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> Isolated and characterized in 2015 from Kopsia in Malaysia

> Relatively rare natural product (1.5 mg/kg plant material)
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Retrosynthetic Analysis
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Entry Conditions Conversion (%) ee (%) 
1 Candida cylindrica lipase, EtOAc, 40 °C, 48 h NR
2 Pseudomonas cepacia lipase, EtOAc, 40 °C, 48 h NR
3 Pseudomonas fluorescens lipase, EtOAc, 40 °C, 48 h NR
4 pig liver esterase, EtOAc, 40 °C, 48 h NR
5 porcine pancreatin, EtOAc, 40 °C, 48 h NR
6 Candida antartica lipase, EtOAc, 23 °C, 24 h NR
7 Candida antartica lipase, EtOAc, 40 °C, 216 h 39 34
8 Candida antartica lipase, EtOAc, 40 °C, 48 h 10-20 60
9 Candida antartica lipase, EtOAc, 80 °C, 24 h 50 20
10 Candida antartica lipase, THF, 40-60 °C, 48 h <10 ND
11 Candida antartica lipase, CH2Cl2, 40-60 °C, 48 h <10 ND
12 Candida antartica lipase, pH 7.4 phosphate buffer, 40-60 °C, 48 h NR
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Entry Conditions Yield (%) 
1 AgBF4  (1 equiv), CH2Cl2, 0 °C, 20 min 63
2 AgBF4  (0.1 equiv), THF, 0 °C, 20 min 57
3 AgBF4  (0.1 equiv), EtOH, 0 °C, 20 min 41
4 AgBF4  (0.1 equiv), iPrOH, 0 °C, 20 min 74
5 AgBF4  (0.1 equiv), TFE, 0 °C, 20 min 75
6 AgBF4  (0.1 equiv), HFIP, 0 °C, 20 min 40
7 AgBF4  (0.1 equiv), TFE, 0 °C, 1 h 66
8 AgBF4  (0.1 equiv), TFE, 0 °C, 1 h 59
9 AgBF4  (0.1 equiv), TFE, 0 °C, 1 h 56
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Other Approaches
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> 13-step racemic of arboridinine.

> 16-step formal asymmetric synthesis.

> Terminating aza-Prins cyclization to establish the full array of functionnality of the target.

> New scope in terms of metal-mediated 6-endo-dig cyclizations was uncovered.

Conclusion
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