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CLAIMS

1. The use of an mGIuR5 antagonist for the treatment of pruritic conditions.

2. The use according 1o claim 1, wherein the mGiuR5 antagonist is a compound of

formula 1
Ry R,
Nz
R; 4 C=C-R; )
=N
Ry
wherein

Ry is hydrogen, (Cy.4) alkyl, (C14)alkoxy, cyano, ethynyl or di(C4)alkylamino,

Rz is hydrogen, hydroxy, carboxy, (C.4) alkoxycarbonyl, di(C)alkylaminomethyl,
4-(4-fluoro-benzoy!)-piperidin-1-yl-carboxy, 4-t.-butyloxycarbonyl-piperazin-1-yl-
carboxy, 4-(4-azido-2-hydroxybenzoyl)-piperazin-1-yl-carboxy or 4-(4-azido-2-
hydroxy-3-iodo-benzoyl)-piperazin-1-yl-carboxy,

Ry is hydrogen, (Cs.) alkyl, carboxy, (Ci.s)alkoxycarbonyl, (Cy)alkylcarbamoyl,
hydroxy(Ci.a)alkyl, di(C1.s)atkylaminomethyl, morpholinocarbonyl or 4-(4-fluoro-
benzoyl)-piperidin-1-yl-carboxy,

R, is hydrogen, hydroxy, carboxy, (Cas)alkanoyloxy, (Ci.4)alkoxycarbonyl, amino
(Cra)alkoxy, di(Cy)alkylamino(Ci.e)alkoxy, di(Ci.)alkylamino(Ci4)alkyl or
hydroxy(C.4)alkyl, and

Rs is a group of formula

R, N
Rd
3& in or E\ B
wherein
R, and Ry independently are hydrogen, halogen, nitro, cyano, (Cy.4)alkyl,
(Cq4)alkoxy, trifluoromethyl, trifluoromethoxy or (C..s)alkynyl, and
R, is hydrogen, fluorine, chlorine bromine, hydroxy (Cra)alkyl, (Ca.s)alkanoyloxy,
(Cy4)alkoxy or cyano, and
Ry is hydrogen, halogen or (Cy.)atky,
in free form or in form of a pharmaceutically acceptable salt.

JP 2004-517947 A 2004.6.17
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3. The use according fo claim 1, wherein the mGIuR5 antagonist is a compound of
formula Ji

R__N

[ J—C=Cc—A (]}
o
N

wherein
R is hydrogen or (C..4)alky! and

A

is a group of formula
R, T
Raa / N A\ R’
—< SE \ 7 I
b _— . N or / X
R ) ' R Ry
wherein

Raa, Rip and Ree, independently, are hydrogen, (Cis)alkyl, (C1.4) alkoxy,
hydroxy, hydroxy(C:.s)alkyl, cyano or halo,

Raq is cyano or halo,

Rs is hydroxy, (Ci.s)alkyl or (Cy.4)alkoxy,

R is hydrogen or (Cy4)alkyl,

Ryand Ry each are hydrogen or form together a group oxo, =CH-CN, =N- OH,

=N-0-(C.4)alkyl, =CH-PO3[(C:.4)alkyl]; or =CH-CO-R;
wherein R¢is (Cqs)alkoxy or -NRgRy, Ry and Ry, independently
being hydrogen, (Ci4)alkyl or phenyl,
Ry and Ry independently are hydrogen, (C+.4)alkyl or phenyl, and
X Is  (CHz),, nbeing0,1o0r2,
CHR;, R, being hydroxy, (Cs)alkyl, (C14)alkoxy, hydroxy(Ci.4)alkyl,
(Crg)atkoxy(Cra)alkyl, (Crs)alkoxycarbonyl, carbamoyl,
(C1.4)alkylcarbamoyl, phenyl, pyridyl, thienyl or
(R;, RiN-(Cy4)alkyl, R; being hydrogen, or (Cy)alkyl,
(Cy4)alkanoyl or benzoyl and Ry being hydrogen or

JP

2004-517947 A 2004.6.17
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{Ci.a)alkyl, or, if Ryand Ry each are hydrogen, X can also
be

NRy, R; being (Cy.)alkoxy-carbonyl, benzyloxycarbonyl, benzoyl,
thienyl, (C1.4)alkanoyl, carbamoyl, mano- or
di(Cy.4)alkylcarbamoy! or phenylcarbamoyl, any phenyl ring
in R, being optionally mono- or. disubstituted by halo, cyano,
(Cra)alkyl or (Cy4)alkoxy,

in free form or in form of a pharmaceutically acceptable salt.

4. The use according to claim 1, wherein the mGIURS5 antagonist is 2-[2-(pyridine-3-
yhethynyl]-6-methyl-pyridine, in free form or in form of a pharmaceutically acceptable salt.

5. The use of a mGIuR5 antagonist in the manufacture of a pharmaceutical composition
for the treatment of pruritic conditions.

6. A pharmaceutical composition incorporating as active agent a mGIuRS5 antagonist for
use in the treatment of pruritic conditions.

7. Amethod of treating pruritic conditions in a subject in need of such treatment,
comprising administration to such subject of a therapeutically effective amount of a mGIuRS
antagonist.
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of any additional fee,

3 D As only scme of the requited additional search fees were timely paid by the applicant, this International Search Repart
covers only those claims for which fess were paid, specifically claims Nos.:

4. No required additional search fees ware timely paid by the applicant. Consequently, this International Search Reportls
restricted to the invention first mentioned in the claims; it is coverad by claims Nos.:

Remark on Protest D The additional seaich fees were accompanied by the applicant’s protest.

D No protest accompanied the payment of additional search fees.

Form PGT/ISA/210 (continuation of first sheet (1)) (July 1998)
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FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

Continuation of Box I.2

Present claims 1, 5 to 7 relate to a compound defined by reference to a
desirable characteristic or property, namely mGTuRE antagonist.

The ¢laims cover all compounds having this characteristic or property,
whereas the application provides support within the meaning of Article 6
PCT and/or disclosure within the meaning of Article 5 PCT for only a very
Timited number of such compounds. In the present case, the claims so lack
support, and the applicaticn so lacks discltosure, that a meaningful
search over the whole of the claimed scope is jmpossible. Independent of
the above reasoning, the claims also lack clarity (Article 6 PCT). An
attempt is made to define the compound by reference to a result to be
achieved. Again, this lack of clarity in the present case is such as to
render a meaningful search over the whole of the claimed scope
impossible. Consequently, the search has been carried out for those parts
of the claims which appear to be clear, supported and disclosed, namely
those parts relating to the compounds defined in claims 2 to 4

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 (Rute 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 ciaims are amended following
receipt of the search report or during any Chapter II procedure.
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