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1. Screening of reaction conditions 

Table 1. Solvent screening to improve diastereoselectivity. [a] 

 

Entry Solvent 6/7/8[b] d.r.[c]  

1 CH3CN 49/46/5 3:1 

2 Toluene 22/58/20 1.8:1 

3 THF 42/47/11 3.5:1 

4 CH2Cl2 0/96/4 5:1 

5[d] CH3Cl 0/85/15 3.5:1 

6 CCl4 40/40/20 1.6:1 

7 1,2-dichloroethane 19/75/6 4:1 

8 Dioxan 45/35/20 2.3:1 

9 t-AmylOH 57/32/11 2.1:1 
[a] Cinnamaldehyde (2 equiv), Et2NH (2 equiv), and hydroxycrotonate (1 equiv) were stirred in an appropriate solvent at rt for 48 h, with 
MS. 
[b] Ratios were determined by 1H NMR in relation to the major diastereomer. [c] Ratio of [3.2.0]-oxabicyclo heptane 7 2-exo and 2-endo 
diastereoisomers determined by 1H NMR. [d] Reaction time 24h 
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Table 1. Screening of additives to improve diastereoselectivity. [a] 

 

Entry Additive 6/7/8[b] d.r.[c]  

1 NaOAc 15/79/6 5:1 

2 Benzoic acid 25/47/28 3:1 

3 p-NO2-benzoic acid 44/13/43 n.d 

4 TFA 47/13/40 1.6:1 

5[d] Benzoic acid 17/64/19 3.5:1 

6[e] Et2NH 20/73/7 3.6:1 
[a] Cinnamaldehyde (2 equiv), Et2NH (2 equiv), additive (1eq) and hydroxycrotonate (1 equiv) were stirred in an appropriate solvent at rt for 
48 h, with MS. [b] Ratios were determined by 1H NMR in relation to the major diastereomer. [c] Ratio of [3.2.0]-oxabicyclo heptane 7 2-exo 
and 2-endo diastereoisomers determined by 1H NMR. [d] 20 mol% of the additive [e] 3 equiv of Et2NH was used.  
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2. Spectral Data (1H and 13C spectra) 
 

9a (7-exo-(Diethylamino)-2-exo-phenyl-3-oxabicyclo[3.2.0]heptan-6-endo-yl)methanol 
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9a 2-endo diastereoisomer 

(7-exo-(Diethylamino)-2-endo-phenyl-3-oxabicyclo[3.2.0]heptan-6-endo-yl)methanol 
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7 2-exo ester 

7-exo-(diethylamino)-2-endo-phenyl-3-oxabicyclo[3.2.0]heptane-6-endo-carboxylate 
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9b (2-exo-Phenyl-7-exo-(pyrrolidin-1-yl)-3-oxabicyclo[3.2.0]heptan-6-endo-yl)methanol 
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9c 2-exo-7-endo-6-exo diastereoisomer 

(2-exo-Phenyl-7-endo-(piperidin-1-yl)-3-oxabicyclo[3.2.0]heptan-6-exo-yl)methanol 
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9c 2-exo-7-exo-6-endo diastreoisomer 

(2-exo-Phenyl-7-exo-(piperidin-1-yl)-3-oxabicyclo[3.2.0]heptan-6-endo-yl)methanol 
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9d (7-exo-(Dimethylamino)-2-exo-phenyl-3-oxabicyclo[3.2.0]heptan-6-exo-yl)methanol 
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9e (7-exo-(Diethylamino)-2-exo-(4-methoxyphenyl)-3-oxabicyclo[3.2.0]heptan-6-endo-
yl)methanol 
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9f (2-exo-(4-Bromophenyl)-7-exo-(diethylamino)-3-oxabicyclo[3.2.0]heptan-6-endo-
yl)methanol 
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9h (7-exo-(Diethylamino)-2-exo-methyl-3-oxabicyclo[3.2.0]heptan-6-endo-yl)methanol 
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9i (7-exo-(Diethylamino)-2,2-dimethyl-3-oxabicyclo[3.2.0]heptan-6-endo-yl)methanol 
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10a (7-exo-(Diethylamino)-2-exo-phenyl-3-tosyl-3-azabicyclo[3.2.0]heptan-6-exo-
yl)methanol 
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10b (7-exo-(Diethylamino)-2-exo-phenyl-3-tosyl-3-azabicyclo[3.2.0]heptan-6-endo-
yl)methanol 
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3. HPLC chromatograms for the kinetic resolutions with CALB 
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4. Crystal Structure Data for 9f A-enantiomer 
 
Single crystals of 9f, A enantiomer were grown at room temperature by slow evaporation of a 
solution of the compound in ethyl acetate. Diffraction data was collected on a Bruker SMART 
X2S at 200 K. The crystallographic data were deposited with the Cambridge Crystallographic 
Data Centre (CCDC 900224) and are included in the supporting information. 
 
Crystal data. C17H24BrNO2, M = 354.28, monoclinic, a = 8.9677(9), b = 5.2389(7), c = 
17.839(2) Å, β = 94.853(4)°, V = 835.10(17) Å3, T = 200 K, space group P21 (no. 4), Z = 2, 
reflections measured 5287, unique 2876 (Rint = 0.0395), Flack parameter x = 0.004(10), final 
R1 = 0.0433 and wR2 = 0.0804 for all data. 
 
 

 
 

Figure 1. Molecular moiety in the crystal structure of 9f, A enantiomer. Displacement 
ellipsoids are drawn at the 50% probability level. 


