A1 |00 O OO

WO 2007/015111

A process for the preparation of a conpound of the
formula (I): which process conprises the
i ntranol ecul ar cycl opropanati on of an epoxi de of the
(12 INTEBNATTONAT) APHLACATIGN PR SSHEDSNDER GHO BATENT@OPBERATION TREATY (PCT)

equi val ents of a secondary am ne base and at | east one
equi val ent of an al\mRRiB(ljrrE]D WEQSIGM‘HTGi n R Rl R2
and R3 are each hydrogen or CI-4 alkyl or Rl and R2
(lg)war i nked to ftorm a Cts-7 gyeegal kyl or C3-7
e 0 rganization [4
"Of"e'h?ﬁlﬁ%m}ffﬁﬁiaﬁg- 2 v 572 D000 OO0

(43) International Publication Date
8 February 2007 (08.02.2007)

(10) International Publication Number

WO 2007/015111 Al

(51) International Patent Classification:
CO7C 29/56 (2006.01) CO07C 35/27 (2006.01)

(21) International Application Number:
PCT/GB2006/050227

(22) International Filing Date: 1 August 2006 (01.08.2006)

(25) Filing Language: English

(26) Publication Language: English
(30) Priority Data:

0515926.4 3 August 2005 (03.08.2005) GB
(71) Applicant (for all designated States except US): MERCK
SHARP & DOHME LIMITED [GB/GB]; Hertford Road,

Hoddesdon Hertfordshire EN11 9BU (GB).

(72) Inventors; and

(75) Inventors/Applicants (for US only): BIO, Matthew
[US/GB]; MSD, Hertford Road, Hoddesdon Hertfordshire
EN119BU (GB). BRANDS, Karel, M.J. [US/GB]; MSD,
Hertford Road, Hoddesdon Hertfordshire EN11 9BU
(GB). CLEATOR, Edward [GB/GB]; MSD, Hertford
Road, Hoddesdon Hertfordshire EN11 9BU (GB).

(74) Agent: ROLLINS, Anthony, J.; Merck Sharp & Dohme
Limited, European Patent Department, Hertford Road,
Hoddesdon, Hertfordshire EN11 9BU (GB).

(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, HN, HR, HU, ID, IL,, IN, IS, JP,
KE, KG, KM, KN, KP, KR, KZ, LA, 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, RS, RU, SC,
SD, SE, SG, SK, SL, SM, SY, TJ, TM, TN, TR, TT, TZ,
UA, UG, US, UZ, VC, VN, 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).

Published:
with international search report

(48) Date of publication of this corrected version:
29 March 2007

(15) Information about Correction:
see PCT Gazette No. 13/2007 of 29 March 2007

Fortwo-letter codes and other abbreviations, refer to the "Guid-
ance Notes on Codes and Abbreviations” appearing at the begin-
ning of each regular issue of the PCT Gagzette.

(54) Title: A PROCESS FOR THE PREPARATION OF BICYCLO[3.1.0]HEXANOLS

OH

! la (n

(57) Abstract: A process for the preparation of a compound of the formula (I): which process comprises the intramolecular cyclo-

cycloalkyl or c’ cycloalkenyl ring.

propanation of an epoxide of the formula (I); in the presence 0of 0.05 t0 0.75 equlvalents ofa secondary amlne base and at least one
equivalent of an alkyl lithium base, wherein R, R R’ and R’ are each hydrogen or o

alkyl or R' and R are linked to form a C>



