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It was one object of the present invention to provide further glycine transporter inhibitors.

10 1 Summary Of The lnventionDisclosure

l The present inventiondisclosure relates to heterocyclic compounds of the formula (f)

15

wherein



14

R!Ea‘ R‘la‘a
together are carbonyl or optionally substituted alkylene, wherain one -CHz- of al-

kylene may be replaced by an oxygen atom or -NR™™-;
5 RY s hydrogen or alkyi;
R™ is hydrogen or alky!; ‘.and
or a physiologically iolerated salt thereof.

10

Thus, the present inventiendisclosure relates to heterocyclic compounds having the formula (1a)

R2
n 3
A
N\R4 (la)
R A= Q—Y — A X 2
SN
|

R5

15  wharein A, RT, W, A%, Q, Y, A% X, R? R® R, X2, X3, R®, n are as defined herein.

Fruther, the present inventiondisclosure relates to heterocyclic compounds of formula (1) wherein R
is —CN, Le. heterocyclic compounds having the formuia (Ib)

20 wherein A, R% R® RY, X2, X3, R%, n are as defined herein.

Thus, the term heterocyclic compound is used herein to denole in particular tetrahydro-
pyridinés (n=1) fused to 5- or 6-membered heterocyclic ring as well as homologous bi-
cyclic compounds wherein n is 0 or 2.

25 '
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(6}

Said compounds of formula (1), i.e., the heterocyclic compounds of formula () and their
physiologically tolerated acid addition salts, are giycine transporter inhibitors and thus
useful as pharmaceuticals.

5 ] The present inventiondisclosure thus further relates to the compounds of formula (1} for use in ther-

apy.

i The present inventiondisclosure also relates to pharmaceutical compositions which comprise a car-

10

rier and a compound of formuia (i),

in particular, said compounds, |.2., the heterocyclic compounds and their physiologically
tolerated acid addition salts, are inhibitors of the giycine transporter GiyT1.

l The present inventiendisclosure thus further refates to the compounds of formuta (1) for use in inhib-

ifing the glycing transporter.

| The present inventiondisclosure also relates to the use of the compounds of formula (1) in the manu-

20

facture of 2 medicament for inhibiting the glycine transporter GlyT1 and corresponding
mathods of inhibiting the glycine transportar GlyT1.

Glycine transport inhibitors and in particular inhibitors of the glycine transporter GlyT1 are
known to be useful in treating a varisty of neurologic and psychialric disorders.

j The present inventiondisclosure thus further relates to the compounds of formula (I} for use in freat-

25

ing a neurclogic or psychiatric disorder.

l The present inventiondisclosure further relates to the compounds for formuta(l) for use in treating

pain.

30 \ The present inventiendisclosure also relates to the use of the compounds of formula {1} in the manu-

|

facture of 2 medicament for treating a neurologic or psychiatric disorder and correspond-
ing methods of treating said disorders. The present inventiondisclosure atso relates fo the use of the

compounds of formuia (1} in the manufacture of a medicament for treating pain and corre-
sponding methods of treating pain.

Dstailed Description Of The invention

Provided that the hieterocyclic compounds of the formula (1) of a given constitution may
exist in different spatial arrangements, for example if they possess one or more centers of
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We claim:
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MHeterocyclic compounds of the formula (1)

wherein
A is a 5- or 6-membered heterocyclhic ring;
R is R-wW-A-Q-y-A%X"-;

R' is hydrogen, Ci-Cealkyl, Ca-C1z
hydroxy-Cs-Cy-alkyl, Ci-Ce-alkoxy-Ci-Cs-alkyl, amino-C.-C,-alkyl, Ci-Ce-alkylamino-
C4-Cy-alkyl, di-Cq-Ce-alkyi
Cq-Ce-alkyloxycarbonyl
alkyl, di-C4-Cg-alkyla

- Cgalkyl, (optional

yeloalkyl-C4-Ce-alkyl, halogenated C.-Ces-alkyl,

ino-C+-Cy-alkyl, Cs-Ce-alkylcarbonylaminc-C4-Cy-alkyl,
ino-C+-Cy-alkyl, C,-Ce-alkylaminocarbonylamino-Cy-Ce-
inocarbonyiamino~-C4-Cy-alkyl, Ci-Cs-alkylsuifonylaming-Cy-
substituted Ce-Crz-aryl-C+-Cealkyl)amino-Cq-Cs-alkyl, optionaliy
substituted GeZ+2-aryl-C4-Cy-alkyl, optionally substituted Cs-C4o-heterocyclyl-Cy-Cy-
alkyl, Cs-C,

Ce-alkoxygarbonyl, Ce-Cqp-aryloxycarbonyl, aminocarbonyl, C+~Cg-

ycloalkyl, C+-Ce-alkylcarbonyl, C.-Ce-alkoxycarbonyl, halogenated Cs-
alkylamfinocarbonyl, (halogenated C+-Cs-alkyhaminocarbonyl, Cs-Cia-
arylgminocarbonyl, C-Cs-atkenyl, C-Ce-alkynyl, optionaily substituted Cs-Cqz-arvi,
droxy. C.-Cs-alkoxy, halogenated C,-Cg-alkoxy, C4-Cs-hydroxyalkoxy, C+-Ce-
alkoxy-C4-Cy-alkoxy, amino-Cq-Cs-alkoxy, Ci-Ce-alkylamino-Cy-Cy-alkoxy, di-Cq-Cs-
alkylamino-C4-Cy-alkoxy, C+-Ce-alkylcarbonylamino-Cy-Cs-alkoxy, Ce-Cazm
aryicarbonylamino-C;-Ci-alkoxy, Ci-Ce-alkoxycarbonylamino-Cq-Caalkoxy, Ce-Cazr
aryi-C+-Cy-alkoxy, Ci-Cs-alkylsulfonylamino-C,-Cs-alkoxy, (halogenated Cy-Cs-
alkylisulfonylamino-Cy-Cs-alkoxy, Ce-Cyp-aryisulfonylamino-C4-Cyalkoxy, (Ce-Cop-
aryl-C+-Ce-alkyl)sulfonylamino-C.-Cealkoxy, Cs-Cio-heterocyclylsulfonylamino-C+-
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Cs-alkoxy, Ca-Cyz-heterocyclyl-Ci-Cu-alkoxy, Ce-Ciz-aryloxy, Ca-Ci-heterocyclyloyy,
C+-Ce-alkylthio, halogenated C4-Cs-alkylthio, Ci-Ce-alkylamino, (halogenated
alkylyamino, di-C4-Cg-atkylamino, di-(halogenated C-Ce-alkyl)amino, C.-Cy
alkylcarbonylamino, (halogenated Cs-Cg-alkyl)carbonylamino, Cg-Cipm
arylcarbonytamino, C-Ce-alkyisulfonylamino, (halogenated C4-Cs-
alkyhsulfonylamino, Cs-Co-arylsulfonylamino or optionally substituted Cs-Cip-
heterocyclyl;

is -NR°®- or a bond;
is optionally substituted C-Cs-alkylene or a bond;
is -S{0).-, -C(O}- or a bond;

is -NR®- or a bond;

is optionally substituted C;-C.-alkylghe, C,-Cy-alkylene-CO-, -CO-C;-Cy-alkylens,
Cs-Cy-alkytene-0-C-Ca-alkylene /Ci-C-alkylene-NR'-C,-C,-alkylene, optionally
substituted C,-Cs-alkenylen,

tionally substituted C,-C4-alkynylene, optionally
substituted Ce-Cir-arylene, Sptionally substituted Ce-Cip-heteroarylene or a bond;

is ~O-, -NR""-, -S-, opjibnally substituted C,-C,-alkylene, optionally substituted C-

Cq-alkenylen, optigially substituted C,-Cs-alkynylene or a bond,

ryi-C+-Csralkoxy, C-Ce-alkylcarbonyloxy, C,-Ce-alkylthio, Ci-Cealkylsulfinyt, Ci-
Ce-alkylsulfonyl, aminosulfonyl, amino, Ci-Cs-alkylamino, C,-Cealkenylamino, nitro
or optionally substituted Cs-Cy-heterocyclyl, or two radicais R together with the
ring atoms of A to which they are bound form an optionally substituied 5- or 6-

membered ring;
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R® s hydrogen, halogen, Cs-Ce-alkyl or C+-Cg-alkoxy, or two radicals R® together wj

the carbon atom to which they are attached form a carbony! group;

alkylsulfonyl, Ce—Cm—ai‘y!suifoﬁy[, amino or C3-Cp-heterocyclyt;
10 X? s -0-, -NR-, -8+, >CR™R"™ or a bond;
X* g -O-, -NR™-, -&-, >CR™R™ or a bond;

R s optionally substituted Cs-Ci-aryl, optiongHy substituted Cs-Cip-cycloalkyl or op-
15 ~ tionally substituted Cz-Cip-heterocyclyl;

n is 0,1, 2;

R® s hydrogen or Ci-Ce-alkyl;

20
R"  is hydrogen or Cs-Ce-al
R®  is hydrogen or C-@s-alkyl;
25 R? is hydrogen, £:-Cs-atkyl, Cs-Crz-cycloalkyl, amino-C-Ce-alkyl, optionally substituted
Ce-C1a-ary)tCy-Cy-alkyl or Cs-Cyp-heterocyclyl; or
R%, R’
together are C.-Cy-alkylene; or
30

is C-Ca-alkylene that is bound to a carbon atom in A* and A is C;-Cu-alkylene or
to a carbon atom in X" and X' is C+-Csralkyiene;

is hydrogen, C4-Ce-alkyl or Ci-Ce-alkylsulfonyl;
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R™ is hydrogen or C-Cg-alkyl, or

Rg’ R
fogether are Cy~Cy-alkylene,
5
R™ s hydrogen, optionally substituted C,;-Ce-alky!, Ci-Ce-alkylamino-@31-Csalkyl, di-Ci-
Ceralkylamino-Cq-Cy-alkyl, Ca-Ciz-heterocyclyl-C+-Cs-alkyl, optighally substituted
Ce-Crg-aryl or hydroxy:;
10 R™ is hydrogen or C-Cealkyl, or
R‘lZa’ R12b
together are carbonyl or optionally substitutedC-C,-alkylene, wherein one -CH.,-
of C+-Cs-alkylene may be replaced by an oxfgen atom or -NR™-;
15
R™ is hydrogen, optionally substituted C;Ce-alkyl, Ci-Ce-alkytaminc-Ci-Ca-alkyl, di-Cs-
Cs-alkylamino-C4-Cs-alkyl, Ca-Ci-héterocyclyl-C,-Ce-alkyl, oplionally substituted
CeCizraryl or hydroxy;
20 R'™ is hydrogen or C-Ce-alkyi,
R‘lﬁa’ wa
together are carbonyl or optionally substituted C,-C-aikyiene, wherein one -CH,-
of Cy-Cq-alkylené may be repiaced by an oxygen atom or -NR'>-;
25
R™ s hydrogefi or C-Ce-alkyt;
R'™ is hydrogen or C+-Ce-alkyl; and
30 or a physiologically tolerated salf thereof.

2. ompound as claimed in claim 1, wherein A is a ring selected from the group consisting

of the following 5- or 8-membered heterocyclic rings:
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Compound as glaimed in claim 1 or 2, wherein ~Y—A2~Xé~ comprises at least 2, 3 or 4 at-
oms in the myéin chain.
Compgdnd as claimed in any one of claims 1 to 3, wherein R is hydrogen, Ci-Ce-alkyl,
Cs-GAr-cycloalkyl-Cq-Ca-alkyl, halogenated Ci-Ce-alkyl, Ci-Cealkoxy-Cq-Cy-alkyl, amino-
CA-Cs-aliyl, C-Cealkylamino-Ci-Cy-alkyl, di-Ci-Ce-alkylamine-C,-Cy-alkyl, C4-Ces-
alkyloxycarbonylamino-C4-Cs-alkyt, C1-Ce-alkylaminocarbonylamino-Cs-Cy-alkyl, Ce-Cap-
aryl-C+-Cu-alkyl, Cs-Cyz-cycloalkyl, C,-Ce-alkenyl, optionally substituted Ce-Cr-ary!, hy-
droxy. Cs-Ce-alkylamino, {halogenated C,-Cgalkyllaming, di-Cy-Ce-alkylamino or option-
ally substituted C3-Cq-heterocyciyi.
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5. Compound as claimed in any one of claims 1 to 4, wherein W is -NR& and Y is a hénd;
W is a bond and Y is ~NR"-; or W is a bond, Q is a bond and Y is—NR®-.

5 8, Compound as claimed in any one of claims 1 1o 5, wherein A'is a bond.

7.  Compound as claimed in any one of claims 1 to 5, wherein A’ is C;- s-alkylene and W is
-NRE-,

10 8. Compound as claimed in any one of claims 1 to 7, wherein A is optionally substituted
Ci-Cy-alkylene.

9.  Compound as claimed in any one of claims 1 to 7, wherein A% is Ci-Cy-alkylene.
15 10. Compound as claimed in any one of claims 116 7, wherein A? is Ce-Cio-arylene selected
from the group consisting of phen-1.4-ylene/and phen-1,3-ylene, or Cg-Ciz-

heteroarylene selected from the group cehsisting of pyrid-2,5-ylene and pyrid-2.4-ylene.

11.  Compound as claimed in any cne of claims 1 to 10, wherein X' is -O- or -NR", or X' is
20 optionally substituted C+-C.-alkyjéne and A% is a bond.

12. Compound as claimed in gty one of claims 1 to 10, wherein X' is a bond.

13. Compound as claimed in claim 12, wherein -Y-A%-X"- is -NR®-C-C,-alkyiene-.

25

14. Compound as giaimad in any one of claims 1 to 13, wherein R'-W-A-Q-Y-A%X"-is R'-
S(O)-NH-ASK -, R'-NH-S(0)-A"- X", R™-C{O)»NH-AZX", RNH-C(O)-A%X"- or R'-NH-
AZX -,

ound as claimed in any cne of claims 1 1o 14, having one of the formuias
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1 1 2 i ™
R—W—A= QY e A= X —N
N
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wherein R', W, A", Q, ¥, A% X', R%, R®, R*, X?, X*, R®, n are as defined in any one of

claims 1 fo 18.

Compound as claimed in any one of claims 1 to 15, wherein R?is hydrogen, alogen or
Ci-Cgalkoxy. '

alkyl.

wherein R®, R®, R*, R¥, R*indepen

R*, X%, X3, R® n are as defined in a

ntly have the meaning of R®, and A, R, R4 R,

ane of claims 1 1o 17,

Compound as claimed in any ghe of claims 1 to 18, wherein R* is hydrogen, Ci-Cg-alkyl,
halogenated C4-Cs-alkyl, arpino-C4-Cy-alkyl, CH,CN, C+-Cy-alkylcarbenyl, (halogenated
C+-Cu-alkylicarbonyl, C.-Zs-alkoxycarbonyl, -C{=NHINH,, -C{=NHNHCN, C4-Cs-

alkylsuifonyl, amino o Cs—Cm—heterocyclyl.
Compound as cigimed in any one of claims 1 to 19, wherein X?is >CRZR'®,
Compound/as claimed in any one of claims 1 to 20, wherein X%is a bond.

Compbund as claimed in any one of claims 1 to 21, wherein R'**is hydrogen and R'?is

hygfogen.

Compound as claimed in any one of claims 1 to 21, wherein R™is C;-Ce-alkyt and R™®

is hydrogen or C;-Cg-alkyt.
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Compound as claimed in any one of claims 1 to 21, wherain R'2, R' together are op?

tionally substituted Cy-Cyalkylene.

Compound as claimed in claim 24, wherein optionally substituted C-C-alkylghe is op-
tionally substituted 1,3-propylene.

Compound as claimed in any one of claims 1 1o 25, wherein R’ is opflonally substituted
aryl. |

Compound as claimed in claim 26, having the formuia
R2

3
R

wherein A, R, R?, R®, R, X% x*
R‘iﬁa R']ﬁb R15C R15d R159 R15
independently are hydrogs

n are as defined in any one.of claims 1 to 28; and

n, hatogen, optionatlly substituted Ci-Csalkyl, halogenated
C1-Ce-alkyl, CN, hydroxy, Cs-Cs-alkoxy, amino, Cq-Cs-alkylamino, di-C+-Cs-alkylamino or
CsCip-heterocychyl. |
Compound as glaimed in any one of claims 1 to 27, wherein R®is hydrogen.
Compound as claimed in any one of claims 1 to 28, wherein nis 1.

pound as claimed in claim 1, wherein

is a ring selected from the group consisting of the following 5~ or 8-membered het-
erocyclic rings:
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\ -7 == - ”’
Nl/j N and N |
A N * .
.. N= - N

is R™-W-A"-Q-Y-AZX"-;
is hydrogen, C-Ce-alkyl, Cs-Cyp-cycloalky-Ci~Cu-alkyl, haloggnated C;-Ce-alkyl, Co
Cr-cycloalkyl, optionally substituted Ce-Cqz-aryl, or optiondlly substituted Cs-Cip-
heterocyclvi;
is 3 bond;
is a bond;

is -S5(0)z-, -C{O})- or a bond;

is ~NR®- or a bond:

with the proviso that if Q is a bong/ Y is -NR™-;

A2

is C4-Cs-alkyiene;

is a bond;

is hydroge

is hydpogen;

ig’hydrogen or C,-C,-alkoxycarbonyl;

is >CR123R12b;

is & bond;
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R® is optionally substituted phenyl;
R? is hydrogen: and

5 R‘;Za’ R12b

together are optionally substituted C-Cy-alkylene.
31. Compound as claimed in claim 1, wherain

10 A s aring selected from the group consisting of the foljdwing 5- or 8-membered het-
erocyclic rings:

N =y
D
N Tl N “~

15 R is R-W-ALQ-Y-A%X'

R" is hydrogen, Cs- e-alkyl, Cs-Cqz-cycloalkyl-C4-Cy-alkyl, halogenated C4-Ce-alkyl, Ca-
Ciz-cycloalkyly optionally substituted Cs~Ciz-aryl, or optionally substituted Ca-C1o-

20

i€ a bond;

is ~S{O)-, -C(Q)- or a bond;

is -NR®- or a bond;
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R s hydrogen or C-Ce-alkoxycarbonyt;

131

with the proviso that if O is a bond, Y is -NR%;
AZ s Ci-Csralkyiene;

X' s abond;

R s hydrogen;

R® s hydrogen;

X s >CR123R‘12b;
X* s a bond;

R® is optionally substituted phenyf:
R® s hydrogen or Cg-Cao-he erocyclyl; and

R™ s hydrogen;

R™ s hydrogen, or

togethey are optionally substituted C;-Ci-alkylene.

The compound as claimed in any one of claims 1 to 31 for use in therapy.

Phgfmaceutical composition which comprises & carrier and a compound of any one of

ciaims 1to 31..

The use of an effective amount of a compound of any one of the claims 1 fo 31
for inhibiting the glycine transporter GlyT1 in a mamma! in need thereof.
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36.

37.

38.

39,

40.

41.

42.
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The use of & compound of any one of claims 1 1o 31 in the manufacture of a pedica-
ment for inhibiting the glycine transporter GlyT1.

The use of a therapeutically effective amount of a compound of ap§ one of claims

110 31 for trealing a neurologic or psychiatric disorder or pain iff a mammalian
patient in need thareof,

The use of a compound of any one of claims 1 1o 31 in theMmanufacture of a medics-
ment for freating a naurclogic or psychiatric disorder or p&in.

The compound of any one of the claims 1 to 31 $6r use in the treatment of &

neurologic or psychiatric disorder or pain.

The use or compound as claimed in any gne of claims 34 to 38, wherein the

disorder is associated with glycinargic of glutamatergic neurotransmission
dysfunction.

The use or compound as claimed in any one of claims 34 to 38, wherein the
neurologic disorder is & cogniije disorder such as dementia, cognitive

impairment, attention deficit disorder.

The use or compound #s claimed in claim 40, wharzin the atiention deficit

disorder is a the atiefition deficit disorder with hyperactivity.

The use or compbund as claimed in any one of claims 34 to 38, wherein the
psychiatric digorder is an anxiety disorder, a mood disorder such as depression,

a bipolar digorder, schizophrenia, or a psychotic disorder.
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1. Heterocyclic compounds of the formula (1)

R?
n 3
A R
N._, (t)
R R
XA s
!
RS
wherein
A is a 5- or 6-membered heterocyclic ring;
R is RWW-A-Q-Y-A%X'-;
R' . is hydrogen, Ci-Ce-alkyt, Ca-Cq-cycloalkyl-Cy-C,-alkyl, halogenated C4-Ce-alkyl, hy-

droxy-Cy-Cs-alkyl, C;-Ce-alkoxy-C4~Cy-alkyl, amino-C4-Cy-alkyl, C4-Ce-alkylamino-
C-Cs-alkyl, di-Cs-Cg-altkylamino-C4-Cy-alkyl, C4-Ce-alkylcarbonylamino-C-Cyalkyl,
Cs-Ce-alkyloxycarbonylamino-C,-Cs-alkyl, Ci-Ce-alkylaminocarbonylamino-C-Cy-
alkyl, di-Cq-Ceg-alkylaminocarbonylamino-C,-Cy-alkyl, C-Ce-alkylsuifonylamino-Cs-
C.-alkyl, (optionally substituted Cs-Cy~aryl-C,-Ce-alkyl)amino-C,-Cy-alkyl, optionally
substituted Cg-C1o-aryl-C.-Cy-alkyl, optionally substituted C,-Ci-heterocyciyl-C~Cy-
alkyl, Cs-C,o-cycioalkyl, C4-Ce-alkylcarbonyi, C.-Cg-alkoxycarbonyl, halogenated C;-
Ce-alkoxycarbonyl, Ce-Cip-aryloxycarbonyl, aminocarbonyl, C4-Ceg-
alkytaminocarbonyi, {halogenated C;-C-alkyl)aminocarbonyi, Cs-Cs-
arylaminocarbonyl, C-Ce-alkenyl, C-Cs-alkynyl, optionally substituted Ce-Ciz-aryi,
hydroxy, C4-Cs-alkoxy, halogenated C:-Cg-alkoxy, Cs-Ce-hydroxyalkoxy, C-Ce-
alkoxy-C4-Cg-alkoxy, amino-C,-Cy-alkoxy, C-Ce-alkyiamino-C.-Cs-alkoxy, di-C-Cs-
alkylamino-C,-Cy-alkoxy, Cq-Ce-alkylcarbonylamino-C4-Cg-alkoxy, Ce-Coz-
arylcarbonyiamino-C;-Cg-alkoxy, Ci-Ce-alkoxycarbonylamino-C,-Cs-alkoxy, Ce-Cio-
aryl-C.-C,-alkoxy, C4-Ce-alkylsulfonytamino-C,-Cs-alkoxy, (halogenated Ci-Ce-
alkyl)sulfonylamino-C4-C,-alkoxy, Ce-Ciz-arylsulfonylamino-C,-Cs-alkoxy, (Ce-Ciz-
aryl-C4-Ce-alkyl)sulfonylamino-C,-Cy-alkoxy, Cs-Ci-heterocyclylsulfonylamine-C.-
Csalkoxy, Ca-C,o-heterocyclyl-Cq-Cy-alkoxy, Ce-Ciz-aryloxy, Cs-Cqp-heterocyclyloxy,
C1-Ce-alkylthio, halogenated C,-Cs-alkyithio, C,-Cgs-alkylamino, (halogenated Cq-Ce-
atkyl)amino, di-C,-Cg-alkylamino, di-(halogenated C,-Cg-alkyl)amino, Cq-Ce-
afkylcarbonylamino, (halogenated C4-Cg-alkyf)carbonylamino, Ce-Ciz-
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arylcarbonylamine, C:-Cg-alkyisulfonylamino, (halogenated C-Ce-
alkyDsulfonyiamino, Ce-Cho-arylsulfonylamino or optionally substifuted Cs-Cip-
heterocychyi;

is -NR®- or a bond;

is optionally substituted C;-C;-alkylene or a bond;

is ~-3{0),~, -C{Q)~ or a bond;

is -NR"- or a bond;

is optionally substituted C,-C.-alkylene, C4-C;-alkylene-CO-, -CO-C4-Cy-alkylene,
C;-Cq-alkylene-0-C-C,-alkylene, C-C.-alkylene-NR™-C-C,-alkylene, optionally
substituted C,-C,-alkenylen, optionally substituted C,-C,-alkynylene, optionaily sub-

stituted Cg-C-z-aryiene, optionally substifuted Cq-Cqo-hetercarylene or a bond;

is -O-, -NR"'-, -S-, optionally substituted C-C,-alkylene, optionally substituted C,-
Cs-alkenylen, optionally substituted C,-Cs-alkynylene or a bond,

with the proviso that if Q is a bond, W is -NR% or Y is -NR®-:

RZ

is hydrogen, halogen, C;-Cs-alkyl, halogenated C,-Cy-alkyl, hydroxy-C;-Cs-alkyl, -
CN, Co-Ce-alkenyl, Co-Cg-alkynyl, optionally substituted Ce-C,z-aryi, hydroxy, Cs-Cg-
alkoxy, halogenated C4-Ci-alkoxy, Cy-Cg-alkoxycarbonyl, C,-Cs-alkenyloxy, Ce-C1o-
aryl-C,-C.-alkoxy, C;-Ce-alkylcarbonyloxy, C,-Ce-alkyithio, C-Ce-atkylsulfinyl, C;~Cq-
atkylsulfonyl, aminosulfonyl, amino, C;-Ce-alkylamina, C~Ce-alkenylamino, nitro or
optionally substituted C3-Cq-heterocyclyl, or two radicals R? together with the ring
atoms of A to which they are bound form an optionally substituted 5- or 6-
membered ring;

is hydrogen, halogen, C-Ce-alkyl or C-Ce-alkoxy, or two radicals R® together with
the carbon atom to which they are attached form a carbony! group;

is hiydrogen, Cq-Cg-alkyl, halogenated C.-Cy-alkyl, hydroxy-C-Cs-alkyl, C,-Ce-
alkoxy-C4-Cg-alkyl, amino-C4-Cy-alkyl, CH,CN, -CHO, C,-Cy-alkyicarbonyl, (halo-
genated C.-Cy-alkyl)carbonyl, C,-Cs-alkoxycarbonyi, Ce-Cq-arylcarbonyt, Cq-Ce-
alkylaminocarbonyl, Cx-Ce-alkenyl, -C{=NH)NH,, -C(=NH)NHCN, C;-Cs¢-
alkylsulfonyl, Ce-Cz-arytsulfonyl, amino or C;-Cqz-heterocyclyl;
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X2 is -O-, -NR% -8 >CR'"*R'* or a bond;
X®  is -O-, -NR'-, -8-, >CR™R"® or a bond;

R® s optionally substituted Cs-C4z-aryl, optionally substituted C3-C.-cycioalkyl or op-
tionally substituted Cs-Cy.-heterocyciyl;

n is0, 1,2

R® is hydrogen or C;-Ce-alkyl;
R' is hydrogen or C,-Ce-alkyl;
R®  is hydrogen or C,-Ce-alkyl;

R® s hydrogen, Cs-Cg-alkyi, Cs-Cq-cycloalkyl, amino-C-Cg-alkyl, optionally substituied
Cg-Craryl-Cy-Cyralkyl or C3-Cyo-heterocyciyl; or

R® R’
together are C-Cy-akkylene; or

R® is Cy-Cs-alkyiene that is bound to a carbon atom in A® and A’ is C,-C4-alkylene or to
a carbon atom in X" and X' is C-C4-alkylene;

R"™ is hydrogen, Cs-Ce-alkyl or C1-Ce-alkyisulfonyt;
R™ s hydrogen or C;-Ce-alkyi, or

Rg, R
together are C4-Cs-alkylene,

R™ is hydrogen, optionally substituted C.-Cg-alkyl, C1-Cg-alkylamino-Cs-Cy-alkyl, di-Cq-
Ce-alkylamino-Cq-C.-alkyi, Ca-C1p-heterocyclyl-C4-Cg-alkyl, optionally substituted Cg-
Ciz-aryl or hydroxy;

R'® is hydrogen or C-Cg-alkyl, or
R’!Za, R?Zb

together are carbonyl or optionally substituted C,-Cy-alkylene, wherein one -CHz- of
C:-C.-alkylene may be replaced by an oxygen atom or -NR™-;
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R™® is hydrogen, optionally substituted C-Ce-alkyl, Cs-Ce-atkylamino-Cs-Cy-alkyl, di-Cq-
Cs-alkylamino-C4-Cy-alkyl, Cs-Cs~heterocyclyl-C4-Cg-alkyl, optionaily substituted Ce-
Ciz-ary! or hydroxy;

R™ s hydrogen or C,-Cs-alkyl, or

R135’ R‘ISb
together are carbonyl or optionally substituted C;-Cy-alkylene, wherein one -CHy- of
C.-Cs-alkylene may be replaced by an oxygen atom or -N R'™.

R™ is hydrogen or C.-Cg-alkyl:

R'™ is hydrogen or Ci-Ce-alkyl; and

or a physiologically tolerated salt thereof.

Compound as claimed in claim 1, wherein A is a ring selected from the group consisting
of the following 5- or 6-membered heterocyciic rings:
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Compound as claimed in claim 1 or 2, wherein -Y-A%-X'- comprises at least 2, 3 or 4 at-
ams in the main chain. '

Compound as claimed in any one of claims 1 fo 3, wherein R’ is hydrogen, C4-Cg-alkyl,
Cs-Crz-cycloalkyt-C4-Cy-alkyl, haiogenated C;-Cs-alkyl, C~,—Cs—alkoxy-Cq~C4-aEkyi, amino-
C1-Csalkyl, Cy-Co-alkylamino-C-Cy-alkyl, di-C,-Ce-alkylamino-Ci~C,-alkyl, Ci-Cs-
alkyioxycarbonylamino-C4-Cy-alkyl, C,-Ce-alkylaminocarbonyiamino-C-Cs-alkyt, Ce-Cro-
aryi-Cq-Cy-alkyl, Cs-Cqz-cycloalkyl, C,-Cg-alkenyl, optionally substituted Ce-C1z-aryl, hy-
droxy, Cs+-Ce-alkylamino, (halogenated C,-Cq-alkyl)amino, di-C4-Ce-alkylamino or option-
ally substituted C;-Cy-heterocyclyl.
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5. Compound as claimed in one of claims 1 fo 4, wherein A'is a bond, or At is C+-Cy-
alkylene and W is —NR®-,

8. Compound as claimed in any one of claims 1 to &, wherein A? is optionally
substituted C4-Calkylene, or A” is Cg-Cqparyiene selectad from the group consisting
of phen-1,4-ylene and phen-1,3-yiene, or 5g-Cyp-heteroarylene selected from the

group consisting of pyrid-2,5-ylene and pyrid-2,4-ylene.

7. Compound as claimad in any one of claims 1 to 6, wherein X is -0- or -NR"", or X" is

optionally substituted C,-C,-alkylene and A’ is a bond, or X' is a bond.

8. Compound as claimed in claim 7, wherein -Y-A%-X'- is -NR®-C,-C,-alkylene-.

9. ~ Compound as claimed in any one of claims 1 to 8, wherein R™-W-A-Q-Y-A%-X"- is R"-
$(0)p-NH-AZX -, R™-NH-8(0)-A%X"~, R™-C(O}-NH-A%X"-, R™-NH-C(O)-A*X"- or R'-NH-
AZX-.

10.  Compound as claimed in one of claims 1 to 9, having one of the formulae
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wherein RT. W, A' Q, v, A% X! R%, RS, R, X2, %, R®, n are as defined in any one of
claims 1 to 8.

Compound as claimed in any one of claims 1 to 10, wherein R* is hydrogen, C:-Ce-

alkyl, halogenated C-Cy-alkyl, amino-Cq-Cy-alkyl, CH.CN, C-C4-alkylcarbonyi, {haio-
genaied Cq-Cy-alkyljcarbonyl, C4-Cy-alkoxycarbonyl, ~C(=NH)NH,, ~-C(=NH)NHCN, C4-
Ce-alkylsulfony!, amino or Cs-Cqz-heterocyclyl.

Compound as claimed in any one of ciaims 1 fo 11, wherein X? is >CR™R"®, and X°
is a bond.

Compound as claimed in any one of claims 1 to 12, whersin R'#*is hydrogen and
R'2" i hydrogen, or R'? is C;-Cg-alkyl and R™ is hydrogen or C;-Ce-alkyl, or R'*,
R'? together are optionally substituted C,-Cs-alkylene such as
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optionally substituted 1,3-propylene,

Compound as claimed in any one of claims 1 to 13, wherein R® is optionally
substituted aryl.

Compound as claimed in claim 14, having the formula

R2
3
A R
N 4
R R
X2
\Xs
RTS@ R’Isa
R15d Rmc
R‘i:‘:c

wherain A, R, RZ. R®, R* X2 X3, n are as defined in any one of claims 1 fo 14; and

R156 R15b R‘iﬁc R15d R15& R‘ISf

independently are hydrogen, halogen, optionally substituted C4-Ce-alkyl, haiogenated Cs-
Ce-alkyl, CN, hydroxy, C:-Cs-alkoxy, amino, Ci-Ce-alkylamino, di-C,-Ce-alkytamino or Cs-
Cio-heterocyclyl.

Compound as claimed in any one of claims 1 fo 15, wherein n is 1.



129

17.Compound as claimed in claim 1, wherein

A is aring selected from the group consisting of the following 5- or 8-membered het-
erocyclic rings:
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R is R“W-A"Q-Y-A%X".:

R' is hydrogen, C,-Cg-alkyl, Cs-Cio-cycloalkyl-C;-Cy-alkyl, halogenated C,-Cs-alkyi, Cs-
Cz-cycloalkyl, optionally substituied Cs-C.o-aryl, or optionally substituted C3-Ciz-
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~ heterocyclyl;
W is a bond;
A' iz abond:
Q s -5(0)s-, -C(O)- or a bond:
Y s -NR® or a bond;

with the proviso that if Q is a bond, Y is -NR®-;

A is C-Cyalkylene:

X' is abond;

R? s hydrogen;

R® is hydrogen;

R* is hydrogen or C;-C4-alkoxycarbonyl;
X*  is >CR™R™,

X*  is a bond;
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R® s optionally substituted pﬁenyl;

R® s hydrogen or Cs-Cop-heterocyclyl; and
R'* is hydrogem;

R'? s hydrogen, or

R‘iza R12b
together are optionatly substituted C.-Cs-alkylene.

Compound 25 claimed in claim 1, which is:

N-(2-(7-{1-phenyicyciobutyl}-4.5 8., 7-tetrahydro-1H-pyrazolol3,4-clpyridin-1 yhethvi-1-
mathyl-1 H~Q\[razo]e¢4_fsul?onamide N

N-(Azetidin-3-yD)-N-(2-(7-(1 —(4-ohiQroghenyl}gyciobgtvl‘}—4,5,6,7-’tetrahvdro-2H-
Dv_razo!ofSA«Q]gyr';din-Z_—vi}ethy_I)D[oma_'rze-;‘l—sulfonamide;

N~(2-(7-{1~( 4—C,h_l_o_rqphenvl)clciobu‘tvn-ﬁf.5.6.7_—tatrahvd ro-1H-pyrazolo]3.4-clpvridin-1-
vhethylipropane-1-sulfonamide;

N-(2-(7-(1 1L4~Ch¥orophenvl)cyc_:iobutyl);dc_ﬁﬁj;tetrahvdrouﬁ H-pyrzzolo[3 4-cloyridin-1-
yhethyl-1-methvi-1 H-pyrazole-4-sulfonamide: '
N-(2-(7-{1-{4-Chiorophenylcyclobutyh-4.5, 6.7 -tatrahvdro-1H-pyrazolo!3 4-clpyridin-1-
yhethyh-3-fluorepropane- 1-sulfonamide;

N-(2-(7-(1-(4-Chiorophenvhicvclobutvii-4. 5.6.7-tetranvdro-1H-pvrazolol 3 4-clovridin-1-
vhiethyh-1-methyl-1H-imidazole-4-suifonamide;

N-((8-(1~(4-Chlorophenvi cvelobutvll-5.6.7 B-tetrahvdropvrido!3. 4-dipvrimidin-2-
yhmethyhpropane-1-sulfonamide:

N-{(8-{1-(4-Chiprophenyheycicbutyl}-8.8,7, 8-tatrahvdropyridol3.4-dipvrimidin-2-
yl)'methv!M ~cvcioproavlmethanesulfonar_nide:,

M-((8-(1 —(4—0hlorophenvl)s_yb}obutyl)-S 8,7 B-tetrahvdropyridol3.4-dipvrimidin-2-
viimetny-1-methyl-1H-pyrazole-4-sulionamide!
N-{(B-(1-(4-Chiorophenyhcvclobutyl)-5,8.7 B-tetrahydropyridol3.4-dipyrimidin-2-
yhmethy!)-1-methyi-1H-imid azole-4-sulfonamide:
N-{{8-{1~{4-Chlorophenyhovciobutvil-5 .8.7.8-tetrahydropyrido[3 4-dipyrimidin-2-
viimethyl)-3-fluoropropane-1-sulfonamice; :

N-(2-{7-{1 _-(4-Ch}_Q_rophanvﬂcvclobu’tv[}-zi,5,6,7~t§trahmy,,dro~_~2H—Dvrazoior3.4-G1Dvr%d%n—g:
yhethvlpropane-1-sulfonamide;,

N-(2-(7-{1+{ 4—'Chioroohenvncvpiobutvf)%,ﬁ,6,?-‘:etrahvdro;zijfpyrgzoio;'s,g-c!_pv_ridjn—zf
vhathvhethanasuifonamide:

N-(2-(7-(1-{4-Chlorophenvhicyciabuty}-4,5,6 7-tetrahydro-2H-pyrazolol3,4-clpyridin-2-
yhethylimethanesuifonamidg;
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N-(2-(7-(1-(4-Chlorophenvheyclobutyli-4, 5 8, 7-tatrahvdro-2H-pyrazoiol 3 4-clovridin-2-
viiethvlibenzenesulfonamide;

N-(2-(7-{1-(4&-Chlorophenvl)ovclobutyl-4, 5.8, 7 -tetrahvdro-2H-pvrazoiof 3.4-clpyridin-2-
viiethvhbutans-1-sulfonamide;

N-(2-(7-{1-{4-Chiorophenyhovciobutyl-4, 5,8,7-tetrahvdro-2H-pyrazolo! 3, 4-cipyridin-2-
yethyl)-1-methvi- 1 H-pyrazole-4-sulionamids;
N-(2-(7-(1-(4-Chiorophenyicyciobutyh-4, 5.8, 7 -tetrahvdro-2H-pyrazolof 3 4-cloyridin-2-
yhethyli-1-methvi-1H-imidazole-4-suifonamide;
N-(2-(7-(1-{4-Chiorophenyhoyciobutvii-4, 5,8, 7-tetrahydro-2H-pyrazolol 3 4-clpyridin-Z-
yhethyll-3-flugropropane-1-suifonamide;

N-{2-(7-{ 1-(4-Chlorophenvlicyclobutyl-4. 5.6, 7-tetrahvdro-2H-pyrazolol 3, 4-clovridin-2-
vhathyloyclobutanesulfonamide;

N-{2-{7-{1-(4-Chiorophenvhovclobutyll-4. 5.6, 7-tetrahvdro-2H-pyrazoiol 3 4-clpynidin-2-
viethvi-1-cvciopropyimethanesulfonamide:

N-(2-{7-(1-(4-Chiorophenvhevciobutyli-4 5,8, 7-tetrahydro-2H-pyrazoiol3 4-clovridin-2-
yhethyh-2-methvipropane-1-sulfonamide;

N-{2-(7-11-(4-Chlorophenyhcveiobutvli-4, 5,6, 7-tetrahvdro-2H-pyrazoio!3.4-¢lpyridin-2-
vhethyhpyridine-3-sulfonamide;

N-(2-(7-(1-{4-chiorophenviayciobutyii-4, 5,8, 7 -tetrahydro-2H-pyrazolof 3. 4-clpyridin-2-
yhethvl}-N-methvipronane-1-sulfonamide;

N-(2-{1-]1-(4-Chiarophenyhoyclobutvil-1.2.3 4-tetrahvdro-8H-b-carbolin-9-
viiethvlioropane-1-sulfonamide;

N-{2-{4-(1-{4-chlorophenvicvclobutyl-4 .5 8. 7-tetrahydrothigzolol4. 5-clpvridin-2-
yhethvhoropane-1-sulfonamide;
N-(2-(4-{1-{4-chlarophenyleveiobutyl}-4.5.8,7-tetrahydrothiazolol4, S-clpvridin-2-yhethyl)-
1-methvi-1H-pvrazoie-4-sulforiamide;

N-{2-(4-(1-(4-chlorophenylcvaliobutyli-4 5,8, 7-tetrahvdrothi gzoiol4 . 5-clpvridin-2-vhethvl}-
jumethvi-iH~imidazo$e~4~suifonamide:

Propane-1-sulfonic acid {2-14-(4-chloro-benzv-4 5.8 7-tetrahvd ro-thiazolol4.5-cipyridin-
2-vii-ethvi-amide,;

Propane-1-sulfonic acid { 3-[4-(4-chloro-banzvl-4 5.8 7-ietrahvdro-thiazoiol4, 5-clpvridin-
2-yll-propvit-amide;

1-Methvl-1H-pvrazole-4-sulfonic acid {3-[4-{4-chioro-benzvil-4,.8 8,7 -tetrahydro-
thimzolol4 5-clovridin-2-vii-propyli-amide;

1-Methyl-1H-imidazoie-4-sulfonic acid {3-14-(4-chloro-benzyl)-4.5,6,7-tetranvdro-
thiazolol4.5-clpvridin-2-vil-propy(t-amide!
N-[3-14-(4-Chloro-banzvli-4,5.8.7-teirahvdro-thiazolol4, 5-cipvridin-2-vil-bropyl}-
mathanesulfonamide;

Ethanesulfonic acid { 3»{41(4—chioro~benzvﬂ-4.5‘6.Y—tetjahvdro—thiazolom.Sudmvridin—Z-vl'&-
propyl-amide:



10

15

20

25

30

35

40

133

Ethanesulfonic acid [2-14-{4-chloro-benzy-4 5.8, 7-tetrahydro-thiazolo{4 5-clpyridin-Z-yIi-
athylt-amide;

N-{2-{4-{4-Chioro-benzvi)-4,5,8,7tetrahvdre-thiazolol4 S-clpyridin-2-vil-ethvi}-
mathanesulfonamide;

Butane-1-sulfonic acid {2.J4-(4-chioro-benzyli-4 5.6, 7-tetrahvdro-thiazolol4. 5-clpyridin-2-
yl-ethyll-amide;
N-{2-I4-(4-Chioro-benzvil-4 5.8 7-tetrahvdro-thiazolol4 5-cipyridin-2-vil-ethyi}-C-
cyclopropyi-methanesuifonamida;

2-Methyl-propane-1-sulfonic acid {2-4-(4-chioro-banzyl-4.5,6,7-tetrahvdro-thizzaloid, 5-
cloyridin-2-yli-ethyll-amide;

Cvclohytanesulfonic acid { 2.J4-{4-chioro-benzvii-4.5.8.7 tetrahvdro-thiazolol4, 5-clpyridin-
Z-vil-ethvl}-amide;

Propana-2-suifonic acid {2-[4-(4-chioro-benzyl}-4.5 6. 7-tetrahvdro-thiazolol4 5-cipyndin-
2-yil-ethvll-amigde;

N-{2-14-(4-Chioro-benzvi)-4,5 8 7-tetrahvdro-thiazolol4.5-clpvridin-2-vit-athyi-
benzenesulfonamide;

1.Methvl-1H-pyrazole-4-suifonic acid {2-14-(4-chioro-benzvi}-4,5,58,7 -tetrahydro-
thiazolol4.5-clovridin-2-yil-ethvi}-amide;

1-Meathvi-1H-imidazole-4-sulfonic acid {2-14-{4-chiorp-benzvi-4.5,8,7-tetrahvdro-
thiazolol4, 5-cloyridin-2-yll-ethyl}-amide;

Puridine-2-sulfonic acid {2-14-{4-chioro-benzyl}-4,5 8 7-tetrahvdro-thiazolel4 5-clpyridin-2-
vil-ethvll-amide; ‘ '
Pyridine-3-suifonic acid {2-[4-(4-chioro-benzyl}-4.5.6,7-ietrahvdro-thiazolol4 5-cloyridin-2-
yit-athyl-amide; '

Pyridine-4-suifonic acid {2-[4-(4-chioro-benzvii-4 5,6, 7-tetrahvdro-thiazoloi4 5-clpyridin-2-
yll-athyi-amide;

Butane-1-sulfonic acid {3-14-(4-chioro-banzy))-4.5.6.7 -tetrahydro-thiazoloi4, 5-cipyridin-2-
yll-propyli-amide;

2-Mathvi-propane-1-sulfonic acid {3-14-(4-chloro-banzvl}-4.5 6 7-tetrahvdro-thiazoiol4 . 5-
clpvridin-2-vil-propyl-amide;

N-{3-14~(4-Chloro-banzyh-4 .58, 7-tetrahvdro-thiazolol4. 5-clpvridin-2-vil-oropvi-C-
cvclooropvi-methanesulfonamide:

Cvelobutanesulfonic acid [3-[4-(4-chioro-benzvi-4,5, 8,7 -tetrahvdro-thiazolol4, S-clpyridin-
2-vi-propvli-amide:

Propana-2-sulfonic acid {3-[4-{4-chloro-hanzviy-4.5,6,7-tetrahvdro-thiazolcl4, 5-cipyridin-
2-vil-propyl-amide;

N-{3-[4-{4-Chioro-benzvih-4.5.6 7 4etrahvdro-thiazolol4, 5-clpyridin-2-yli-propylt-
hanzenesuifonamide;

Pyridine-2-sulfonic acid {3-14-(4-chloro-benzvi-4.5,8.7-tetrahydro-thiazolol4, 5-clpvridin-2-
vit-propvli-amide;
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Pyridine-3-sulfonic acid { 3-[4-{4-chioro-benzyl}-4 5,8, 7-tetrahvdro-thiazolo[4 .5-¢lpyridin-2-
yll-oropyit-amide:

Pyridine-4-sulfonic acid {3-14-(4-chloro-benzyi}-4, 5,8, 7-tetrahvdro-thiazolof4. 5-clovridin-2-
vil-propvlamide; '
1-Methyl-1H-imidazole-4-carboxyiic acid {2-[4-(4-chioro-benzvi-4 5,8, 7-tetrahydro-
thiazolol4.5-clpyridin-2-yl-ethyl}-amids;, -
1-Methyi-1H-pyrazole-4-carboxviic acid {2-[4-(4-chipro-banzyli-4,5 8,7 -tetrahvdro-
thizzoiol4,5-clpyridin-2-y|j-ethvi-amide;

1-Mathvi-1H-pyrazole-4-carboxylic acid {3-[4-(4-chioro-benzvi-4,5,6, 7-tetrahvdro-
thiazalol4 S-clovridin-2-vi-oropylh-amide:
1-Mathyl-1H-imidazole-4-carboxylic acid {3-14-{4-chlorg-banzyh-4,5,8,7-tefrahydro-
thizzolol4 5-clpyridin-2-yil-pronvli-amide;

1-Methvi-1H-pyrazole-4-carboxviic acid (2-{7-[1-{4-chioro-phenyl)-cyciobutvll-4 5,6,7-
iefrahydro-pvrazolol 3 4-cipvridin-2-vil-ethyl}-amide;

Butane-1-sulfonic acid {3-14-(4-chioro-benzvi-4, 5,8, 7-tetrahvdro-thigzoigl4, 5-cjpyridin-2-
vil-prapvit-amide; :

2-Methvl-oropane-1-sulfonic acid {3-i4-(4-chloro-benzyl}-4,5.6,. 7-tetrahvdro-thiazoiof4, 5-
clovridin-2-yll-nropvlamide;

N-{3-14-(4-Chloro-benzyl}-4.5.6,7-tetrahydro-thiazolol4, S-clovridin-2-vlj-propyl-C-
cvciopropyl-methanesulfonamide;

Cvclobutanesulfonic acid {3-[4-(4-chloro-benzyi}-4,5,8,7-tetrahvdro-thiazolol4, 5-clpyridin-
2-yli-propyl-amide;

Propane-2-suifonic acid {3-{4-(4-chioro-benzy-4 5,6, 7-tetrahvdro-thiazolo[4.5-clpyridin-
2-yii-nropvit-amide;

N-{3-[4-[4-Chioro-banzyl)-4.5,8, 7-tetrahydro-thiazolol4. 5-cloyridin-2-vil-propyl -
benzenesulfonamide;

Pyridine-2-sulfonic acid {3-[4-(4-chioro-benzyl}-4 5,8,7-tetrahydro-thiazolol4 . 5-clovridin-2-
vi-propyvil-amide; '

Pyridine-3-sulfonic acid {3-{4-(4-chloro-benzvi}-4,5.8 7-tetrahvdro-thiazolof4,5-clpvridin-2-
yil-propvit-amide;

Pyridine-4-sulfonic acid {3-{4-(4-chioro-benzv))-4.5,8,7-ietrahvdro-thiazoloi4,5-clpvridin-2-
vil-propvit-amide,

or a physioloagically {olerated salt thereof.

Pharmaceutical compaosition which comprises a carrier and a compound of any one

of any one of claims 1 to 18.
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20. Use of a compound of any one of claims 1 {o 18, or a physiologically tolerated sakt
thereof in the manufacture of a medicament far treating a neurologic or psychiatric
disorder or pain in 2 mammalian patient in need thereof.



