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SUPPLEMENTARY NOTE 
 
COH000 has the IUPAC chemical name of dimethyl 4-[1-anilino-2-(4-methylphenyl)ethyl]-7-
oxabicyclo[2.2.1]hepta-2,5-diene-2,3-dicarboxylate.  COH000 was prepared and used as a 
racemic mixture (single diastereomer relevant to the exocyclic stereo center highlighted below).   
 
Chemical synthesis and characterization of COH000 
 

 
 

A round bottom flask was charged with furan-2-carbaldehyde (5 g, 52.0 mmol), MgSO4 (6.58 g, 
54.6 mmol) and dichloromethane (52 ml) at room temperature.  To this solution was then added 
aniline (5.70 mL, 62.4 mmol) and the resulting mixture was stirred overnight, becoming a pink 
color.  Upon completion, the MgSO4 was removed via filtration and the filtrate was concentrated 
in vacuo to give a dark oil that was used without further purification. 
 

 
 

A flame-dried round bottom flask was charged with (E)-N-(furan-2-ylmethylene)aniline (material 
from above, ~2.9 g) and anhydrous ethyl ether (100 ml) at room temperature.  To this solution 
was then added (4-methylbenzyl)magnesium bromide (0.5 M in THF, 51 ml, 25.5 mmol) and the 
combined solution was stirred overnight.  LCMS analysis indicated that the reaction was complete 
after 19 h.  The solution was poured into saturated ammonium chloride and extracted twice with 
EtOAc.  The organic fraction was then dried over sodium sulfate and concentrated in vacuo to 
give a yellow oil.  Purification on silica gel (50 g biotage column, 1%-5% hexane/EtOAc eluent) 
gave N-(1-(furan-2-yl)-2-(p-tolyl)ethyl)aniline (1.81 g) as a yellow oil. 
 

 
 
 
 
 
 
 
 
 
 
 
A round bottom flask was charged with N-(1-(furan-2-yl)-2-(p-tolyl)ethyl)aniline (3.2 g, 11.5 
mmol) and toluene (60 ml) and heated to reflux under an atmosphere of nitrogen.  To the 
refluxing solution was then added dimethyl acetylenedicarboxylate (2.55 ml, 20.7 mmol) 
dropwise and the heating was continued for 3 h.  The reaction mixture was continued to reflux 
for 24 hrs after which it was cooled and the solvent was removed on the rotary evaporator. The 
resulting brown mass containing the product as a diastereomeric mixture (52:48), with the single 
diastereomer relevant to the exocyclic stereo center highlighted by a black star above, was 



purified via centrifugal thin layer chromatography using a Chromatotron™ and 20% ethyl ether 
in hexanes as an eluent mixture and was clean by HPLC and its identity confirmed by NMR 
(666 mg). 
 
Characterization: 
1H-NMR (CDCl3, 500 MHz) δ 7.11 (dd, J = 15.9, 7.9 Hz, 4H), 7.07 – 6.97 (m, 3H), 6.71 (t, J = 
7.3 Hz, 1H), 6.61 (d, J = 8.0 Hz, 2H), 6.50 (d, J = 5.3 Hz, 1H), 5.74 (d, J = 1.9 Hz, 1H), 4.59 (dd, 
J = 7.8, 5.9 Hz, 1H), 3.75 (s, 3H), 3.42 (s, 3H), 2.98 (dd, J = 13.9, 5.9 Hz, 1H), 2.91 (dd, J = 
14.0, 7.8 Hz, 1H), 2.29 (s, 3H).  13C-NMR (CDCl3, 125 MHz) δ 165.03, 162.74, 156.70, 149.85, 
146.68, 143.42, 143.07, 136.07, 135.11, 129.88, 129.31, 129.14, 118.01, 113.46, 102.16, 83.97, 
53.37, 52.43, 52.33, 37.38, 21.27.  The NMR spectra are shown below that demonstrates that 
the compound has correct number of hydrogen and carbon atoms and chemical structure.  
HRMS for C25H25NO5 [M+H] expected = 420.1805, found = 420.1794.  
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