SUPPORTING INFORMATION

Article
Ingol and Ingenol-type Diterpenes from Euphorbia
trigona Mill. with Keratinocyte Inhibitory Activity

Reham Hammadi ?, Norbert Kusz 1, Csilla Zsuzsanna David 1, Zoltan Behany 2, Lasz16 Papp?, Lajos
Kemény 2, Judit Hohmann 4, Lorant Lakatos 2* and Andrea Vasas »*

Department of Pharmacognosy, Interdisciplinary Excellence Centre, University of Szeged, 6720 Szeged, E6tvos u. 6.,
Hungary; reham.hammadi@pharmacognosy.hu, kusznorbert@gmail.com, davidzsuzsanna88@gmail.com,

hohmann judit@szte.hu, vasas.andrea@szte.hu

Department of Dermatology and Allergology University of Szeged, 6720 Szeged, Koranyi fasor 6., Hungary;
behany.zoltan@med.u-szeged.hu, kemeny .lajos@med.u-szeged.hu, lakatos.lorant@ brc.hu

3 Botanical Garden, E6tvos Lorand University, 1083 Budapest, Illés u. 25, Hungary; papplaca@gmail.com

4 Interdisciplinary Centre of Natural Products, University of Szeged, 6720 Szeged, E6tvés u. 6, Hungary;

hohmann judit@szte.hu

Correspondence: vasas.andrea@szte.hu; Tel.: +36 62546451 A.V.; lakatos.lorant @ brc.hu, L.L.



Table of content

Figure S1. 'H NMR spectrum of compound 1 (500 MHz, in CDCl3).......cccceevviviiceieininiccncnnen 3
Figure S2. *C JMOD NMR spectrum of compound 1 (125 MHz, in CDCl)..........ccceeueururrennnnnee. 3
Figure S3. 'H NMR spectrum of compound 2 (500 MHz, in CDCl3).......cccceevviviiceieiniiiccncnnen 4
Figure S4. *C JMOD NMR spectrum of compound 2 (125 MHz, in CDCL3).........cccceeueueurucunnnnee. 4
Figure S5. 'H NMR spectrum of compound 3 (500 MHz, in CDCl3).......cccceuevviviiceieininiicncnnen 5
Figure S6. *C JMOD NMR spectrum of compound 3 (125 MHz, in CDCL).........ccceeveururueuennnee. 5

Figure S7. '"H NMR spectrum of the mixture of compounds 4 and 5 (500 MHz, in CDCl)...... 6
Figure S8. *C JMOD NMR spectrum of the mixture of compounds 4 and 5 (125 MHz, in

CDICIB) vttt 6
Figure S9. 'H NMR spectrum of compound 6 (500 MHz, in CDCl3)........ccceeveiriiricininiiiiccncnnen 7
Figure 510. *C JMOD NMR spectrum of compound 6 (125 MHz, in CDCl)..........ccccoeueururunnnee. 7
Figure S11. 'H NMR spectrum of compound 7 (500 MHz, in CDCl3)......cccccoevvvrccininiiiccncnnnn 8
Figure S12. *C JMOD NMR spectrum of compound 7 (125 MHz, in CDCl3).........cccccevvvvururnnnee 8
Figure 513. 'H NMR spectrum of compound 8 (500 MHz, in CDCI3).........ccocoevrvrierererercrcicncnne. 9
Figure S14. *C J]MOD NMR spectrum of compound 8 (125 MHz, in CDCl3)........cccccevvvvurucnnnee 9
Figure S15. '"H NMR spectrum of compound 9 (500 MHz, in CDCI3)........cccccoevrvereiernicicucncnnee. 10
Figure S16. *C J]MOD NMR spectrum of compound 9 (125 MHz, in CDCls).........ccccevevrunnnne 10

Figure S17. RTCA (real-time cell analysis) measurement of CI (cell index) values of HPV-Ker
cells treated with compounds 1, 2, 4+5, 6 and 9. Normalized CI * hours values were plotted as
a function of concentration of the indicated diterpenoid (IogM). ........cccceovvriiviiiiicnininiccnnnn 11



=|F3IE+0B

Ay~ S AN AU il e

| r3E+DB
| | F2E+0B
F2ZE+0B
F2E+0B
F2E+0B
[2E+0B
r1E+0B

| ~1E+08

F1E+0B

FEE+D07

[EE+07

! | lae+07

,_JL_JL_Jil P . J.___M._.,__,_,. M«_L-’»HL__.JIL_.II"JLKJJWL ”IJU\M/ lIL LI:M?

'-Sr' Hé‘ ; %‘ g tc[: %I" '-Er' '-Er' 5% %‘%‘ "'.l'_hgg-f' —2E+07
IE

T T T T T T T T T T T T T T T T T T T T T T T
74 72 70 6B 6.4 6.0 5.6 5.2 4.8

Figure S1. '"H NMR spectrum of compound 1 (500 MHz, in CDCls)
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Figure S2. *C JMOD NMR spectrum of compound 1 (125 MHz, in CDCls)
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Figure S3. 'H NMR spectrum of compound 2 (500 MHz, in CDCls)
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Figure S4. *C JMOD NMR spectrum of compound 2 (125 MHz, in CDCls)



:

@
30339
233
260
2119
2033

5914
5765
5416
4550

4
4,
4,
4

4513

355
—5A841
—55530
1615
1446

—33575
30217

{9.0169
7.
%
7.
7.
T

B Y V| ey

/
%
%E

| HGE+07
H6E+07
l Ill [ | H6E+07
III Ir r . r ) Hr rl. ‘ | +
/ I !
! / JI I JJ / J i ! l I I} | (| -
FaE+07
Fag+07
Fag+07
F3E+07

1 F2E+07

1 F2E+07

2E+07

! ! HE+07

il
I“] VJL /II l'\Uu‘u] |ﬂ ‘“—5&05
1

14
RS §  HOHEE [psees

-
-

| u'wJ@H‘K
Y

9 =
&

0 7.5 7.0 &5 6.0 55

0 15 10

1
o
i

T
B

ETP-35-3_2D

309
11
= 1.02}
J| 12i1

i 1| 101=

0 4.5
f1 (ppm})

Figure S5. '"H NMR spectrum of compound 3 (500 MHz, in CDCls)
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Figure S6. *C JMOD NMR spectrum of compound 3 (125 MHz, in CDCls)
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Figure S7. '"H NMR spectrum of the mixture of compounds 4 and 5 (500 MHz, in CDCls)
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Figure S8. *C JMOD NMR spectrum of the mixture of compounds 4 and 5 (125 MHz, in

CDCL)
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Figure S9. 'H NMR spectrum of compound 6 (500 MHz, in CDCls)
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Figure S10. *C JMOD NMR spectrum of compound 6 (125 MHz, in CDCls)
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Figure S11. 'H NMR spectrum of compound 7 (500 MHz, in CDCls)
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Figure 512. °C JMOD NMR spectrum of compound 7 (125 MHz, in CDCls)
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Figure S13. '"H NMR spectrum of compound 8 (500 MHz, in CDCls)
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Figure S14. °C JMOD NMR spectrum of compound 8 (125 MHz, in CDCls)
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Figure S15. '"H NMR spectrum of compound 9 (500 MHz, in CDCls)
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Figure S16. °C JMOD NMR spectrum of compound 9 (125 MHz, in CDCls)
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Figure S17. RTCA (real-time cell analysis) measurement of CI (cell index) values of HPV-Ker
cells treated with compounds 1, 2, 4+5, 6 and 9. Normalized CI * hours values were plotted as



