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Box 1 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.: 1

art
because they relate to subject( r?watter rzot required to be searched by this Authority, namely:

Rule 39.1(iv) PCT - Method for treatment of the human or animal body by
therapy :

2. IZ] Claims Nos.: 1 (part)

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. I:l Claims Nos.: l

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:

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

2. I:I 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. Ill 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.:

1 (part)

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

D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (1)) (July 1998)



International Application No. PCT/IB 02 04805

FURTHER INFORMATION CONTINUED FROM  PCT/ISA/ 210

1. Claim : 1 (part)

DAO or DDO inhibitors according to Formula I (aryl amino
carboxylic acid esters or amides with the aminoalkyl group
(A-NH-R4) attached to the carboxyl group)

2. Claim : 1 (part)

DAO or DDO inhibitors according to Formula Ia (amino aryl
caboxylic acid esters or amides with the amino(-alkyl) group
(W-NHR2) attached to the aromatic ring)

3. Claim : 1 (part)

DAO or DDO inhibitors according to part of Formula Ib
((carbocyclic aryl ring formed by A, G, K, J, E and
substituted either directly or via an alkyl- or aminogroup
(W) with an alk(en)yl-, alkoxy-, amino-, amido—, carboxy-,
sulfonyl- or phosphonyl-group (R1))

4. Claim : 1 (part)
DAO or DDO inhibitors according to part 6f Formula Ib
((heteroocyclic aryl ring formed by A, G, K, J, E and
substituted either directly or via an alkyl- or aminogroup
(W) with an alk(en)yl-, alkoxy-, amino—, amido-, carboxy-,
sulfonyl- or phosphonyl-group (R1))

5. Claim : 1 (part)
DAO or DDO inhibitors according to Formula II and IIa
(hydroxy- or keto-carboxylic acids)

6. Claim : 1 (part)
DAO or DDO inhibitors according to Formula III (5 to 8
membered heterocycle with a keto- or carboxyl(amide) group
directly attached to the ring)

7. Claim : 1 (part)
DAO or DDO inhibitors according to Formula IV (6-membered
carbo- or heterocycle with a keto- or carboxyl(amide) group
directly attached to the ring)

8. Claim : 1 (part)

DAO or DDO inhibitors according to Formula V+Va-c and VI

page 1 of 2



International Application No. PCT/AB 02 04805

FURTHER INFORMATION CONTINUED FROM  PCT/ISA/ 210

((alpha-amino acid esters or amides)

9. Claim : 1 (part)

DAO or DDO inhibitors according to page 61-64; table 2, page
94-102 not falling under formula I-VI

page 2 of 2




International Application No. PCT/AB 02 04805

FURTHER INFORMATION CONTINUED FROM  PCT/ISA/ 21(

Continuation of Box I.2

Claims Nos.: 1 (part)

The present claim is directed to the therapeutic use of compounds which
are defined in terms of a functionality, ie the inhibition of DAO or DDO,
for the treatment of ataxic disorders.

According to the description (page 50ff) the term "DAO or DDO inhibitor"
as used in claim 1 refers to inhibitors for the enzymatic activity of DAO
or DDO having a certain Ki and includes the compounds according to
formula I (page 51), II (page 54), III (page 56), IV (page 57), V (page
58), Vi (page 61) as well as the exemp11f1ed further compounds (page
61-64; table 2, page 94-102). In a further passage of the description
(page 64, last paragraph - page 69, fourth paragraph) it is stated that
inhibitors of DAO or DDO expression also form part of the invention.

Methods of determining inhibition of DAO or DDO enzymatic activity are
described in the application (page 62-64) either directly or by reference
to prior art publications. Similarly, methods for determining DAO or DDO
expression are disclosed in the description (page 64, last paragraph -
page 65, penu1t1mate paragraph).

Moreover in vivo tests for determining ant1psychot1c and possibly
antiatax1c activity of test compounds are disclosed (page 73-80).

However, the application on file fails to provide support (Article 6 PCT)
for the alleged cause-effect relationship between the functionality of
the compounds, ie the inhibition of DAO/DDO activity, on the one hand,
and the envisaged therapeutic indication, ie the ataxic disorders, on the
other hand. The application does not present a mechanism of action
establishing a 1ink between the DAO/DDO inhibition and the ataxic
disorders to be treated, nor does it show an antiataxic effect for any
of the compounds out of the extremely large number of possible structures
falling within the term DAO/DDO inhibitors.

Additionally, Larson Jeffrey L et al., "The toxicity of repeated
exposures to rolipram, a type IV phosphodiesterase inhibitor, in rats",
Pharmacoiogy & Toxicology, 1996, vol. 78, nr. 1, pg. 44-49 (cf. table I)
as well as Phanjoo A L et al., "Double-blind comparative multicentre
study of fluvoxamine and mianserin in the treatment of major depressive
episode in elderly people", Acta Psychiatrica Scandinavica, 1991, vol.
83, nr. 6, pg. 476-479 (page 478, paragraph entitled "Side effects")
report ataxic side effects caused for rolipram and fluvoxamine, which are
DAO/DDO inhibitors exemplified in the description on file (cf. page 54).

In view of the lacking evidence for a cause-effect relationship linking

the DAO/DDO inhibitory functionality to the ataxic disorders and in view
of the contradicting reports of the prior art, it is to be concluded that
the application does not provide sufficient support (Article 6 PCT) for
the functional definition "DAO or DDO inhibitor" in combination with the
therapeutic indication of ataxic disorders as defined in claim 1 on file.

Because of this lack of support (Article 6 PCT) it would have been
justified not to perform a search at all for the subject-matter claimed.

page 1 of 2




International Application No. PCT/IB 02 04805

FURTHER INFORMATION CONTINUED FROM  PCT/ISA/ 210

Nevertheless, in order to provide the Applicant with prior art relevant
to the application, a search will be carried out with the searchable
subject-matter restricted to the compounds which are defined in terms of
their structure in the description. Those are the compounds according to
formula I (page 51), formula II (page 54), formula III (page 56), formula
IV (page 57), formula V (page 58), formula VI (page 61) as well as the
exemplified further compounds (page 61-64; table 2, page 94-102).

As the application' fails to disclose structural definitions for the
inhibitors of DAO or DDO expression a search for this aspect is not
possible.

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'réport 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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