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Isolation procedure:

Baccaris prunifolia

Dichloromethane extract Methanol extract
MIC=125ppm MIC=125ppm

l Biological assay

Fraction A-E Fraction F Eraction G Fraction H Fraction | Fraction J-N
MIC>62.5ppm MIC=62.5ppm MIC=62.5ppm MIC=62.5ppm MIC=62.5ppm MIC>62.5ppm

OH O OH O OH O
. Genkwanin (3! .
Neva(iensm (1) OH O 4 1C50 = 35.9(pgm Galangustine (6) 5
IC50 = 57.0 ppm X L IC50 = 14.1 ppm ON\§
4',7-Dimethoxyapigenin (2) OH
1C50 = 31.3 ppm _O.
-
o .
> OH O Salvigenin (5)
OH O Cirsimaritin (4) IC50 = 13.5 ppm

IC50 = 38.9 ppm

Figure SI- 1: Scheme of the bio-guided isolated compounds from Baccharis prunifolia.

Baccaris trinervis

Dichloromethane extract Methanol extract
MIC=125 ppm MIC=250 ppm

Biological assay and purification

Fraction A-G Fraction H Fraction | Fraction J-K
MIC>62.5
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[
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OH O
4’-Methoxy-a-hydroxydihydrochalcone (7A) OH o
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OH HO'
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Lyonogenin (7B) 38,15-Dihydroxylabdan-7-en-17-al (8) Oleanolic acid (9) Genkwanin (3) Cirsimaritin (4) Salvigenin (5)
Not tested IC50 = 70.04 ppm Not tested IC50 = 35.9 ppm IC50 = 38.9 ppm 1C50 = 13.5 ppm

Figure SI- 2: Scheme of the bio-guides isolated compounds from Baccharis trinervis.




Baccaris zumbadorensis

Dichloromethane extract

Methanol extract

MIC=125 ppm MIC=250 ppm
I Biological assay |
Fraction A-D Fraction E Fraction F-H Fraction | Fraction J Fraction K
MIC>62.5ppm MIC=62.5ppm MIC>62.5ppm MIC=62.5ppm MIC=62.5ppm MIC>62.5ppm
{ \
o o
b 10 b 1
10 HO"
OH

1,2-Dihydrosenedigital-2-ona (10)

IC50 = 3.1ppm

IC50 = 59.1ppm

13-nor-11,12-Dihydroxybisabol-2-enone (11)

OH O OH O
Genkwanin (3) Cirsimaritin (4)
IC50 = 35.9 ppm IC50 = 38.9 ppm

Figure SI- 3: Scheme of the bio-guided isolated compounds from Baccharis Zumbadorensis.




1- NMR spectroscopic data
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Figure SI- 4: *"H-NMR spectrum of compound 7A in CDCl; (400MHz).
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Figure SI- 5: 3C-NMR spectrum of compound 7A in CDCl3 (100MHz).
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Figure SlI- 6: gHMBC spectrum of compound 7A in CDCls.
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Figure SI-6a: gHMBC spectrum of compound 7A; Correlation between H-1 (3.11) and C1
(130,3) in compound 7A.
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Figure SI-6b: gHMBC spectrum of compound 7A; Correlation between H2/H6 with C2/C6 and
H3/H5 with C3/C5 in compounds7A and 7B.



gHSQC_01
BTDH5436

T T T T T T T T T T T T T T T T T T T T
13.0 12,5 12.0 11.5 11.0 10.5 100 95 90 85 80 75 70 65 60 55 50 45 4.0

f2 (ppm)

Figure SI- 7: gHSQC spectrum of compound 7A in CDCls.
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Figure SlI- 7a: gHSQC spectrum of compound 7A;HSQC correlations between H3°(5.99) with

C3’ (96.65) and H5°(5.98) with C5’ (95.32) in compound 7A and correlations between
H3’(6.08) with C3’ (95.09) and H5°(6.05) with C5’ (94.19) in compound 7B.
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Figure SI- 8: 'H-NMR spectrum of compound 8 in CDCl; (400MHz).
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Figure SI- 9: 3C- NMR spectrum of compound 8 in CDCl; (100MHz).
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Figure SI-10: gCOSY spectrum of compound 8 in CDCls; (400MHz).
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Figure SI-11: gHMBC spectrum of compound 8 in CDCls.
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Figure SI-12: gHSQC spectrum of compound 8 in CDCls.
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Figure SI- 12a: gHSQC correlations of compound 8.
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Figure SI-13: NOESY spectrum of compound 8 in CDCls.
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Figure SI-13a: NOESY spectrum of compound 8; Correlation between H19 and H20.
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Figure SI-14: *H-NMR spectrum of compound 11 in CDCl3 (400MHz).
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Figure SI-15: *C- NMR spectrum of compound 11 in CDClz (100MHz).
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Figure SI-16: gCOSY spectrum of compound 11 in CDCls.
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Figure SI-17: gHMBC spectrum of compound 11 in CDCls.
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Figure SI-18:

gHSQC spectrum of compound 11 in CDCls.
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Figure SI-18a: gHSQC correlations of compound 11.
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2- Antifungal activity against Botrytis cinerea UCA 992.

Microplate bioassay. Compound 1, 2, 3, 4,5, 6, 8, 10 and 11

SI- 19- Nevadensin (1).

S~ x'f-’:HH'x ’I:}"H-\_
’(f ) [ |]/ Growth inhibition of B. cinerea
Ho‘m A /U'\ -~ ‘::33?-_/
T ,-’H\,_\ o T /ﬂ' 90 -
© Il
OH O
70 -
Exact Mass: 344 09
&
§ 0
% —&—Irgasan
| 1C50 (ppm) 57.03 < 30 1 1
EC50 Lower (ppm) 27.51 10 4
EC50 Upper (ppm) 118.2
| IC50 (M) 165.70 10 . . ‘
-5 15 35 55
EC50 Lower (uM) 80,0 ppm (ng/mi)
EC50 Upper (uM) 343,5
Conc. (ppm) 62,50 31,25 1563 781 391 1,95 098 049 024 012 0,06
. 72,05 3297 13,74 1644 517 10,9 519 6,12 583 0,00 0,00
Inhibition (%)
Standard 2330 1821 7,72 846 368 7,65 563 806 10,10 0,00 0,00
deviation
Log ECgp=1.756
ECs5q0 =57.03 ppm
ECsq lower 95% confidence limit = 27.51 ppm
ECsy upper 95% confidence limit = 118.2 ppm
Transform of Prune rows of Data 1
1501
S 100-
c
S
i)
£ 504
£
O' T T 1
-2 -1 0 1 2 3
Log(Dosis)
Error estandard LogeC50=0.1551
(debe ser <0.5; EC50 valido)
R2=0.8659

17



Sl- 20- 42, 7-Dimethoxyapigenin (2).

cr
o H«‘.}j

Growth inhibition of B. cinerea

O O
E _ | 90 -
Cr
OH O 70
Exact Mass: 248,08 =
5 50
IC50 (ppm) 31.25 £
EC50 Lower (ppm) £ 0.
—e—Irgasan —12
EC50 Upper (ppm)
IC50 (uM) 104 101
EC50 Lower (uM) 10 . ‘ ‘
EC50 Upper (uM) B 15 35 55
ppm (pg/mL)
Conc. (ppm) 62,50 31,25 1563 781 391 1,95 098 049 024 012 0,06
87,42 49,98 24,35 2434 11,85 1538 1510 2,94 0,00 0,00 0,00
Inhibition (%)
Standard 3,89 362 1324 524 717 17,99 13,27 509 0,00 0,00 0,00
deviation
100,00 -
y=1,2091x+ 11,209
R2=0,9831
80,00 -
60,00 -

y = 15,388In(x) + 0,9992

40,00 - R2=0,7115
20,00 -
0,00 T T T T T T T 1
10 20 30 40 50 60 70
20,00 -
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S1-21- Genkwanin (3).

Growth inhibition of B. cinerea
_~_OH
PPN OVJ%) 90 1
N
:::‘}I,’ o 70 4
OH O <
[4]AAP4G “—0:' 50 |
Exact Mass: 284,07 z
IC50 (ppm) 35.9 £ 30 —4—lrgasan —{13
EC50 Lower (ppm) 31.61 10 4
EC50 Upper (ppm) 40.81
-10 T T T T T T
1C50 (HM) 126.4 -5 15 35 55 75 95 115
ppm (pg/mL)
EC50 Lower (uM) 111.3
EC50 Upper (M) 143.7
15,6
Conc. (ppm) 62,50 31,25 3 7,81 3,91 0,98 049 0,24 0,12 0,06

87,28 39,64 5,77 1,16 3,69
Inhibition (%) ! ! ! ! !

Standard 14,74 17,09 6,53 2,02 6,39
deviation

0,00 000 0,00 0,00 0,00

0,00 000 0,00 0,00 0,00

Log EC5p= 1.555
ECgp =35.92 ppm
EC;, lower 95% confidence limit = 31.61 ppm
ECsp upper 95% confidence limit=40.81 ppm

Transform of Prune rows of Data 1
150

8

inhibition (%)
3

-1 0 1 2 3
Log(Dosis)

-50-

Error estandard LogeEC50=0.02719
(debe ser <0.5; EC50 valido)

R?=0.9678
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Sl- 22- Cirsimaritin (4).

Growth inhibition of B. cinerea

O O As -
- | = H 90
O NN i
OH ©
Exact Mass: 314,08 70 1
3
e
5
=
£ 30 |
—e—Irgasan —{1+4
10 -
-10 . . . . ‘ ‘
5 15 35 55 75 95 115
ppm (pg/mL)
| 1c50 (ppm) 38.9
EC50 Lower (ppm)
EC50 Upper (ppm)
| 1C50 (M) 123.9
EC50 Lower (uM)
EC50 Upper (uM)
Conc. (ppm) 62,50 31,25 15,63 7,81 3,91 1,95 0,98 049 024 012 006
Inhibition (%) 65,68 53,76 33,84 37,32 33,86 32,60 21,21 18,73 495 0,00 0,00
17,50 2,80 11,70 11,14 18,47 17,02 9,13 9,09 4,73 0,00 0,00

Standard deviation

20



120,00

100,00

Cirsimaritin (4)

y = 0,506x + 30,298
R?=0,9413

80,00 -
60,00 -
40,00 y = 12,089In(x) + 17,005
R?=0,829
20,00
0,00 T T T T T 1
-10 10 30 50 70 90 110 130

Sl- 23- Salvigenin (5).

OH

6]

-~ OMe

=
T

Exact Mass: 328 09

vth inhibition of B. cinerea

[3AAPTS
5
=
£ 30
—e—Irgasan —{1+5
10 -
-10 T T T T T T
5 15 35 55 75 95 115
ppm (pg/mL)
| 1c50 (ppm) 13.49
EC50 Lower (ppm) 8.69
EC50 Upper (ppm) | 20.94
| 1c50 (M) 41.1
EC50 Lower (uM) 26.5
EC50 Upper (uM) 63.8
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Conc. (ppm)

62,50 31,25

1563 7,81 3,91 1,95 098 049 024 0,12 0,06
I 70,31 72,27 3861 2994 956 2,42 3536 0,00 000 0,00 0,00
Inhibition (%)
. 17,35 4,60 16,65 20,08 11,41 4,19 581 000 0,00 0,00 0,00
Standard deviation
Log EC50: 1.130
ECgo =13.49 ppm
ECs lower 95% confidence limit = 8.688 ppm
ECso upper 95% confidence limit = 20.94 ppm
Transform of Prune rows of Data 1
150~
~ 100-
S
c [ )
2 50~
o
N
E 0- 1 1 1
-1 0 1 2 3
Log(Dosis
50 g( )
Error estandard LogeC50=0.0936
(debe ser <0.5; EC50 valido)
R2=0.9017
Sl- 24- Galangustin (6).
i Growth inhibition of B. cinerea
- e O
0 £
HO .. ,,l.\\ 0. LQ J
S ~ % 90 -
\U\ _,1‘.’:[\ //”’
T
OH O 70
Exact Mass: 314,08 £
c 50 -
| 1c50 (ppm) 14.06 s
EC50 Lower (ppm) | 9.41 z o
EC50 Upper (ppm) | 21.01 —e—lrgasan —{1-6
| 1C50 (um) 44.8 10 -
EC50 Lower (uM) 30.0
-10 T T T
EC50 Upper (uM) 66.9 5 15 35 55
ppm (pg/miL)
Conc. (ppm) 62,50 31,25 15,63 7,81 3,91 1,95 0,98 0,49 024 0,12 0,06
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Inhibition (%)

Standard
deviation

74,32 77,75 46,17 23,89 12,78 20,79 18,14 10,97 9,54

16,89 4,08 28,83 19,90 9,10 5,67 8,96 1,47 3,23

0,00

0,00

0,00

0,00

Log ECsp= 1.148

ECs5o = 14.06 ppm
ECs lower 95% confidence limit = 9.408 ppm
ECs, upper 95% confidence limit =21.01 ppm

Transform of Prune rows of Data 1

100+
804
g
- 60-
k=)
o 404
ey
=
20- I [ ]
._.;
0 & T T 1
-2 -1 0 1 2
Log(Dosis)

Error estandard LogeC50=0.08533
(debe ser <0.5; EC50 valido)

R2=0.8164

Sl- 25- 38,15-Dihydroxylabdan-7-en-17-al (8).

HO

T

s .
P P

J"‘x\\::{‘*-, _.J
|5] BTDHI13621

Exact Mass: 322,25

J, /,EI 10 1

oH Growth inhibition of B. cinerea

90 -

70 +

50 4

inhibition (%)

30 -
—4—Irgasan —{1+8

10 -

-10

5 15 35 55 75 95 115
ppm (pg/mL)

| 1c50 (ppm)

70.04
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EC50 Lower (ppm)
EC50 Upper (ppm)

| 1c50 (M)

246.6

EC50 Lower (uM)

EC50 Upper (uM)

Conc. (ppm)

125,00 62,550 31,25 1563 7,81 391 19 098 049 024 0,12

Inhibition (%)

Standard deviation

87,54 42,80 26,03 1538 937 507 1,30 000 0,00 0,00 0,00

5,50 32,02 14,00 3,41 16,23 8,78 2,25 0,00 0,00 0,00 0,00

140,00

120,00 -

100,00 -

80,00 -

60,00 -~

40,00 -

20,00 +

y=0,6827x+2,1847
R? =0,9945

y=15,272In(x)- 13,251
R2=0,7677

-10,00
-20,00

-40,00 -

T
30,00 50,00 70,00 90,00 110,00 130,00
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Sl- 26- 1,2-Dyhidrosenedigital-2-ona (10).

o]
J’ ‘J J Growth inhibition of Botrytis cinerea
90 -
[2]BZDE331 ™=
Exact Mass: 206,17 70 - T
8
T 50 -
| 1c50 (ppm) 3.12 5
EC50 Lower (ppm) | 1.36 g
£ 30 -
EC50 Upper (ppm) | 7.15 —e—Irgasan —1—10
| 1c50 (M) 15.2 0 |
EC50 Lower (uM) 6.6
-10 : : :
EC50 Upper (uM) | 34.7 5 15 35 55
ppm (pg/mi)
62,50 31,25 1563 7,81 391 1,95 098 049 024 0,12 0,06
Conc. (ppm)
77,31 77,05 7658 62,14 36,31 33,94 21,62 1594 0,66 0,00 0,00
Inhibition (%)
L 20,87 17,58 18,83 593 21,12 20,07 19,54 2,86 1,14 0,00 0,00
Standard deviation

Inhibition (%)

804

604

404

Log EC50= 0.4949
ECs5q =3.126 ppm
ECso lower 95% confidence limit = 1.365 ppm
ECs5 upper 95% confidence limit = 7.156 ppm

Transform of Prune rows of Data 1
1001

Error estandard LogeC50=0.1759
(debe ser <0.5; EC50 valido)

-1

Log(Dosis)

R2=0.8468

0 1 2
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Sl- 27- 13-nor-11,12-Dihydroxybisabol-2-enone (11).

(1] BZDi15 Growth inhibition of Botrytis cinerea
9]
90 -
T
A _OH 70
HO™ ™ _
Exact Mass: 240,17 -
5 50
| 150 (ppm) 59.07 ]
EC50 Lower (ppm) | 53.79 < 304
EC50 Upper (ppm) | 64.87
10 4
| IC50 (HM) 246.0 —e—Irgasan —{+11
EC50 Lower (uM) | 224.0 10 . | |
-5 15 35 55

EC50 Upper (uM) | 270.1 ppm (1g/mi)

125,00 62,50 31,25 15,63 7,81 3,91 1,95 0,98 049 0,24 0,12

Conc. (ppm)

Inhibition (%) 88,51 55,26 9,04 10,94 8,45 3,34 1,62 0,00 0,00 0,00 0,00
Standard 5,04 11,33 4,32 5,57 7,76 3,57 281 0,00 000 0,00 0,00
deviation

Log EC50=1.771
ECsq =59.07 ppm
ECsq lower 95% confidence limit = 53.79 ppm
ECso upper 95% confidence limit = 64.87 ppm
Transform of Prune rows of Data 1
150-
S 100
C
i)
9
£ 504
£
3
0- T
-2 -1 0 1 2 3
Log(Dosis)
Error estandard LogeC50=0.02001
(debe ser <0.5; EC50 valido)
R2=0.9748

26




Sl1- 28- Plate bioassay. Compound 5

Salvigenin (5) Plate bioassay (72h) %Inh

80.0
700
60.0 oLl ®
500 | e
°
40.0
: y = 23.886In(x) + 123.87
30.0 R2=0.939
20.0
K ]
10.0
00 @
0 0.02 0.04 0.06 0.08 0.1
Salvigenin (5) (72h)
Conc %Inh
0,1 61,6
0,05 57,6
0,025 44,4
0,0125 15,2
0,00625 0,0
1C50 (ppm) 14.89
IC50 (M) 45.4
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Sl- 29- Plate bioassay. Compound 10

Compound 10 Plate bioassay (72h) %Inh
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1C50 (uM) 8.7
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Sl- 30- Positive control. Microplate Bioassay (irgasan).

Cl OH
Cl Cl

Growth inhibition of B. cinerea

110 -
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Exact Mass: 287,9512 J
— 70 7 -
3 4
c
| 1C50 (ppm) 0.23 2 50 |l
S
EC50 Lower (ppm) | 0.19 = $ —e—Irgasan
30 -
EC50 Upper (ppm) | 0.29
| 1C50 (M) 0.80 10 -
EC50 Lower (uM) | 0.65 *
-10 . ; .
EC50 Upper (uM) 1.00 -10 40 20 140
ppm (pg/mL)
62,50 15,63 7,81 3,91 1,95 0,98 0,49 0,24 0,12 0,06
Conc. (ppm)
85,69 84,89 85,73 87,74 75,27 62,52 3993 3589 0,00 0,00
Inhibition (%)
Standard 7,55 7,45 6,51 5,62 27,20 29,32 26,66 16,40 0,00 0,00
deviation

Log EC5;=-0.6360
EC:(=0.2312 ppm
EC:p lower 95% confidence limit = 0.1862 ppm
EC:pupper85% confidence limit = 0.2871 ppm
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Sl- 31- Positive control. Plate Bioassay (irgasan).

Cl Cl
Positive control. Irgasan (72h) %Inh
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