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Supplementary Figure 1. (A) Scaled up biotransformation reaction of ferulic acid with the enzymatic
secretome of Botrytis cinerea and 10% of acetone. (B) UHPLC-PDA analysis with optimized
chromatographic conditions. (C) HPLC-PDA analysis using the transferred optimized
chromatographic conditions. (D) Semi-preparative HPLC-UV analysis using the transferred
optimized chromatographic conditions and isolation of the generated compounds.
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Supplementary Figure 2. (A) Scaled up biotransformation reaction of caffeic acid with the enzymatic
secretome of Botrytis cinerea and 10% of acetone. (B) UHPLC-PDA analysis with optimized
chromatographic conditions.
chromatographic conditions. (D) Semi-preparative HPLC-UV analysis using the transferred optimized
chromatographic conditions and isolation of the generated compounds.
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Supplementary Figure 3. Proposed chemo-enzymatic pathway for the formation of compounds 6 and
11 through 8-0-4' phenoxy radical coupling.
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Supplementary Figure 4. (A) UHPLC-PDA-ELSD-MS and (B) NMR analysis showing the

degradation of the compound 5 into 23.
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Supplementary Figure 5. Structure of compound 16 and its key ROESY correlations.
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Supplementary Figure 6. Proposed chemo-enzymatic pathway for the formation of compounds 21
through 8-6' phenoxy radical coupling.
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Supplementary Figure 7. Structure of compound 3 and its key ROESY correlations.



T
3.0

T
4.0

T
5.0

T
55

T
6.5

T
7.0

T
8.0

T
85

r
9.5

_— = (wdd) 1y
3 m @ ;W @ ;W 9 ;m 9o w Q W 9o ;v 9o
~ m m - - w n o ~ ~ o -] o o
! f { i f { { h h ; ; i i
Lw
o o
:
W LS -~
1 n o
- S
\O
] 3 =
O
- — n .lﬁ
vo LT — ~N O
96'2
w2 2}
667 - = Fur | e
0T'E- EEs ” W
ZI'E N
zred — " o
pred -
o —
/J -
o
B Fe o
=
8% 0 w
88 - S
me _— F0T T m
ol | e &
06'p- RE o
064 b cw
164
PSS~ _kwm o
s> ot g
895 _
69°5 .
165" e e m
0€'9 rart S
reo e 3
vE'D = Fwo L9 o
SE'9 2 twt 172)
SEQ Lern R
659 w
oo = =60 _m M ¢
oro
859 Z
649 Lin
759 " I ,_
59 -~ ol
02 Le 0 s L
© |
— |
Lo =]

. _ =) P | B | B e
068 \ 80T LL { | { q
€06 w01 || o [ i |
9067 ——— o [ al
am\. wmu: W _ |

©
¢ c _ _
D
2 =
(5]
o
o
>
wn

25

35

6.0 4.5
12 (ppm)

75

9.0

Supplementary Figure 9. COSY NMR spectrum of compound 1 in DMSO-ds
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Supplementary Figure 10. Edited-HSQC NMR spectrum of compound 1 in DMSO-ds

{
“Al1s0
. i
A ST
q
. it

° ’ ’ {180

«L190
5 9.0 85 8.0 75 7.0 6.5 6.0 55 5.0 45 4.0 35 3.0 25
f2 (ppm)

Supplementary Figure 11. HMBC NMR spectrum of compound 1 in DMSO-ds
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Supplementary Figure 13. 'H NMR spectrum of compound 2 in DMSO-ds at 600 MHz
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Supplementary Figure 14. COSY NMR spectrum of compound 2 in DMSO-ds

F105

riio

ris

ri20

1 (ppm)

ri2s

riso

r135

140

T T T T T T T T T T T 1

1.5 10.0 9.5 9.0 8.5 8.0 7.5 7.0 6.5 6.0 55 5.0
f2 (ppm)

Supplementary Figure 15. Edited-HSQC NMR spectrum of compound 2 in DMSO-ds
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Supplementary Figure 17. 'H NMR spectrum of compound 3 in DMSO-ds at 600 MHz
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Supplementary Figure 19. 13C-DEPTQ NMR spectrum of compound 3 in DMSO-ds at 151 MHz
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Supplementary Figure 21. HMBC NMR spectrum of compound 3 in DMSO-ds
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Supplementary Figure 22. ROESY NMR spectrum of compound 3 in DMSO-ds
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Supplementary Figure 23. 'H NMR spectrum of compound 4 in DMSO-ds at 600 MHz
16



_Q_JU.J__J‘ULLMJ L

A
=4 ° 0"
la.5
5.0
5.5
0 L
S o) ”
] 6.0
::
} 6.5
%
___;:J; 7.0
R e} 7.5
% 0’
- = = = = = = - , 8.0
8.0 7.5 7.0 6.5 6.0 55 5.0 4.5 4.0
2 (ppm)
Supplementary Figure 24. COSY NMR spectrum of compound 4 in DMSO-ds
L 'L..J'L‘;._Jl'u.v L L-‘M_.‘__“ ! S M
50
(60
70
80
. I
90
100
. eb . 10
. &4 $‘- =z
® e F120
L 130
- 140
& .
; ; . = . : - ‘ Liso
0 7.5 7.0 6.5 6.0 5.5 5.0 4.5 4.0
f2 (ppm)

Supplementary Figure 25. Edited-HSQC NMR spectrum of compound 4 in DMSO-ds

f1 (ppm)

f1 (ppm)



Supplementary Material

L U ..J‘L J L,.JL'._,L,_A'J AJ(ILWA J_UU \ ﬂ ,\\'w
r50
60
F70
80
100
110 —
e - o> o - H
- E" < -.‘?. ” = = :12|] §
- : e eog “= 130
- H40
o ° 2 oo
el - s
160
= = - Fi70
- = =~ = = - - I-IBD
7.5 7.0 6.5 6.0 55 5.0 4.5 4.0
f2 (ppm)
Supplementary Figure 26. HMBC NMR spectrum of compound 4 in DMSO-ds
<
£
g

M"J'JLJ\M\JLI

T T T T T T T T 1
8.0 75 7.0 6.5 6.0 55 5.0 45 4.0
f2 (ppm)

Supplementary Figure 27. ROESY NMR spectrum of compound 4 in DMSO-ds
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Supplementary Figure 30. Edited-HSQC NMR spectrum of compound 5 in DMSO-ds
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Supplementary Figure 32. 'H NMR spectrum of compound 6 in DMSO-ds at 600 MHz
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Supplementary Figure 33. COSY NMR spectrum of compound 6 in DMSO-ds
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Supplementary Figure 39. 13C NMR spectrum of compound 7 in DMSO-ds at 151 MHz
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Supplementary Figure 47. ROESY NMR spectrum of compound 8 in DMSO-ds
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Supplementary Figure 53. ROESY NMR spectrum of compound 9 in DMSO-ds



mmmm c\mmmmm& AT M -0 - ¢

YNNGl mn 99 Mma aR

RENENENOSS 888888888 J8 L R
B YoN Y

? =
S
—
[
104 ’:——.——-.
S
~—
- [ ——
Jr —
278-x —
&

Supplementary Material

|

T T T T 1
2.0 1.5 1.0 0.5 0.

.
. it
E . "Q 3.5
. L
° o 4.0
0 %o S
] : 4.5
(X
[
: ! 5.0
] )
3 25
€
f lss &
sl 0’ o § =
] ’ ° 6.0
o .0
— o i
0 ) 6.5
: .
A e . 7.0
’ 9
N ° t 7.5
3} (0] $
!
r T T T T T T T T ! T _8'0
8.0 75 7.0 6.5 6.0 55 5.0 45 40 35

2 (ppm)

Supplementary Figure 55. COSY NMR spectrum of compound 10 in DMSO-ds
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Supplementary Figure 57. Edited-HSQC NMR spectrum of compound 10 in DMSO-ds
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Supplementary Figure 61. COSY NMR spectrum of compound 11 in DMSO-ds
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Supplementary Figure 62. 13C-DEPTQ NMR spectrum of compound 11 in DMSO-ds at 151 MHz
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Supplementary Figure 67. COSY NMR spectrum of compound 12 in DMSO-ds
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Supplementary Figure 68. 1*C-DEPTQ NMR spectrum of compound 12 in DMSO-ds at 151 MHz
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48



el R
=TT

I |

P I”

S §

50

70

80

100
110
120

130

150

160

170

T T T T T
6.5 6.0 5.5 5.0 4.5

T T
0 75 7.0 .
12 (ppm)

T T
4.0 35

Supplementary Figure 88. HMBC NMR spectrum of compound 15 in DMSO-ds

1
iy | |
T T

B & R

| |

— JUUL ,,/I' ‘l

|
|

,L180

3.0

a

T T T — T
6.5 6.0 5.5 5.0 4.5

8.0 75 7.0 ;
12 (ppm)

T
4.0 35

Supplementary Figure 89. ROESY NMR spectrum of compound 15 in DMSO-ds

3.5

4.0

4.5

5.0

[5.5

6.0

6.5

7.0

7.5

-8.0

f1 (pom)

f1 (ppm)



Supplementary Material

HEARNNNOTTMMINMONSRNNT T NS n T Dmmm—hsrmsn
AR RO RR RN O RNT TMmmmm~ B a5 BRRRAE S 5B S
hhﬁ\ﬁ\ﬁtﬁ\ﬁ\ﬁ\ﬁtﬁd\?\)ﬂ\ﬁt{\ﬁ\d\ﬂﬂ?ﬂf\dmm i i e e e e e el e e el

et N -~ i e i

| |
)...J,JJ\*MJli L Y v{ N /il ‘ _ LJLL,_L_,__...__._JL-

Supplementary Figure 90. 'H NMR spectrum of compound 16 in DMSO-ds at 600 MHz
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Supplementary Figure 91. COSY NMR spectrum of compound 16 in DMSO-ds
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Supplementary Figure 103. COSY NMR spectrum of compound 19 in DMSO-ds
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Supplementary Figure 104. 13C-DEPTQ NMR spectrum of compound 19 in DMSO-ds at 151 MHz
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Supplementary Figure 105. Edited-HSQC NMR spectrum of compound 19 in DMSO-ds
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Supplementary Figure 106. HMBC NMR spectrum of compound 19 in DMSO-ds
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Supplementary Figure 107. ROESY NMR spectrum of compound 19 in DMSO-ds
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Supplementary Figure 108. *H NMR spectrum of compound 20 in DMSO-ds at 600 MHz
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Supplementary Figure 109. COSY NMR spectrum of compound 20 in DMSO-ds
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Supplementary Figure 110. 13C-DEPTQ NMR spectrum of compound 20 in DMSO-ds at 151 MHz
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Supplementary Figure 111. Edited-HSQC NMR spectrum of compound 20 in DMSO-ds
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Supplementary Figure 112. HMBC NMR spectrum of compound 20 in DMSO-ds
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Supplementary Figure 113. ROESY NMR spectrum of compound 20 in DMSO-ds
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Supplementary Figure 114. 'H NMR spectrum of compound 21 in DMSO-ds at 600 MHz
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Supplementary Figure 115. COSY NMR spectrum of compound 21 in DMSO-ds
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Supplementary Figure 116. Edited-HSQC NMR spectrum of compound 21 in DMSO-ds
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Supplementary Figure 117. HMBC NMR spectrum of compound 21 in DMSO-ds
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Supplementary Figure 118. ROESY NMR spectrum of compound 21 in DMSO-ds
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Supplementary Figure 119. 'H NMR spectrum of compound 22 in DMSO-ds at 600 MHz
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Supplementary Figure 120. COSY NMR spectrum of compound 22 in DMSO-ds
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Supplementary Figure 121. 13C-DEPTQ NMR spectrum of compound 22 in DMSO-ds at 151 MHz
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Supplementary Figure 122. Edited-HSQC NMR spectrum of compound 22 in DMSO-ds
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Supplementary Figure 123. HMBC NMR spectrum of compound 22 in DMSO-ds
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Supplementary Figure 124. ROESY NMR spectrum of compound 22 in DMSO-ds
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Supplementary Figure 125. 'H NMR spectrum of compound 23 in DMSO-ds at 600 MHz
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Supplementary Figure 126. COSY NMR spectrum of compound 23 in DMSO-ds
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Supplementary Figure 127. 13C-DEPTQ NMR spectrum of compound 23 in DMSO-ds at 151 MHz
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Supplementary Figure 128. Edited-HSQC NMR spectrum of compound 23 in DMSO-ds
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Supplementary Figure 129. HMBC NMR spectrum of compound 23 in DMSO-ds
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Supplementary Figure 130. ROESY NMR spectrum of compound 23 in DMSO-ds
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Supplementary Figure 131. 'H NMR spectrum of compound 24 in DMSO-ds at 600 MHz
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Supplementary Figure 132. COSY NMR spectrum of compound 24 in DMSO-ds
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Supplementary Figure 133. 13C-DEPTQ NMR spectrum of compound 24 in DMSO-ds at 151 MHz
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Supplementary Figure 134. Edited-HSQC NMR spectrum of compound 24 in DMSO-ds
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Supplementary Figure 135. HMBC NMR spectrum of compound 24 in DMSO-ds
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Supplementary Figure 136. ROESY NMR spectrum of compound 24 in DMSO-ds
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Supplementary Table 1. Chromatographic conditions optimized at the UHPLC level and transferred
to the analytical and semipreparative HPLC scale

Biotrans. UHPLC (100 x 2.1 mm i.d., 1.7 | HPLC (250 x 4.6 mm i.d., 5 | Semipreparative HPLC (250 x 19 mm i.d.,
reaction um) um) 5 um)
Flow- .
Flow-rate %A %B Time rate %A %B 1(-rlnTr? Flow-rate %A %B Time (min)
(mL/min) " °° (min) | (mLmin 77 ) | (mb/min) 0 °
)

95 5 0 9%5 5 0 95 5 0
95 5 005 40 60 60 40 60 60
Caffeic acid 0.4 40 60 12.92 1 0 100 61 17 0 100 61
0 100 13.14 0 100 70 0 100 70

0 100 15.07
70 30 0 70 30 O 70 30 0
70 30 005 45 55 30 45 55 30
Ferulic acid i 45 55 6.49 q 35 65 60 - 35 65 60
35 65 12.92 0 100 61 0 100 61
0 100 13.14 0 100 70 0 100 70

0 100 15.07
Mixture 80 20 0 80 20 O 80 20 0
caffeic/ferulic 0.4 80 20 005 1 40 60 60 17 40 60 60

acid

40 60 12.92 0 100 61 0 100 61
0 100 13.14 0 100 70 0 100 70

0 100 15.07
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