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(54) Procedeu de sintezi enzimatici a acidului (7S)-3,4-dimetoxibiciclo[4.2.0]octa-
1,3,5-trien-7-carboxilic si aplicarea in sinteza ivabradinei si a sirurilor sale

(57) Rezumat:
1
Inventia se referd la un procedeu de sinteza
enzimaticd a compusului cu formula (I):
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prin hidroliza enzimaticd enantioselectivd a
nitrilului racemic sau non-optic pur cu formula
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cu ajutorul nitrilazei Rhodococcus
rhodochrous NCIMB 11216 cu superexpresie
intr-un alt organism care are un sistem biologic
competent, intr-un amestec de solvent organic
si solutie apoasa, avand un pH cuprins intre
51 10, intr-o concentratic cuprinsd intre 1
si 500 g de nitril cu formula (IV) per litru de
amestec, intr-un raport E/S cuprins intre 1/1 i
1/100, la o temperaturd cuprinsa intre 25°C si
40°C.
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(54) Process for the enzymatic synthesis of (75)-3,4-dimethoxybicyclo[4.2.0]octa-1,3,5-
triene-7-carboxylic acid and application in the synthesis of ivabradine and salts

thereof

(57) Abstract:
1
The invention relates to a process for the
enzymatic synthesis of the compound of
formula (I):

H3C-0_~
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by enantioselective enzymatic hydrolysis of
the racemic, or not optically pure, nitrile of
formula (IV):

(54) Cniocod pepmentaTtuBHoro cunresa (75)-3,4-numeroxkcudunukiao[4.2.0Joxra-1,3,5-
TPHEH-7-Kap00HOBOI KHCJIO0THI M NIPUMEHEHNE B CHHTe3e NBa0paauHa U ero coJieil

(57) Pedepar:
1
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dopmymst (I):
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IyTeM (epMEHTATUBHOIO OHAHTHO-
CEJIEKTUBHOIO TH/POIHN3a PAIEMUYECKOIO HITH
HE ONTHYECKM YHCTOO HUTpIIa (HOPMYIIEI
(Iv):
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using the nitrilase  of  Rhodococcus
rhodochrous NCIMB 11216 over-expressed in
another organism having a competent
biological system, in a mixture of an organic
solvent and an aqueous solution having a pH
from 5 to 10, at a concentration from 1 to
500 g of nitrile of formula (IV) per litre of
solvent mixture, at an E/S ratio of from 1/1 to
1/10, at a temperature from 25°C to 40°C.

Claims: 14
Fig.: 2
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C ToMoOmplo  HHUTpunIasel  Rhodococcus
rhodochrous NCIMB 11216
CBEPXIKCIIPECCHPOBAHHON B JIpyroM
OpraHH3ME, HUMEIOTIEM TTOTX OJTSTITYEO
OUOIOTHYECKYIO CHCTEMY, B CMecH

OPTaHHYECKOTO0 PAacTBOPUTEAS K BOIHOTO
pactBopa ¢ pH or 5 1o 10, mpu KOHIIEHTpAITHH
or 1 g0 500 r mHuTpIIa Gopmyinst (IV) Ha muTp
cmecu, mpu cootHomenun O/C or 1/1 mo
1/100, u Temmrepatype ot 25°C o 40°C.

I1. popmymnsr: 14

Qur.: 2
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