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Upscaling of the key intermediate synthesis

* More than 500 FDA approved drugs contain benzene ring.
* Rigid saturated benzene bioisosters are required for drug discovery.
« Synthesis of key intermediate 1 was reported1 in 240 g scale. We managed to get up to 100 g in a single run.

H H H 1) LDA, THF
2 steps 2 steps 78 to 0°C (] 0]
0 0O —=. NC' /CN T/—> MeO0,C co,Me —FPRI%, %
2)1,0C | g o—
H H H 1

2 up to 100 g in one batch

« Structure of the product depends both on the reaction conditions (first of all temperature) and on the geometry of starting diester.
« Geometry of the compounds was proved by X-ray diffraction , deuteration experiments and NMR studies.
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Comparison of 'H NMR spectra (300 MHz, CDClI, as solvent, 1-3 ppm region) of:
V1) 2-exo0,endo; V2) 2-exo,exo; V3) 2-endo,endo; V4) 2(D) products after lithiation —
deuteration of 2-exo,exo; V5) 2(D) products after lithiation — deuteration of 2-exo,endo.

Representative examples

* More than 30 stellane-based building blocks were obtained in 10-50 g scales by optimized standard procedures of functional groups
transformation.
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