depicted the search area for the ligands. The best score poses of CEP are shown in ball and stick
models for each target site. (B) Schematic diagrams of the interactions of TET and CEP in the target sites
(SproS, NPC1S1, and TPC2S), where the best score poses showed lower RMSD (< 2.1 A) between ADV
and AD4 results. The keys for the interactions were shown under diagrams. The suggested pharmacophore

and ammonium cations are meshed in gray and red, respectively.



