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BoxNe.ll  Chseriations Where certain claims were found unsearchable (Continuation of ltem 2 of first shect)

This International search report has not been established In reepact of cartain claims under Article 17{2){a) for the following reesans:

1. I}] Ciaims Nos.:
hecause they relate v subject matter not required to be searched by thie Authorlty, namaly:

Rule 29.1(v) PCT - Presentation of information {claim 45)

a m Clalms Nes.: -
becausa they relale to parts of the international application that do net comply with tha prescribed requlrernen‘ts o such
an extent that no meaningful international search can be carvled out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

a D Clalms Nos.: .
because they are dependant claims and are not drafted In accordance with the second and third sentences of Rule 8.4(z).

BoxNo. il Obsetvations whete unity of invention Is lacking (Contimuiation of Item 3 of first sheet}

This International Searchlﬁg Authorlty found multipls Inventions in this international application, as folows: '

1. As ali required addiional search faas were timely paid by the applicant, fhls tnternational ssarch report covers allsearchable
clalms.

2. D As aJl searchable clalms could be searched without effort justifying an addiional fees, this Authorily dld not inviie payment of
additiona) fees.

3. As only some of the requ}red addtional search feas were Hmely paid by’ tha applicant, this internationar gaarch raporicavers
anly those claims for which fees were pald, specifically claims Nos.:

4, D No required addltional ssarch fees were timely paid by the applicant. Canssquenﬂy, this Ivtemational Bearch reporl ig
restricted to the Inventlon first mentioned In the ciaims; it is covered by claims Nos.;

Remark on Protest EIThe additional search fees wers eccompanied by the applicant’s proteat and whare applicable, the
’ payment of a protest fea.

h DThe eddltional ssarch fsee wers dccompanied by the applicants protest but the appllcable protest
foe was not pald within the me limit specifiad in the Invitation,

: ]:, Ne protest accompanied ihe payment of additional seerch fées.

Form PCT/ISA/210 (continuation of first shaet () (Aprll 2005)
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Continuation of Box IL.1

Claims Nos.: -

Ruie 39.1{v) PCT - Presentation of information (claim 55)

Continuation of Box II.2

Claims Nos.: -

A. The prostaglandins used in the combinations of claims 1 and 24
encompass a very large number of compounds as suggested by the very
general Markush formula I which i1s not clear (Art. 6 PCT) for the
following reasons:
1) the definitions of the groups L, M, N, R4, Rb6, R1 and Ra 1s not ciear
and not limitative due to the use of the re]at1ve express1on "lower
alky1” in the claims. :
2) The same applies to the adaective "medium".
3} The expressicn "Functional derdivative" 1s non Timitative as it
encompasses every mnlety obtained by any chemical modification for
instance of -COOH. A is not defined.
4) The term "bivalent” used in this context is vague and unclear and |

" leaves the reader in doubt as to the meaning of the technical feature to
which 1t refers.

The present formula (I) is so broadly defined that it does not seem
plausible that all the prostaglandins faliing within solve the present
probiem. A skilled person would not be able to ascertain the scope of
the independent claims 1 and 24 without a severe and undue burden. The
clarity requirements of Art. 6 PCT are therefore not met. In addition,
sufficient support and disclosure in the sense of Art. 5/6 PCT is to be
found for a very limited number of said prostagiandins, in particular
13, 14-dihydro-15-keto-16, 16-difluoro-18-methyl-PGEL disciosed in claim
19, page 32, 1ine 9 and used in example 1 and for the prostaglandins of
claims 14~20. . :

B. Present claims 1 and 24 relate to a very large number of combinations
comprising compounds having a given desired property or effect, namely
as "NSAID". This expression might be considered as nonm 1imitative
because a skilled person would not be able by considering this
functional definition to ascertain the scope of the claim and there 1s
no cemmon general Knowledge allowing a clear cut interpretation of said
expression 1n term of technical feature, &. g. as a 11st of compounds
having the said property. In other words, this definition in term of a
function does not furnish sufficient information as te the structural
and techn1ca1 features of said compounds.

Sufficient support and disclosure in the sense of Art. 6/5 PCT for any
such. compound having the said property or effect 1s solely to be found

L
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- for a short 1ist of "NSAIDs", namely those clearly listed in the
description page 8, lines 15 to page 9, line 1. The same applies
mutatis mutandis to the subject-matter of claims 2-20 and 23-39, 42—45
(Art. 5/6 PCT).

€. For these reasons, independent claims 1 and 24 relate.to an
extremely large number of pharmaceutical combinations. A skilled person
would not be able to come up with a clear and exhaustive 1ist of
combination therapies plausibly solving the present problem. In
addition, the expression "indication for NSAID use" encompasses a non
11m1tat1ve number of possible disorders/indications, Sufficient support
and disclosure 1n the sense of Art. 576 PCT 15 only to be found for the
treatment of the d1seases clearly Tisted on page 31-32, paragraphs
[0077] and [0079].
Due to the large number of pharmaceutical combinations and uses intended
" to be protected, 1t does not seem plausible that the problem of the
present application is solved over the whole scope of c¢laims 1 and 24.

Sufficient support and disclosure in the sense of Article 6 and & PCT is
to be found for only i) a very small proportion of the prostaglandins
claimed, namely for 13,14-dihydro-15-keto-16,16-difluoro-18-methyi-PGE1
as found in example 1 and for {1) the agents so called "NSAIDs" as
listed in the description page 8, 1ines 15 to page 9, line I, in
particular naprexen (see example 1 and page 9, Tine 1) which are used in
combination for the prevention of gastric ulcer. In particular, a
combination of 13,14-dihydro-15—keto-16,16~d1fluoro-18-methyl-PGE1l and
Naproxen was tested for prevent1on of gastr1c ulcer linked to naproxen
use.

The non compliance with the substantive prov1sions is to such an extent,
that the search was performed taking inio consideration the
non—compliance in determining the extent of the search of independent
claims 1 and 24 and of dependent claims 2-23 and 24-45 (PCY Guidelines
9.19, 9.23 and 9.24).

‘00nsequent1y, no meaningful search over the whole scope of claims 1-45
has been possibie and an incompiete search has been performed. The
search of claims 1-45 was restricted To those combinations which appear
to be supported .and disclosed, namely those 1nvo]v1ng the use of
combinations comprising :
i) 13,14-dihydro~15~ keto—16 16—18—methy1 d1f1uoro—PGE1 disclosed in

" ¢laim 19, page 22, lines 6—9 and used in example 1 and the prostaglandin
compounds as dmsclosed in claims 12-18
11) the NSAIDs defined Tisted in the description page 8, 1ines 15 to
pgge 9, line 1, in particular naproxen (see example 1 and page 9, line
1 S :

in the treatment of defined diseases disclosed in claims 2-5 or clearly
listed on page 31-32, paragraphs [0077] and [0079].

The applicant’s attention is drawn to the fact that 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 (Rute 66.1(e) PCT). The applicant is advised that the EPO
poliey when actfng as an International Preliminary Examining Autherity is
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normally not to carry out a preliminary examination on matter which has
not been searched. This 1s the case 1rrespective of whether or not the
claims are amended following receipi of the search report or during any
Chapter IT procedure. If the application proceeds into the regional phase
. before the EPG, the applicant is reminded that a search way be carried
oul during examination before the EPO (see EPO Guideline .C~¥I, §.2),
shoutd the problems which led to the Article 17(2)PCT declaration be
overcome. :
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