The present invention relates to a process for the preparati S a

car bocyclii c f &,e nucl eosi de anal ogue of formula (1), its NP .
phar maceut i cﬂidy accept ab|WORRNTHEHCTUALIROPERIN ORIANEATIOh conpr i S@@®Nydr ol ysi ng

ffiQr ). I wherein P i1s a protectin roup in he resence
o o ST AmORAT AsRrtdafioN BERFIsheg Uninfih RHE ATINT GOURBRAAON TREATY (R
pr e5EN dwermitionnl RageateClassificktions conpound of | &HmidheBorb hublicitioh NaRE DY 1 WOl d9419328
cl opur eoob 47801 esul ti ng i nt er medi{agse

(43) International Publication Date: 22 April 1999 (22.04.99)
{21) International Application Number: PCT/GB98/03080 | (81) Designated States: AL, AM, AT, AU, AZ, BA, BB, BG, BR,
BY, CA, CH, CN, CU, CZ, DE, DK, EE, ES, FI, GB, GD,

(22) International Filing Date: 14 October 1998 (14.10,98) GE, GH, GM, HR, H

HR , ID, IL, I8, JP, KE, KG, KP, KR,
KZ, LC, LK, LR, LS, LT, LU, LV, MD, MG, MK, MN,
MW, MX, NO, NZ, PL, PT, RO, RU, SD, SE, SG, §I, SK,
(30) Priority Data; SL, TJ, ™™, TR, TT, UA, UG, W,
9721780.6 14 October 1997 (14.10.97) GB ARIPO patent (GH, G
Eurasian patent (AM, AZ, BY,
European patent (AT, BE, CH, CY, DE, DK, ES, FI, FR,
L,

K<
2
mh
E
%
c:
2

(71) Applicant (for all designated States except US): GLAXO GB, GR, IE, IT, LU, MC, NL, PT, SE), OAPI patent (BF,
GROUP LIMITED [GB/GB]; Glaxo Wellcome House, BJ, CF, CG, CI, CM, GA, GN, GW, ML, MR, NE, SN,
Berkeley Avenue, Greenford, Middlesex UB6 ONN (GB). TD, TG).

(72) Inventors; and

(75) Inventors/Applicants (for US only}: JONES, Martin, Francis | Published
[GB/GB]; Glaxo Wellcome plc, Gunnels Wood Road, Steve- With international search report.

nage, Hertfordshire SG1 2NY (GB). WALLIS, Christopher,
John [GB/GR]; Glaxo Wellcome plc, Gunnels Wood Road,
Stevenage, Hertfordshire SG1 2NY (GB),

(74) Agent: PETT, Christopher, Phineas; Frank B, Dehn & Co., 179
Queen Victoria Street, London EC4V 4EL (GB).

(54) Title: PROCESS FOR THE SYNTHESIS OF CHLOROPURINE INTERMEDIATES

cl
N
e
N l \> - KO NHP v
X : x
H2N N = _
"“CH,OH
c1
i .
NHR
N
HO NH; (W) T “ vn
Y
LY oA
— IRUGR ]

(57) Abstract

The present invention relates to a process for the preparation of a carbocyclic purine mucleoside analogue of formula (I), its salts and
pharmaceutically acceptable derivatives thereof which comprises hydrolysing a compound of formula (IV) wherein P is a protecting group,
in the presence of an acid, condensing the product of formula (V) formed i situ in the presence of a base with a compound of formula
(V) followed by in situ ring closure of the resulting intermediate.




