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pharmaceutically usual additives.

(54) Title: PHARMACEUTICAL COMBINATION PREPARATIONS OF CARVEDILOL AND HYDROCHLOROTHIAZIDE

The present invention is concerned with a pharmaceutical combination preparation for the treatment of cardiac and cardiovascular
disorders such as hypertension, angina pectoris, cardiac insufficiency and illnesses associated therewith, containing the active substances
carvedilol or a pharmaceutically acceptable salt thereof and hydrochlorothiazide or a pharmaceutically acceptable salt thereof as well as
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CLASSIFICATION OF SUBJECT MATTER

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

TPC7 ABIK31/B4 - "R61K31/403  A61K9/28  //(AG1K31/54,31:40)

B. FIELDS SEARCHED

Minimum documentation searched (classification system foliowed by classification symbols)

IPC 7  A61K

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

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

EMBASE, MEDLINE, EPO-Internal, BIOSIS, CHEM ABS Data, CANCERLIT, PAJ, WPI Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category ° | Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X BISTON P. ET AL: "Carvedilol in the 1-4,7,8

treatment of mild to moderate

hypertension: Experience with ambulatory

blood pressure monitoring."

ACTA CARDIOLOGICA, (1994) 49/2 (145-155).,

XP000904756

page 146, paragraph 5

page 154, paragraph 3
X RUDORF J.E. ET AL: "Pharmacokinetic and 1-4,7,8

pharmacodynamic interactions of combined

acute administration of carvedilol and

hydrochlorothiazide in hypertensive

volunteers."

DRUGS, (1988) 36/SUPPL. 6 (113-117).,

XP000904788
page 117, column 1, paragraph 2 -column 2,
paragraph 1
-f—

Further documents are listed in the continuation of box C. Patent family members are listed in annex.

° Special categories of cited documents :

“T" later document published after the intemnational filing date

22 August 2000

upn - IS or priority date and not in conflict with the appilication but
A" document defining the general state of the art which is not f P ;

considered to be of particular relevance i<i:§;e‘;!ng:)rt;mderstand the principle or theory underlying the

"E" earlier document but published on or after the international “X* document of particular relevance: the claimed invention
filing date cannot be considered novel or cannot be considered to

"L" document which may throw doubts on priority claim(s) or involve an inventive step when the document is taken alone
which is cited to establish the publication date of another "Y* document of ; . i f ;

e - > particular relevance; the claimed invention

citation or other special reason (as specified) cannot be considered to involve an inventive step when the

"O" document referring to an oral disclosure, use, exhibition or document is combined with one or more other such docu—
other means ments, such combination being obvious to a person skilled

“P" document published prior to the international filing date but in the art. )
later than the priority date claimed "&" document member of the same patent family

Date of the actual compietion of the international search Date of mailing of the international search report

05 09. 2000

European Patent Office, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijswijk
Tel. (+31-70) 340-2040, Tx. 31 651 epo nl,

Name and mailing address of the ISA Authorized officer

Fax: (+31-70) 340-3016 Marttin, E

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.

X DUPONT A G ET AL: "The safety of adding
carvedilol to hypertensive patients
inadequately treated with diuretics."”
EUROPEAN JOURNAL OF CLINICAL PHARMACOLOGY,
(1990) 38 SUPPL 2 S153-7.,

XP000904769
page 157, column 1, paragraph 2
X WIDMANN L ET AL: "Safety and
antihypertensive efficacy of carvedilol
and atenolol alone and in combination with
hydrochlorothiazide."
EUROPEAN JOURNAL OF CLINICAL PHARMACOLOGY,
(1990) 38 SUPPL 2 S143-6.,

XP000904786

figure 1
page 145, column 2, paragraph 6 -page 146,
column 2, paragraph 1

X WO 96 24348 A (BOEHRINGER MANNHEIM PHARM
CORP ;LUKAS LASKEY MARY ANN (US); RUFFOL)
15 August 1996 (1996-08-15)

page 9, line 9 - line 26

X DE 196 37 082 A (BOEHRINGER MANNHEIM GMBH)
19 March 1998 (1998-03-19)

page 2, line 65 — last line

page 3, line 7 — line 9

page 3, Tine 24 - line 32

page 3, line 46 — line 55; claims
1-3,5,7,10; examples 1-19,21-25

X WO 98 05320 A (BENKERROUR LOUTFY
:JOUVEINAL LAB (FR); DOAT BERNARD (FR))
12 February 1998 (1998-02-12)

A page 8, line 10 - Tine 25; claims 1-6;
example 1

X US 5 425 950 A (DANDIKER YOGENDRA ET AL)
20 June 1995 (1995-06-20)

A column 3, line 17 - line 33

column 6, line 5 - 1line 32; claims
1,2,8,9; examples 1,2,4,9

A THOENNES C J ET AL: "EVALUATION OF A
RAPIDLY DISINTEGRATING MOISTURE RESISTANT
LACQUER FILM COATING"

DRUG DEVELOPMENT AND INDUSTRIAL PHARMACY,
vol. 15, no. 2, 1989, pages 165-186,
XP000938464

ISSN: 0363-9045

abstract

page 166, paragraph 2; table 3

-/

1-4,7,8

1-4,7,8

1-4,7,8

18,19,22

18,22

19

18,22

19
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Relevant to claim No.

A "Eudragit E30D Anwendung in der
Arzneimittelherstellung”

May 1981 (1981-05) , ROHM PHARMA ,
WEITERSTAT XP002145397

page 4, column 2, line 1 —page 5, column
2, last line

A US 5 019 398 A (DASTE GEORGES)

28 May 1991 (1991-05-28)

column 2, line 47 - line 63; claims;
examples

20-22

20-22
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International application No.

INTERNATIONAL SEARCH REPORT PCT/EP 99/068972

Box| 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(2)(a) for the following reasons:

1. Claims Nos.:

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

Although claim 8 is directed to a method of treatment of the human/animal

body, the search has been carried out and based on the alleged effects of the
compound/composition.

2. m 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:

see FURTHER INFORMATION sheet PCT/ISA/210

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 il 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:

see additional sheet

1. As all required additional search fees were timely paid by the applicant, this International Search Report covers all
searchable claims.

2. Ij 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. |:| 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 D The additional search fees were accompanied by the applicant's protest.

No protest accompanied the payment of additional search fees.

Form PCT/SA/210 (continuation of first sheet (1)) (July 1998)
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 21()

Continuation of Box I.2

Claim 22 does not meet the requirements of Article 6 PCT in that the
subject-matter for which protection is sought is not clearly defined. A
lack of clarity (and/or conciseness) within the meaning of Article 6 PCT
arises to such an extent as to render a meaningful search of the claims
impossible. Consequently, the search has been carried out for those parts
of the application which do appear to be clear (and/or concise), namely
claim 22 insofar a composition according to claims 1-21 was concerned.

The applicant’s attention is drawn to the fact that claims, or parts of
claims, relating to inventions in respect of which no international
search report has been established need not be the subject of an
international preliminary examination (Rule 66.1(e) PCT). The applicant
is advised that the EPO policy when acting as an International
Preliminary Examining Authority is normally not to carry out a
preliminary examination on matter which has not been searched. This is
the case irrespective of whether or not the claims are amended following
receipt of the search report or during any Chapter II procedure.
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. Claims: 1-17, 22 (partially)

The problem to be solved by the present application is to
provide a pharmaceutical combination for the treatment of
cardiac or cardiovascular disorders.

The solution to this problem proposed in the present
application is to use a combination containing the active
substances carvediol or a pharmaceutically acceptable salt
thereof and hydrochlorothiazide or a pharmaceutically
acceptable salt thereof.

The subject matters of claim 18-19 or 20-21
are no solutions to the mentioned problem: These claims are
concerned with a pharmaceutically acceptable solid dosage
form having a disintegrant content of at least 5 weight% or
with a light-protecting film suspension.

The idea to use a combination
of carvediol and hydrochlorothiazide is known in the state
of the art (see the documents cited in the search report),
and cannot serve as a single inventive concept, Tinking the
different inventions.

In the present application no further technical
features can be distinguished that can be regarded as a
"special technical feature" involved in the technical
relationship among the different inventions. Consequently,
the present application lacks unity of invention, and the
different solutions not belonging to a common inventive
concept are identified as the different subjects listed
above.
Searching these different subjects would have caused a major

additional searching effort. Only the first subject was
searched.

2. Claim : 18 19 22 (partially)

A pharmaceutically acceptable solid dosage form having a
disintegrant content of at least 5 weight%

3. Claim : 20 21 22 (partially)

A Tight-protecting film suspension.
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