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S2:Procedure for the purification of coumarins frora trarks oM. corymbosa

500 g of dry bark powder was extracted withCHunder agitation and sonication at
room temperature (3 x 3 L, 6 h each). Once vacutettdCHCl, crude extract (9.5 g) was
subjected to silica gel chromatography (63-200 4380 cm, Merck) eluted with a step
gradient of CHCI,/MeOH 100:0, 95:5, 70:30 and 0:100 (1 L each) tmiwbl10 fractions (F1-
F10, 250 mL each). Compountis2 and3 were respectively purified from F4 (240 mg), F5
(4.3 g) and F6 (260 mg) using a preparative HPLG @unfire RP-18 column (19x250 mm,
10 um, Waters) eluted with an isocratic mix of TBA%/MeOH 45:55 at flow rate 17

mL/min.
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S3:'H and**C NMR data obtained with compounds 1, 2 and 3 ifCGE6 ppm,J (Hz)).




S4: Protocol for isolation of alkaloids from leaveshf corymbosa

200 g of dry leave powder, spread for 24 h with amia 20%, was extracted with
CH,Cl, under agitation and sonication at room temperg@ie, 3 h). The alkaloidal fraction
(AF) was obtained by an acid—base extraction,@pwas partitioned between 2% acetic
acid CHCI,. The aqueous layer was adjusted to pH 10 with amenand alkaloids were
extracted with chloroform and dried (0.035% dry gieiweight). Compound, 5 and6 were
then separated on a preparative HPLC on a sunftel® column (19x250 mm, 10 um,
Waters) eluted with an isocratic mix of TFA 0.1%/®e 50:50.
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S5:'H and**C NMR data obtained with compoundis5 and6 in CDCI3 ¢ ppm,J

(Hz)).
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Isolated Inhibition of the DENV-NS5 RdRp (%)

compounds gt 50 pM at 10 uM at1uM

1 49 6 44 6 233

2 75 +2 56 +2 17 +9
3 26 +4 19 +5 0+0

4 46 + 2 12+4 1+1

5 37+6 29+ 4 16+5

6 335 28+6 21+4
dGTP - 100 100

S6: Inhibition of the DENV-NS5 RdRp by coumarins (1&8)d alkaloids (4-6) isolated from
M. corymbosddGTP was used as positive control).



