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Table S1. Results of TRPV1 assay of compounds 1-16, 18-20, 22-25.a 

 
Cpd. R Efficacyb 

% 

Potency 

EC50 (µM) 

IC50 (µM)c 

inh TRPV1 

Cpd. R Efficacyb 

% 

Potency 

EC50 

(µM) 

IC50 (µM)c 

inh TRPV1 

 

1 

 

 

 

33.6 ± 0.8 

 

>10 

 

> 100 

 

14 

 

 

 

25.2 ± 2.0 

 

> 10 

 

> 100 

2 

 

< 10 NAd > 100 15 

 

< 10 NA > 100 

3 

 

32.0 ± 1.2 4.7 ± 0.4 > 100 16 
 

< 10 NA > 100 

4 

 

36.8 ± 0.2 > 10 > 10 18 

 

< 10 NA >10 

5 

 

< 10 NA > 100 19 

 

17.5 ± 2.7 >10 > 100 

6 

 

16.9 ± 0.3 > 10 > 100 20 Me < 10 NA > 100 

7 

 

24.5± 0.2 9.9 ± 0.1 >50 21 H < 10 NA > 100 

8 

 

19.7 ± 1.1 > 10 > 100 22 

 

<10 NA >100 

9 

 

< 10 NA > 100 23 

 

< 10 NA > 100 

10 

 

< 10 NA >10 24 

 

< 10 NA > 100 

11 

 

< 10 NA > 100 25 

 

< 10 >10 > 100 

12 

 

< 10 NA > 100 Scde - 12.6 ± 0.5 > 10 > 100 

13 

 

20.8 ± 1.6 > 10 >50      

a Data are means ± SEM of at least N = 3 determinations. b As percent of the effect of ionomycin (4 µM). Inh = inhibitory 

activity. c Determined against the effect of Capsaicin (100 nM) after a 5 min pre-incubation with each compound. dNA = 

not active, if the efficacy is lower than 10% the potency is not calculated, e Scd = (+)-Sclareolide.  Capsaicin efficacy 78.6 +/- 

0.6 EC50 5.3 +/- 0.4 nM [1] 

[1] Del Prete D, Caprioglio D, Appendino G, Minassi A, Schiano-Moriello A, Di Marzo V, De 

Petrocellis L. Discovery of non-electrophilic capsaicinoid-type TRPA1 ligands. Bioorg Med Chem 

Lett. 2015 Mar 1;25(5):1009-11. doi: 10.1016/j.bmcl.2015.01.039. Epub 2015 Jan 28. PMID: 

25666822. 

 

 

Synthesis of methyl ester derivative (20). 
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A well stirred methanolic solution of (+)-sclareolide (100 mg, 3 mL) was heated at 45 °C for 72 h. 

After that, the mixture was evaporated to dryness and the pure compound obtained after flash column 

chromatography using a gradient of PE/EtOAc. The compound was isolated as a white solid. Mp 72-

73 °C (G). NMR data are in agreement with those reported. [1] Anal. Calcd. for C17H30O3: C, 72.30; 

H, 10.71. Found: C, 72.56; H, 10.75. 

 

[1] Carmna, R.M. and Deeth, H.C. Diterpenoids XXVII. The Synthesis of α-Onoceradiene from 

Abienol. Aust. J. Chem. 1971, 24, 1099-1102. 

 

Synthesis of (1R,2R,4aS,8aS)-1-(2-hydroxyethyl)-2,5,5,8a-tetramethyldecahydronaphthalen-2-

ol (homodrimanyl diol) (21). (+)-Sclareolide (300 mg, 1.2 mmol, 1.0 eq.) was dissolved in dry THF 

(50 mL) under argon and cooled to 0 °C. Then, LiAlH4 (455.4 mg, 12.0 mmol, 10.0 eq.) was added 

to the solution. The reaction mixture was stirred at rt for 6 h, then quenched with EtOAc (30 mL) and 

evaporated to dryness. The residue was dissolved in CH2Cl2 (50 mL) and the organic phase washed 

twice with 1 N HCl (30 mL), with staturated aqueous NaHCO3 (30 mL), and brine (30 mL). The 

organic phase was finally dried over anhydrous Na2SO4, filtered and concentrated under vacuum to 

give homodrimanyl diol 21 as a white crystalline solid in quantitative yield. Mp 129.5-130.5 ℃. 1H-

NMR data are in agreement with those reported. [2] Anal. Calcd. for C17H30O3: C, 72.30; H, 10.71. 

Found: C, 72.56; H, 10.75. 

 

[2] Li, D.; Zhang, S.; Song, Z.; Wang, G.; Li, S. Bioactivity-Guided Mixed Synthesis Accelerate the 

Serendipity in Lead Optimization: Discovery of Fungicidal Homodrimanyl Amides. Eur. J. Med. 

Chem. 2017, 136 (31401777), 114–121. https://doi.org/10.1016/j.ejmech.2017.04.073. 
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