Supplemental material to:

The Petasites hybridus COz-extract (Ze 339) blocks SARS-CoV-2 replication in vitro
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Figure S1. Gas chromatogram of Petasites hybridus leaf extract Ze 339 (batch 150056). Quantitative de-
termination of total petasins (petasin, isopetasin, neopetasin), the active compounds of Ze 339 using
gas chromatography and a flame ionization detector (FID). GC-column 100% polydimethylsiloxane
(e.g. DB-1, length: 25 m, ID: 0.32 mm, dF: 0.52 pm); Injector temperature: 270 °C; Injection volume 1
pl.
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External reference:
PubChem CID Drug Central ID
3504628 Net Found
Synonyms: -]
Processed SMILES string:
C=C(€)C1CC2(C)E(=CC1 =0)CEC(OC(=0)C(C)=CC)c2C
Prediction Results
Class Prediction Confidence
Live Virus Infectivity =~ 5#fs-CoV=s eytopathic fiect (7E) C=EE @
SARS-CoV-2 cytopathic effect (host tox Counter) / Cytotoxicity [ InACTIVE ]
Vl'ral Entr—y Spike-ACE2 protein-protein interaction (AlphaliSA) =3 =
Spike-ACE2 protein-protein interaction (TruHit Counter) [ AcTive | 073
ACE2 enzymatic activity [ INACTIVE ] [0.34]
Viral Replication 3CL enzymatic activity [ AcTIvE | =B
Invitro |nfeCtiVity SARS-CoV pseudotyped particle entry (CoV-PPE) [ inACTIVE ]
SARS-CoV pseudotyped particle entry counter screen (CoV-PPE_cs) [ inACTIVE ] [ 0.62]
MERS-CoV pseudotyped particle entry (MERS-PPE) [ Acrive | [ 0.69]
MERS-CoV pseudotyped particle entry counter screen (MERS-PPE_cs) [ inACTIVE ] [0.67]
Human Cell TOXiCity Human fibroblast toxicity (hCYTOX) [ inACTIVE ]
Host Prote‘ln Sigmal Receptor (sigmaiR) [ INACTIVE | [ 0.81]
Promising drugs are those that:
* Are active in CPE and are inactive in cytotox
AND
* Are inactive in ACE2
AND
* Are active in 3CL
AND/OR
* Are active in at least one of the following: AlphaLISA, CoV-PPE, MERS-PPE. While they are inactive in the screen, respectively:

TruHit, CoV-PPE_cs, MERS-PPE_cs
AND
* Are inactive in hCYTOX
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MERS-CoV pseudotyped particle entry counter screen (MERS-PPE_cs)
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* Are active in at least one of the following: AlphalISA, CoV-PPE, MERS-PPE. While they are inactive in the counter screen, respectively:

TruHit, CoV-PPE_cs, MERS-PPE_cs
AND
* Are inactive in hCYTOX

Figure S2. Prediction of anti-viral mechanisms (a) Petasin (b) Isopetasin

(http://drugcentral.org/Redial)




Table S1. Druglikeness of petasin, isopetasin and neopetasin (SwissADME: a free web tool to eval-
uate pharmacokinetics, drug-likeness and medicinal chemistry friendliness of small molecules [1]).

Criterion Petasin Neopetasin Isopetasin Acceptance
Lipinski [2] MW <500 316.4 316.4 316.4 yes
MLogP <4.15 3.48 3.48 3.48 yes
H-Bond Donors <5 0 0 0 yes
H-Bond Acceptors < 10 3 3 3 yes
Ghose [3] 150 < MW <480 316.4 316.4 316.4 yes
-0.4<WLogP <5.6 4.39 4.39 4.45 yes
40 <MR <130 93.8 93.8 93.8 yes
20 < atoms <70 51 51 51 yes
Veber [4] Rotatable bonds < 10 4 4 3 yes
TPSA <140 A2 43.37 43.37 43.37 yes

MW = molecular weight, MR = molecular refractivity, MLogP = rule-based Moriguchi Log P [2], WLogP = a purely atom-
istic method based Log P estimate on the fragmental system ([5], TPSA = Topological polar surface area.
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