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Supplementary Materials:  Effect of compounds (1-11) on cell viability and NO production in RAW264.7 cells, at different concentrations, tables 1 and 2. 1H and 13C NMR spectra of compounds (1-6 and 9-10) Figures S1 -S12 and S15-S18, 1H NMR spectra of compounds (7-8) Figures S13-S14, 1D and 2D NMR spectra of compound (11), Figures S19-S22 and Mass-Mass Spectrum (FAB+), Figure S23.











 
Table 1. Effect of compounds (1-11) on cell viability in RAW 264.7 macrophages.
                                             
	[bookmark: _Hlk150180963]Compound
	% viability

	
	9.4 µM
	18.8 µM
	37.5 µM
	75 µM
	150 µM

	1
	102.80 ± 0.50
	115.80 ± 0.63
	109.90 ± 7.16
	87.38 ± 0.12*
	19.35 ± 0.07***

	2
	108.10 ± 18.84
	97.14 ± 23.67
	103.00 ± 26.57
	103.80 ± 23.00
	112.4 ± 24.08

	3
	103.10 ± 0.74
	109.00 ± 4.91
	102.00 ± 4.77
	115.60 ± 1.58
	85.33 ± 3.01*

	4
	103.60 ± 0.37
	109.30 ± 2.19
	106.40 ± 1.82
	106.10 ± 0.24
	99.33 ± 12.39

	5
	100.20 ± 2.95
	100.20 ± 2.95
	100.20 ± 2.95
	86.84 ± 8.28*
	69.10 ± 2.93***

	6
	104.00 ± 3.64
	104.00 3.64
	104.00 3.64
	61.14 ± 6.31***
	23.83 ± 1.24***

	7
	102.90 ± 0.69
	104.40 ± 1.31
	103.70 ± 3.45
	104.70 ± 1.82
	87.29 ± 0.38*

	8
	105.10 ± 1.00
	108.40 ± 0.12
	108.30 ± 3.33
	103.90 ± 3.83
	88.98 ± 1.25*

	9
	108.10 ± 7.28
	106.50 ± 13.85
	115.20 ± 13.84
	110.90 ± 8.30
	78.31 ± 13.11*

	10
	117.70 ± 14.74
	120.70 ± 2.80
	115.50 ± 8.71
	121.2 ± 10.20
	120.20 ± 9.92

	11
	95.17 ± 0.68
	107.10 ± 4.74
	107.00 ± 3.07
	101.3 ± 1.62
	97.13 ± 3.92

	Ethoposidea
	42.02 ± 4.23
	------------------------
	------------------------
	------------------------
	------------------------



[bookmark: _Hlk150183181]Data are expressed as mean value ± SD of three independent assays. *p < 0.05, **p < 0.01, ***p < 0.001, a tested at 68 µM.  





Table 2. Effect of compounds (1-11) on NO production in RAW 264.7 cells stimulated with LPS at concentrations that do not affect cell viability.

	Compound
	Concentration
[µM]
	% NO inhibition

	1
	37.5
	0.95 ± 1.35

	2
	75
	16.75 ± 5.36

	3
	75
	11.98 ± 7.85

	4
	75
	22.63 ± 10.38***

	5
	37.5
	31.13 ± 16.35

	6
	37.5
	17.28 ± 6.30**

	7
	75
	5.90 ± 8.35

	8
	75
	38.33 ± 14.66***

	9
	75
	29.77 ±  9.37***

	10
	150
	38.77 ± 7.67***

	11
	75
150
	74.38 ± 2.07
76.26 ± 1.40

	Indometacin
	84
	65.93 ± 6.03



Data are expressed as mean value ± SD of three independent assays. **p < 0.01, ***p < 0.001
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Figure S1. 1H-NMR (200 MHz, CDCl3) of O-methylencecalinol (1).
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Figure S2. 1H-NMR (50 MHz, CDCl3) of O-methylencecalinol (1).
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[bookmark: _Hlk149315179][bookmark: _Hlk149312852]Figure S3.  1H-NMR (400 MHz, CDCl3) of encecalin (2).
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Figure S4.  13C-NMR (100 MHz, CHCl3) of encecalin (2).
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[bookmark: _Hlk149322822][bookmark: _Hlk149316054] Figure S5.  1H-NMR (200 MHz, CDCl3) of eupatoriochromene (3).
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Figure S6.  13C-NMR (50 MHz, CDCl3) of eupatoriochromene (3).
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[bookmark: _Hlk149576309][bookmark: _Hlk149577423]Figure S7.  1H-NMR (200 MHz, CDCl3) of 6-acetyl-8-hydroxy-2-dimethylchromene (4).
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Figure S8.  13C-NMR (50 MHz, CDCl3) of 6-acetyl-8-hydroxy-2-dimethylchromene (4).
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[bookmark: _Hlk149643181]Figure S9.  1H-NMR (400 MHz, CDCl3) of 3,5-diprenyl-4-hydroxyacetophenone (5)
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Figure S10.  13C-NMR (100 MHz, CDCl3) of 3,5-diprenyl-4-hydroxyacetophenone (5)
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Figure S11.  1H-NMR (200 MHz, CDCl3) of β-eudesmol (6)
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Figure S12.  13C-NMR (50 MHz, CDCl3) of β-eudesmol (6)
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[bookmark: _Hlk149654422]Figure S13.  1H-NMR (200 MHz, CDCl3) of speletone (7)
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Figure S14.  1H-NMR (200 MHz, CDCl3) of dehydrospeletone (8)
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Figure S15.  1H-NMR (400 MHz, CDCl3) of encecalinol (9)
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Figure S16.  13C-NMR (100 MHz, CDCl3) of encecalinol (9)
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Figure S17.  1H-NMR (400 MHz, CDCl3) of 5-acetyl-3β-angeloyloxy-2β-(1-hydroxyisopropyl)-2,3-dihydrobenzofurane (10)
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Figure S18.  13C-NMR (100 MHz, CDCl3) of 5-acetyl-3β-angeloyloxy-2β-(1-hydroxyisopropyl)-2,3-dihydrobenzofurane (10)
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[bookmark: _Hlk148615793]Figure S19.  1H-NMR (500 MHz, DMSO-d6) of betuletol 3-O-β-D-glucósido (11).
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[bookmark: _Hlk148529147]Figure S20.  13C-NMR (125 MHz, DMSO-d6) of betuletol 3-O-β-D-glucósido (11).
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[bookmark: _Hlk148529919]Figure S21.  DEPT (125 MHz, DMSO-d6) of betuletol 3-O-β-D-glucósido (11).
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Figure S22.  HMBC (500 MHz, DMSO-d6) of betuletol 3-O-β-D-glucósido (11).
[image: ]
Figure S23. Mass-Mass Spectrum (FAB+) of betuletol 3-O-β-D-glucoside (11).
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