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Figure S31. Total Ion Current (TIC) and eXtracted Ion Chromatograms (XICs), at selected m/z
previously observed in high energy HRMS® of 12-deoxyphorbol 20-acetate-13-acyl derivatives,
obtained from UHPLC-HRMSF experiments for chromatographic fraction F of E. resinifera (data
acquired in ESI positive mode with a ramp trap collision energy of the high-energy function set
at 10-40 eV; high-energy function (2: TOF MS ES+)). XICs for 12-deoxyphorbol 20-acetate-13-
acyl derivatives [M+Na]" molecular ions: m/z 483.2359 calculated mass for (a) CasH3sO7Na
(AcDPB (10)); (b) m/z 495.2359 calculated mass for C27H3s07Na (AcDPA (11)); (¢) m/z 531.236,
calculated mass for C3;oH3sO7Na (AcDPP (12)) and (d) m/z 497.2515, calculated mass for
Cy7H3307Na (AcDPiPn (13)). XICs for selected featured ions of 12-deoxyphorbol 20-acetate-13-
acyl derivatives HRMSF spectra (see Scheme 4 and Figure S29) at: (e) m/z 395.1834; (f) m/z
335.1623; (g) m/z 295.1698. (h) UHPLC-HRMS" chromatographic profile (TIC) of fraction F
from E. reSINITEra eXIIaCt.. .. .cevivirierierieiieteriesieteteesteie et e e e e e teneneneneeeneneninenenenes OF
Figure S32. Total Ion Current (TIC) and eXtracted lon Chromatograms (XICs), at selected m/z
previously observed in high energy HRMS® of 12-deoxy-16-hydroxyphorbol 20-acetate-13,16-
diacyl derivatives, obtained from UHPLC-HRMSF experiments for chromatographic fraction G-
6 of E. resinifera (data acquired in ESI positive mode with a ramp trap collision energy of the
high-energy function set at 60-120 eV; high-energy function (2: TOF MS ES")). XIC for 12-
deoxy-16-hydroxyphorbol 20-acetate-16-benzoate-13-phenylacetate (AcDPPBz (6)) [M+Na]"
molecular ion: (a) m/z 651.2565, calculated mass for C37H40O9Na. XICs for selected characteristic
ions of 16-hydroxy-12-deoxyphorbol 20-acetate-13,16-diacyl derivatives HRMSF spectra (see
Scheme 2 and Figure S22) at (b) m/z 529.2202, (¢) m/z 411.1784, (d) m/z 393.1678, (e) m/z
333.1467 and m/z (f) 293.1542. (g) TIC of UHPLC-HRMSF chromatographic profile of fraction
G-6 from E. reSINITEIa EXIIACT. .. .. .eeieieieieit et et ettt e et e e eaeeaaaaes 68
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Figure S33. Total Ion Current (TIC) and eXtracted Ion Chromatograms (XICs), at selected m/z
previously observed in high energy HRMS of 12-deoxyphorbol 20-acetate-13-acyl derivatives,
obtained from UHPLC-HRMSF experiments for chromatographic fraction G-6 of E. resinifera
(data acquired in ESI positive mode with a ramp trap collision energy of the high-energy function
set at 10-40 eV; high-energy function (2: TOF MS ES+)). XIC for 12-deoxyphorbol 20-acetate-
13-(p-methoxyphenyl)acetate (AcDPMeOP (14)) [M+Na]" molecular ion: (a) m/z 561.2464
calculated mass for Cs31H3303Na. XICs for selected featured ions of 12-deoxyphorbol 20-acetate-
13-acyl derivatives HRMSF spectra (see Scheme 4 and Figure S29) at: (b) m/z 395.1834; (¢) m/z
335.1623; (d) m/z 295.1698. (¢) UHPLC-HRMSF chromatographic profile (TIC) of fraction G-6
from E. reSINIfEra @XIract. ... ..ovieieii it e e e 69

Figure S34. Total Ion Current (TIC) and eXtracted Ion Chromatograms (XICs), at selected m/z
previously observed in high energy HRMSF of 12,20-dideoxyphorbol 13-acyl derivatives,
obtained from UHPLC-HRMSF® experiments for chromatographic fraction G-6 of E. resinifera
(data acquired in ESI positive mode with a ramp trap collision energy of the high-energy function
set at 10-40 eV; high-energy function (2: TOF MS ES+)). XIC for 12,20-dideoxyphorbol 13-
isobutyrate (diDPB (15)) [M+Na]" molecular ion: (a) m/z 425.2304 calculated mass for
Co4H3405Na. XICs for selected featured ions of 12,20-dideoxyphorbol 13-acyl derivatives
HRMSF spectra (see Scheme 5 and Figure S30) at: (b) m/z 337.1780; (¢) m/z 297.1855; (d) m/z
279.1749 and (e) m/z 269.1905. (f) UHPLC-HRMS" chromatographic profile (TIC) of fraction
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Figure S35. Total lon Current (TIC) and eXtracted lon Chromatograms (XICs), at selected m/z
previously observed in high energy HRMS® of 12-deoxy-16-hydroxyphorbol 20-acetate-13,16-
diacyl derivatives, obtained from UHPLC-HRMS" experiments for chromatographic fraction G-
7 of E. resinifera (data acquired in ESI positive mode with a ramp trap collision energy of the
high-energy function set at 60-120 eV; high-energy function (2: TOF MS ES")). XIC for 12-
deoxy-16-hydroxyphorbol 20-acetate-13,16-diacyl derivatives [M+Na]" molecular ions: (a) m/z
617.2727, calculated mass for C3sHs,O9Na (AcDPPI (4)); (b) m/z 629.2727, calculated mass for
CisHs20O9Na (AcDPPT (5)); (¢) m/z 651.2565, calculated mass for C3;Hs0O9Na (AcDPPBz (6));
(d) m/z 603.2570, calculated mass for Cs3HsO9Na (AcDPPU; (20)). XICs for selected
characteristic ions of 16-hydroxy-12-deoxyphorbol 20-acetate-13,16-diacyl derivatives HRMSF
spectra (see Scheme 2 and Figure S22) at (e) m/z 529.2202, (f) m/z 411.1784, (g) m/z 393.1678,
(h) m/z 333.1467 and (i) m/z 293.1542. (j) TIC of UHPLC-HRMSF® chromatographic profile of
fraction G-7 from E. resinifera extract.............covuiiiiiiiiii 71

Figure S36. Total Ion Current (TIC) and eXtracted Ion Chromatograms (XICs), at selected m/z
previously observed in high energy HRMS® of 12-deoxyphorbol 20-acetate-13-acyl derivatives,
obtained from UHPLC-HRMSF experiments for chromatographic fraction G-7 of E. resinifera
(data acquired in ESI positive mode with a ramp trap collision energy of the high-energy function
set at 10-40 eV; high-energy function (2: TOF MS ES+)). XICs for 12-deoxyphorbol 20-acetate-
13-acyl derivatives [M+Na]" molecular ions: (a) m/z 531.236, calculated mass for C3oH3s07Na
(AcDPP (12)); (b) m/z 561.2464 calculated mass for C3;H33O3sNa (AcDPMeOP (14)). XICs for
selected featured ions of 12-deoxyphorbol 20-acetate-13-acyl derivatives HRMS® spectra (see
Scheme 4 and Figure S29) at: (¢) m/z 395.1834; (d) m/z 335.1623; (e) m/z 295.1698. (f) UHPLC-
HRMS*®  chromatographic profile (TIC) of fraction G-7 from E. resinifera
1 T N 72
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Figure S37. Total Ion Current (TIC) and eXtracted Ion Chromatograms (XICs), at selected m/z
previously observed in high energy HRMS® of 12,20-dideoxyphorbol 13-acyl derivatives,
obtained from UHPLC-HRMSF experiments for chromatographic fraction G-7 of E. resinifera
(data acquired in ESI positive mode with a ramp trap collision energy of the high-energy function
set at 10-40 eV; high-energy function (2: TOF MS ES+)). XIC for 12,20-dideoxyphorbol 13-acyl
derivatives [M+Na]" molecular ion: (a) m/z 437.2304 calculated mass for C>sH340sNa (diDPUy4
(22)). XICs for selected featured ions of 12,20-dideoxyphorbol 13-acyl derivatives HRMS"
spectra (see Scheme 5 and Figure S30) at: (b) m/z 337.1780; (¢) m/z 297.1855; (d) m/z 279.1749
and (e) m/z 269.1905. (f) UHPLC-HRMS"® chromatographic profile (TIC) of fraction G-7 2019-
Ac-FR11 from E. resinifera eXtract...........ooouiiiiriiiniiii e e 73

Figure S38. Total Ion Current (TIC) and eXtracted Ion Chromatograms (XICs), at selected m/z
previously observed in high energy HRMSF of 12-deoxy-16-hydroxyphorbol 20-acetate-13,16-
diacyl derivatives, obtained from UHPLC-HRMSF experiments for chromatographic fraction G-
8 of E. resinifera (data acquired in ESI positive mode with a ramp trap collision energy of the
high-energy function set at 60-120 eV; high-energy function (2: TOF MS ES")). XIC for 12-
deoxy-16-hydroxyphorbol 20-acetate-13,16-diacyl derivatives [M+Na]" molecular ions: (a) m/z
617.2727, calculated mass for C3sHs,O9Na (AcDPPI (4)); (b) m/z 629.2727, calculated mass for
CisH4209Na (AcDPPT (5)); (¢) m/z 631.2883, calculated mass for C3sHs4O9Na (AcDPPU3 (21)).
XICs for selected characteristic ions of 16-hydroxy-12-deoxyphorbol 20-acetate-13,16-diacyl
derivatives HRMSF spectra (see Scheme 2 and Figure S22) at (d) m/z 529.2202, (e) m/z 411.1784,
(f) m/iz 393.1678, (g) m/z 333.1467 and (h) m/z 293.1542. (i) TIC of UHPLC-HRMS"
chromatographic profile of fraction G-8 from E. resinifera
o3 Q3 21 P 74

Figure S39. Total Ion Current (TIC) and eXtracted Ion Chromatograms (XICs), at selected m/z
previously observed in high energy HRMS® of 12-deoxyphorbol 20-acetate-13-acyl derivatives,
obtained from UHPLC-HRMS" experiments for chromatographic fraction G-8 of E. resinifera
(data acquired in ESI positive mode with a ramp trap collision energy of the high-energy function
set at 10-40 eV; high-energy function (2: TOF MS ES+)). XIC for 12-deoxyphorbol 20-acetate-
13-phenylacetate (AcDPP (12)) [M+Na]" molecular ion: (a) m/z 531.2359 calculated mass for
Cs0H3607Na. XICs for selected featured ions of 12-deoxyphorbol 20-acetate-13-acyl derivatives
HRMSF spectra (see Scheme 4 and Figure S29) at: (b) m/z 395.1834; (¢) m/z 335.1623; (d) m/z
295.1698. (¢) UHPLC-HRMSF chromatographic profile (TIC) of fraction G-8 from E. resinifera
BXITACT. . .ottt e 75

Figure S40. Total Ion Current (TIC) and eXtracted lon Chromatograms (XICs), at selected m/z
previously observed in high energy HRMS® of 12-deoxy-16-hydroxyphorbol 13,16-diacyl
derivatives, obtained from UHPLC-HRMSF experiments for chromatographic fraction G-9 of E.
resinifera (data acquired in ESI positive mode with a ramp trap collision energy of the high-
energy function set at 60-120 eV; high-energy function (2: TOF MS ES")). XIC for 12-deoxy-16-
hydroxyphorbol 13,16-diacyl derivatives [M+Na]" molecular ions: (a) m/z 575.2621, calculated
mass for C3,H4OgNa (DPPI (1)); (b) m/z 587.2621, calculated mass for C33H4OsNa (DPPT (2));
(¢) m/z 609.2464, calculated mass for Cs3sH3sOsNa (DPPBz (3)); (d) m/z 589.2777, calculated
mass for Ci;3Hs2OsNa (DPPU; (19)). XICs for selected characteristic ions of 12-deoxy-16-
hydroxyphorbol 13,16-diacyl derivatives HRMS® spectra (see Scheme 1 and Figure S20) at (e)
m/z 487.2097, (f) m/z 369.1678, (g) m/z 351.1572, (h) m/z 323.1623 and (i) m/z 293.1542. (j) TIC
of UHPLC-HRMS® chromatographic profile of fraction G-9 from E. resinifera
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Figure S41. Total Ion Current (TIC) and eXtracted Ion Chromatograms (XICs), at selected m/z
previously observed in high energy HRMS" of 12-deoxyphorbol 13-acyl derivatives, obtained
from UHPLC-HRMS® experiments for chromatographic fraction G-9 of E. resinifera (data
acquired in ESI positive mode with a ramp trap collision energy of the high-energy function set
at 10-40 eV; high-energy function (2: TOF MS ES+)). XICs for 12-deoxyphorbol 13-acyl
derivatives [M+Na]" molecular ions: (a) m/z 441.2253 calculated mass for C>4H3s06Na (DPB
(7)); (b) mfz 453.2253 calculated mass for C,sH34OsNa (DPA (8)) and (¢) m/z 489.2253,
calculated mass for C,sH3406Na (DPP (9)). XICs for selected featured ions of 12-deoxyphorbol
13-acyl derivatives HRMSF spectra (see Scheme 3 and Figure S25) at: (d) m/z 395.1834; (e) m/z
335.1623; (f) m/z 295.1698. (g) UHPLC-HRMS"® chromatographic profile (TIC) of fraction from
E. reSINITEra XIraCt.....co.euiieuiieieiiieietceeere et e e e e e aeaeeeaenenen 1T

4- UHPLC-HRMSF data. Tables.

Table S1. Selected ions of high energy HRMSF experiment (DIA) [1] of DPPI (1) and DPPT (2)
(data acquired in ESI positive ionization with a ramp trap collision energy of the high-energy
function set at 60-120 €V). ...oiniiii i e e 78

Table S2. Selected ions of high energy HRMSF experiment (DIA) [1] of DPA (8) and DPP (9)
(data acquired in ESI positive ionization with a ramp trap collision energy of the high-energy
function set at 10-40 €V). ..oiuiiniii it e e 79
Table S3. Selected ions of high energy HRMSF experiment (DIA) [1] of AcDPB (10), AcDPA
(11) and AcDPP (12) (data acquired in ESI positive ionization with a ramp trap collision energy
of the high-energy function set at 10-40 €V). ......ciiiiiiiiii e 80
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1- NMR Spectra
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Figure S1a. '"H NMR spectrum of DPPI (1) in CD;OD (600 MHz).
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Figure S1b. >°C NMR spectrum of DPPI (1) in MeOD (150 MHz)
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Figure S2b. >*C-NMR spectrum of DPPT (2) in CD;OD (150 MHz).
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Figure S3b. >C-NMR spectrum of DPPBz (3) in CD;0D (100 MHz).
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Figure S3c. COSY spectrum of DPPBz (3) in CD3;OD.
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Figure S3d. HSQC spectrum of DPPBz (3) in CD;0D.
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Figure S3e. Expansion (dy 4.7-0.6, oc 80-2) of HSQC spectrum of DPPBz (3) in CD3;OD.
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Figure S3h. Expansion (du 8.9-0.2, oc 218-119) of HMBC spectrum of DPPBz (3) in CD;0D.
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Figure S3g. HMBC spectrum of DPPBz (3) in CD3;0OD.
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Figure S4a. 'H-NMR spectrum of AcDPPI (4) in CD;0D. (400 MHz).
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Figure S4b. >*C-NMR spectrum of AcDPPI (4) in CD;0D. (100 MHz).
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Figure S4c. COSY spectrum of AcDPPI (4) in CDs;OD.
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Figure S4e. Expansion (o 4.7-0.5, &c 77-2) of HSQC spectrum of AcDPPI (4) in CD;0D.

Figure S4f. Expansion (8 7.8-5.5, & 165-120) of HSQC spectrum of AcDPPI (4) in CD;OD.

Supplementary Material

20 160 168 2

S )

10,8 5a,2" 5b 12a OAc 19 12b 14,17,3" 4" 18
11

19

17 @
<

8 g : N o) oG
OAc o® o =
15 o

14 @ [s]
2 o @ “- &
> o

1 )
85 © 68 69
2 ©

¥}

10 @
13
016 @ e ©
4

T T T T T T T T T T T T T T T T T

46 44 42 40 38 36 34 32 30 28 26 24 22 20 18 16 14 12 10 08

2 (ppm)

1 4,5,6,7,8 7
.
5.7
48 )
’ ©
32
6
o
: @
T T T T T T T T T T T T T T T T T T T T T T T T
78 77 76 75 74 73 72 71 70 69 68 65 64 63 62 61 60 59 58 57 56 55

6.7 6.6
2 (ppm)

L25

30

L35

F-40

Las

50

55

160

65

70

75

120

125

130

135

140

{145

150

155

160

165

f1 (ppm)

f1 (ppm)

18/81



]

ul

LI

Ll l il

ok

Supplementary Material

14,56.7'8
1719 =

oac 3" 18

1
1
85
>

57 485
7

27 =

o3

0COMe
3

(X3
Gl
00

" sp

08

12a 11
OAc

19 12b

000

14,17,3"4" 18

o

7.5

T T T
5.5 5.0 4.5 4.0 3.5
2 (ppm)

3.0

2.0 1.

Figure S4g. HMBC spectrum of AcDPPI (4) in CD;OD.
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Figure S4i. Expansion (dy 8.0-0.4, &c 220-120) of HMBC spectrum of AcDPPI (4) in CD;0D
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Figure S5a. '"H NMR spectrum of AcDPPT (5) in CD;OD (400 MHz).
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Figure S5b. °C NMR spectrum of AcDPPT (5) in CD;OD (100 MHz).
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Figure S5d. HSQC spectrum of AcDPPT (5) in CDs;OD.
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Figure S5e. Expansion (dy 4.7-0.5, oc 78-4) of HSQC spectrum of AcDPPT (5) in CD;OD.
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Figure S5f. Expansion (du 7.9-5.0, oc 165-120) of HSQC spectrum of AcDPPT (5) in CDs;OD.
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Figure S14b. “C-NMR spectrum of AcDPMeOP (14) in CD;OD (100 MHz).
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Figure S14c. COSY spectrum of AcDPMeOP (14) in CD;0OD.
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Figure S14d. HSQC spectrum of AcDPMeOP (14) in CD;0D.
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Figure S14e. Expansion (oy 4.7-0.1, oc 77-2) of HSQC spectrum of AcDPMeOP (14) in

CDs;0OD.
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Figure S14g. HMBC spectrum of AcDPMeOP (14) in CD;OD.
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Figure S14h. Expansion (& 7.7-0.5, oc 90-3) of HMBC spectrum of AcDPMeOP (14) in
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Figure S14i. Expansion (u 8.0-0.5, oc 215-105) of HMBC spectrum of AcDPMeOP (14) in
CDs;OD.
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Figure S15b. >’C-NMR spectrum of diDPB (15) in CD;OD (125 MHz)
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Figure S15¢. COSY spectrum of diDPB (15) in CD3;OD.
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Figure S15d. HSQC spectrum of diDPB (15) in CD;0OD.
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Figure S15f. HMBC spectrum of diDPB (15) in CD;OD.
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Figure S15i. NOESY2D spectrum of diDPB (15) in CD;OD.
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Figure S15j. DEPT spectrum of diDPB (15) in CD3;OD.
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Figure S16a. '"H NMR spectrum of RTX (16) in CDCl; (400 MHz).

SR T o O T

T T T T T T T T T T T T T T T T T T T T T T T
20 210 200 190 180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10 0
1 (ppm)

Figure S16b. *C NMR spectrum of RTX (16) in CDCl; (100 MHz).
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Figure S17a. 'H-NMR spectrum of EOF1 (17) in CD;0D (400 MHz).
& 3588 g #4888 8 HegNgY S5 RRILBTBILABIGY
8 RRRR g 18 8]% a S BEN NN ¥4 NNNSRYSSSSRNGM
< EERR % 7 888 F [ 3 F 4NN §¢ didd/LL8Ss8n e
~N NI I NN\ NN SN =
8.4
75 10
i 11 2 19
1,., 12 13 2 2m 17
1 6 7 g 2 18 m 16
b 5 3 s 19 20
14 m 6 4
3' _J_L“JMLLJJMJL__
L | Ll .
T T T T T T T T T T T T T T T T T T T T T
210 200 190 180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10
f1 (ppm)

Figure S17b. *C-NMR spectrum of EOF1 (17) in CD;0D. (100 MHz).
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Figure S18b.

BC-NMR spectrum of EOF2 (18) in CD;0D (100 MHz).
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Figure S19. Experimental ECD spectra of DPPI (1), DPPT (2), DPPBz (3), AcDPPT (5) and
AcDPPBz (6).
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Figure S22. Proposed fragmentation route for selected ions on HRMS® spectrum (DIA) [1], in ESI positive mode, for AcDPPI (4), AcDPPT (5), AcDPPBz
(6), AcDPPU, (20) and AcDPPU;3; (21). In red, common daughter ions with group A compounds (see section 2.2 and Figure S20).
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Figure S23. Comparison of HRMSF spectra (DIA) [1] for (a) DPB (7), (b) DPA (8) and (¢) DPP (9), m/z range 240-540 (data acquired in ESI

positive mode with a ramp trap collision energy of the high-energy function set at 10-40 eV).
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Figure S24. Comparison of HRMSF spectra (DIA) [1] for: (a) DPB (7), (b) DPA (8) and, (c) DPP (9) X23); m/z range 240-365 (m/z range 240-

540 in Figure S23) (data acquired in positive ionization with a ramp trap collision energy of the high-energy function set at 10-40 eV). Compounds

7, 8 and 9 show daughter ions from their corresponding [M+Na]" molecular ions (see Figure S23) in their HRMS" spectra at m/z 313.1804,
295.1698, 277.1592, 267.1749 and 249.1643 (calculated) (in green in Scheme 3, Figures S24a and S25) which could be assigned to losses of water

(1, 2 and 3 molecules), 2 molecules of water and CO and 3 molecules of water and CO, respectively, from a precursor ion at m/z 353.1729

(calculated) (in red in Scheme 3, Figures S24a and S25) (Table S2). Last mentioned ion, which is relatively abundant in HRMS® spectra of DPB

(7) DPA (8) and DPP (9) (Table S2, Figures S23 and S24) originates from a loss of an ester group at C-13 from parent molecular ions in each

compound (Figure S23). See proposed fragmentation route for selected ions mentioned above in Scheme 3 and Figure S25, together with colour

key
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Calcd Exact Mass: 313,1804 Calcd Exact Mass: 285,1855

l - Hz0

M

Chemical Formula: CagHo304 Chemical Formula: C4gH530
Calcd Exact Mass: 295,1698 Calcd Exact Mass: 267,1749

l - H,0 i - H,0

Chemical Formula: CgoHz40O Chemical Formula: CqgHa1
Calcd Exact Mass: 277,1592 Calcd Exact Mass: 249,1643

Figure S25. Proposed fragmentation route for selected ions on HRMS* spectrum (DIA) [1], in ESI positive mode, for DPB (7), DPA
(8) and DPP (9). In green, common daughter ions with group D compounds (see section 2.2 and Figure S29).
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Figure S26. Comparison of HRMSF spectra (DIA) [1] for (a) AcDPB (10), (b) AcDPA (11), and (¢) AcDPP (12), m/z range 240-560 (data acquired

in ESI positive mode with a ramp trap collision energy of the high-energy function set at 10-40 eV).
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Figure S27. Comparison of HRMSF spectra (DIA) [1] for (a) AcDPB (10), (b) AcDPA (11), and (¢) AcDPP (12), m/z range 240-410 (data acquired in
ESI positive mode with a ramp trap collision energy of the high-energy function set at 10-40 eV).
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Figure S28. Comparison of HRMS spectra (DIA) [1] for (a) AcDPiPn (13) and (b) AcDPMeOP (14), m/z range 240-600 (m/z range 240-410 in Figure 7)

(data acquired in ESI positive mode with a ramp trap collision energy of the high-energy function set at 10-40 eV).
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Figure S29. Proposed fragmentation route for selected ions on HRMSF spectrum (DIA) [1], in ESI positive mode, for AcDPB (10),
AcDPA (11), AcDPP (12), AcDPiPn (13) and AcDPMeOP (14). In green, common daughter ions with group C compounds (see
section 2.2 and Figure S25).
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Figure S30. Proposed fragmentation route for selected ions on HRMSF spectrum (DIA) [1], in ESI positive mode, for diDPB (15) and diDPUy (22).
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Figure S31. Total Ion Current (TIC) and eXtracted Ion Chromatograms (XICs), at selected m/z
previously observed in high energy HRMSF of 12-deoxyphorbol 20-acetate-13-acyl derivatives,
obtained from UHPLC-HRMSF experiments for chromatographic fraction F of E. resinifera (data
acquired in ESI positive mode with a ramp trap collision energy of the high-energy function set
at 10-40 eV; high-energy function (2: TOF MS ES+)). XICs for 12-deoxyphorbol 20-acetate-13-
acyl derivatives [M+Na]™ molecular ions: m/z 483.2359 calculated mass for (a) CsH3sO7Na
(AcDPB (10)); (b) m/z 495.2359 calculated mass for C,7H3607Na (AcDPA (11)); (¢) m/z 531.236,
calculated mass for C3;H3sO7Na (AcDPP (12)) and (d) m/z 497.2515, calculated mass for
C»7H3307Na (AcDPiPn (13)). XICs for selected featured ions of 12-deoxyphorbol 20-acetate-13-
acyl derivatives HRMSF spectra (see Scheme 4 and Figure S29) at: (e) m/z 395.1834; (f) m/z
335.1623; (g) m/z 295.1698. (h) UHPLC-HRMS* chromatographic profile (TIC) of fraction F
from E. resinifera extract.
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Figure S32. Total [on Current (TIC) and eXtracted Ion Chromatograms (XICs), at selected m/z
previously observed in high energy HRMS® of 12-deoxy-16-hydroxyphorbol 20-acetate-13,16-
diacyl derivatives, obtained from UHPLC-HRMSF® experiments for chromatographic fraction G-
6 of E. resinifera (data acquired in ESI positive mode with a ramp trap collision energy of the
high-energy function set at 60-120 eV; high-energy function (2: TOF MS ES")). XIC for 12-
deoxy-16-hydroxyphorbol 20-acetate-16-benzoate-13-phenylacetate (AcDPPBz (6)) [M+Na]"
molecular ion: (a) m/z 651.2565, calculated mass for C37H40O9Na. XICs for selected characteristic
ions of 16-hydroxy-12-deoxyphorbol 20-acetate-13,16-diacyl derivatives HRMSF spectra (see
Scheme 2 and Figure S22) at (b) m/z 529.2202, (¢) m/z 411.1784, (d) m/z 393.1678, (e) m/z
333.1467 and m/z (f) 293.1542. (g) TIC of UHPLC-HRMSF chromatographic profile of fraction
G-6 from E. resinifera extract.
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Figure S33. Total Ion Current (TIC) and eXtracted Ion Chromatograms (XICs), at selected m/z
previously observed in high energy HRMS® of 12-deoxyphorbol 20-acetate-13-acyl derivatives,
obtained from UHPLC-HRMSF experiments for chromatographic fraction G-6 of E. resinifera
(data acquired in ESI positive mode with a ramp trap collision energy of the high-energy function
set at 10-40 eV; high-energy function (2: TOF MS ES+)). XIC for 12-deoxyphorbol 20-acetate-
13-(p-methoxyphenyl)acetate (AcDPMeOP (14)) [M+Na]" molecular ion: (a) m/z 561.2464
calculated mass for C3;H3sOsNa. XICs for selected featured ions of 12-deoxyphorbol 20-acetate-
13-acyl derivatives HRMSF spectra (see Scheme 4 and Figure S29) at: (b) m/z 395.1834; (¢) m/z
335.1623; (d) m/z 295.1698. (¢) UHPLC-HRMSF chromatographic profile (TIC) of fraction G-6
from E. resinifera extract.
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Figure S34. Total Ion Current (TIC) and eXtracted Ion Chromatograms (XICs), at selected m/z
previously observed in high energy HRMSF of 12,20-dideoxyphorbol 13-acyl derivatives,
obtained from UHPLC-HRMS" experiments for chromatographic fraction G-6 of E. resinifera
(data acquired in ESI positive mode with a ramp trap collision energy of the high-energy function
set at 10-40 eV; high-energy function (2: TOF MS ES+)). XIC for 12,20-dideoxyphorbol 13-
isobutyrate (diDPB (15)) [M+Na]" molecular ion: (a) m/z 425.2304 calculated mass for
Co4H3405Na. XICs for selected featured ions of 12,20-dideoxyphorbol 13-acyl derivatives
HRMSF spectra (see Scheme 5 and Figure S30) at: (b) m/z 337.1780; (¢) m/z 297.1855; (d) m/z
279.1749 and (e) m/z 269.1905. (f) UHPLC-HRMS" chromatographic profile (TIC) of fraction
G-6 from E. resinifera extract.
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Figure S35. Total Ion Current (TIC) and eXtracted Ion Chromatograms (XICs), at selected m/z
previously observed in high energy HRMS® of 12-deoxy-16-hydroxyphorbol 20-acetate-13,16-
diacyl derivatives, obtained from UHPLC-HRMS" experiments for chromatographic fraction G-
7 of E. resinifera (data acquired in ESI positive mode with a ramp trap collision energy of the
high-energy function set at 60-120 eV; high-energy function (2: TOF MS ES")). XIC for 12-
deoxy-16-hydroxyphorbol 20-acetate-13,16-diacyl derivatives [M+Na]" molecular ions: (a) m/z
617.2727, calculated mass for C3sHs,O9Na (AcDPPI (4)); (b) m/z 629.2727, calculated mass for
CssH4O9Na (AcDPPT (5)); (¢) m/z 651.2565, calculated mass for C37H40O9Na (AcDPPBz (6));
(d) m/z 603.2570, calculated mass for Cs3HsOsNa (AcDPPU; (20)). XICs for selected
characteristic ions of 16-hydroxy-12-deoxyphorbol 20-acetate-13,16-diacyl derivatives HRMS"®
spectra (see Scheme 2 and Figure S22) at (e) m/z 529.2202, (f) m/z 411.1784, (g) m/z 393.1678,
(h) m/z 333.1467 and (i) m/z 293.1542. (j) TIC of UHPLC-HRMS* chromatographic profile of
fraction G-7 from E. resinifera extract.
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Figure S36. Total Ion Current (TIC) and eXtracted Ion Chromatograms (XICs), at selected m/z
previously observed in high energy HRMS® of 12-deoxyphorbol 20-acetate-13-acyl derivatives,
obtained from UHPLC-HRMSF experiments for chromatographic fraction G-7 of E. resinifera
(data acquired in ESI positive mode with a ramp trap collision energy of the high-energy function
set at 10-40 eV; high-energy function (2: TOF MS ES+)). XICs for 12-deoxyphorbol 20-acetate-
13-acyl derivatives [M+Na]" molecular ions: (a) m/z 531.236, calculated mass for C3oH3s07Na
(AcDPP (12)); (b) m/z 561.2464 calculated mass for C3;H33O3Na (AcDPMeOP (14)). XICs for
selected featured ions of 12-deoxyphorbol 20-acetate-13-acyl derivatives HRMSF spectra (see
Scheme 4 and Figure S29) at: (¢) m/z 395.1834; (d) m/z 335.1623; (e) m/z 295.1698. (f) UHPLC-
HRMS* chromatographic profile (TIC) of fraction G-7 from E. resinifera extract.
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Figure S37. Total Ion Current (TIC) and eXtracted Ion Chromatograms (XICs), at selected m/z
previously observed in high energy HRMS® of 12,20-dideoxyphorbol 13-acyl derivatives,
obtained from UHPLC-HRMSF experiments for chromatographic fraction G-7 of E. resinifera
(data acquired in ESI positive mode with a ramp trap collision energy of the high-energy function
set at 10-40 eV; high-energy function (2: TOF MS ES+)). XIC for 12,20-dideoxyphorbol 13-acyl
derivatives [M+Na]" molecular ion: (a) m/z 437.2304 calculated mass for CosH340sNa (diDPUy4
(22)). XICs for selected featured ions of 12,20-dideoxyphorbol 13-acyl derivatives HRMSF
spectra (see Scheme 5 and Figure S30) at: (b) m/z 337.1780; (¢) m/z 297.1855; (d) m/z 279.1749
and (e) m/z 269.1905. (f) UHPLC-HRMSF chromatographic profile (TIC) of fraction G-7 from
E. resinifera extract.
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Figure S38. Total lon Current (TIC) and eXtracted lon Chromatograms (XICs), at selected m/z
previously observed in high energy HRMS® of 12-deoxy-16-hydroxyphorbol 20-acetate-13,16-
diacyl derivatives, obtained from UHPLC-HRMS" experiments for chromatographic fraction G-
8 of E. resinifera (data acquired in ESI positive mode with a ramp trap collision energy of the
high-energy function set at 60-120 eV; high-energy function (2: TOF MS ES")). XIC for 12-
deoxy-16-hydroxyphorbol 20-acetate-13,16-diacyl derivatives [M+Na]" molecular ions: (a) m/z
617.2727, calculated mass for C3sHs,O9Na (AcDPPI (4)); (b) m/z 629.2727, calculated mass for
CssHs209Na (AcDPPT (5)); (¢) m/z 631.2883, calculated mass for C3sHsO9Na (AcDPPU3 (21)).
XICs for selected characteristic ions of 16-hydroxy-12-deoxyphorbol 20-acetate-13,16-diacyl
derivatives HRMSF spectra (see Scheme 2 and Figure S22) at (d) m/z 529.2202, (e) m/z 411.1784,
(f) m/z 393.1678, (g) m/z 333.1467 and (h) m/z 293.1542. (i) TIC of UHPLC-HRMS®
chromatographic profile of fraction G-8 from E. resinifera extract.
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Figure S39. Total Ion Current (TIC) and eXtracted Ion Chromatograms (XICs), at selected m/z
previously observed in high energy HRMSF of 12-deoxyphorbol 20-acetate-13-acyl derivatives,
obtained from UHPLC-HRMSF® experiments for chromatographic fraction G-8 of E. resinifera
(data acquired in ESI positive mode with a ramp trap collision energy of the high-energy function
set at 10-40 eV; high-energy function (2: TOF MS ES+)). XIC for 12-deoxyphorbol 20-acetate-
13-phenylacetate (AcDPP (12)) [M+Na]" molecular ion: (a) m/z 531.2359 calculated mass for
C30H3607Na. XICs for selected featured ions of 12-deoxyphorbol 20-acetate-13-acyl derivatives
HRMSF spectra (see Scheme 4 and Figure S29) at: (b) m/z 395.1834; (¢) m/z 335.1623; (d) m/z
295.1698. (¢) UHPLC-HRMS" chromatographic profile (TIC) of fraction G-8 from E. resinifera
extract.
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Figure S40. Total lon Current (TIC) and eXtracted lon Chromatograms (XICs), at selected m/z
previously observed in high energy HRMSF of 12-deoxy-16-hydroxyphorbol 13,16-diacyl
derivatives, obtained from UHPLC-HRMS" experiments for chromatographic fraction G-9 of E.
resinifera (data acquired in ESI positive mode with a ramp trap collision energy of the high-
energy function set at 60-120 eV; high-energy function (2: TOF MS ES")). XIC for 12-deoxy-16-
hydroxyphorbol 13,16-diacyl derivatives [M+Na]" molecular ions: (a) m/z 575.2621, calculated
mass for Cs,H40OsNa (DPPI (1)); (b) m/z 587.2621, calculated mass for C33H4OsNa (DPPT (2));
(¢) m/z 609.2464, calculated mass for CssH3sOsNa (DPPBz (3)); (d) m/z 589.2777, calculated
mass for Cs;3HsOsNa (DPPU; (19)). XICs for selected characteristic ions of 12-deoxy-16-
hydroxyphorbol 13,16-diacyl derivatives HRMSF spectra (see Scheme 1 and Figure S20) at (e)
m/z 487.2097, (f) m/z 369.1678, (g) m/z 351.1572, (h) m/z 323.1623 and (i) m/z 293.1542. (j) TIC
of UHPLC-HRMSP® chromatographic profile of fraction G-9 from E. resinifera extract.
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Figure S41. Total Ion Current (TIC) and eXtracted Ion Chromatograms (XICs), at selected m/z
previously observed in high energy HRMS® of 12-deoxyphorbol 13-acyl derivatives, obtained
from UHPLC-HRMS" experiments for chromatographic fraction G-9 of E. resinifera (data
acquired in ESI positive mode with a ramp trap collision energy of the high-energy function set
at 10-40 eV; high-energy function (2: TOF MS ES+)). XICs for 12-deoxyphorbol 13-acyl
derivatives [M+Na]" molecular ions: (a) m/z 441.2253 calculated mass for C,sH340¢Na (DPB
(7)); (b) m/z 453.2253 calculated mass for CsH3sO¢Na (DPA (8)) and (¢) m/z 489.2253,
calculated mass for CsH3406Na (DPP (9)). XICs for selected featured ions of 12-deoxyphorbol
13-acyl derivatives HRMSF spectra (see Scheme 3 and Figure S25) at: (d) m/z 395.1834; (e) m/z
335.1623; (f) m/z 295.1698. (g) UHPLC-HRMSF chromatographic profile (TIC) of fraction from
E. resinifera extract.
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UHPLC-HRMSF data. Tables.

Table S1. Selected ions of high energy HRMSF experiment (DIA) [1], of DPPI (1) and DPPT (2)
(data acquired in ESI positive ionization with a ramp trap collision energy of the high-energy

function set at 60-120 eV).

Compound Observed m/z  Calculated Am Elemel.lt.al Annotation
(%) m/z (mDa)  composition
575.2619 (18)  575.2621 -0.2 C3HyOsNa  [M+Na]*
487.2097 (13)  487.2097 0.0 CysH306Na  [M-C4HgO>+Nal*
439.2099 (44)  439.2097 +0.2 C4H30O6Na  [M-CgHgO»+Nal*
369.1688 (3) 369.1678 +1.0 CyH260sNa  [M-CsHsO0,-C4sHcO+Na]*
351.1575(32)  351.1572 +0.3 CyH2404Na  [M-CsH30,-C4HsO-H,O+Na]*
DPPI(D) 323.1627 (8) 323.1623 +0.4 CioH2403Na  [M-CgH30,-C4HsO-H,O-CO+Na]”
311.1651 (12)  311.1647 +0.4 Cy0H2303 [M-CsH30,-C4HsO-2H,O+H]"
293.1542 (100) 293.1542 0.0 Cy0H210; [M-CsHs0,-C4sHsO-3H,O+H]*
275.1434 (23) 275.1436 -0.2 C0H190 [M-CsHs0,-C4HsO-4H,O+H]*
265.1588 (25)  265.1592 -0.4 Ci9H,0 [M-CsH30,-C4HsO-3H,0-CO+H]"
247.1484 (23)  247.1487 -0.3 CioHio [M-CsHg0,-C4HsO-4H,0-CO+H]"
587.2639 (53)  587.2621 +1.8 C33H4OsNa  [M+Na]*
487.2113 (9) 487.2097 +1.6 CysH3,06Na  [M-CsHgO,+Na]*
451.2114 (26)  451.2097 +1.7 CysH306Na  [M-CgHgO»+Nal*
369.1700 (1) 369.1678 +2.2 CyH260sNa  [M-CsHsO0,-CsH¢O+Na]*
351.1584 (25)  351.1572 +1.2 CyH2404Na  [M-CsHs0,-CsHsO-H,O+Na]*
DPPT (2) 323.1636 (4) 323.1623 +1.3 Ci9H2403Na  [M-CsH30,-CsHqO-H,O-CO+Nal*
311.1654 (8) 311.1647 +0.7 Cy0H2303 [M-CsH;30,-CsHsO-2H,O+H]"
293.1551 (100) 293.1542 +0.9 CyH2102 [M-CsH30,-CsHqO-3H,O+H]"
275.1442 (21)  275.1436 +0.6 CyH 190 [M-CsH30,-CsHsO-4H,O+H]"
265.1597 (19) 265.1592 +0.5 Ci9H2:0 [M-CsHs0,-CsHgO-3H,0-CO+H]*
247.1493 (20)  247.1487 +0.6 CioHio [M-CsH;30,-CsHqO-4H,O-CO+H]*
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Table S2. Selected ions of high energy HRMSF experiment (DIA) [1], of DPB (7), DPA (8) and
DPP (9) (data acquired in ESI positive ionization with a ramp trap collision energy of the high-

energy function set at 10-40 eV).

Compound Observed m/z  Calculated Am Elemer}t.all Annotation
(%) m/z (mDa)  composition
441.2264 (100) 441.2253 +1.1 Cy4H3406Na  [M+Na]*
353.1737 (47)  353.1729 0.8 CyH2604Na  [M-CsH3Ox+Na]*
313.1807 (4) 313.1804 +0.3 C0H2503 [M-C4H30,-H,O+H]*
DPB (7) 295.1701 (25)  295.1698 +0.3 C20H2302 [M-C4Hs0,-2H,O+H]"

285.1856 (0.3)  285.1855 +0.1 Ci9H250, [M-C4Hs0,-H,O-CO+H]*
277.1594 (7) 277.1592 +0.2 CyH210 [M-C4H30,-3H,0+H]"
267.1750 (7) 267.1749 +0.1 CioH230 [M-C4H50,-2H,0-CO+H]"
249.1644 (1) 249.1643 +0.1 CioHag [M-C4H30,-3H,0-CO+H]*
453.2273 (100)  453.2253 +2.0 CysH3406Na  [M+Na]*
353.1744 (39)  353.1729 +1.5 CyH260sNa  [M-CsHsO,+Na]*
313.1816 (6) 313.1804 +1.2 C0H2503 [M-CsH30,-H,O+H]*

DPA (8) 295.1708 (24)  295.1698 +1.0 Ca0H2302 [M-CsHs0,-2H,O+H]"
285.1857 (0.4)  285.1855 +0.2 Ci9H250, [M-CsHs0,-H,O-CO+H]*
277.1602 (5) 277.1592 +1.0 CyH210 [M-CsH30,-3H,0+H]"
267.1757 (6) 267.1749 +0.8 C1oH230 [M-CsH30,-2H,0-CO+H]"
249.1646 (1) 249.1643 +0.3 CioHay [M-CsH30,-3H,0-CO+H]"
489.2280 (100)  489.2253 +2.7 CasH3406Na [M+Na]*
353.1745 (34)  353.1729 +1.6 CyH2604Na [M-CsHsOx+Na]*
313.1818 (22)  313.1804 +1.4 CyH2503 [M-CgH30,-H,O+H]*

DPP (9) 295.1709 (37)  295.1698 +1.1 C20H2302 [M-CsHz0,-2H,O+H]*
285.1858 (0.5)  285.1855 +0.3 Ci9H250, [M-CsHgO,-H,O-CO+H]*
277.1599 (4) 277.1592 +0.7 C20H210 [M-CsHz0,-3H,O+H]*
267.1756 (6) 267.1749 +0.7 C1oH230 [M-C3sH30,-2H,0-CO+H]*
249.1657 (0.3)  249.1643 +1.4 CioHai [M-CsHs0,-3H,0-CO+H]"
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Table S3. Selected ions of high energy HRMSF experiment (DIA) [1], of AcDPB (10), AcDPA
(11) and AcDPP (12) (data acquired in ESI positive ionization with a ramp trap collision energy
of the high-energy function set at 10-40 eV).

Compound Observed m/z  Calculated Am Elemer}t.all Annotation
(%) m/z (mDa)  composition

4832366 (100) 4832359  +0.7  CyHiONa  [M-+Nal
3951841 (29)  395.1834 407  CnHxOsNa  [M-CsHgOr+Na]'
3551908 (0.1)  355.1909 0.1  CyHyOs [M-CsHyO,-H0+H]
3351620 (62) 3351623 03  CypHuONa  [M-CiHgOr-AcOH-Nal

‘('*li)?PB 3131810 (1) 3131804  +0.6  CaoHasOs [M-C3HgO,-H,0-C;H,0+H]*
2051700 (28)  295.1698  +0.2  CaHyOs [M-C;HsOs-AcOH-H,0-+H]*
2771594 (9) 2771592 402  CyHyO [M-C;HsO:-AcOH-2H,0+H]"
267.1750 (8)  267.1749  +0.1  CiHxO [M-C;HyO5-AcOH-H,0-CO+H]*
249.1646 (1)  249.1643  +03  CioHa [M-C;HsOs-AcOH-2H,0-CO+H]*
4952363 (100) 4952359 104  CoHyONa  [M+Nal
3951839 (28)  395.1834  +0.5  CynHxOsNa  [M-CsHgOr+Na]'
355.1911(0.2)  355.1909  +0.2  CyHyOs [M-CsHyO,-H,0+H]*
3351627 (51) 3351623  +04  CyxHuONa  [M-CsHgOr-AcOH-Nal

ﬁ‘il))PA 3131803 (1) 3131804  -0.1  CaoHasOs [M-CsHs0,-H,0-C;H,0+H]*
2051699 (29)  295.1698  +0.1  CaHyOs [M-CsHyOs-AcOH-H,0-+H]"
277.1592(8) 2771592 +0.0  CyHyO [M-CsHsO:-AcOH-2H,0+H]"
267.1749 (8)  267.1749  +0.0  CiHxO [M-CsHyO-AcOH-H,0-CO+H]*
249.1646 (1) 249.1643  +03  CioHa [M-CsHyO:-AcOH-2H,0-CO+H]*
5312363 (100) 5312359 404  CyoHsxONa  [M+Nal'
3951840 (29)  395.1834  +0.6  CynHxOsNa  [M-CsHgOr+Na]'
3551912 (0.6)  355.1909  +0.3  CyuHyOs [M-CsHO,-H0+H]*

AcDPP  335.1627(25)  335.1623  +04  CaxHuO:Na  [M-CyHsOs-AcOH+Na]’

(12) 313.1809 (1) 313.1804 +0.5  CyoHas03 [M-CsH30,-H,0-C;H,0+H]*
2051699 (29)  295.1698  +0.1  CaoHzOs [M-CsHyO-AcOH-H,0-+H]*
2771593 (7) 2771592 +0.1  CxHyO [M-CsHyOa-AcOH-2H,0+H]*
267.1750 (6)  267.1749  +0.1  CiHxO [M-CsHyO-AcOH-H,0-CO+H]"
2491639 (1) 249.1643  -04  CioHa [M-CsHyO:-AcOH-2H,0-CO+H]"
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