The invention relates to a process for the preparation of trans

4-am no-cycl ohexi| ethyl acetate HCO wherein d) hydrogenating 4-nitrophenyl
acetic acid in a protic solvent at a tenperature between 40-500C in the
presence @f PHIRECA LIDART. AQPIICQHGN PEBLIOVAY INIRRSIWEPATENCCE)PHRUTIONAIREATY (PCT)

hydr ogenati ng the 4-am noplfe
a tenperature between 50- @me‘i

6
to reflyy whti dipdthaArsy A ﬁ&net
hour s |éril hydrocjtﬁ{e%ﬁogal E}g hﬁ? Y
acetonitrile was added to the re5|d ‘

2010/070368 A8 | I 000 O 010 0 0 0

S
=

(43) International Publication Date

24 June 2010 (24.06.2010) T

gd]in situ in step a) at
&Eﬁg’@ regsures, then f) heating

<! SuABRRL0S AR S

A nedﬂ@ﬁﬂteﬂﬂaﬁ&n‘ai PuBfcafbd Number

WO 2010/070368 A8

(51

eay)

(22)

(25)
(26)
(30)

1

1

(72

(72)
(73)

International Patent Classification:
CO07C 227/04 (2006.01) CO07C 227/18 (2006.01)
CO07C 227/16 (2006.01) CO07C 229/46 (2006.01)

International Application Number:
PCT/HU2009/000107

International Filing Date:
17 December 2009 (17.12.2009)

Filing Language: English
Publication Language: English
Priority Data:

P08 00762 17 December 2008 (17.12.2008) HU

Applicant (for all designated States except US):
RICHTER GEDEON NYRT. [HU/HU];, Gyomréi ut
19-21., H-1103 Budapest (HU).

Applicants (for US only): MATHE, Olga Marianna
(heiress of the deceased inventor) [HU/HU]; 28 Pajzs u.,
H-1025 Budapest (HU). MATHE, Jalia (heiress of the
deceased inventor) [HU/HU]; 28 Pajzs u., H-1025 Bu-
dapest (HU).

Inventor: MATHE, Tibor, Bence (deceased).

Inventors; and

Inventors/Applicants (for US only): HEGEDUS, Laszlé
[HU/HU]; Szentendrei ut 34., H-1035 Budapest (HU).
CZIBULA, Laszlo [HU/HU]; Gergely u. 48. IV/39.,
H-1103 Budapest (HU). JUHASZ, Balint [HU/HU]; Dr.
Léber Lajos u. 8/A., H-2045 Torckbalint (HU). NAGY-
NE BAGDY, Judit [HU/HU]; Pajkos u. 23/A., H-1119
Budapest (HU). MARKOS, Dénes [HU/HU]; Dob
Istvan u. 10., H-2509 Esztergom-kertvaros (HU).

(74) Agent: RICHTER GEDEON NYRT., Gyomrsi ut
19-21., H-1103 Budapest (HU).

(81) Designated States (unless otherwise indicated, for every
kind of national protection available). AE, AG, AL, AM,
AO, AT, AU, AZ, BA, BB, BG, BH, BR, BW, BY, BZ,
CA, CH, CL, CN, CO, CR, CU, CZ, DE, DK, DM, DO,
DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, GT,
HN, HR, HU, ID, IL, IN, IS, JP, KE, KG, KM, KN, KP,
KR, KZ, LA, LC, LK, LR, LS, LT, LU, LY, MA, MD,
ME, MG, MK, MN, MW, MX, MY, MZ, NA, NG, NI,
NO, NZ, OM, PE, PG, PH, PL, PT, RO, RS, RU, SC, SD,
SE, SG, SK, SL, SM, ST, SV, SY, TJ, TM, TN, TR, TT,
TZ, UA, UG, US, UZ, VC, VN, ZA, ZM, 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, HR, HU, IE, IS, IT, LT, LU, LV,
MC, MK, MT, NL, NO, PL, PT, RO, SE, SI, SK, SM,
TR), OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW,
ML, MR, NE, SN, TD, TG).

Declarations under Rule 4.17:

— as to applicant’s entitlement to apply for and be granted
a patent (Rule 4.17(i1))

Published:
—  with international search report (Art. 21(3))

(48) Date of publication of this corrected version:
21 April 2011

(15) Information about Correction:
see Notice of 21 April 2011

(54) Title: PROCESS FOR THE PREPARATION OF TRANS 4-AMINO-CYCLOHEXYL ACETIC ACID ETHYL ESTER
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(57) Abstract: The invention relates to a process for the preparation of trans 4-amino-cyclohexil ethyl acetate HCI wherein d) hy-
drogenating 4-nitrophenyl acetic acid in a protic solvent at a temperature between 40-500C in the presence of Pd/C under 0.1-0.6
bar overpressure, and e) further hydrogenating the 4-aminophenyl acetic acid obtained in situ in step a) at a temperature between
50-60 OC under 1-4 bar overpressures, then f) heating to reflux the 4-aminocyclohexil acetic acid obtained in step b) for 1-3 hours
in hydrochloric ethanol, and if desired after removing the solvent acetonitrile was added to the residue obtained and distilled off.



