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Table S1. Identified RLs present in M15RL 2.

No. Molecular Formula RL Relative Abundance

%
1 C2sH44Oo Rha-Cs-Cio 5
2 C25H1609 Rha-Co-Cio <0.5
3 C26H1609 Rha-Ci21-Cs 5
4 C26H1s09 Rha-Ci0-Cio 10
5 C27H5009 Rha-C11-Cio <1
6 C2sHs5009 Rha-Ci21-Cio 19
7 CasH5209 Rha-C12-C1o 14
8 CsoH5209 Rha-Ci21-Ci21 8
9 C30H5409 Rha-Ci41-Cio 13
10 C30H5409 Rha-Ci2-Ci21 2
11 Cs0H5409 Rha-Ci21-C12 5
12 C32Hs609 Rha-Ci41-Ci2a <0.5
13 C30Hs5609 Rha-Ci4-Cio 12
14 Cs2Hs509 Rha-Ci61-C1o
15 C32Hs509 Rha-Ci41-Ci2 1

Rha-Ci12-Cra1
16 C32HeoOo Rha-C16-C1o 1
2 Rha denotes the rhamnose moiety; Cxy means a fatty acid chain with X carbons and Y unsatu-
rated bonds.



Co-treatment on HSV-1 and HCoV-229E
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Figure S1. Antiviral activity of M15RL, presented as percentage of inhibition, against (a) HSV-1 and (b) HCoV229E in the
co-treatment assay (cells treated with virus and M15RL at the same time). The inhibition percentage was calculated by
comparing the number of plaques found in the presence of M15RL with respect to the untreated virus (CTRL-) (Formula
2). The Greco extract at 50 ug/mL was used as a positive control (CTRL+). Data are means of three independent experi-
ments. Statistical analyses were determined by one-way ANOVA with Dunnett's test for multiple comparisons. Signifi-
cances are referred to the negative control (CTRL-). ** p <0.0021; *** p < 0.0002, **** p < 0.0001, ns (not significant).
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Figure S2. Antiviral activity of M15RL, presented as percentage of inhibition, against (a) HSV-1 and (b) HCoV229E in the
virus pre-treatment assay (virus treated with M15RL for 1 h and then titrated on cells). The inhibition percentage was
calculated by comparing the number of plaques found in the presence of M15RL with respect to the untreated virus
(CTRL-) (Formula 2). The Greco extract at 50 pg/mL was used as a positive control (CTRL+). Data are means of three
independent experiments. Statistical analyses were determined by one-way ANOV A with Dunnett's test for multiple com-
parisons. Significances are referred to the negative control (CTRL-). ** p < 0.0021; *** p < 0.0002, *** p < 0.0001, ns (not

significant).
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Mode of Action on HSV-1

Cell pre-treatment Fusion Post-treatment
(a) P (b) (c)
100- 100 100
& . g &
£ 50 & 50 € 50
ey - e )
=} [=) b [=] 7
53 - 52 i I3 -
: ns %% ns ] ns % NS ] w
ﬂ-ﬁ-‘l"—T— 0-
s ¢>Q q:o el X 7 0O D H .5 X 7.0 N H 9
é‘%& v SEE TV FEE TV
ng/mL OO ugmL O CO ugmL

Figure S3. The M15RL’s mode of action on HSV-1 was investigated through (a) Cell pre-treatment assay; (b) Fusion assay;
and (c) Post-treatment assay. The inhibition percentage was calculated by comparing the number of plaques found in the
presence of M15RL with respect to the untreated virus (CTRL-) (Formula 2). Data are means of three independent exper-
iments. Statistical analyses were determined by ANOVA with Dunnett's test for multiple comparisons. Significances are
referred to the negative control (CTRL-). * p < 0.0332; ** p < 0.0021, ns (not significant).



