woO 2006/131304 A3 |10 0 OO0 O 0 0 R A0

The
process Steps and novel

i nvention related to a novel
i nt er redi at es usef ul

novel
in the

process,

synt hesi s of pharmaceutically active Conpounds,
(122 BYTEBNANTOYAL £FHLACATION PURLOYHED IBNDER THE PAYENT [GOO@RRATION EREATY (PCT)

alia, the invention rela
(19) WoelA I telet tud] @replrtp O tianipaisn g
wher énternadRpnaRayreau

(43) International Publication Date
14 December 2006 (14.12.2006)

a process for the

«;. 1 T o o O

(10) International Publication Number

WO 2006/131304 A3

(51) International Patent Classification:
CO7D 207/08 (2006.01) CO7D 407/04 (2006.01)
CO7D 207/16 (2006.01)

(21) International Application Number:
PCT/EP2006/005370

(22) International Filing Date: 6 June 2006 (06.06.2006)

(25) Filing Language: English

(26) Publication Language: English

(30) Priority Data:

0511686.8 8 June 2005 (08.06.2005) GB

(71) Applicant (for all designated States except AT, US): NO-
VARTIS AG [CH/CH]; Lichtstrasse 35, CH-4056 Basel
(CH).

(71) Applicant (for AT only): NOVARTIS PHARMA GMBH
[AT/AT]; Brunner Strasse 59, A-1230 Vienna (AT).

(72) Inventors; and

(75) Inventors/Applicants (for US only): MICKEL, Stuart,
John [GB/CH]; Rolleweg 12, CH-4415 Lausen (CH).
SEDELMEIER, Gottfried [DE/DE]; Erlenweg 11, 79227
Schallstadt (DE). HIRT, Hans [CH/CH]; Sonnenweg 23,
CH-4153 Reinach BL (CH). SCHAFER, Frank [DE/DE];
Sennmattstrasse 8, 79618 Rheinfelden-Adelhausen (DE).
FOULKES, Michael [GB/CH]; Im Esterli 9, CH-4125
Riehen (CH). PRIKOSZOVICH, Walter [AT/CH];
Lingeweg, 11, CH-4124 Schénenbuch (CH).

(74) Agent: HILLEBRAND, Dirk; Novartis AG, Corporate
Intellectual Property, CH-4002 Basel (CH).

(81) Designated States (unless otherwise indicated, for every
kind of national protection available): AE, AG, AL, AM,
AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, CN,
CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI,
GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE,
KG, KM, KN, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV,
LY, MA, MD, MG, MK, MN, MW, MX, MZ, NA, NG, NI,
NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG,
SK, SL, SM, SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US,
UZ, VC, VN, YU, ZA, 7ZM, ZW.

(84) Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,
GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,
ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
European (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI,
FR, GB, GR, HU, IE, IS, IT, LT, LU, LV, MC, NL, PL, PT,
RO, SE, S, SK, TR), OAPI (BF, BJ, CF, CG, CI, CM, GA,
GN, GQ, GW, ML, MR, NE, SN, TD, TG).

Declaration under Rule 4.17:
as to applicant’s entitlement to apply for and be granted a
patent (Rule 4.17(ii))

Published:

with international search report

before the expiration of the time limit for amending the
claims and to be republished in the event of receipt of
amendments

[Continued on next page]
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(57) Abstract:  The invention related to
a novel process, novel process Steps and
novel intermediates useful in the synthesis of
pharmaceutically active Compounds, especially
renin inhibitors, such as Aliskiren. Inter alia, the
invention relates to a process for the manufacture
of a Compound of the formula (III), wherein
R, R;, Ry, R; and PG are as defined in the
specification, or a salt thereof, said manufacture
comprising (preferably consisting in) reacting
a Compound of the formula (I) with a reagent
able to transform hydroxy into X where X is for
example a leaving group.
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