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A novel synthesis of clindamycin from lincomycin using N-chlorosuccinimide
and triphenylphosphine is reported. This results in high yields and avoids the use of
tetrachloromethane employed in the current manufacturing process.
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Fig. 1. Structures of clindomycin 1 and lincomycin 2.
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EXPERIMENTAL

The structures of all compounds were confirmed by spectroscopy and microanalysis. 1H and
13C-NMR spectra were recorded at ambient in deuterated chloroform or dimethyl sulfoxide using a

JEOLEX270 FT spectrometer withMe4Si as internal standard.Mass spectra were recorded using an

AEI MS 50 double focusing spectrometer.

Chlorination process

NCS (1.34 g, 0.01mol) was dissolved in THF (60ml) and the resulting solution added to a so-

lution of PPh3 (2.62 g, 0.01mol) in THF (60ml). To the resultingmixture was added a solution of the

free base of lincomycin or protected lincomycin (0.005 mol) in THF (20 ml). The resulting mixture

was stirred, heated at reflux temperature for 18 h and then concentrated to dryness under reduced

pressure. The residue was dissolved in aqueous HCl (1 mol dm�3) (150ml) and dichloromethane (50

ml), before stirring vigorously for 12 h. The aqueous layer was separated, basified with aqueous

NaOH (32 %) and extracted with dichloromethane (3 ´ 25 ml). The organic extract was dried over

anhydrousMgSO4, filtered and evaporated under reduced pressure to give the crude product. The lat-

terwas then examined/purified byTLCandHPLC (silica/methanol/chloroform). The yield of clinda-

mycin and protected clindamycin was 84 and 80 %, respectively.
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ALTERNATIVNA SINTEZA KLINDAMICINA
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Prikazana je nova sinteza klindamicina polaze}i od linkomicina kori{}e-

wem N-hlorosikcinimida i trifenilfosfina. Ovim se dobijaju visoki prinosi i

izbegava kori{}ewe tetrahlormetana kao {to je sada slu~aj u procesima proizvodwe

klindamicina.

(Primqeno 7. juna 2000)
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