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(54) Titre : NOUVEAU PROCEDE DE RESOLUTION DES ENANTIOMERES DU (3,4-
DIMETHOXY-BICYCLO[4.2.0]OCTA-1,3,5-TRIEN-7-YL)NITRILE ET APPLICATION A
LA SYNTHESE DE L'IVABRADINE

(57) Abrégé : PROCESS FOR OPTICAL RESOLUTION OF (3,4-DIMETHOXY-
BICYCLO[4.2.0]OCTA-1 ,3,5-TRIEN-7-YL)NITRILE (I) COMPRISES SEPARATING
ENRICHED RACEMIC OR ENANTIOMERIC MIXTURE OF (3,4-DIMETHOXY-
BICYCLO[4.2.0]OCTA-1,3,5-TRIEN -7-YL)NITRILE INTO ITS TWO ENANTIOMERS
COMPRISING (S)-(3,4-DIMETHOXY-BICYCLO[4.2.0]OCTA-1,3,5-TRIEN-7-YL)NITRILE
AND (R)-(3,4-DIMETHOXY-BICYCLO[4.2.0]OCTA-1,3,5-TRIEN-7-YL)NITRILE, BY
CHIRAL CHROMATOGRAPHY. INDEPENDENT CLAIMS ARE INCLUDED FOR:
(1) (S)-(3,4-DIMETHOXY-BICYCLO[4.2.0]OCTA-1,3,5-TRIEN-7-YL)NITRILE (IA); (2)
(R)-(3,4-DIMETHOXY-BICYCLO[4.2.0]OCTA-1,3,5-TRIEN-7-YL)NITRILE (IB); (3) THE
SYNTHESIS OF C-((S)-3,4-DIMETHOXY-BICYCLO[4.2.0]OCTA-1,3,5-T RIEN-7-YL)-
METHYLAMINE (V) COMPRISING SUBJECTING (IA) TO A REDUCTION REACTION; ;
AND (4) THE SYNTHESIS OF IVABRADINE OR ITS SALT, AND HYDRATE COMPRISING
SUBJECTING (I) TO THE OPTIC RESOLUTION PROCESS FOR OBTAINING (IA),
TRANSFORMING (IA) TO (V), TRANSFORMING (V) TO ((S)-3,4-DIMETHOXY-
BICYCLO[4.2.0]OCTA-1,3,5-TRIEN-7-YLMETHYL)-CARBAMIC ACID ETHYL ESTER



(VI), REDUCING (VI) TO ((S)-3,4-DIMETHOXY-BICYCLO[4. 2.0]OCTA-1,3,5-TRIEN-7-
YLMETHYL)-METHYL-AMINE (III), AND TRANSFORMING (III) TO IVABRADINE
OR 3-{3-[{[(7S)-3,4-DIMETHOXYBICYCLO[4.2.0]OCTA-1 ,3,5-TRIEN-7-YL]METHYL}
(METHYL)AMINO]PROPYL}-7,8-DIMETHOXY-1,3,4,5-TE TRAHYDRO-2H-3-
BENZAZEPIN-2-ONE, WHICH IS OPTIONALLY CONVERTED INTO ADDITION
SALTS WITH ACID COMPRISING HYDROCHLORIC, HYDROBROMIC, SULFURIC,
PHOSPHORIC, ACETIC, TRIFLUOROACETIC, LACTIC, PYRUVIC, MALONIC,
SUCCINIC, GLUTARIC, FUMARIC, TARTARIC, MALEIC, CITRIC, ASCORBIC, OXALIC,
METHANE SULFONIC, BENZENESULFONIC AND CAMPHORIC OR ITS HYDRATES.
- ACTIVITY : CARDIANT; VASOTROPIC; ANTIANGINAL; ANTIARRHYTHMIC. -
MECHANISM OF ACTION : NONE GIVEN.
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