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Figure S1 - Molecular family of monoglycosylated flavonoids. SFR2 — SFR5 = fractions 2 to 5 obtained by Sephadex LH-20 column chromatography of the bioactive
ethyl acetate partition from the ethanolic extract of Piper aduncum L. In blue, substances annotated through manual inspection of the data, and in black, substances
annotated by comparison with the GNPS library. All substances were proposed based on fragmentations that gave rise to characteristic ions and fragmentation profiles.
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Figure S2 - Molecular family of diglycosylated flavonoids. SFR2 — SFR5 = fractions 2 to 5 obtained by Sephadex LH-20 column chromatography of the bioactive ethyl
acetate partition from the ethanolic extract of Piper aduncum L. In blue, substances annotated through manual inspection of the data, and in black, substances
annotated by comparison with the GNPS library. All substances were proposed based on fragmentations that gave rise to characteristic ions and fragmentation profiles.
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Figure S3 - Molecular family of non-glycosylated flavonoids. SFR2 — SFR5 = fractions 2 to 5 obtained by Sephadex LH-20 column chromatography of the bioactive
ethyl acetate partition from the ethanolic extract of Piper aduncum L. All substances were annotated by comparison with the GNPS library. These substances were
confirmed by fragmentations that gave rise to characteristic ions and the fragmentation profile.



(@)
HODMOH
~
O
v (0]
dihydroisoferulic acid (14) o
Y < OH
) "Ho
/

Ox N o -
coniferaldehyde (48) isoferulic acid (49)
2 o]
_O A OH D/\)J\OH
HO <
0
trans-sinapic acid (46) = \ ferulic acid ( [M+H]*, 19)
~o e
HO O+ _OH
ferulic acid ( [M+H-H,0]*, 18) eEend:
~ = erulic aci +H-H,0]*,
° @ srr2 @ SFR4
cis-sinapic acid (52)
@ sFr3 () SFRs5

Figure S4 — Molecular family of cinnamic acid derivatives. SFR2 — SFR5 = fractions 2 to 5 obtained by Sephadex LH-20 column chromatography of the bioactive ethyl
acetate partition from the ethanolic extract of Piper aduncum L. All substances were annotated by comparison with the GNPS library. These substances were confirmed
by fragmentations that gave rise to characteristic ions and the fragmentation profile.
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Figure S5 - Molecular family of prenylated benzoic acid derivatives and chromene 68. SFR2 — SFR5 = fractions 2 to 5 obtained by Sephadex LH-20 column
chromatography of the bioactive ethyl acetate partition from the ethanolic extract of Piper aduncum L. In blue, substances annotated by manual inspection of the data.
All substances were proposed based on fragmentations that gave rise to characteristic ions and fragmentation profile.
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Figure S6 - Molecular family of derivatives of methoxibenzoic acid, phenylpropanoids 44, and Ce-Cs derivatives (7, 8, and 15). SFR2 — SFRS = fractions 2 to 5 obtained

by Sephadex LH-20 column chromatography of the bioactive ethyl acetate partition from the ethanolic extract of Piper aduncum L. In blue, substances annotated by
manual inspection of the data, and in black, substances annotated by comparison with the GNPS library. All substances were proposed based on fragmentations that
gave rise to characteristic ions and fragmentation profile.



o OH S
OH

dihydroroseoside (12)

AS

ranuncoside (13)

OH
OH
OH
X
o © Legend:

o roseoside (34) \ ‘ SFR2 . SFR4
‘ © sFr3 ©) SFRS

Figure S7 - Molecular family of glycosides. SFR2 — SFR5 = fractions 2 to 5 obtained by Sephadex LH-20 column chromatography of the bioactive ethyl acetate partition
from the ethanolic extract of Piper aduncum L. In blue, substances annotated by manual inspection of the data, and in black, substances annotated by comparison
with the GNPS library. All substances were proposed based on fragmentations that gave rise to characteristic ions and fragmentation profile.
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Figure S8 - Molecular family of glyceride derivatives. SFR2 — SFR5 = fractions 2 to 5 obtained by Sephadex LH-20 column chromatography of the bioactive ethyl
acetate partition from the ethanolic extract of Piper aduncum L. All substances were annotated by comparison with the GNPS library. All substances were proposed
based on fragmentations that gave rise to characteristic ions and the fragmentation profile.
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Figure S9 - Molecular family of fatty acids. SFR2 — SFR5 = fractions 2 to 5 obtained by Sephadex LH-20 column chromatography of the bioactive ethyl acetate partition
from the ethanolic extract of Piper aduncum L. All substances were annotated by comparison with the GNPS library. All substances were proposed based on
fragmentations that gave rise to characteristic ions and the fragmentation profile.
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Figure S10: Compounds annotated in clusters of two or three nodes, or in the form of self-loops in the molecular
networks of the bioactive ethyl acetate partition from the ethanolic extract of Piper aduncum L. In blue, the
substances annotated through manual inspection of the data, and in black, the substances annotated by
comparison with the GNPS library. All substances were proposed based on fragmentations that gave rise to
characteristic ions and fragmentation profiles.
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Figure S11 — MS/MS comparison of some main constituents of the bioactive ethyl acetate partition from the
ethanolic extract of Piper aduncum L. A = loliolide; B = swertisin; C = isovitexin; D = 9-hydroxy-10,12,15-
octadecatrienoic acid. Mass fragments in black from experimental and in green from GNPS database.



