rocess to purify and isolate a%e’./fé’-’gné’r?é?jenri ched Gt Pelogi ':C

Ap AT

conprising a) providing a mxture containing R' and a beta-a f-;':"i“'fiz%‘ ched
- nucl eosi de ofpfeml a (| B)yob fritiAcrBaSRodtrsorcadenaident |y EEEH ed from
‘hydr oxy prot groups and R i dngpayepetPueathase of formula (1), where W

IS an PEFENAMONAL APPLICATIONSFUBLISHIR UNDER THE PATENT €OOPERATION EREATY JPCT)

a-\AL

whe
sol
con
m X

& nsyaver ERemt GRetBBR N U i | b W IUPEERGRR S VR, | e S0 S§Y16072
5i StGOTH WY06et hers, esters and nj 8li | @5 intefuhtiond Pulichtbd Bardl| | Ut 86 MayEid6e (5023.96)
g cld-m -S-G—pepared—at—a—

ure to aqueous acid, and d) din e VIR

t en
whe

per at ur e, f 78.%, rlC to l&q.lvg ]4& Jgiﬂd duct f |
P 31) : ica  LO - 54 thdgs 1 BY) Designikea QARG v huf 5, B IsR, £Y, B, oN,
@Y guﬁ?&ﬁ@', gﬁs preci pitat ed{ _ CZ, EE, Fl, GE, HU, IS, JP, KE, KG, KP, KR, KZ, LK,
(22) International Filing Date: 1 November 1995 (01.11.95) LR, LS, LT, LV, MD, MG, MK, MN, MW, MX, NO, NZ,
PL, RO, RU, SD¢SGSL, SK, TJ, T™™, TT, UA, UG, UZ,
_ VN, OAPI patent (BF, BJ, CF, CG, CL, CM, GA, GN, ML,
(30) Priority Data: MR, NE, SN, TD, TG), ARIPO patent (KE, LS, MW, 8D,

08/340,972 17 November 1994 (17.11.94)  US SZ, UG).

(71) Applicant: ELI LILLY AND COMPANY [US/US]; Lilly Published '
Corporate Center, Indianapolis, IN 46285 (US). With international search report.
' ' With amended claims and statement.

(72) Inventors: CHOU, Ta-Sen; 11338 Bayhill Way, Indianapolis, :

IN 46236 (US). POTEET, Laurie, Michelle; 822 Franklin

Trace, Zionsville, IN 46077 (US). KJELL, Douglas, Patton;

3072 Benton Street, West Lafayette, IN 47906 (US).

(74) Agent: LAMMERT, Steven, R.; Bames & Thomburg, 1313
Merchants Bank Building, 11 South Meridian Street, Indi- e,
anapolis, IN 46024 (US). :

(54) Title: PROCESS FOR PURIFYING AND ISOLATING 2'-DEOXY-2’,2’-DIFLUORONUCLEOSIDES

X R'

NHW NHW
F an) N
X0 F Ol .Ou

'(57) Abstract

A process to purify and isolate a beta-anomer enriched nucleoside comprising: a) providing a mixture containing R" and a beta-anomer
enriched nucleoside of formula (IB), wherein each X is independently selected from hydroxy protecting groups and R’ is a nucleobase of
formula (II), where W is an amino protecting groups; and R" is a nucleobase of formula (III), where W’ is an amino protecting group or
hydrogen; in a high boiling solvent; b) diluting the mixture with an organic solvent from the group consisting of ethers, esters and nitriles;
c) adding the diluted reaction mixture to aqueous acid; and d) holding the acid mixture so prepared at a temperature from 70 °Cto 100 °C
until the product of formula (IB), where W is now W’, has precipitated. :




