CLAIMS

1. Use of a compound of formula 1 or a salt theredhenmanufacture of a medicament
for treating a skin disorder selected from prutittexosis, and Bullous pemphigoid

(BP), wherein the compound of formula 1 has thievahg formula:
A
%\3\(#
0" N
ol
3 4

R N R

>

R 1

wherein

A

Rl

is Ch, O or N-G.e-alkyl;
is selected from

+ NHR', NMeRM,

+ NHR'? NMeR'?

« NHCHzR'%

* NH-Css-cycloalkyl, whereas optionally one carbon atormreaced by a nitrogen
atom, whereas the ring is optionally substitutethwne or two residues selected
from the group consisting ofiG-alkyl, O-C.e-alkyl, NHSG-phenyl,
NHCONH-phenyl, halogen, CN, S&1¢-alkyl, COO-G.e-alkyl;

* a Goriobicyclic-ring, whereas one or two carbon atomsraptaced by nitrogen
atoms and the ring system is bound via a nitrogem &0 the basic structure of
formulal and whereas the ring system is optionally sulistitwith one or two
residues selected from the group consistingiaf&@kyl, COO-G.s-alkyl,
Cie-haloalkyl, O-G.s-alkyl, NO,, halogen, CN, NHSE&C;.e-alkyl, methoxy-
phenyl,

» agroup selected from NHCH(pyridinyl)GEOO-G_s-alkyl,
NHCH(CH.O-Cy-6-alkyl)-benzoimidazolyl, optionally substituted wihalogen or
CN;
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» piperidinyl or substituted piperidinyl;
* or 1-aminocyclopentyl, optionally substituted wittethyl-oxadiazole;

R is phenyl, optionally substituted with one or tresidues selected from the
group consisting of Cs-alkyl, Cy.e-alkenyl, G.e-alkynyl, Ci.s-haloalkyl,
Cie-alkylene-OH, Ge-alkenylene-OH, €s-alkynylene-OH,
CH2CON(Ci-e-alkyl)2, CHRNHCONH-Gs.¢-cycloalkyl, CN, CO-pyridinyl,
CONRM-RM12 COO-Gg-alkyl, N(SQ-Ci.6-alkyl)(CH2CON(Ci-s-alkyl)2)
O-Cyealkyl, O-pyridinyl, SQ-Ci¢-alkyl, SG-Ci.6-alkylen-OH,
SO-Cse-cycloalkyl, SQ-piperidinyl, SONH-Cy.s-alkyl, SON(Cs-e-alkyl)a,
halogen, CN, CO-morpholinyl, GHpyridinyl or a heterocyclic ring optionally
substituted with one or two residues selected file@ngroup consisting of
Ci-e-alkyl, NHCi.e-alkyl and =O;

Rt H, Crealkyl, Cse-cycloalkyl, G.e-haloalkyl, CHCON(Cie-alkyl,),
CH.CO-azetindinyl, Ce-alkylen-G.s-cycloalkyl, CH-pyranyl,
CHoy-tetrahydrofuranyl, Ckifuranyl, G-s-alkylen-OH or thiadiazolyl,
optionally substituted with -alkyl;

R'2 H, Crealkyl, SQCi.¢-alkyl;

or R and R-1?togetherform a four-, five- or six-membered rirmgntaining
one N, replacing a carbon atom of the ring, opfigrsubstituted with one or
two residues selected from the group consistingiafalkyl, Ci-s-alkylene-
OH, OH, =0;

or

R is phenyl, wherein two adjacent residues are tagdtrming a five- or
six-membered carbocyclic aromatic or non-aromaitig, roptionally
containing independently from each other one orly&, or SQ, replacing a
carbon atom of the ring, wherein the ring is opgibnsubstituted with

Cui4-alkyl or =O;
RY? is selected from

* heteroaryl, optionally substituted with one or txsidues selected from

the group consisting ofiG-alkyl, Coe-alkenyl, G.e-alkynyl,
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Cs.e-cycloalkyl, CHCOO-C.¢-alkyl, CONR-?'R*22 COR23
COO-G.¢-alkyl, CONH, O-C¢-alkyl, halogen, CN, SEN(Ci-6-alkyl). or
heteroaryl optionally substituted with one or tvesidues selected from
the group consisting ofiG-alkyl;

heteroaryl, optionally substituted with a five-ssx-membered
carbocyclic non-aromatic ring containing indeperityeinom each other

two N, O, S, or Sg replacing a carbon atom of the ring;

an aromatic or non-aromatie & 1o-bicyclic-ring, whereas one or two
carbon atoms are replaced by N, O or S each opiyabstituted with
one or two residues selected from the group cangistf N(Ci-e-alkyl)o,
CONH-C6-alkyl, =0O;

a heterocyclic non-aromatic ring, optionally sutoséd with pyridinyl;

4,5-dihydro-naphtho[2,1-d]thiazole, optionally stiteged with
NHCO-C.e-alkyl,

RY21 H, Crealkyl, Cie-alkylene-G.s-cycloalkyl, G.s-alkylene-phenyl,

Ci4-alkylene-furanyl, Ge-cycloalkyl, G-s-alkylene-O-G.s-alkyl,
Ci-e-haloalkyl or a five- or six-membered carbocyclanraromatic
ring, optionally containing independently from eaxther one or two
N, O, S, or S@ replacing a carbon atom of the ring, optionally

substituted with 4-cyclopropylmethyl-piperazinyl;

R122 H, C.e-alkyl;

R123 afive- or six-membered carbocyclic non-aromeitig, optionally

containing independently from each other one orfy@®, S, or S@

replacing a carbon atom of the ring;

is selected from phenyl, heteroaryl or indolyl, leaptionally substituted with
one or two residues selected from the group cangisf Ci.s-alkyl,

Cse-cycloalkyl, O-G.e-alkyl, O-C.s-haloalkyl, phenyl, heteroaryl;

is selected from the group consisting afs@lkylene-phenyl, Cs-alkylene-naphthyl,

and G.e-alkylene-heteroaryl; each optionally substitutathwne, two or three
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residues selected from the group consisting:af&kyl, Ci.e-haloalkyl, O-G.e-alkyl,
O-Cie-haloalkyl, halogen;

is H, G-e-alkyl;
is H, Ge-alkyl;

or R® andR* together are forming a GHCH; group.

. The use of the compound or a salt thereof of clhinvherein in the compound of

formula 1,
is Ch, O or N-Gs-alkyl;

is selected from
+ NHRY, NMeR“,
+ NHR!? NMeR'?%
 NHCHxR'3,

* NH-Css-cycloalkyl, whereas optionally one carbon atormrepaced by a nitrogen
atom, whereas the ring is optionally substitutethwne or two residues selected
from the group consisting ofiG-alkyl, O-C.s-alkyl, NHSQ-phenyl,
NHCONH-phenyl, halogen, CN, S&1.¢-alkyl, COO-G.e-alkyl;

* a Goriobicyclic-ring, whereas one or two carbon atomsraptaced by nitrogen
atoms and the ring system is bound via a nitrogem &0 the basic structure of
formulal and whereas the ring system is optionally sulistitwith one or two
residues selected from the group consistingiaf&kyl, COO-G.s-alkyl,
Ci-e-haloalkyl, O-G-e-alkyl, NO,, halogen, CN, NHS©Ci-6-alkyl,

m-methoxyphenyl,

e agroup selected from NHCH(pyridinyl)GEOO-Cs-alkyl,
NHCH(CH0-Cye-alkyl)-benzoimidazolyl, optionally substituted WiCl;

» piperidinyl or substituted piperidinyl;
» or l-aminocyclopentyl, optionally substituted witiethyl-oxadiazolyl;

R is phenyl, optionally substituted with one or tresidues selected from the

group consisting of Ce-alkyl, Ci-6-haloalkyl, CHRCON(C.s-alkyl)2,
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CH2NHCONH-Gs.6-cycloalkyl, CN, CONR*'R*12 COO-G.¢-alkyl,
O-Cie-alkyl, S&-Ci6-alkyl, SG-Ci.6-alkylen-OH, SQ-Cs.6-cycloalkyl,
SO-piperidinyl, SONH-Ci.¢-alkyl, SON(Ci-6-alkyl)2, halogen, CN,
CO-morpholinyl, CH-pyridinyl or a heterocyclic ring optionally sulistied
with one or two residues selected from the groupsisting of G-e-alkyl,
NHCye-alkyl,, =O;

Rt H, Crealkyl, Cse-cycloalkyl, G.e-haloalkyl, CHCON(Cie-alkyl,),
CH2CO-azetindinyl, Ce-alkylen-G.s-cycloalkyl, CH-pyranyl,
CHoy-tetrahydrofuranyl, Ckfuranyl, G-s-alkylen-OH or thiadiazolyl,
optionally substituted with Gs-alkyl;

R12 H, Crealkyl, SOCie-alkyl;

or R1and R-12togetherform a four-, five- or six-memberaihg containing
one N, replacing a carbon atom of the ring, opfigrsubstituted with one or

two residues selected from the group consistinQt4fOH;

is selected from

* heteroaryl, optionally substituted with one or txesidues selected from
the group consisting ofiG-alkyl, Cs.e-cycloalkyl, CHCOO-G_.e-alkyl,
CONR?R'22 COO-G.g-alkyl, CONH, O-C¢-alkyl, halogen, CN,
CO-pyrrolidinyl, CO-morpholinyl or heteroaryl optially substituted

with one or two residues selected from the groupsbing of G.s-alkyl;

* benzothiazolyl, indazolyl, dihydro-indolyl, indanyétrahydro-quinolinyl,
each optionally substituted with one or two resgselected from the
group consisting of N(Gs-alkyl)2, CONH-G.s-alkyl, =O;

* piperidinyl, optionally substituted with pyridinyl,

e 4,5-dihydro-naphtho[2,1-d]thiazole, optionally stitbged with
NHCO-C-e-alkyl,

R21 H, Cue-alkyl;

R122 H, C.e-alkyl;
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is selected from phenyl, pyrazolyl, isoxazolyl, ipyidinyl, indolyl or
oxadiazolyl, each optionally substituted with oméveo residues selected
from the group consisting ofiG-alkyl, Cs.e-cycloalkyl, O-G.e-alkyl,
O-Cuie-haloalkyl;

elected from CHphenyl or CH-naphthyl, both optionally substituted with one or
residues selected from the group consistingiefalkyl, Ci-e-haloalkyl,

O-Ciealkyl, O-Ce-haloalkyl, halogen; or CHthiophenyl, optionally substituted

with one or two residues selected from the groupsisting of halogen;

is H, G-salkyl;

is H, G-s-alkyl,

or R® andR* together are forming a GHCH; group.

. The use of the compound or a salt thereof of clhinvherein in the compound of

formula 1:
is CH, O or NMe;

iss

elected from
NHR!!, NMeRM";
NHR!? NMeR'Z
NHCH,-R!3,

NH-cyclohexyl, optionally substituted with one @ra residues selected from the

group consisting of Cs-alkyl, NHSG-phenyl, NHCONH-phenyl, halogen;

NH-pyrrolidinyl, optionally substituted with one two residues selected from the
group consisting of S£Cy.4-alkyl, COO-G.s-alkyl;

piperidinyl, optionally substituted with one or twesidues selected from the

group consisting of NHS£C14-alkyl, m-methoxyphenyl;

dihydro-indolyl, dihydro-isoindolyl, tetrahydro-quolinyl or

tetrahydro-isoquinolinyl, optionally substitutedtivone or two residues selected
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from the group consisting ofiG-alkyl, COO-Gsalkyl, Ci-4-haloalkyl,
O-Cys-alkyl, NO,, halogen;

e agroup selected from NHCH(pyridinyl)GEOO-G s-alkyl,
NHCH(CH.0O-C1-4-alkyl)-benzoimidazolyl, optionally substituted WiCl;

» or 1-aminocyclopentyl, optionally substituted wittethyl-oxadiazolyl;

Rl.l

is phenyl, optionally substituted with one or tresidues selected from the
group consisting of Cs-alkyl, Ci-s-haloalkyl, CHCON(C;-s-alkyl)z,
CH2NHCONH-Gs.6-cycloalkyl, CN, CONR!'R?1-2 COO-G.salkyl,
O-Crs-alkyl, SG@-Ci-s-alkyl, S&-Ci.s-alkylen-OH, SQ-Cs.e-cycloalkyl,
SO-piperidinyl, SQNH-Ci4-alkyl, SON(C1s-alkyl)2, halogen,
CO-morpholinyl, CH-pyridinyl, or imidazolidinyl, piperidinyl, oxazirreyl,
pyrazolyl, triazolyl, tetrazolyl, oxazolyl, oxadalxl, thiazolyl, pyridinyl,
pyrimidinyl, each optionally substituted with onetao residues selected

from the group consisting ofiG-alkyl, NHC.4-alkyl,, =O;

R}1 H, Ciealkyl, Cse-cycloalkyl, G-s-haloalkyl, CHCON(C-salkyl,)2,
CH.CO-azetindinyl, @4alkylen-G.s-cycloalkyl, CH-pyranyl,
CHo-tetrahydrofuranyl, Chfuranyl, G-s-alkylen-OH or thiadiazolyl,
optionally substituted with {-alkyl;

R¥12 H, G.salkyl, SGCi-s-alkyl;

or R and R-12?togetherform a four-, five- or six-membereaihg-containing
one N, replacing a carbon atom of the ring, opfigrsubstituted with one or

two residues selected from the group consistinQH§OH;
is selected from

e pyridinyl, pyridazinyl, pyrrolyl, pyrazolyl, isoxamyl, thiazolyl,
thiadiazolyl, optionally substituted with one orawesidues selected from
the group consisting ofiG-alkyl, Cs.e-cycloalkyl, CHCOO-G_s-alkyl,
CONR'21RY22 COO-G.salkyl, CONH, O-Ci-s-alkyl, halogen,
CO-pyrrolidinyl, CO-morpholinyl or pyrazolyl, triatyl, tetrazolyl,
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isoxazolyl, oxadiazolyl, each optionally substitliteith one or two

residues selected from the group consistingiaf&kyl;

* benzothiazolyl, indazolyl, dihydro-indolyl, indanyétrahydro-quinolinyl,
each optionally substituted with one or two resglselected from the
group consisting of N(Cs-alkyl)2, CONH-G.s-alkyl, =O;

* piperidinyl, optionally substituted with pyridinyl,

e 4,5-dihydro-naphtho[2,1-d]thiazole, optionally stiteged with
NHCO-C-z-alkyl,

R21 H, G.salkyl;
R122 H, Cr-salkyl;

is selected from phenyl, pyrazolyl, isoxazolyl, ipyidinyl, indolyl or
oxadiazolyl, each optionally substituted with oméveo residues selected
from the group consisting ofiG-alkyl, Cs.e-cycloalkyl, O-G-s-alkyl,
O-Cyi4-haloalkyl;

elected from CHphenyl or CH-naphthyl, both optionally substituted with one or

residues selected from the group consistingiafalkyl, Ci-s-haloalkyl,

O-Cis-haloalkyl, halogen; or CHthiophenyl, optionally substituted with one or two

resi

dues selected from the group consisting ofdeaip

is H;

is H;

or R® andR* together are forming a GHCH. group.

. The use of the compound or a salt thereof of clhinvherein in the compound of

formula 1:
is ChH, O or NMe;

is selected from

NHRL, NMeRM,
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+ NHR!?2 NMeR'?
+  NHCH-R'3,
* NH-piperidinyl, optionally substituted with pyridh

* NH-cyclohexyl, optionally substituted with one @ra residues selected from the
group consisting of t-Bu, NHSEphenyl, NHCONH-phenyl, F;

* NH-pyrrolidinyl, optionally substituted with one two residues selected from the

group consisting of SfMe, COO-t-Bu;

» piperidinyl, optionally substituted with one or twesidues selected from the
group consisting of NHS£&n-Bu, m-methoxyphenyl;

» dihydro-indolyl, dihydro-isoindolyl, tetrahydro-quolinyl or
tetrahydro-isoquinolinyl, optionally substitutedtivone or two residues selected
from the group consisting of Me, COOMe, £ZDMe, NQ, F, Br;

* agroup selected from NHCH(pyridinyl)GEOOMe,
NHCH(CHOMe)-benzoimidazolyl, optionally substituted witly C

» or 1-aminocyclopentyl, optionally substituted wittethyl-oxadiazolyl;

R is phenyl, optionally substituted with one or tresidues selected from the
group consisting of Me, Et, t-Bu, GFCHCONMe,
CH,NHCONH-cyclohexyl, CN, CONR}R*12 COOMe, COOEt, OMe,
SOMe, SQCH.CH.OH, SQEt, SQ-cyclopropyl, SG-piperidinyl,

SO:NHEt, SONMekEt, F, Cl, CO-morpholinyl, CHpyridinyl, or
imidazolidinyl, piperidinyl, oxazinanyl, pyrazolyiriazolyl, tetrazolyl,
oxazolyl, oxadiazolyl, thiazolyl, pyridinyl, pyrirdinyl, each optionally
substituted with one or two residues selected fileengroup consisting of Me,
NHMe, =0;

R H, Me, Et, t-Bu, i-Pr, cyclopropyl, CH-Pr, CH-t-Bu,
CH(CHg)CH2CHs, CHCHF,, CH,CONMe,, CH.CO-azetindinyl,
CH>-cyclopropyl, CH-cyclobutyl, CH-pyranyl, CH-tetrahydro-
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furanyl, Ch-furanyl, CHCH>OH or thiadiazolyl, optionally
substituted with Me;

R}12 H, Me, Et, SGMe, SQEt

or R*1and R-12togetherform a four-, five- or six-membered ring
containing onéN, replacing a carbon atom of the ring, optionallpstituted

with one or two residues selected from the groupsisting of CHOH;

is selected from

» pyridinyl, pyrrolyl, pyrazolyl, isoxazolyl, thiazgl, thiadiazolyl,

optionally substituted with one or two residuesstdd from the group
consisting of Me, Et, Pr, Bu, cyclopropyl, @EDOEt, CONR?R12-2
COOMe, COOEt, CONE OMe, ClI, Br CO-pyrrolidinyl,
CO-morpholinyl or pyrazolyl, triazolyl, tetrazolyisoxazolyl, oxadiazolyl,

each optionally substituted Me;

* benzothiazolyl, indazolyl, dihydro-indolyl, indanyétrahydro-quinolinyl,

each optionally substituted with one or two resgselected from the
group consisting of NMg CONHMe, =0;

e 4,5-dihydro-naphtho[2,1-d]thiazole, optionally stitbged with
NHCOMe,

R'21 H, Me;
R122 H Me:

is selected from phenyl, pyrazolyl, isoxazolyl, ipydinyl, indolyl or
oxadiazolyl, each optionally substituted with oméveo residues selected

from the group consisting of Me, Et, Pr, cyclopénBMe, OCHE;

is selected from CHphenyl or CH-naphthyl, both optionally substituted with one or
two residues selected from the group consistingld, CFs, OCFR, F, Cl, Br, Et; or

CHo-thiophenyl, optionally substituted with one or tvesidues selected from the

group consisting of ClI, Br;

is H;

is H;
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or R® andR* together are forming a GHCH; group.

. The use of the compound or a salt thereof of clhinvherein in the compound of

formula 1:
is CHy, O or NMe;

is selected from

. NHRl.l
. NHRl'Z,
R is phenyl, optionally substituted with one or tresidues selected from the

Rl.2

group consisting of Me, Et, Bu, GFCH.CONMe,

CH,NHCONH-cyclohexyl, CN, CONR}R*12 COOMe, COOEt, OMe,
SO:Me, SQCH2CH>OH, SQEt, SQ-cyclopropyl, SG-piperidinyl,

SO:NHEt, SONMekEt, F, Cl, CO-morpholinyl, CHpyridinyl, or
imidazolidinyl, piperidinyl, oxazinanyl, pyrazolyriazolyl, tetrazolyl,
oxazolyl, oxadiazolyl, thiazolyl, pyridinyl, pyrirdinyl, each optionally
substituted with one or two residues selected file@ngroup consisting of Me,
NHMe, =0;

R H, Me, Et, t-Bu, i-Pr, cyclopropyl, CH-Pr, CH-t-Bu,
CH(CHs)CH:CHs, CH:CHF,;, CH,CONMeg,, CH,CO-azetindinyl,
CH>-cyclopropyl, CH-cyclobutyl, CH-pyranyl, CH-tetrahydro-
furanyl, Ch-furanyl, CHCH>OH or thiadiazolyl, optionally
substituted with Me;

R}12 H, Me, Et, SGMe, SQEt

or R and R12together are forming a four-, five- or six-memlkrimg
containing one O, replacing a carbon atom of thg, roptionally substituted

with one or two residues selected from the groupsbing of CHOH;
is selected from
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» pyridinyl, pyrrolyl, pyrazolyl, isoxazolyl, thiazgl, thiadiazolyl,
optionally substituted with one or two residuesstdd from the group
consisting of Me, Et, Pr, Bu, cyclopropyl, @EDOEt, CONR?R12-2
COOMe, COOEt, CONH OMe, Cl, Br CO-pyrrolidinyl,
CO-morpholinyl or pyrazolyl, triazolyl, tetrazolyigsoxazolyl, oxadiazolyl,

each optionally substituted Me;

* benzothiazolyl, indazolyl, dihydro-indolyl, indanyétrahydro-quinolinyl,
each optionally substituted with one or two resgselected from the
group consisting of NMg CONHMe, =0;

e 4,5-dihydro-naphtho[2,1-d]thiazole, optionally stitbged with
NHCOMe,

R'21 H, Me;
R122 H Me:

is selected from CHphenyl or CH-naphthyl, both optionally substituted with one or
two residues selected from the group consistinghd, CF, OCHRs, F, Cl, Br, Et;

is H;

is H.

. The use of the compound or a salt thereof of clhinvherein the compound is a co-

crystal of formula

* (HX), R

wherein
R!  is G.e-alkyl, Cis-haloalkyl, O-G.¢-haloalkyl, halogen;

181



m isl,2or3;

R?2and R® are each independently selected from Hg-@lkyl, Ci-6-alkenyl,
Cui-e-alkynyl, Gse-cycloalkyl, COO-G-s-alkyl, O-Ci-s-alkyl, CONRP'R?>2

halogen;
R?1 s H, G.e-alkyl, Cos-alkyl-Cz-.e-cycloalkyl, G.s-haloalkyl;
R?2 s H, G.e-alkyl;

or R’*1and R"2are together a4z-alkylene group forming with the nitrogen atom a
heterocyclic ring, wherein optionally one carboomator the ring is replaced

by an oxygen atom
R®  isH, Gealkyl;

X is an anion selected from the group consistinghddride, bromide, iodide,
sulphate, phosphate, methanesulphonate, nitrateateaacetate, benzoate,
citrate, salicylate, fumarate, tartrate, dibenzoytate, oxalate, succinate,

benzoate and p-toluenesulphonate;
] is0,05,1,150r2

with a co-crystal former selected from the groupsisting of orotic acid, hippuric
acid, L-pyroglutamic acid, D-pyroglutamic acid, aimic acid, L-(+)-ascorbic
acid, saccharin, piperazine, 3-hydroxy-2-naphteid,anucic (galactaric)
acid, pamoic (embonic) acid, stearic acid, chatid adeoxycholic acid,
nicotinamide, isonicotinamide, succinamide, urdcilysine, L-proline, D-

valine, L-arginine, glycine.

7. The use of the compound or a salt thereof of clhimvherein the compound is a co-

crystal of formula
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wherein:

R!  is G.e-alkyl, Cis-haloalkyl, O-G.¢-haloalkyl, halogen;
m isl,2or3;

R?  is H, Gealkyl, Ci.c-alkenyl, G-s-alkynyl, Gs.s-cycloalkyl, O-G_.e-alkyl,
CONRR?a2

R?1 s H, G.e-alkyl, Ci.¢-haloalkyl;
R?22 js H, Gealkyl;

R?  is H, G.e-alkyl, Ci.c-alkenyl, G-e-alkynyl, G.e-cycloalkyl, COO-G-alkyl,
O-Cis-alkyl, CONRPR?"2 halogen;

R?*1 s H, G.e-alkyl, Co-s-alkyl-Cs.6-cycloalkyl, G-s-haloalkyl;
R?*2 is H, G.e-alkyl;

or R**and RP2are together afg-alkylene group forming with the nitrogen atom a
heterocyclic ring, wherein optionally one carboomator the ring is replaced

by an oxygen atom
R3 is H, G-e-alkyl;

X is an anion selected from the group consistinghddride, bromide, iodide,
sulphate, phosphate, methanesulphonate, nitrateateaacetate, benzoate,
citrate, salicylate, fumarate, tartrate, dibenzoytate, oxalate, succinate,
benzoate and p-toluenesulphonate;

] is0,0.5,1,1.50r2.

. The use of the compound or a salt thereof of clhinvherein the compound is a co-

crystal of formula
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* (HX), R
is Gi.e-alkyl, Ci-e-haloalkyl, O-G.e-haloalkyl, halogen;
islor2
is H, G-s-alkyl;
is H, CONRP1R?P-2
R?*1 s Gsalkyl, Cos-alkyl-Cse-cycloalkyl, G-+-haloalkyl;
R?*2 is H, G.salkyl;

or R’®1and R"2are together a{z-alkylene group forming with the nitrogen
atom a heterocyclic ring, wherein optionally onebca atom or the ring is

replaced by an oxygen atom
R®  isH, Gealkyl;
is an anion selected from the group consistinghddride or dibenzoyltartrate

] is1or?2.

9. The use of the compound or a salt thereof of cthimherein the compound is a co-

crystal of formula

wherein:

Rl

is Ge-alkyl, Cis-haloalkyl, O-G.e-haloalkyl, halogen;
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m isl,2or3;
R3 is H, G-e-alkyl;

X is an anion selected from the group consistinghddride, bromide, iodide,
sulphate, phosphate, methanesulphonate, nitrateateaacetate, benzoate,
citrate, salicylate, fumarate, tartrate, dibenzoytate, oxalate, succinate,

benzoate and p-toluenesulphonate;
] is0,05,1,150r2
R is H, Gsalkyl;
R?® s H, CONRPR?*?2

R¥®1 is CG.salkyl;

R%®2 is CG.4alkyl.

10.The use of the compound or a salt thereof of clhinvherein the compound is a co-

crystal of formula

wherein:

R! s G.e-alkyl, Cis-haloalkyl, O-G.¢-haloalkyl, halogen;
m is1,2or3;

R3 is H, G-e-alkyl;

X is an anion selected from the group consistinghddride, bromide, iodide,
sulphate, phosphate, methanesulphonate, nitrateateaacetate, benzoate,
citrate, salicylate, fumarate, tartrate, dibenzoytate, oxalate, succinate,
benzoate and p-toluenesulphonate;

185



] is0,0.5,1,1.50r2;
R?  is H, Gsalkyl;
R?® is H, CONRPIR?2
R21 s Gy.4-alkyl-Cse-cycloalkyl;

R?2 s H, G.salkyl.

11.The use of the compound or a salt thereof of clhinvherein the compound is a co-
crystal of formula

wherein:

R! s G.e-alkyl, Cis-haloalkyl, O-G.¢-haloalkyl, halogen;
m isl,2or3;

R®  isH, Gealkyl;

X is an anion selected from the group consistinghddride, bromide, iodide,
sulphate, phosphate, methanesulphonate, nitrateateaacetate, benzoate,
citrate, salicylate, fumarate, tartrate, dibenzoytate, oxalate, succinate,
benzoate and p-toluenesulphonate;

] is0,0.5,1,1.50r2;

R?  is H, G.salkyl;

R?®  is H, CONRPR?"2
R2b.1

is Cr-4-haloalkyl;

R?2 s H, G.s-alkyl.
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12.The use of the compound or a salt thereof claiwhkrein the compound is a co-crystal
of the formula according to claim 9, whereifPRand R"?are together a{-alkylene
group forming with the nitrogen atom a heterocyclimg, wherein optionally one

carbon atom or the ring is replaced by an oxygemat

13.The use of the compound or a salt thereof of cthjiwherein the compound is a co-
crystal having the formula shown below,

wherein j is 0,

and the co-crystal former is selected from the grooansisting of L-(+)-ascorbic acid,
mucic acid, pamoic acid, nicotinic acid, succinamidicotinamide,

isonicotinamide, L-lysine, and L-proline.

14.The use of a pharmaceutical composition comprigiegcompound or a salt thereof of
claim 1 in the manufacture of a medicament fortingaa skin disorder selected from
pruritus, xerosis, and Bullous pemphigoid (BP), e the pharmaceutical

composition comprises as an active ingredient emaaye compounds of the formula

2 below,
"~
N -, H Rl
rN \N’Rz
3 —
cl N Ny 7 Yo
* (HX), 2

wherein
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R!  is H, G.salkyl, Cos-alkyl-Cs.e-cycloalkyl, G-¢-haloalky!;
R? is H, Ge-alkyl;

X is an anion selected from the group consistinghddride or %2

dibenzoyltartrate
] islor2,

and wherein the pharmaceutical composition furtioenprises a first diluent, a

second diluent, a binder, a disintegrant and adabt.

15.The use of the compound or a salt thereof of claimthe manufacture of a

medicament for treating pruritus.

16.The use of the compound or a salt thereof of claimthe manufacture of a

medicament for treating xerosis.

17.The use of the compound or a salt thereof of claimthe manufacture of a

medicament for treating BP.
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