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(57) Abstract

Process for the manufacturing of slightly soluble or less soluble alkaline salts of substituted sulphinyl heterocycles containing an
imidazole moiety with formula (I), preferably alkaline salts of a proton pump inhibitor compound, wherein the process comprises the step
of reacting the substituted sulphinyl heterocycle of formula (I) with a source of the cation in the presence of a base, characterized by a
washing step in which the prepared alkaline salt of the substituted sulphinyl compound is washed with a basic aqueous solvent mixture. The
obtained bulk drug substance resulting in a bulk product that in an aqueous suspension of the substituted sulphinyl heterocycle having a pH
not significantly lower than that of a saturated water solution of the pure compound prepared. Alternatively, the process for manufacturing
a pharmaceutical dosage form comprising the active substance could be adjusted. For instance the pH of an aqueous suspension of the
active substance is adjusted to a pH not significantly lower than that of a saturated water solution of the pure compound. The processes
are preferably useful in the manufacturing of omeprazole magnesium salt or magnesium salt of one of its single enantiomers used in
pharmaceutical dosage forms.
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[NTERNATIONAL SEARCH REPORT International application No.
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A. CLASSIFICATION OF SUBJECT MATTER

IPC7: CO7D 401/12, A61K 9/28, A61K 31/41, A61K 31/44

According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)

IPC7: CO7D, A6l1K

Documentation searched other than minimum documentation to the extent that such documents are :zcluded in the fields searched

SE,DK,FI,NO classes as above

Electronic data base consulted during the international search (name of data base and, where practicabie, search terms used)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*| Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

A WO 9741114 Al (ASTRA AKTIEBOLAG), 6 November 1997 1-8
(06.11.97)

X 9-10

A WO 9532959 Al (ASTRA AKTIEBOLAG), 7 December 1995 1-8
(07.12.95)

X 9-10

A WO 9501977 Al (ASTRA AKTIEBOLAG), 19 January 1995 1-8
(19.01.95)

X 9-10

m Further documents are listed in the continuation of Box C. @ See patent family annex.

* Special categories of cited documents: “T* later document published aer the international filing date or priority
date and not in conflict wita the application but cited to understand

“A” document defimng the general state of the art which is not considered the principle or theory uncerlying the invention

to be of particular relevance

“E” erlier document but published on or after the international filing date *X* document of particular relevance: the claimed invention cannot be
considered novel or cannot se considered to involve an inventive

“L* document which may throw doubts on priority claim(s) or which is step when the document is :aken alone

cited 1o establish the publication date of another citation or other

special reason (as specified) “Y* document of particular relevance: the claimed invention cannot be
*O” document referring to an oral disclosure, use, exhibition or other considered to involve an inventive step when the documentis
means coynbmed'wn.h one or more other such documents, such combinaton
“P*  document published prior to the international filing date but later than being obvious to a person salled in the art
the priority date claimed “&" document member of the szme patent family
Date of the actual completion of the international search Date of mailing of the international search report
3 May 2000
Name and mailing address of the ISA/ Authorized officer
Swedish Patent Office
Box 5055, S-102 42 STOCKHOLM Goran Karlsson/EG
Facsimile No. +46 8 666 02 86 Telephone No. +46 8 782 25 00

Form PCT/ISA/210 (second sheet) (July 1992)
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C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Category*| Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

A WO 9601625 A1 (ASTRA AKTIEBOLAG), 25 January 1996 1-8
(25.01.96)

X 9-10

A WO 8602646 Al (BYK GULDEN LOMBERG CHEMISCHE FABRIK 1-8

GESELLSCHAFT MIT BESCHRANKTER HAFTUNG), 9 May
1986 (09.05.86)

X 9-10

A WO 9702020 Al (BYK GULDEN LOMBERG CHEMISCHE FABRIK 12-19
GMBH), 23 January 1997 (23.01.97), see especially
example 3

A EP 0519144 Al (ILSAN ILAC VE HAMMADDELERI SANAYI), 12-19

23 December 1992 (23.12.92)

Form PCT/ISA/210 (continuation of second sheet) (July 1992)
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Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2Xa) for the following reasons:

L. X ClaimsNos:11, 20

because they relate to subject matter not required to be searched by this Authority, namely:

see next sheet

2. D Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements to such
an extent that no meaningful international search can be carried out, specifically:

3. D Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).:

Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

1. [Z As all required additional search fees were timely paid by the applicant, this international search report covers all
searchable claims.

2. D As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment
of any additional fee.

3. D As only some of the required additional search fees were timely paid by the applicant, this international search report
covers only those claims for which fees were paid, specifically claims Nos.:

4. L__] No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest IZ The additional search fees were accompanied by the applicant's protest.

D No protest accompanied the payment of additional search fees.
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Remark: Claims 11 and 20 are directed to method of treatment of the
human or animal body by therapy methods practised on the human or
animal body/Rule 39.1(iv). Nevertheless, a search has been executed

for this claims. The search has been based on the alleged effects
of the composition.

Form PCT/ISA/210 (extra sheet) (July1992)
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CN 1216989 A 19/05/99
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EP 0897386 A 24/02/99
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NO 984903 A 21/10/98
PL 329683 A 12/04/99
SE 508669 C 26/10/98
SE 9601598 A 27/10/97
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WO 9532959 Al 07/12/95 AU 2633095 A 21/12/95
BR 9506235 A 12/08/97
CN 1128997 A 14/08/96
CZ 9600243 A 12/06/96
EP 0712401 A 22/05/96
FI 960367 A 26/01/96
HU 9600005 D 00/00/00
IL 113604 D 00/00/00
JP 9504557 T 06/05/97
NO 960268 A 23/01/96
PL 312692 A 13/05/96
SE 9400511 D 00/00/00
ZA 9504125 A 27/11/95
WO 9501977 Al 19/01/95 AU 679766 B 10/07/97
AU 7198194 A 06/02/95
BR 9406940 A 10/09/96
CA 2166794 C 04/03/97
CN 1126993 A 17/07/96
CZ 9600069 A 15/05/96
DE 707580 T 04/09/97
EP 0707580 A 24/04/96
ES 2100136 T 16/06/97
FI 960101 A 09/01/96
GR 97300015 T 31/05/97
HR 940385 A 28/02/97
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HU 9503873 D 00/00/00
IL 110190 D 00/00/00
JP 8512315 T 24/12/96
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NZ 268693 A 26/05/97
PL 175999 B 31/03/99
PL 312440 A 29/04/96
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