
2,3 SUBSTITUTED PYRAZINE SULFONAMIDES AS INHIBITORS OF
CRTII2 HELD OF THE INVENTION The present invention
relates to 2,3 substituted pyrazinc sulfonamides for
use as 5 pharmaceutical active compounds, as well as
pharmaceutical formulations containing such 2,3
substituted pyrazine sulfonamides. Said derivatives
are useful for the treatment and/or prevention of
allergic diseases and inflammatory dermatoses.
Specifically, the present invention is related to the
use of 2,3 substituted pyrazinc sulfonamides for the
modulation, notably the inhibition of CRTII2 activity.
The present invention furthermore relates to 10 novel
2,3 substituted pyrazine sulfonamides as well as
methods of their preparation. BACKGROUND OF THE
INVENTION Prostaglandin D2 (PGD2) has long been
associated with inflammatory and atopic conditions,
specifically allergic diseases such as asthma,
rhinitis and atopic dermatitis (Lewis ct al. (1982) J.
Immunol. 129, 1627). PGD2 belongs to a class of
compounds 15 derived from the 20-carbon fatty acid
skeleton of arachidonic acid. In response to an
antigen challenge, PGD2 is released in large amounts
into the airway as well as to the skin during an acute
allergic response. The DP receptor, which is a member
of the G-protein coupled receptor (GPCR) subfamily,
has long been thought to be the only receptor of PCD2.
DP's role in allergic asthma has been demonstrated
with DP deficient mice 20 (Matsuoka ct al. (2000)
Science 287, 2013-2017). However, despite intense
interest in the role of PGD2 in the inflammatory
response, a direct link between DP receptor activation
and PGD2-stimulated eosinophil migration has not been
established (Woodward et al. (1990) Invest.
Ophthalomol Vis. Sci. 31, 138-146; Woodward et al.
(1993) Ear. J. Pharmacol. 230, 327-333).  2 More
recently, another G-protein coupled receptor, referred
to as "Chemoattractant Receptor-Homologous molecule
expressed on T-Helper 2 cells" (CRTH2) (Nagata et al.
(1999) J. Immunol. 162, 1278-1286, Hirai et al. (2001)
J Exp. Med. 193, 255-261) has recently been identified
as a receptor for PGD2 and this discovery has begun to
shed light 5 on the mechanism of action of PGD2.
CRTH2, which is also referred to as DP2, GPR44 or
DLIR, shows little structural similarity with the DP
receptor and other prostanoid receptors. However,
CRTH2 possesses similar affmity for PGD2. Among
peripheral blood T lymphocytes, human CRTH2 is
selectively expressed on Th2 cells and is highly
expressed on cell types associated with allergic
inflammation such as eosinophils, basophlles and Th2
10 cells. In addition, CRTH2 mediates PGD2 dependent
cell migration of blood cosinophils and basophiles.
Furthermore, increased numbers of circulating T cells
expressing CRTH2 have been correlated with the
severity of atopic dermatitis (Cosmi et al. (2000)
Eur. J. Immunol. 30, 2972-2979). The interaction of
CRTH2 with PGD2 plays a critical role in the
allergen-induced recruitment of Th2 cells in the
target tissues of allergic inflammation. 15 Compounds
that inhibit the binding of CRTH2 and PGD2 should
therefore be useful for the treatment of allergic
diseases. Allergic disease, like asthma, and
inflammatory dermatoses represent a major class of
complex, and typically chronic, inflammatory diseases
that currently affect about 10% of the population and
that number appears to be increasing (Bush, R.K.,
(Jeorgitis J.W., 20 Handbook of asthma and &Mids. 1st
ed. (1997), Abingdon: Blackwell Science. 270). Atopic
dermatitis is a chronic skin disease, wherein the skin
becomes extremely itchy. It accounts for 10 to 20
percent of all visits to dermatologists. The
increasing incidence of allergic diseases and
inflammatory dermatoses worldwide underscores the need
for new therapies to effectively treat or prevent
these diseases. Currently, numerous classes of 25
pharmaceutical agents arc widely used to treat these
diseases, for example, antihistamines, decongestants,
anticholinergics, methylxanthines, cromolyns,
corticosteroids, and leukotriene modulators. However,
the usefulness of these agents is often limited by
side effects and low efficacy. 



3 It has been reported recently that
3-sulphur-substituted indole derivatives (A) exhibit
CRTH2 activity (WO 04/106302, AstraZeneca AB) and are
potentially useful for the treatment of various
respiratory diseases.    5 WO 04/096777 (Bayer
Healthcare AG) relates to pyrimidine derivatives,
which are useful for the treatment of diseases
mediated by CRTH2.       WO 04/035543 and WO 05/102338
(Warner-Lambert Company LLC) disclose
tetrahydrochinoline derivatives as CRTH2 antagonists
(C), which are also described to be 10 effective in
the treatment of neuropatic pain.  4 Specific
tetrahydrochinoline derivatives as CRTH2 modulators
are also provided by WO 04/032848 (Millennium
Pharmaceutical Inc.) and WO 05/007094 (Tularik Inc.).
These tetrahydrochinoline derivatives are said to be
useful for treating disorders associated with allergic
inflammation processes. 5 Other subfamilies of G
protein-coupled receptor, namely CCR's and CXCR's,
have been discussed as potential drug targets for the
treatment of allergic diseases and autoimmune
pathologies. WO 04/108692 and WO 04/108717
(AstraZeneca AB) disclose pyrazine sulfonamide
compounds that modulate specifically CCR4.    10
Pyrazinc sulfonamide compounds have also been
disclosed in WO 04/058265 as compounds that interact
with G protein-coupled receptors.  



5 SUMMARY OF THE INVENTION One aspect of the present
invention consists in the use of 2,3 substituted
pyrazine sulfonamides represented by the general
formula (I) as pharmaceutical active compounds. Such
compounds are suitable for the treatment and/or
prevention of allergic disease and 5 inflammatory
dermatoses. Said compounds modulate a specific member
of the G protein-coupled family, namely CRTH2.
Specifically, the invention relates to 2,3 substituted
pyrazine sulfonamides of Formula (I): R3 (R1), (I) NH
I 0 R2--"S\?:: 0     wherein A, B, 12.1, R2, R3 and m
are defined as described in the detailed description
below, 10 for use as a medicament. The invention
further provides a pharmaceutical composition
comprising a compound of Formula (I), together with a
pharmaceutically acceptable excipient or carrier. The
invention further relates to the use of compounds of
Formula I for the preparation of a medicament for the
treatment and/or prevention of diseases selected from
allergic diseases 15 such as allergic asthma, allergic
rhinitis, allergic conjunctivitis, systemic
anaphylaxis or hypersensitivity responses, and
inflammatory dermatoses such as atopic dermatitis,
eczema, allergic contact dermatitis, and urticaria,
myositis, neurodegenerative disorders such as
neuropatic pain, and other inflammatory diseases such
as rheumatoid arthritis, multiple sclerosis,
osteoarthritis, and inflammatory bowel disease (1BD)
and other diseases or 20disorders associated with
CTRI-12 activity. Specifically the present invention
is related to  6 



the use of compounds of Formula I for he modulation,
notably the inhibition of CRTH2 activity. The
invention further relates to a method for treating
and/or preventing a patient suffering from a disease
selected from allergic diseases such as allergic
asthma, allergic rhinitis, 5 allergic conjunctivitis,
systemic anaphylaxis or hypersensitivity responses,
and inflammatory dermatoses such as atopic dermatitis,
eczema, allergic contact dermatitis, and urticaria,
myositis, neurodegenerative disorders such as
neuropatic pain, and other inflammatory diseases such
as rheumatoid arthritis, multiple sclerosis,
osteoarthritis, and inflammatory bowel disease (IBD)
and other diseases and disorders associated with 10
CTRIT2 activity, by administering a compound according
to Formula (I). The invention further relates to the
use of compounds of Formula I for the preparation of a
pharmaceutical composition. The invention finally
relates to novel compounds of Formula I as well as to
methods to synthesize these molecuks. 15 DESCRIPTION
OF THE INVENTION The following paragraphs provide
definitions of various chemical moieties that make up
the compounds according to the invention and are
intended to apply uniformly through-out the
specification and claims unless an otherwise expressly
set out definition provides a broader definition. 20
"Ci-C6 -alkyl" refers to monovalent alkyl groups
having 1 to 6 carbon atoms. This term is exemplified
by groups such as methyl, ethyl, n-propyl, isopropyl,
n-butyl, isobutyl, tertbutyl, n-hcxyl and the like.  7
include phenyl, naphthyl, phenantrenyl and the like.
The aryl ring may be also fused to a heterocycloalkyl
group. Such fused aryls include
dihydrobenzimidazole-2-one, benzo[1,3]dioxole and the
like.     "CI-Co-alkyl aryl" refers to 01-05-alkyl
groups having an aryl substituent, such as, for 5
example, benzyl, phenethyl and the like.
"1-leteroaryl" refers to a monocyclic heteroaromatic,
or a bicyclic or a tricyclic fused-ring heteroaromatic
group. Particular cxampks of heteroaromatic groups
include optionally substituted pyridyl, pyrrolyl,
pyrimidinyl, furyl, thienyl, imidaz.olyl, oxazolyl,
isoxazolyl, thiaz.olyl, isothiazolyl, pyrazolyl,
1,2,3-triazolyl, 1,2,4-triazolyl, 1,2,3-oxadiaz.olyl,
1,2,4- 10oxadiazolyl, 1,2,5-oxadiazolyl,
1,3,4-oxadiazoly1,1,3,4-triazinyl, 1,2,3-triazinyl,
1,3,4-
thiadiazolyl,benzafuryl,[2,3-dihydro]benzofuryl,isoben
zofuryl,benzothienyl, benzotriazolyl, isobenzothienyl,
indolyl, isoindolyl,benzimidazolyl, imirls
70[1,2-a]pyridyl, benzothiazolyl,
benzoxazolyl,quinolizinyl, quinazolinyl, pthalazinyl,
quinoxalinyl, chumolinyl, napthyridinyl, pyridazinyl,
pyrido[3,4-b]pyridyl, 



15 pyrido[3,2-b]pyridyl, pyrido[4,3-b]pyridyl,
quinolyl, isoquinolyl, tetrazolyl, 5,6,7,8-
tetrahydroquinolyl, 5,6,7,8-tetrahydroisoquinolyl,
purinyl, pteridinyl, carbazolyl, xanthenyl or
benzoquinolyl and the like. "C1-Co-alkyl heteroaryl"
refers to Ci-05alkyl groups having a heteroaryl
substituent, such as, for example, 2-furylmethyl,
2-thienylmethyl, 2-(11-1-indo1-3-yflethyl and the
like. 20 "C3-08-cycloalkyl" refers to a saturated
carbocyclic group of from 3 to 8 carbon atoms having a
single ring (e.g., cyclohexyl) or multiple condensed
rings (e.g., norbornyl). Preferred cycloalkyl include
cyclopentyl, cyclohexyl, norbornyl and the like.
"03-08-heterocycloalkyl" refers to a 03-Cgeyeloallcyl
group according to the definition above, in which up
to 3 carbon atoms are replaced by heteroatoms chosen
from the group 25 consisting of 0, S, NR, R being
defmed as hydrogen or methyl. Preferred
heterocycloalkyl include pyrrolidinc, piperidine,
piperazine, 1-methylpiperazinc, morpholinc, and the
like.  8 "CI-Co-alkyl cycloalkyl" refers to
C1-C6-alkyl groups having a cycloalkyl substituent,
including cyclohexyhnethyl, cyclopentylpropyl, and the
like.           heterocycloallcyl" refers to
CI-C6-alkyl groups having a heterocycloalkyl
substituent, including 2-0 -pyrrolidinypethyl,
4-morpholinyhnethyl, (1 -methyl-4- S
piperidinyl)methyl and the like. "C2-C6-alkenyl"
refers to alkenyl groups preferably having from 2 to 6
carbon atoms and having onc or more sites of alkenyl
unsaturation. Preferred alkunyl groups include ethenyl
(-CH=C112), n-2-propenyl (allyl, -CH2CH=C112) and the
like.   "C2-Coalkynyl" refers to alkynyl groups
preferably having from 2 to 6 carbon atoms and 10
having onc or more sites of allcynyl unsaturation.
Preferred alkynyl groups include ethynyl (-CCH),
propynyl (-C112CCH), and the like. "Carboxy refers to
thc group -C(0)0R, where R includes hydrogen or
"Ci-C6-alkyl".   "Acyl" refers to the group -C(0)R
where R includes "Ci-C6-alkyl", "aryl", "heteroaryl",
"C3-C8-cycloalkyl", "C3-C8-heterocycloalkyl",
"Ci-C6-alkyl aryl" or "Ci-C6-alkyl 15heteroaryl".
"Acyloxy" refers to the group -0C(0)R where R includes
"CI-C6-alkyl", "aryl", "heteroaryl", "Ci-05alkyl aryl"
or "CI-Co-alkyl heteroaryl". "Aryl acyl" refers to
aryl groups having an acyl substitucnt, including
2-acetylphenyl and thc like. 20 "Heteroaryl acyl"
refers to heteroaryl groups having an acyl
substituent, including 2- acetylpyridyl and the like  



9 awl" or "CI-Co-alkyl heteroaryl", "C2-C6-alkenyl
aryl", "C2-Co-alkenyl heteroaryl", "C2- Cralkynyl
aryl", "C2-Co-alkynylheteroaryl", "Ci-05alkyl
cycloalkyl", "Ci-05alkyl heterocycloalkyl". Preferred
alkoxy groups include by way of example, methoxy,
ethoxy, phenoxy and the like. 5"Ci-C6-alkyl alkoxy"
refers to Ci-C6-alkyl groups having an alkoxy
substituent, including 2-ethoxyethyl and the like.
"Alkoxycarbonyl" refers to the group -C(0)OR where R
includes "CI-C6-alkyl" or "aryl" or "heteroaryl" or
"CI -C6-alkyl awl" or "CI-C6-alkyl heteroaryl".
"Aminocarbonyl" refers to the group -C(0)NRR' where
each R, R' includes independently 10 hydrogen or
CI-Co-alkyl or aryl or heteroaryl or "CI-Co-alkyl
aryl" or "CI-Co-alkyl heteroawl". "Acylamino" refers
to the group -NR(CO)R' where each R, R' is
independently hydrogen or "CI-C6-alkyl" or "aryl" or
"heteroaryl" or "CI-Co-alkyl aryl" or "CI-C6-alkyl
heteroaryl". "Halogen" refers to fluoro, chloro, bromo
and iodo atoms. 15 "Sulfonyloxy" refers to a group
-0S02-R wherein R is selected from H, "CI-Co-alkyl",
"CI-Co-alkyl" substituted with halogens, e.g., an
-0S02-CF3 group, "C2-C6-alkenyl", "C2- Cralkynyl",
"C3-C8-cycloalkyl", "heterocycloallcyr, "aryl",
"heteroaryl", "CI-C6-alkyl aryl" or "CI-C6-alkyl
heteroaryl", "C2-Coallcenyl aryl", "C2-C6-alkenyl
heteroaryl", "C2- Cralkynyl aryl",
"C2-C6-alkynylheteroaryl", "Ci-C6-alkyl cycloalkyl",
"CI-Co-alkyl 20 heterocycloalkyl". "Sulfonyl" refers
to group "-S02-R" wherein R is selected from H,
"aryl", "heteroaryl", "CI-Co-alkyl", "Ci-05alkyl"
substituted with halogens, e.g., an -S02-CF3 group,
"C2-C6- alkenyl", "C2-C6-alkynyl", "C3-Cs-cycloalkyl",
"heterocycloalkyl", "aryl", "heteroaryl", "CI-C6-alkyl
aryl" or "CI-C6-alkyl heteroaryl", "C2-C6-alkenyl
aryl", "C2-C6-alkenyl  10 heteroaryl", "C2-Coalkynyl
aryl", "C2-05-alkynylheteroaryl",cycloalkyl",
heterocycloalkyl". "Sulfinyl" refers to a group
"-S(0)-R" wherein R is selected from II,
"CI-C6-alkyl", "Cr Co-alkyl" substituted with
halogens, e.g., an -SO-CF3 group, "C2-Coalkenyl",
"C2-C6- 5allcynyl", "C3-Cs-cycloalkyl",
"heterocycloalkyl", "aryl", "heteroaryl", "Ci-C6-alkyl
awl" or "Ci-C6-alkyl heteroaryl", "C2-C6-alkenyl
aryl", "C2-C6-alkenyl heteroaryl", "C2-C6- allcynyl
aryl", "C2-C6-alkynylheteroaryl", "Ci-C6-alkyl
cycloalkyl", "Ci-C6-alkyl heterocycloalkyl". 



"Sulfanyl" refers to groups -S-R where R includes II,
"CI-Co-alkyl", "Ci-C6-alkyl" 10optionally substituted
with halogens., e.g a -S-CF3 group, "C2-Coallcenyl",
"C2-C6- allcynyl", "C3-C8-cycloalkyl",
"heterocycloallcyl", "aryl", "heteroaryl",
"CI-Co-alkyl aryl" or "Ci-05alkyl heteroaryl",
"C2-C6-alkenyl aryl", "C2-C6-alkenyl heteroaryr,
"C2-C6alicYnY1 aryl", "C2-C6-alkynylheteroaryl",
"Ci-C6-alkyl cycloallcyl", "CI -Co-alkyl
heterocycloalkyl". Preferred sulfanyl groups include
methylsulfanyl, ethylsulfanyl, and the 15like.
"Sulfonylamino" refers to a group -NRS02-R' where each
R, R' includes independently hydrogen, "Ci-C6-alkyl",
"C2-C6-alkenyl", "C2-C6-alkynyl", "C3-Cgcycloalkyl",
"heterocycloalkyl", "aryl", "heteroaryl", "Ci-Coalkyl
awl" or "Ci-C6-alkyl heteroaryl", "C2-C6-alkenyl awl",
"C2-C6-alkenyl heteroaryl", "C2-C6-alkynyl awl",
"C2-C6- 20alkynylheteroaryl", "Ci-C6-alkyl
cycloalkyl", "Ci-C6-alkyl heterocycloalkyl".
"Aminosulfonyl" refers to a group -S02-NRR' where each
R, R' includes independently hydrogen, "Ci-C6-alkyl",
"C2-C6-alkenyl", "C2-C6-alkynyl", "C3-Cgcycloalkyl",
"heterocycloallcyl", "aryl", "heteroaryl",
"Ci-C6-alkyl awl" or "CI-C6-alkyl heteroaryl",
"C2-C6-alkenyl aryl", "C2-C6-alkenyl heteroaryl",
"C2-C6-alkynyl awl", "C2-C6- 25alkynylheteroaryl",
"Ci-C6-alkyl cycloalkyl", "Ci-C6-alkyl
heterocycloalkyl".  11 "Amino" refers to the group
-NRR' where each R, R' is independently hydrogen,
"Ci-C6- alkyl", "C2-C6-alkenyl", "C2-C6-alkynyl",
"C3-Cs-cycloalkyl", "heterocycloalkyl", "aryl",
"heteroaryl", "Ci-C6-alkyl aryl" or "Ci-C6-alkyl
heteroaryl", "C2-C6-alkenyl aryl", "C2-C6- alkenyl
heteroaryl", "C2-C6-alkynyl aryl",
"C2-C6-alkynylheteroaryl", 5 cycloalkyl", "CI-C6-alkyl
heterocycloalkyl", and where R and R', together with
the nitrogen atom to which they are attached, can
optionally form a 3-8-membered heterocycloalkyl ring.
"Substituted or unsubstituted": Unless otherwise
constrained by the definition of the individual
substituent, the above set out groups, like "alkyl",
"alkenyl", "alkynyl", 10  "alkoxy", "aryl" and
"heteroaryl" etc. groups can optionally be substituted
with from l to 5 substitucnts selected from the group
consisting of "CI-C6-alkyl", "Ci-C6-alkyl aryl", "Cr
C6-alkyl heteroaryl", "C2-C6-alkenyl",
"C2-C6-alkynyl", primary, secondary or tertiary amino
groups or quaternary ammonium moieties, "acyl",
"acyloxy", "acylamino", "aminocarbonyl",
"alkoxycarbonyl", "aryl", "aryloxy", "heteroaryl",
"heteroaryloxy", 15 carboxyl, cyano, halogen, hydroxy,
nitro, sulfanyl, sulphoxy, sulphonyl, sulfonamide,
alkoxy, thioalkoxy, trihalomethyl and the like. Within
the framework of this invention, said "substitution"
is meant to also comprise situations where neighboring
substituents undergo ring closure, in particular when
vicinal functional substitucnts are involved, thus
forming e.g. lactams, lactons, cyclic anhydrides, but
also acctals, thioacctals, aminals formed by 20 ring
closure for instance in an effort to obtain a
protective group. "Pharmaceutically acceptable
cationic salts or complexes" is intended to define
such salts as the alkali metal salts, (e.g. sodium and
potassium), alkaline earth metal salts (e.g. calcium
or magnesium), aluminium salts, ammonium salts and
salts with organic amines such as with methylamine,
dimethylamine, trimethylamine, ethylamine,
triethylamine, 25 morpholinc, N-Me-D-glucamine,
N,N'-bis(phenylmethyl)-1 ,2-ethanediaminc,
ethanolamine, diethanolaminc, ethylenediamine,
N-methylmorpholinc, piperidinc, benzathine
(N,N'-dibenzylethylenediamine), choline,
ethylene-diamine, meglumine (N- 



12 methylglucamine), benethamine
(N-benzylphenethylamine), diethylamine, piperazine,
thromethamine
(2-amino-2-hydroxymethy1-1,3-propanediol), procaine as
well as amines of formula -NR,R',R" wherein R, R', R"
is independently hydrogen, alkyl or benzyl. Especially
preferred salts are sodium and potassium salts. 5
"Pharmaceutically acceptable salts or complexes"
refers to salts or complexes of the below-identified
compounds of Formula I that retain the desired
biological activity. Examples of such salts include,
but are not restricted to, acid addition salts formed
with inorganic acids (e.g. hydrochloric acid,
hydrobromic acid, sulfuric acid, phosphoric acid,
nitric acid, and the like), and salts formed with
organic acids such as acetic acid, oxalic acid,
tartaric acid, 10 succinic acid, malic acid, fumaric
acid, maleic acid, ascorbic acid, benzoic acid, tannic
acid, pamoic acid, alginic acid, polyglutamic acid,
naphthalene sulfonic acid, naphthalene disulfonic
acid, and poly-galacturonic acid. Said compounds can
also be administered as pharmaceutically acceptable
quaternary salts known by a person skilled in the art,
which specifically include the quartemary ammonium
salt of the Formula -NR,R',R" 15 wherein R, R', R" is
independently hydrogen, alkyl, or benzyl, and Z is a
countcrion, including chloride, bromide, iodide,
-0-alkyl, toluenesulfonate, methylsulfonate,
sulfonate, phosphate, or carboxylate (such as
benzoate, succinate, acetate, glycolate, maleate,
malate, fumarate, citrate, tartrate, ascorbatc,
cinnamoatc, mandeloate, and diphenylacetate).
"Pharmaceutically active derivative" refers to any
compound that, upon administration to 20 the
recipient, is capable of providing directly or
indirectly, the activity disclosed herein. The
compounds of the present invention according to
Formula I are useful in the treatment and/or
prevention of diseases selected from allergic diseases
such as allergic asthma, allergic rhinitis, allergic
conjunctivitis, systemic anaphylaxis or
hypersensitivity responses, and inflammatory
dermatoses such as atopic dermatitis, eczema, allergic
contact dermatitis, 25 and urticaria, myosins,
neurodegenerative disorders such as neuropatic pain,
and other inflammatory diseases such as rheumatoid
arthritis, multiple sclerosis, osteoarthritis, and
inflammatory bowel disease (IBD).  13 Ra (R1)," ( I)
NNH I 0 R2--"S\\:;" 0 In one embodiment the compounds
according to Formula (I) are suitable as modulators,
notably as antagonists, of CRTH2. Therefore, the
compounds of the present invention are also
particularly useful for the treatment and/or
prevention of disorders, which are mediated 



5 by CRT112 activity. Said treatment involves the
modulation of CRTH2, notably an inhibition of CRTH2 or
an antagonizing effect of CRTH2 in mammals, and in
particular in humans. The modulators of CRTH2 arc
selected from the group consisting of an antagonist,
an inverse agonist, a partial agonist and an agonist
of CRTH2. In another embodiment, the modulators of
CRTH2 are antagonists of CRTI12. 10 In one embodiment,
the modulators of CR1112 are inverse agonists of
CRTH2. In another embodiment, the modulators of CRTH2
are partial agonists of CRT112. In another embodiment,
the modulators of CRTH2 are agonists of CRTH2. The
compounds according to Formula (I) are suitable for
use as a medicament. Compounds of Formula (I) include
also their geometrical isomers, their optically active
15 forms as enantiomers, diastereomers, its racemate
forms and tautomers, as well as pharmaceutically
acceptable salts thereof, wherein: A is either an
amine selected from the group consisting of:  14 [A'
AfrN [ L R7decN [ L R78-4-N [ L R7 B ---N [ In R7
AlA2A3A4 or an alkyl, acyl, amino carbonyl or ether
selected from the group consisting of: 0 ( 0H2)n-7- R3
BI I -R3 0 R8 III 1a BN L 



B-4-1--CI-Hr R3  A5A6A7A8     with each n being an
integer independently selected from 0, 1, 2, 3 or 4;
5m is either 1 or 2; wherein, R7 is selected from the
group consisting of hydrogen, substituted or
unsubstituted CI-C6-alkyl, substituted or
unsubstituted C2-C6-alkenyl, substituted or
unsubstituted C2-C6- alkynyl, substituted or
unsubstituted awl, substituted or unsubstituted
heteroaryl, substituted or unsubstituted
C3-C8-cycloalkyl, substituted or unsubstituted C3-Cr
10 heterocycloallcyl, carboxyl, cyano, amino and
hydroxyl. R8 is selected from the group consisting of
hydrogen, substituted or unsubstituted Ci-C6- alkyl,
substituted or unsubstituted aryl, and substituted or
unsubstituted heteroaryl. B is selected from the group
consisting of a substituted or unsubstituted
C2-C6-alkynyl, substituted or unsubstituted
C3-C3-cycloalkyl, substituted or unsubstituted C3-Cr
15heterocycloalkyl, substituted or unsubstituted aryl,
and substituted or unsubstituted monocyclic
heteroaryl.  15
imidazolidinyl,1,2,4-oxadiazolidinyl,1,2,5-oxadiazolid
inyl,1,3,4-oxadiazolidinyl, isoxazolidinyl,
morpholinyl, phenyl, naphthyl, pyrrolyl, pyrimidyl,
furyl, thienyl, imidazolyl, oxazolyl, isoxazolyl,
thiazolyl, isothiazolyl, carbazolyl, 1,2,3-triazolyl,
1,2,4- triazolyl, 1,2,3-oxadiazolyl,
1,2,4-oxadiazolyl, 1,2,5-oxadiazolyl,
1,3,4-oxadiazolyl, 5tetrazolyl, 1,3,4-triazinyl,
1,2,3-triazinyl, oxolanyl, pyrolidinyl, pyrazolidinyl,
piperidinyl, piperazinyl According to one embodiment,
B is selected from the group of a substituted or
unsubstituted aryl, a substituted or unsubstituted
C3-Cs-heterocycloallcyl and a substituted or
unsubstituted alkynyl. 



10 According to one embodiment, B is a substituted or
unsubstituted aryl group (e.g. phenyl). According to
another embodiment said phenyl group is
mono-substituted in ortho, meta or para position. In
another embodiment, B is a C3-C8-heterocycloalkyl
group (e.g. piperazinyl, furyl or thienyl). 15
According to another embodiment, B is an alkynyl group
(e.g. ethynyl or propynyl). RI is either hydrogen or a
substituted or unsubstituted CI-Co-alkyl. In a
preferred embodiment R1 is hydrogen.    R2 is selected
from the group consisting of substituted or
unsubstitutcd C -Co-alkyl, substituted or
unsubstituted aryl, and substituted or unsubstituted
heteroaryl, substituted or 20 unsubstitutcd
C3-Cg-cycloallcyl and substituted or unsubstituted
C3-Csheterocycloalkyl. Examples of R2 include methyl,
ethyl, propyl, t-butyl, cyclopropyl, cyclobutyl,
cyclopentyl, cyclohcxyl, cyclohcptyl, cyclooctyl,
pyrolidinyl, pyrazolidinyl, piperidinyl, piperazinyl,
pyridyl, imidazolidinyl, 1,2,4-oxadiazolidinyl,
1,2,5-oxadiazolidinyl, 1,3,4-oxadiazolidinyl,
isoxaz.olidinyl or morpholinyl, phenyl, naphthyl,
pyrrolyl, pyrimidyl, quinolizinyl, furyl,  16 thienyl,
imidazolyl, oxazolyl, isoxazolyl, thiazolyl,
isothiazolyl, carbazolyl, 1,2,3-triazolyl,
1,2,4-triazolyl, 1,2,3-oxadiazolyl, 1,2,4-oxadiazolyl,
1,2,5-oxadiazolyl, 1,3,4-oxadiazolyl, tetrazolyl,
1,3,4-triazinyl, 1,2,3-triazinyl, benzofuryl,
isobenzofuryl, benzothienyl, benzotriazolyl,
isobenzothienyl, indolyl, isoindolyl, 3H-indolyl,
benzimidazolyl, 5 benzothiazolyl, benzoxazolyl,
oxolanyl, pyrolidinyl, pyrazolidinyl, piperidinyl,
piperazinyl, pyridyl, imidazolidinyl,
1,2,4-oxadiazolidinyl, 1,2,5-oxadiazolidinyl,
1,3,4-oxadiazolidinyl, isoxazolidinyl, quinazolinyl,
pthalazinyl, quinoxalinyl, cinnolinyl, napthyridinyl,
quinolyl, isoquinolyl, tetrazolyl,
5,6,7,8-tetrahydroquinolyl,
5,6,7,8-tetrahydroisoquinolyl, purinyl, pteridinyl,
xanthenyl or benzoquinolyl. 10 According to one
embodiment, R2 is a substituted or unsubstituted aryl
group (e.g. phenyl). The substituents in a substituted
R2 arc selected from the group consisting of halogen,
cyano, CI-Cs-alkyl, Ci-05allcoxy, thioallcoxy and
thioallcyl. In one embodiment R2 is optionally
substituted with one or more substituents selected
from the group consisting of halogen,
cyano,CI-C6-alkoxy, thioallcoxy and 15thioalkyl.
According to another embodiment, R2 is substituted in
ortho, meta or para position. In one embodiment, R2 is
chlorophenyl. According to another embodiment, R2 is
substituted or unsubstituted heteroaryl group (e.g.
pyridinyl or thienyl). 20 According to another
embodiment, R2 is a substituted or unsubstituted
CI-Cs-alkyl group (e.g. methyl). R3 is selected from
the group consisting of a substituted or unsubstituted
CI-C6-alkyl, substituted or unsubstituted awl,
substituted or unsubstituted heteroaryl, substituted
or 



unsubstituted C3-Cs-cycloalkyl and substituted or
unsubstituted C3-C8-heterocycloalkyl;  17 wherein said
substituted or unsubstituted aryl, heteroaryl,
C3-C8-cycloalkyl or C3-C8- heterocycloalkyl may be
fused to one or more substituted or unsubstituted awl,
heteroaryl, C3-C8-cycloalkyl or C3-C8-heterocycloalkyl
group and may be substituted with one or more
substituents selected of the group consisting of
Ci-C6-alkyl, alkoxy, aryl, heteroaryl, 5 carboxyl,
cyano, halogen, hydroxy, amino, amino carbonyl, nitro,
sulfoxy, sulfonyl, sulfonamide and
trihalo-Ci-C6-alkyl. Examples of R3 include methyl,
ethyl, propyl, butyl, t-butyl, phenyl, naphthyl,
phenantrenyl, pyrrolyl, fury], thienyl, imidazolyl,
oxazolyl, isoxazolyl, thiazolyl, isothiazolyl,
pyrazolyl, carbazolyl, 1,2,3-triazolyl,
1,2,4-triazolyl, 1,2,3-oxadiazolyl, 10
benzo(2,1,3)oxadiazolyl, benzo(1,2,5)oxadiazolyl,
benz.o[1,3]dioxole, 1,2,4-oxadiazolyl,
1,2,5-oxadiazolyl, 1,3,4-oxadiazolyl, tetrazolyl,
1,3,4-triazinyl, 1,2,3-triazinyl, benzofuryl, [2,3
-dihydro]benzofuryl, 3 ,4-dihydro 114-benzo [1
,4]diazepine-2,5-dione, isobenzofuryl, benzothienyl,
benzotriazolyl, isobenz.othienyl, indolyl, isoindolyl,
311-indolyl, benzimidazolyl, benzothiazolyl,
benzoxazolyl, pyridazinyl, pyrimidyl, quinolizinyl, 15
quinazolinyl, pthalazinyl, quinoxalinyl, cinnolinyl,
napthyridinyl, quinolyl, isoquinolyl, tetrazolyl,
5,6,7,8-tetrahydroquinolyl,
5,6,7,8-tetrahydroisoquinolyl, purinyl, pteridinyl,
carbazolyl, xanthenyl, benzoquinolyl, cyclopropyl,
cyclobutyl, cyclopentyl, cyclohexyl, cyclohcptyl,
cyclooctyl, oxolanyl, pyrrolidinyl, pyrazolidinyl,
piperidinyl, piperazinyl, pyridyl, imidazolidinyl,
1,2,4-oxadiazolidinyl, 1,2,5-oxadiazolidinyl,
1,3,4-oxadiazolidinyl, 20isoxazolidinyl or
morpholinyl. According to one embodiment, R3 is a
substituted or tmsubstituted aryl group (e.g. phenyl
or naphthyl). The substitucnts in a substituted R3 are
selected from the group consisting of halogen, cyano,
Ci-C6-alkoxy, heteroaryl, awl, thioalkoxy and
thioalkyl.   In one embodiment R3 is optionally
substituted with one or more substituents selected
from 25 the group consisting of halogen,
cyano,Ci-Coalkoxy, heteroaryl, aryl, thioalkoxy and
thioalkyl.  18 Examples for a substituted phenyl
moiety are 4-trifluoromethoxyphenyl, 3-methoxyphenyl,
4-chlorophenyl, 3,5-dimethylphenyl, 2-benzamide or
2-benzoic acid.   In another embodiment, R3 is a
substituted or unsubstituted heteroaryl group (e.g.
pyridyl, quinolyl, benzimidazolyl, indolyl,
pyridazinyl, pyrazinyl or 1,3,4-thiadiazoly1). An
example 5for a substituted benzimidazole is
2-ethyl-21-1-benzimidazolyl. In another embodiment, R3
is an awl group fused to a C3-Cs-heterocycloalityl
group (e.g. 1,3-dihydrobenzimida7ole-2-one,
3,4-dihydro1H-benzo[1,4]diazepine-2,5-dione). In
another embodiment, R3 is a substituted or
unsubstituted C3-C8-heterocyclallcyl group 



fused to a substituted or unsubstituted awl group
(e.g. 1,2,3,4-tetrahydrochinoline, 1,2,3,4- 10
tetrahydrochinoxaline, 2,3 -clehydrobenzo1,4-oxazine,
2,3-dehydro-indole or dihydrobenzopyrrolodiazepine).
In another embodiment, R3 is a substituted or
unsubstituted C3-C8-heterocyclalkyl group fused to a
substituted or unsubstituted aryl group and to a
substituted or unsubstituted heteroaryl group
(e.g.dihydrobenzopyrrolodiazepine). 15 In another
embodiment, R3 is a substituted or unsubstituted alkyl
group (e.g. isopropyl). According to another
embodiment, the substituents at R2 or R3 are selected
from the group consisting of Ci-C6-alkyl, alkoxy,
cyano, amino and halogen (e.g. methyl, ethyl, butyl,
tert.- butyl, methoxy, ethoxy, text. -butoxy, phenoxy,
chloro, fluoro); wherein alkyl, alkoxy or aryloxy are
optionally substituted with halogen (e.g.
trifluoromethyl, trifluoromethoxy); 20 as well as
isomers and mixtures of these for use as a medicament.
Another specific sub-group of formula (I) are
compounds having formula (I'), whereby A, B, R2 and R3
are defined as above and each 12.1 can be
independently hydrogen or substituted or unsubstituted
Ci-C6-alkyl.  19 In a preferred embodiment, R' is
hydrogen.  R3 (r)  A specific sub-group of formulae
(I) and (I') arc compounds having the formulae
(la-Id), whereby A, R2 and R3 are defined as above and
Z is 0 or S. A-R3    Preferred pharmaceutically
acceptable salts of compounds of Formula I, and
compounds of sub-groups of Formulae (la) - (Id)
containing a basic residue such as, for example, a
primary, secondary, or tertiary amine or a pyridyl
moiety, are acid addition salts formed 



20 with pharmaceutically acceptable acids like
hydrochloride, hydrobromide, sulfate or bisulfate,
phosphate or hydrogen phosphate, acetate, benzoate,
succinate, fumarate, maleate, lactate, citrate,
tartrate, gluconate, methane-sulfonate,
benzenesulfonate, and paratoluenesulfonate salts. 5
Compounds of the present invention that are
particularly suitable for use as a medicament, include
in particular those of the group consisting of:
Example No. Name 1 N-13
44-(11{-indo1-1-ylmethyl)phenylipyrazin-2-y1} -2-
(trifluoromethyl)benzenesulfonamide 2 2-chloro-N- {
3444 {methyl[4-(trifluoromethoxy)phenyl]amino} -
methyl)phcnyl]pyrazin-2-yl}benzencsulfonamidc 3 N-(3
-{4-[(2-ethy1-111-benzimidazol-1-y1)methyl]phcnyl}
pyrazin-2-y1)-2- (trifluoromethypbenzenesulfonamide 4
2-chloro-N-[3 -(4-
{[methyl(phenyflamino]methyllphenyppyrazin-2-
yl]benzcnesulfonamidc 5 2-chloro-N-(3 -{
442-naphthyloxy)mcthylthcnyllpyrazin-2-y1)-
benzenesulfonamide 6 2-chloro-N- { 3-N-0
H-indo1-1-ylmethyl)phenyl]pyrazin-2-y11-
+benzenesulfonamide 7 2-chloro-N-(3 -{
4{(5,6,7,8-tctrahydronaphthalcn-2-yloxy)mcthylk
phenyl} pyrazin-2-yl)benzenesulfonamide 



21 Example No. Name 8 2-chloro-N-(3 - {
44(2-ethy1-111-benzimida7ol-1-yOmethyl]phenyl
lpyrazin-2- yl)benzenesulfonamide 9 N-(3 -
(4-[(1,3-benzodioxo1-5-ylamino)methyl]phenyllpyrazin-2
-y1)-2- (trifluoromethyl)benzenesulfonamide 10
NN-[3-(4-1[(3-methoxybenzyl)oxy]methyl
}phenyl)pyrazin-2-y1]-2-
(trifluoromethyl)benzenesulfonamide 11 3 -chloro-N-
{344-gmethyl[4-(trifluoromethoxy)phenyl]amino} -
methyl)phenyl]pyrazin-2-yl}benzenesulfonamide 12
NN-[3-(4-1[(4-chlorophenyl)(methyDamino]methyl}
phenyl)pyrazin-2-ylk thiophene-2-sulfonamide   13
4-phenoxy-N- {3 -[4-(quinolin-2-ylmethyl)piperazin-1
-yl]pyrazin-2-y1) - benzene sulfonamide 14 4-methyl-N-
{3 444 {methyl[4-(trifluoromethoxy)phenyl]amino } -
methyl)phenyl]pyrazin-2-yl}benzenesulfonamide 



15 4-chloro-N43 -(4-
{[methyl(phenyl)amino]methyllphenyppyrazin-2-y11-
benzenesulfonamide 16 4-cyano-N- {3 44-0
methyl[4-(trifluoromethoxy)phenylkamino } -
methyl)phenyl]pyrazin-2-yl}benzenesulfonamide 17 N43
-(4- {{(4-Fluoro-pheny1)-methyl-amino]-methyl}
-pheny1)-pyrazin-2-y1]-
2-trifluoromethyl-benzenesulfonamide  22 Example No.
Name 18 N-(3 - {4
-[(Methyl-phenyl-amino)-methyl]-phenyl 1
-pyrazin-2-y1)-2- trifluoromethyl-benzenesulfonamide
19 N-P -(4- { [(4-Cyano-pheny1)-methyl-amino]methyll
-pheny1)-pyrazin-2-y1]-
2-trilluoromethyl-benzenesalfonamide 20 N-13 -[4
-(4-Fluoro-phenoxymethyl)-phenyl]-pyrazin-2-y1 1
-2-trifluoromethylbenzenesulfonamide 21 N-(3 - {4
-Rahyl-phenyl-amino)-methyll-phenyl 1
-pyrazin-2-y1)-2- trifluoromethyl-benzenesulfonamide
22 N-13 -[4 -(2,3 -Dihydro-benzo[1
,4]oxazin-4-ylmethyl)-phenylkpyrazin-2- yl}
-2-trillaoromethyl-benzenesalfonamide 



23 N-[3-(4-1[(3-Fluoro-phenyl)-methyl-amino]-methyl}
-phenyl ypyrazin-2 -ylk
2-trifluoromethyl-benzenesulfonamide 24 N-13 -[4
-(6-Chloro-pyridin-3
-yloxymethyl)-phenyl]-pyrazin-2-y11-2 -
trillaommethyl-benzenesalfonamide 25 N-13 44
-(2-Pyridin-2-yl-indol-1-ylmethyl)-phenyThpyrazin-2-y1
) -2- trillaommethyl-benzenesalfonamide 26 N-13 44
-(5-Fluoro-indo1-1-ylmethyl)-phenyThpyrazin-2-y1) -2-
trifluoromethyl-benzenesulfonamide 27 N-p
-(4-Phenoxymethyl-pheny1)-pyrazin-2-y1]-2-trifluoromet
hylbenzenesulfonamide  23 Example No. Name 28 N-p -(4-
{[(4-Chloro-pheny1)-methyl-amino]-methyl}
-pheny1)-pyrazin-2-y1]-
2-trifluoromethyl-benzenesulfonamide 29
2-Chloro-N-[3-(4-{
[(4-cyano-phenyl)-methyl-amino]methyl 1 -phenyl}
pyrazin-2-ylRenzenesalfonamide 30
N-[3-(4-1[(3,4-Dichloro-phenyl)methyl-amino]methyl 1
-phenylypyrazin2-y1]-2-Mifluoromethyl-benzenesulfonami
de 



31 N-{344-(4-Cyano-phenoxymethyl)-phenylkpyrazin-2-yll
-2-trifluoromethylbenzenesulfonamide 32
N-13-[4-(6-Fluoro-indo1-1-ylmethyl)-phenyl]-pyrazin-2-
y1) -2- trillaommethyl-benzenesalfonamide 33
2-Chloro-N-13-[4-(5-methoxy-2-methyl-indol-1
-ylmethyl)-phenyl]-pyrazin2-y1) -benzenesulfonamide 34
N-13
-[4-(4-Methoxy-phenoxymethyl)-phenyl]-pyrazin-2-y1)
-2- trillaommethyl-benzenesalfonamide 35 N-(3 -
{4-[(Benzyl-pyridin-2-yl-amino)-methyll-phenyl}
-pyrazin-2-y1)-2- chloro-benzenesulfonamide 36
N-1344-(2,3
-Dihydro-indo1-1-ylmethyl)-phenylkpyrazin-2-y1) -2-
trifluoromethyl-benzenesulfonamide 37 N-p -(4-
{[(2,4-Dichloro-pheny1)-methyl-amino]-methyll
-pheny1)-pyrazin-2-
y1]-2-trifluoromethyl-benzenesulfonamide  24 Example
No. Name 38
N-{344-(3-Chloro-phenoxymethyp-phenylppyrazin-2-yll
-2-hifluoromethylbenzenesulfonamide 



39
2-Chloro-N-[3-(4-{[(2,4-difluoro-pheny1)-methyl-amino]
-methyll -pheny1)- pyrazin-2-ylkbenzenesulfonamide 40
N-13-[4-(2-Methyl-indo1-1-ylmethyl)-phenyl]-pyrazin-2-
y11-2- trilluommethyl-benzenesulfonamide 41
2-Chloro-N- {3
44-(5-fluoro-indo1-1-ylmethyl)-phenylkpyrazin-2-yll -
benzenesulfonamide 42 2-Chloro-N-[3-(4-1
[(2-fluoro-phenyl)-methyl-amino]-methyl) -phenyl}
pyrazin-2-ylkbenzenesulfonamide 43
2-Chloro-N-13-[4-(2-methyl-indo1-1-ylmethyl)-pheny]kpy
razin-2-yllbenzenesulfonamide 44
N-(3-{4-[(Senzyl-pyridin-2-yl-amino)methyl]phenyl)-pyr
azin-2-y1)-2- trilluommethyl-benzenesulfonamide 45
2-Chloro-N-(3-14-[(ethyl-pyridin-2-yl-amino)-methyl]ph
enyl}-pyrazin-2- y1)-benzenesulfonamide 46
N-1344-(5-Chloro-2-methyl-indo1-1-ylmethyl)-phenylkpyr
azin-2-yll -2- trifluoromethyl-benzenesulfonamide  In
a second aspect, the invention provides a
pharmaceutical composition comprising a 2,3
substituted pyrazine sulfonamide according to Formula
(I), together with a pharmaceutically acceptable
cxcipicnt or carrier.  25 



In a third aspect, the invention provides the use of a
2,3 substituted pyrazine sulfonamide according to
formulae (I) for the preparation of a medicament for
the treatment and/or prevention of a disease selected
from allergic diseases such as allergic asthma,
allergic rhinitis, allergic conjunctivitis, systemic
anaphylaxis or hypersensitivity responses, and 5
inflammatory dermatoses such as atopic dermatitis,
eczema, allergic contact dermatitis, and urticaria,
myositis and other diseases with an inflammatory
component such as rheumatoid arthritis,
osteoarthritis, and inflammatory bowel disease (IBD)
and other diseases and disorders associated with CTRH2
activity. In a forth aspect, the invention provides a
method for treating and/or preventing a patient 10
suffering from a disease selected from allergic
diseases such as allergic asthma, allergic rhinitis,
allergic conjunctivitis, systemic anaphylaxis or
hypersensitivity responses, and inflammatory
dermatoses such as atopic dermatitis, eczema, allergic
contact dermatitis, and urticaria, myositis,
neurodegenerative disorders such as neuropatic pain,
and other inflammatory diseases such as rheumatoid
arthritis, multiple sclerosis, osteoarthritis, and 15
inflammatory bowel disease (1BD) and other diseases
and disorders associated with CTRIT2 activity, by
administering a 2,3 substituted pyrazine sulfonamide
according to Formula (I).    The term "preventing", as
used herein, should be understood as partially or
totally preventing, inhibiting, alleviating, or
reversing one or more symptoms or cause(s) of 20
allergic disease or inflammatory dermatitis. In a
fifth aspect, the invention provides the use of a 2,3
substituted pyrazine sulfonamide of Formula (I) for
the preparation of a pharmaceutical composition useful
for a variety of therapies, including preventing
and/or treating a disease selected from allergic
diseases such as allergic asthma, allergic rhinitis,
allergic conjunctivitis, systemic anaphylaxis or 25
hypersensitivity responses, and inflammatory
dermatoses such as atopic dermatitis, eczema, allergic
contact dermatitis, and urticaria, myositis,
neurodegenerative disorders such as neuropatic pain,
and other inflammatory diseases such as rheumatoid
arthritis, multiple  26 sclerosis, osteoarthritis, and
inflammatory bowel disease (IBD) and other diseases
and disorders associated with CTRH2 activity. The
invention provides further the use of a 2,3
substituted pyrazine sulfonamide of Formula (I) for
preventing and/or treating a disease selected from
allergic diseases such as allergic 5 asthma, allergic
rhinitis, allergic conjunctivitis, systemic
anaphylaxis or hypersensitivity responses, and
inflammatory dermatoses such as atopic dermatitis,
eczema, allergic contact dermatitis, and urficaria,
myositis, neurodegenerative disorders such as
neuropatic pain, and other inflammatory diseases such
as rheumatoid arthritis, multiple sclerosis,
osteoarthritis, and inflammatory bowel disease (IBD)
and other diseases and disorders associated with 10CTR
112 activity. 



The compounds of the invention, together with a
conventionally employed adjuvant, carrier, diluent or
excipient may be placed into the form of
pharmaceutical compositions and unit dosages thereof,
and in such form may be employed as solids, such as
tablets or filled capsules, or liquids such as
solutions, suspensions, emulsions, elixirs, or
capsules 15 filled with the same, all for oral use, or
in the form of sterile injectable solutions for
parenteral (including subcutaneous use). Such
pharmaceutical compositions and unit dosage forms
thereof may comprise ingredients in conventional
proportions, with or without additional active
compounds or principles, and such unit dosage forms
may contain any suitable effective amount of the
active ingredient commensurate with the intended daily
20 dosage range to be employed. The compounds
according to Formula (I) of the present invention are
typically administered in form of a pharmaceutical
composition. Such compositions can be prepared in a
manner well known in the pharmaceutical art and
comprise at least one active compound. Generally, the
compounds of this invention are administered in a 25
pharmaceutically effective amount. The amount of the
compound actually administered will typically be
determined by a physician, in the light of the
relevant circumstances, including the condition to be
treated, the chosen route of administration, the
actual  27 compound administered, the age, weight, and
response of the individual patient, the severity of
the patient's symptoms, and the like The
pharmaceutical compositions of these inventions can be
administered by a variety of routes including oral,
rectal, transdermal, subcutaneous, intravenous,
intramuscular, and 5 intranasal. The compositions for
oral administration can take the form of bulk liquid
solutions or suspensions, or bulk powders. More
commonly, however, the compositions are presented in
unit dosage forms to facilitate accurate dosing. The
term "unit dosage forms" refers to physically discrete
units suitable as unitary dosages for human subjects
and other mammals, each unit containing a
predetermined quantity of active material calculated
to 10 produce the desired therapeutic effect, in
association with a suitable pharmaceutical excipient.
Typical unit dosage forms include prefilkd,
premeasured ampoules or syringes of the liquid
compositions or pills, tablets, capsules or the like
in the case of solid compositions. In such
compositions, the substituted methylene amide
derivative according to the invention is usually a
minor component (from about 0.1 to about 50% by weight
or 15 preferably from about 1 to about 40% by weight)
with the remainder being various vehicles or carriers
and processing aids helpful for forming the desired
dosing form. Liquid forms suitable for oral
administration may include a suitable aqueous or non-
aqueous vehicle with buffers, suspending and
dispensing agents, colorants, flavors and the 



like. Solid forms may include, for example, any of the
following ingredients, or compounds 20 of a similar
nature: a binder such as microcrystalline cellulose,
gum tragacanth or gelatine; an excipient such as
starch or lactose, a disintegrating agent such as
alginic acid, Primogcl, or corn starch; a lubricant
such as magnesium stearate; a glidant such as
colloidal silicon dioxide; a sweetening agent such as
sucrose or saccharin; or a flavoring agent such as
pepper-mint, methyl salicylate, or orange flavoring.
25Injectable compositions are typically based upon
injectable sterile saline or phosphate buffered saline
or other injectable carriers known in the art. As
above mentioned, substituted methylene amide
derivatives of Formula (I) in such compositions is
typically a  28 minor component, frequently ranging
between 0.05 to 10% by weight with the remainder being
the injectable carrier and the like. The
above-described components for orally administered or
injectable compositions are merely representative.
Further materials as well as processing techniques and
the like are 5 set out in Part 5 of Remington's
Pharnzaceutical Sciences, 20th Edition, 2000, Marck
Publishing Company, Easton, Pennsylvania, which is
incorporated herein be reference. The compounds of
this invention can also be administered in sustained
release forms or from sustained release drug delivery
systems. A description of representative sustained
release materials can also be found in the
incorporated materials in Remington 's 10
Pharmaceutical Sciences. In a sixth aspect, the
invention provides novel 2,3-substituted pyrazine
sulfonamides of Formulae (Ia) - (Id) wherein A, le,
and R3 are defined as described above. Novel compounds
of Formulae (Ia)- (Id) are in particular those of the
group consisting of:     N-
{344-(1H-indo1-1-yhnethyl)phenyljpyrazin-2-y1) -2- 15
(trifluoromethyl)benzenesulfonamide,
2-chloro-N-1344-0methyl[4-(trifluoromethoxy)phenyl]ami
no)-methypphenyl]pyrazin-2- yllbenzenesulfonamide,
N-(3-{4-[(2-ethy1-111-benzimida7o1-1-yl)methyl]phenyll
pyrazin-2-y1)-2- (trifluoromethypbenzenesulfonamide, 



20 2-chloro-N43 -(4-
{[methyl(phenyl)aminojmethyllphenyl)pyrazin-2-
yljbenzenesulfonamide, 2-chloro-N-(3 -
{4{(2-naphthyloxy)methyljphenyl
}pyrazin-2-y1)-benzenesulfonamide,
2-chloro-N-1344-(111-indol-1-ylmethyl)phenyl]pyrazin-2
-y11-+benzenesulfonamide,  29
2-chloro-N-(3-{445,6,7,8-tetrahydronaphtlialen-2-yloxy
)methylkphenyil pyrazin-2- yl)benzenesulfonamide,
2-chloro-N-(3-{4-[(2-ethyl-1H-benzimidazol-1-yHmethyl]
phenyl lpyrazin-2- Abenzenesulfonamide, 5
N-(3-14-[(1,3-benzodioxo1-5-ylamino)methyl]phenyllpyra
zin-2-y1)-2- (trifluoromethyl)benzenesulfonamide,
N-{3-(4-{
[(3-methoxybenzy0oxy]methyllphenyl)pyrazin-2-y1]-2-
(trifluoromethyl)benzenesulfonamide,     3-chloro-N-
{3444 {methyl[4-(trifluoromethoxy)phenyl]amino}
-methyl)phenyl]pyrazin-2- 1 0 yl}benzenesulfonamide,
N-[3-(4-1[(4-chlorophenyl)(methyDamino]methyl}
phenyl)pyrazin-2-ylkthiophene-2- sulfonamide,
4-phenoxy-N- { 3 -[4-(quinolin-2-ylmethyl)piperazin-1
-Apyrazin-2-y1 } - benzenesulfonamide, 15
4-methyl-N-13[4-gmethyl[4-(trifluoromethoxy)phenyl]ami
nol -methyl)phenyl]pyrazin-2- yl}benzenesulfonamide,
4-chloro-N-[3 -(4-
{[methyl(phenyHamino]methyllphenyOpyrazin-2-y1}-
benzenesulfonamide,     4-cyano-N- {3 444
Imethy1[4-(trifluoromethoxy)pheny1kamino }
-methyl)phenylipyrazin-2- 20 yl }benzenesulfonamide,
N-{3-(4-{ [(4-Fluoro-pheny1)-methyl-amino]-methyl}
-pheny1)-pyrazin-2-y1]-2-
trifluoromethyl-benzenesulfonamide,  30
N-(3-14-[(Methyl-phenyl-amino)-methyli-phenyl}-pyrazin
-2-y1)-2-trifluoromethylbenzenesulfonamide,
N-[3-(4-1[(4-Cyano-phenyl)-methyl-amino]-methyl
-pheny1)-pyrazin-2-y1]-2-
trifluoromethyl-benzenesulfonamide, 5 N-
{344-(4-Fluoro-phenoxymethyl)-phenyThpyrazin-2-y1
-2-trifluoromethylbenzenesulfonamide, 



N-(3- {4-[(Ethyl-phenyl-amino)-methyl]-phenyl}
-pyrazin-2-y1)-2-trifluoromethylbenzenesulfonamide,
N-
{344-(2,3-Dihydro-benzo[1,4]oxazin-4-ylmethyl)-phenylk
pyrazin-2-yll -2- 10
trifluoromethyl-benzenesulfonamide,
N-[3-(4-1[(3-Fluoro-phenyl)-methyl-amino]-methyl}
-pheny1)-pyrazin-2-y1]-2-
trifluoromethyl-benzenesulfonamide, N-
{344-(6-Chloro-pyridin-3-yloxymethyl)-phenylkpyrazin-2
-yll -2-tri fluoromethylbenzenesulfonamide, 15 N-
{344-(2-Pyridin-2-yl-indo1-1-ylmethyl)-phenylkpyrazin-
2-y1) -2-trifluoromethylbenzenesulfonamide, N-
{344-(5-Fluoro-indo1-1-ylmethyl)-phenylkpyrazin-2-y1 }
-2-trifluoromethylbenzenesulfonamide,
N-p-(4-Phenoxymethyl-pheny1)-pyrazin-2-y1]-2-trifluoro
methyl-benzenesulfonamide, 20 N-P-(4-{
[(4-Chloro-phenyl)-methyl-amino]methyl}
-pheny1)-pyrazin-2-y1]-2-
trifluoromethyl-benzenesulfonamide,  31
2-Chloro-N43-(4-{[(4-cyano-phenyl)-methyl-aminokmethyl
} -pheny1)-pyrazin-2-y1]- benzenesulfonamide,
N-[3-(4-1[(3,4-Dichloro-phenyl)-methyl-amino]-methyl}
-pheny1)-pyrazin-2-y1]-2-
trifluoromethyl-benzenesulfonamide, 5 N-
{344-(4-Cyano-phenoxymethyl)-phenylkpyrazin-2-y1)
-2-trifluoromethylbenzenesulfonamide,
N-1344-(6-Fluoro-indo1-1-ylmethyl)-phenylkpyrazin-2-y1
) -2-trifluoromethylbenzenesulfonamidc,
2-Chloro-N- { 344-(5-methoxy-2-methyl-indo1-1
-ylmethyl)-phenyl]pyrazin-2-y11- 10
benzenesulfonamide, N-
{344-(4-Methoxy-phenoxymethyl)-phenylkpyrazin-2-y1)
-2-trifluoromethylbenzenesulfonamide, N-(3-14-[(B
enzyl-pyridin-2-yl-amino)-methyThphenyl
-pyrazin-2-y1)-2-chlorobenzenesulfonamide, 15 N-
{344-(2,3-Dihydro-indo1-1-ylmethyl)-phenylkpyrazin-2-y
1) -2-trifluoromethylbenzenesulfonamide,
N-[3-(4-1[(2,4-Dichloro-phenyl)-methyl-amino]-methyl}
-pheny1)-pyrazin-2-y1]-2-
trifluoromethyl-benzenesulfonamide,     N- 134443
-Chloro-phenoxymethyl)-phenyl]pyrazin-2-yll
-2-tifluoromethyl20 benzenesulfonamide, 



32 N-
{344-(2-Methyl-indol-1-yhnethyl)-phenylkpyrazin-2-yil
-2-trifluoromethylbenzenesulfonamide,
2-Chloro-N-{314-(5-fluoro-indo1-1-ylmethyl)-phenylkpyr
azin-2-y11-benzenesulfonamide,    2-Chloro-N-[3-(4
[(2-fluoro-phenyl)-methyl -amino]-methyl } -phenyl
ypyrazin-2 -y1]- 5 benzenesulfonamide,
2-Chloro-N-1314-(2-methyl-indol-1-ylmethy0-phenylkpyra
zin-2-y1)-benzenesulfonamide,
N-(3-14-[(Benzyl-pyridin-2-yl-amino)-methyl]-phenyll-p
yrazin-2-y1)-2-trifluoromethylbenzenesulfonamide,
2-Chloro-N-(3-
{4-[(ethyl-pyridin-2-yl-amino)-methyl]phenyll
-pyrazin-2-y1)- 10 benzenesulfonamide, and N-
{314-(5-Chloro-2-methyl-indol-1-ylmethy0-phenylkpyrazi
n-2-y1) -2-trifluoromethylbenzenesulfonamide. In a
seventh aspect, the invention provides a method of
synthesis of a compound according to formula
(1a)-(1d). 15 The 2,3 substituted sulfonamides
exemplified in this invention may be prepared from
readily available starting materials using the
following general methods and procedures. It will be
appreciated that where typical or preferred
experimental conditions (i.e. reaction temperatures,
time, moles of reagents, solvents etc.) are given,
other experimental conditions can also be used unless
otherwise stated. Optimum reaction conditions may vary
20 with the particular reactants or solvents used, but
such conditions can be determined by the person
skilled in the art, using routine optimisation
procedures.  33 The general synthetic approach for
obtaining compounds of Formulae (Ia)-(Id) is depicted
in Scheme 1. Therein, 2,3-substituted pyrazine
sulfonamide derivatives according to the general
formula I, may be prepared in 4 to 5 chemical steps,
from commercially available 2,3-dichloropyrazine.
Synthetic protocols are outlined in Schemes 1 to 10.
Scheme 1    OH 



HO::; OHAT 0-A- FIN N 1/Suzukl CouplingR=S=0 2/
Deprotection (if needed)0  (C0)2C12 orAI coupflng
agent or SOCI, FINN R2-E=0 Activation or Chlorination0
124 N i-i or R6-0HHN 1 N J k.-R2 S 0 AlkylationIS 



or acylsdlon  IVla  OHL,R5R2 OH A -R4-N (C0),C1, or
0OHcoupling agentor X(3" AJ-11,Ior SOCl2IIiR-OH R2 $
0R2 S 0Alkylation 1/Suzuld CouplingActivationif S o 2/
DeprotectIon (If needed)0or ChlodnatIonor acylation VI
VIIlb 1/Sonogashira CouplingR=5-0Activationif E -0 2/
Deprotedon (if needed)0or Chlorination0 VIIIIX  0R2  



[ R'-L Add-1 DeprotectionR9= 0AlkylationR=S=0 oor
acylation XIId  34 In a more specific method, the
sulfonamide derivatives XXI, wherein R2 is defined as
above is reacted with the 2,3-dichloropyrazine II to
give the corresponding 3- chloropyrazine sulfonamide
compounds HI. Several reaction conditions may be
utilized for performing this first reaction step, e.g.
by the use of sulfonamide derivative XXI in 5 presence
of a base such as cesium carbonate, potassium
carbonate or the like. This reaction may be performed
in solvents like NMP, DMF or DMA at various
temperature depending on the intrinsic reactivity of
compounds XXI and H, by traditional thermic or
microwawe method, using standard conditions well known
to the person skilled in the art or shown in Scheme 2,
below: 10 Scheme 2    The sulfonamide derivatives XXI
are obtained from commercial sources or can be
prepared by treatment of the corresponding sulfonyl
chlorides XX, using standard conditions well known to
the person skilled in the art, with a solution of 2M
ammonia in Et0H or dioxane 15 at room temperature for
lhour or using can be performed at various temperature
depending on the intrinsic reactivity of compounds
XXI, by traditional thermal method or using microwave
technology, using standard conditions well known to
the person skilled in the art or shown in the Scheme
3, below. Scheme 3  



35    The 2,3-substituted pyrazine sulfonamide
derivatives according to the general formula Ia, may
be obtained in 3 subsequent steps depending the
availability of starting materials and building
blocks. A synthetic route is shown in Scheme 4. In a
first step, the 2,3-substituted 5 pyrazinc sulfonamide
derivatives IVa are isolated after condensation of the
3- chloropyrazine sulfonamide compounds III with the
boronic acids XXII. This reaction may be performed in
presence of appropriated palladium catalysts such as
palladium diacetate and in solvents like Dioxane,
methanol or solution containing both solvents in
various ratios. This reaction can be performed at
various temperatures depending on the intrinsic 10
reactivity of compounds HI, by traditional thermal
method or using microwave technology, using standard
conditions well known to the person skilled in the
art. In a subsequent step, the 2,3-substituted
pyrazine sulfonamide derivatives Va, whereby the
substituent R2 is as above defined, are isolated after
chlorination of intermediate compounds IVa in presence
of thionyl chloride. This reaction is usually
performed at room 15 temperature in solvents like
dichloromethanc, dichloroethane or DMF, using standard
conditions well known to the person slcilkd in the
art. In a following step, as shown in Scheme 4, the
2,3-substituted pyrazinc sulfonamide derivatives Va,
may be treated with various nucleophiles, e.g. an
amine XXIV or alcohol XXV, wherein R4, R5, R6 are
independently sekcted from the group of hydrogen,
alkyl, 20 awl, heteroaryl, cycloallcyl,
hetcrocycloalkyl or fused ring systems of the
mentioned to give the expected 2,3-substituted
pyrazinc sulfonamide derivative Ia. The nuckophilic
displacement of the chlorine atom of the benzylic
moiety by the amine XXIV or the alcohol XXV, is
accomplished by treatment with an appropriated based
such as sodium hydride or 



36 potassium tert-butoxide in anhydrous conditions, in
presence or absence of e.g. sodium iodine or
tetrabutylammonium iodine as catalyst in solvents such
as DMF, THF or similar solvents. This reaction can be
performed at various temperatures depending on the
intrinsic reactivity of compounds Va, XXIV and XXV, by
traditional thermal method or using 5 microwave
technology, using standard conditions well known to
the person skilkd in the art. Scheme 4 CI    R5A = CH2
124-NXXIV    10 The 2,3-substituted pyrazine
sulfonamide derivatives according to the general
formula Ia, may also be obtained in 3 subsequent steps
depending the availability of starting materials and
building blocks. Another synthetic route is shown in
Scheme 5. In a first step, the 2,3- substituted
pyrazine sulfonamide derivatives IVb are isolated
after condensation of the 3- chloropyrazinc
sulfonamide compounds III with the boronic acids XXIII
This reaction 15 may be performed in presence of
appropriate palladium catalysts such as palladium 



diacetate and in solvents like Dioxane, methanol or a
solution containing both solvents in  37 various
ratios. This reaction can be performed at various
temperatures depending on the intrinsic reactivity of
compounds III, by traditional thermal method or using
microwave technology, using standard conditions well
known to the person skilled in the art. In a
subsequent step, the 2,3-substituted pyrazine
sulfonamide derivatives Vb, whereby the 5 substituent
R2 is as above defined, are isolated either after
chlorination of intermediate compounds IVb in presence
of oxalyl chloride or after treatment of compounds IVb
with an appropriate coupling reagent such as DCC, HATU
or Mukayama reagent in presence of a base like DIPEA
or triethylamine. These reactions are usually
performed at room temperature in solvents like
dichloromethane, dichloroethane or DMF, using standard
10conditions well known to the person skilled in the
art. In a final step, as shown in Scheme 5, the
2,3-substituted pyrazinc sulfonamide derivative Vb,
may be treated with various nucleophiks, e.g. an amine
XXIV, to give the expected 2,3-substituted pyrazinc
sulfonamide derivative Ia. The formation of the amide
bond is accomplished by treatment with an appropriate
base such as DIPEA or triethylamine, in 15 solvents
such as DMF, THF or similar solvents. This reaction
can be performed at various temperatures depending on
the intrinsic reactivity of compounds Vb and XXIV, by
traditional thermal method or using microwave
technology, using standard conditions well known to
the person skilled in the art.  Scheme 5    A = C(0) L
= CI, interemdiate coupling agent     



R2-B-0 DMF or DCM, r.t.   HN N R2-S-0 0 R3 =  Vbla The
2,3-substituted pyrazine sulfonamide derivatives
according to the general formula lb, may be obtained
in 3 subsequent steps depending the availability of
starting materials and 5 building blocks. A synthetic
route is shown in Scheme 6. In a first step, the
2,3-substituted pyrazine sulfonamide derivatives Via
are isolated after condensation of the 3-
chloropyrazine sulfonamide compounds TIT with the
boronic acids XXVI. This reaction may be performed in
presence of appropriate palladium catalysts such as
palladium diaLetate and in solvents like Dioxane,
methanol or a solution containing both solvents in 10
various ratios. This reaction can be performed at
various temperatures depending on the intrinsic
reactivity of compounds III, by traditional thermal
method or using microwave technology, using standard
conditions well known to the person skilled in the
art. In a subsequent step, the 2,3-substituted
pyrazine sulfonamide derivatives Vila, whereby the
substituent R2 is as above defined, are isolated after
chlorination of intermediate 15 compounds Vla in
presence of thionyl chloride. This reaction is usually
performed at room  39 temperature in solvents like
dichloromethane, dichloroethane or DMF, using standard
conditions well known to the person skilled in the
art. In a following step, as shown in Scheme 6, the
2,3-substituted pyrazine sulfonamide derivatives Vila,
may treated with various nucleophiles, e.g. an amine
XXIV or alcohol 5 XXV, to give the expected
2,3-substituted pyrazine sulfonamide derivative lb.
The nucleophilic displacement of the chlorine atom of
the benzylic moiety by the amine XXIV or the alcohol
XXV, is accomplished by treatment with an appropriate
base such as sodium hydride or potassium tert-butoxide
under anhydrous conditions, in presence or absence of
e.g. sodium iodine or tetrabutylammonium iodine as
catalyst in solvents such as DMF, THF 



10 or similar solvents. This reaction can be performed
at various temperatures depending on the intrinsic
reactivity of compounds VIM, XXIV and XXV, by
traditional thermal method or using microwave
technology, using standard conditions well known to
the person skilled in the art. Scheme 6 OHPd(OAc)2,
Ploh3, BK2CO3 0    IllXXVIVlaVila  40 The
2,3-substituted pyrazine sulfonamide derivatives
according to the general formula lb, may also be
obtained in 3 subsequent steps depending the
availability of starting materials and building
blocks. Another synthetic route is shown in Scheme 7.
In a first step, the 2,3- substituted pyrazine
sulfonamide derivatives Vlb are isolated alter
condensation of the 3- 5 chloropyrazinc sulfonamide
compounds III with the boronic acids XXVII. This
reaction may be performed in presence of appropriate
palladium catalysts such as palladium dia.cetate and
in solvents like Dioxane, methanol or a solution
containing both solvents in various ratios. This
reaction can be performed at various temperatures
depending on the intrinsic reactivity of compounds
III, by traditional thermal method or using microwave
10 technology, using standard conditions well known to
the person skilled in the art. In a subsequent step,
the 2,3-substituted pyrazine sulfonamide derivatives
VIlb, whereby the substituent R2 is as above defined,
are isolated either after chlorination of intermediate
compounds Vlb in presence of oxalyl chloride or after
treatment of compounds Vlb with an appropriate
coupling reagent such as DCC, HATU or Mukayama reagent
in presence of a 15 base like DIPEA or triethylaminc.
These reactions arc usually performed at room
temperature in solvents like dichloromethane,
dichloroethane or DMF, using standard conditions well
known to the person skilled in the art. In a final
step, as shown in Scheme 7, the 2,3-substituted
pyrazinc sulfonamide derivatives VIE), may be treated
with various nucleophiles, e.g. an amine XXIV, to give
the expected 20 2,3-substituted pyrazine sulfonamide
derivatives lb. The formation of the amide bond is
accomplished by treatment with an appropriate base
such as DIPEA or triethylaminc, in solvents such as
DMF, THF or similar solvents. This reaction can be
performed at various temperatures depending on the
intrinsic reactivity of compounds VIlb and XXIV, by
traditional thermal method or using microwave
technology, using standard conditions well 25 known to
the person skilled in the art. 



Scheme 7  OH  OHPd(OAc)2, PPh3, K2CO3 13.0H
Dioxane:Me0H, 0110C )0W11   I'(C0)2C12 or0 Icoupling
agent N R=S=0DMF or DCM, r.t. 0 Vlb    



The 2,3-substituted pyrazine sulfonamide derivatives
according to the general formula Ic, may be obtained
in 3 subsequent steps depending the availability of
starting materials and 5 building blocks. A synthetic
route is shown in Scheme 8. In a first step, the
2,3-substituted pyrazine sulfonamide derivatives Villa
are isolated after condensation of the 3-
chloropyrazine sulfonamide compounds III with the
acetylene XXVIII. This reaction may be performed in
the presence of appropriate palladium catalysts such
as palladium triphenyl phosphine tetrakis or
Pd(Ph3)2Cl2 in presence of cupper iodine and potassium
acetate, in solvents like Dioxane, DMF or a solution
containing both solvents in various ratios. This
reaction can be performed at various temperatures
depending on the intrinsic reactivity of compounds HI,
by traditional thermal method or using microwave
technology, using standard conditions well known to
the person skilled in the art.  42 compounds VIna in
presence of thionyl chloride. This reaction is usually
performed at room temperature in solvents like
dichloromethane, dichloroethane or DMF, using standard
conditions well known to the person skilled in the art
In a following step, as shown in Scheme 8, the
2,3-substituted pyrazine sulfonamide 5 derivatives
IXa, may be treated with various nucleophiles, e.g. an
amine XXIV or alcohol XXV, to give the expected
2,3-substituted pyrazine sulfonamide derivatives Ic.
The nucleophilic displacement of the chlorine atom of
the benzylic moiety by the amine XXIV or the alcohol
XXV, is accomplished by treatment with an appropriate
base such as sodium hydride or potassium tert-butoxide
under anhydrous conditions, in presence or absence of
10 e.g. sodium iodine or tetrabutylammonium iodine as
catalyst in solvents such as DMF, TI-IF or similar
solvents. This reaction can be performed at various
temperatures depending on the intrinsic reactivity of
compounds IXa, XXIV and XXV, by traditional thermal
method or using microwave technology, using standard
conditions well known to the person skilled in the
art. 15 Scheme 8 CH3COOK, DMF 100C, Cul    A = CH2 R5L
= CI N)0CIV  



R3 = R5 



R=N   or R6-0 R2-S -0 0 IXa XXV 126-0H       tBuOK,
THF       



43 The 2,3-substituted pyrazine sulfonamide
derivatives according to the general formula Ic, may
also be obtained in 3 subsequent steps depending the
availability of starting materials and building
blocks. Another synthetic route is shown in Scheme 9.
In a first step, the 2,3- substituted pyrazine
sulfonamide derivatives VIIIb are isolated after
condensation of the 3- 5 chloropyrazinc sulfonamide
compounds III with the acetylene XXIX. This reaction
may be performed in the presence of appropriate
palladium catalysts such as palladium triphenyl
phosphine tetrakis or Pd(Ph3)2C12 in presence of
capper iodine and potassium acetate, in solvents like
Dioxane, DMF or a solution containing both solvents in
various ratios. This reaction can be performed at
various temperatures depending on the intrinsic
reactivity of 10 compounds HI, by traditional thermal
method or using microwave technology, using standard
conditions well known to the person skilled in the
art. In a subsequent step, the 2,3-substituted
pyrazine sulfonamide derivatives 1Xb, whereby the
substituent R2 is as above defined, are isolated
either after chlorination of intermediate compounds
VIIIb in the presence of oxalyl chloride or after
treatment of compounds VII% 15 with an appropriate
coupling reagent such as DCC, HATU or Mulcayama
reagent in presence of a base like DIPEA or
triethylamine. These reactions are usually performed
at room temperature in solvent like dichloromethane,
dichloroethane or DMF, using standard conditions well
known to the person skilled in the art In a final
step, as shown in Scheme 9, the 2,3-substituted
pyrazine sulfonamide derivatives 20 IXb, may be
treated with various nucleophiles, e.g. an amine XXIV,
to give the expected 2,3-substituted pyrazinc
sulfonamide derivative Ic. The formation of the amide
bond is accomplished by treatment with an appropriate
base such as DIPEA or triethylamine, in solvents such
as DMF, THF or similar solvents. This reaction can be
performed at various temperatures depending on the
intrinsic reactivity of compounds IXb and XXIV, by 25
traditional thermal method or using microwave
technology, using standard conditions well known to
the person skilled in the art.  Scheme 9
CINCH3COOK, DMF Iwart:- 100C, Cul HN N +0 R2-S=0 



0XXIX III   0 (C0)2C12 or coupling agent DMF or DCM,
r.t. IXb  A = C(0) L = CI, coupling agent R5R3z = 0, S
R4-N R2-4=0DMF or DCM, r.t.R2-r0 HNN1-1N.--'N.--D XXIV
00 IXblc HN N 2 



R-S=0 8 VIllb The 2,3-substituted pyrazine sulfonamide
derivatives according to the general formula Id, 5 may
be obtained in 3 subsequent steps depending the
availability of starting materials and building
blocks. A synthetic route is shown in Scheme 10. In a
first step, the 2,3-substituted pyrazinc sulfonamide
derivatives X are isolated after condensation of the
3-chloropyrazine sulfonamide compounds III with the
piperazine-1 -carboxylic acid tert-butyl ester XXX.
This reaction may be performed in presence of an
appropriate base such as DIPEA or 10 triethylamine, in
solvents like NMP, DMF or a solution containing both
solvents in various ratios. This reaction can be
performed at various temperatures depending on the
intrinsic reactivity of compounds III, by traditional
thermal method or using microwave technology, using
standard conditions well known to the person skilled
in the art. In a subsequent step, the 2,3-substituted
pyrazine sulfonamide derivatives XI, whereby the 15
substituent R2 is deprotected under acidic conditions
using either TFA or I-1C1 solution at different
concentrations. This reaction is usually performed at
room temperature in solvents like dichloromethane,
dichloroethane or DMF, using standard conditions well
known to the  45 person skilled in the art. In a
following step, as shown in Scheme 10, the
2,3-substituted pyrazine sulfonamide derivatives X,
may be treated either with various electrophiles, e.g.
an alkyl halide XXXIa in the presence of an
appropriate base such as Cs2CO3, DIPEA or
triethylamine, or also with an acyl chloride or a
carboxylic acid XXXIb initially 5 preactivated by
treatment with an appropriate coupling reagent such as
DCC, Mukayama reagent, PyBrop, in order to give the
expected 2,3-substituted pyrazine sulfonamide
derivative Id. The nucleophilic displacement of the
halide atom or the formation of the amide bond
respectively, with the alkyl halide XXXIa or acyl
chloride or carboxylic acid XXXIb can be performed at
various temperatures depending on the intrinsic
reactivity of 10 compounds XI, XXXIa or XXXIb, by
traditional thermal method or using microwave
technology, using standard conditions well known to
the person skilled in the art. Scheme 10 ->.--, 0 A 0
N-Th 



Cl.".""N0DIPEA, DMF1-,.NN it.or NMP, 140C 0, HNIN Hir
-N  HNJ ,A. R2-S=02 I R -S =0 00 XXX TFA or HCI Mr)
I ) N R2-S=0 0 XI  DCM, r.t.   R3-A-L A=CH2 XXXI8 



46 The following abbreviations refer respectively to
the definitions below: min (minute), hr (hour), g
(gram), MHz (Megahertz), ml (milliliter), mmol
(millimole), mM (millimolar), RI (room temperature),
ATP (Adenoside Triphosphate), BSA (Bovine Serum
Albumin), DCM (dichloromethane), DCC
(dicyclohexylcarbodiimide), D1PEA (di-isopropyl
ethylamine), DMSO (Dimethyl Sulfoxide), Mukayama
reagent (1-methy1-2- chloropyridinium iodide), DMF
(Dimethylformamide), CsCO3 (Cesium carbonate), cHex
(Cyclohexanes), Et3N (Triethylamine), Et0Ac (Ethyl
acetate), Et011 (Ethanol), K2CO3 (potassium
carbonate), Naf (Sodium Iodine), Nall (Sodium
hydride), NaTICO3 (Sodium bicarbonate), NH4C1
(Ammonium chloride), TEA (Triethyl amine), TFA
(Trifluoroacetic 10 acid), TI-IF (Tetrahydrofuran),
Pd(PPh3)4 (Palladium triphenylphosphine tetrakis), CuI
(Copper iodide), Pd(OAc)2(Palladium II acetate),
Pd(PPh3)2 Cl2 (Bis(triphenylphosphine) Palladium IT
Chloride), CH3COOK (Potassium acetate), PPh3
(Triphenylphosphine), HATU
(N,N,N',N'-Tetramethy1-0-(7-Azabenzotriazol-1-yfiurani
um hexafluorophosphate, (C0)2C12 (Oxalyl chloride),
SOC12 (Thionyl chloride), tBuOK (Potassium
tert-butoxide), 15 Me0H (Methanol), MgSO4 (Magnesium
sulfate), NMP N-Methyl pyrrolidinone, PetEther
(Petroleum ether), it (room temperature). HPLC (High
Performance Liquid Chromatography), FC (Flash
Chromatography on silica gel), MS (Mass Spectrometry),
NMR (Nuclear Magnetic Resonance), PBS (Phosphate
Buffered Saline), SPA (Scintillation Proximity Assay),
TLC (Thin Layer Chromatography), UV (Ultraviolet). 20
If the above set of general synthetic methods is not
applicable to obtain compounds according to Formula
(I) and/or necessary intermediates for the synthesis
of compounds of Formula (I), suitable methods of
preparation known by a person skilled in the art
should be used. In general, the synthesis pathways for
any individual compound of Formula (I) will depend on
the specific substituents of each molecule and upon
the ready availability of 25 intermediates necessary;
again such factors being appreciated by those of
ordinary skill in the art. For all the protection and
&protection methods, see Philip J. Kocienslci, in
"Protecting Groups", Georg Thieme Verlag Stuttgart,
New York, 1994 and, Theodora W.  47 Greene and Peter
G. M. Wats in "Protective Groups in Organic
Synthesis", Wiley Interscience, 3rd Edition 1999.
Compounds of this invention can be isolated in
association with solvent molecules by crystallization
from evaporation of an appropriate solvent. The
pharmaceutically acceptable 5 acid addition salts of
the compounds of Formula (I), which contain a basic
center, may be prepared in a conventional manner. For
example, a solution of the free base may be treated
with a suitable acid, either neat or in a suitable
solution, and the resulting salt isolated either by
filtration or by evaporation under vacuum of the
reaction solvent. Pharmaceutically acceptable base
addition salts may be obtained in an analogous manner
by treating a 



10 solution of compound of Formula (I) with a suitable
base. Both types of salts may be formed or
interconverted using ion-exchange resin techniques. In
the following the present invention shall be
illustrated by means of some examples, which are not
construed to be viewed as limiting the scope of the
invention. EXPERIMENTAL PART 15 The HPLC, NMR and MS
data provided in the examples described below are
obtained as followed: HPLC: column Waters Symmetry C8
50 x 4.6 mm, Conditions: MeCN/F120, 5 to 100% (8 min),
max plot 230-400 nm; Mass spectra: PE-SCIEX API 150 EX
(APCI and ESI), LC/MS spectra: Waters ZMD (ES);
111-NMR: Bruker DPX-300MHz. The preparative HPLC
purifications arc performed with HPLC Waters Prep LC
4000 20 System equipped with columns Prep
Nova-Pak(r)HR C186 pm 60A, 40x3Omm (up to 100mg) or
with XTerra(r) Prep MS C8, 10 pm, 50x300mm (up to lg).
All the purifications are performed with a gradient of
MeCN/F120 0.09% 'CFA. The semi-preparative reverse-
phase HPLC are performed with the Biotage Parallex
Flex System equipped with columns SupelcosilTM
ABZ+Plus (25 cm x 21.2 mm, 12 pm); UV detection at 254
nm and 220 nm; 25 flow 20 mL/min (up to 50 mg). TLC
Analysis is performed on Merck Precoated 60 F254  48
plates. Purifications by flash chromatography are
performed on SiO2 support, using cyclohexane/Et0Ac or
DCM/Me0H mixtures as eluents. Intermediate 1:
2-(trifluoromethyl)benzenesulfonamide (Cf. Scheme 3,
compound XXI) S   To a solution of
2-(trifluoromethyfibenzenesulfonyl chloride (5g; 20.44
mmol; 1.00 eq.) in anhydrous THF (5.00 ml) was added a
solution of 71 ml Ammonia in Ethanol 2M under nitrogen
at mom temperature. The reaction mixture was shaken
for 20h at room temperature. The solvent was
evaporated and the residue redissolved in Et0Ac(150mL)
and 10 then washed with NELICI saturated aqueous
solution (50mL) and brine (50mL). The organic layer
was dried over MgSO4, filtered and the solvent
evaporated to give the pure 2-
(trifluoromethyfibenzenesulfonamide as a yellowish
solid (4.6g, 89% yield, 98.6% HPLC purity). This
compound was utilized as such for the next reaction. 



1H NMR (300MHz, CDC13); 5.0 (m, 2H), 7.6 (m, 2H), 7.8
(m, 1H), 8.3 (m, 1H). MS(ES) 15224.1. Intermediate 2:
2-chloro-N-(3-chloropyrazin-2-yfibenzenesulfonamide
(cf. Scheme 2, compound HT)   49 2,3-dichloropyrazine
(1g; 6.71 mmol; 1.00 eq.) and
2-clichlorobenzenesulfonamide (1.29g; 6.71mmol, 1.00
eq.) were stirred in NMP (9m1). To this reaction
mixture was added cesium carbonate (2g; 6mmol; 0.90
eq.) and the reaction mixture was stirred and heated
up to 130C for 20h. The reaction was cooled down to
room temperature, added to water 98m1 5 and washed
with AcOEt (2x30m1). The aqueous phase was acidified
with citric acid and extraced with AcOEt (3x60m1). The
organic extracts were combined, washed with brine
(10m1), dried over MgSO4 and evaporated down. The
residue was purified by Flash master using a gradient
AcOEt/cHex 2:8 to AcOEt 100% in 45 min, the title
compound was isolated, after filtration and
evaporation. The solid was recrystallized in a mixture
10 Et0Ac:Chex (30:70) to give the pure
2-chloro-N-(3-chloropyrazin-2-yl)benzene sulfonamide
as a yellowish solid (1g, 49% yield, 100%1IPLC
purity).    NMR (300M1-Iz, CDC13); 7.3-7.5 (m, NI),
7.8-8.0 (m, NI), 8.3 (m, 11). MS(ESF): 304.1; MS(ESF):
302.0.      Intermediate 3:
N43-chloropyrazin-2-y1)-2-(trifluoromethyl)benzenesulf
onamide (cf. 15 Scheme 2, compound III)  Following the
general method as outlined for Intermediate 2,
starting from 2,3- dichloropyrazine and
2-(trifluoromethypbenzenesulfonamide, the title
compound was isolated, after evaporation and
recrystallization, as a yellowish solid in 63% yield
(97 % 20 purity by HPLC).  50
Intermediate4:2-chloro-N-{3-14-(hydroxymethyl)phenyllo
yrazin-2-yllbenzene sulfonamide  (cf. Scheme 4,
compound IVa) 



HO
52-chloro-N-(3-chloropyrazin-2-yl)benzenesulfonamide
(2.2g; 7.23 mmol; 1.00 eq.) and 4- hydroxymethyl
benzene boronic acid (1.21g; 7.96 mmol; 1.10 eq.) were
dissolved in 48mL of a 1:1 mixture of Dioxane:Me0H
that was previously degassed. Potassium carbonate
(2.75g; 19.89 mmol; 2.75 eq.) and triphenylphosphine
(284.58 mg; 1.08 mmol, 0.15 eq.) were added to the
reaction mixture under nitrogen, followed by palladium
II (81.19 mg; 10 0.36 mmol; 0.05 eq.). The reaction
mixture was then heated at 110C under N2 for
30minutes. The reaction mixture was cooled down to
room temperature, diluted with diethyl ether (50mL)
and water (25mL) and filtered through celite. The
aqueous layer was separated and the organic layer
washed with water (50mL) The combined aqueous
solutions were washed with diethyl ether (50mL), then
acidified aqueous layer with HO 15 5N and extracted
with AcOEt. The organic extracts were combined, washed
with brine (10m1), dried over MgSO4 and evaporated
down to give the pure 2-chloro-N-1344-
(hydroxymethyl)phenyl]pyrazin-2-yll benzene
sulfonamide as a yellowish solid (2.5g, 91% yield, 98%
HPLC purity). This compound was used as such for the
next reaction.     111 NMR (300M1-Iz, CDC13); 4.68 (m,
211), 7.5-7.7 (m, 711), 8.1-8.2 (m, 311), 8.3 (m,
111). 20 MS(ESr): 376.1; MS(EST): 374.1.  51
Intermediate 5:
2-trifluoromethyl-N-13-14-(hydroxymethyl)phenyllpyrazi
n-2-1711 benzene sulfonamide  (cf. Scheme 4, compound
IVa) HO 5 Following the general method as outlined for
Intermediate 4, starting from N-(3-
chloropyrazin-2-y0-2-(trifluoromethyDbenzenesulfonamid
e and 4-hydroxymethyl benzene boronic acid, the title
compound was isolated, after evaporation and
recrystallization, as a yellowish solid in 85% yield
(97 % purity by HPLC).     1H NMR (300MHz, CDC13);
4.83 (m, 2H), 7.5-7.9 (m, 8H), 8.1 (m, 1H), 8.3 (m,
1H), 8.64 10(m, 1H). MS(ESI): 410.3; MS(ES1): 408.5.
Intermediate6:443-{112-chlorophenyl)sulfonyllaminothyr
azin-2-171)benzoicacid (cf Scheme 5, compound IVb)
Following the general method as outlined for
Intermediate 4, starting from 2-chloro-N-(3- 15
chloropyrazin-2-yl)benzenesulfonamide and
4-carboxybenzene boronic acid, the title compound was
isolated, after evaporation and recrystallization, as
a yellowish solid in 83% yield (96 % purity by HPLC). 



52 1H NMR (300MHz, CDC13); 7.5-7.7 (m, 4H), 7.9-8.0
(m, 2H), 8.1-8.4 (m, 5H). MS(ESI+): 390.8; MS(ESF):
388.9. Intermediate 7:
4-(3-(112-trifluoromethylphenyltsulfonyllaminolpyrazin
-2-yllbenz.oic acid (cf. Scheme 5, compound IVb) S HO
Following the general method as outlined for
Intermediate 4, starting from N-(3-
chloropyrazin-2-y0-2-(trifluoromethyDbenzenesulfonamid
e and 4-carboxybenzene boronic acid, the title
compound was isolated, alter evaporation and
recrystallization, as a yellowish solid in 80% yield
(98 % purity by HPLC). 10 MS(ESr): 424.4; MS(ESF):
422.2. Intermediate 8: 2-chloro-N-
{3[4-(chloromethyl)ohenyllovrazin-2-yll
benzene-sulfonamide (cf. Scheme 4, compound Vb) CI
2-chloro-N-13-[4-(hydroxymethyDphenyl]pyrazin-2-yll
benzene sulfonamide (3.15g; 8.4 15 mmol; 1.00 eq.) was
dissolved in dichloromethane (80mL) and thionyl
chloride (8.5mL, 117mmol, 14eq.) was added dropwise.
The reaction mixture was stirred overnight. The  53
reaction mixture was poured carefully into ice/water
(200mL) and stirred until clear layers were formed.
The mixture was separated and the organic layer was
dried over MgSO4 and evaporated down to give the crude
solid which was recrystallsied in AcOEt/cyclohexane to
give the pure
2-chloro-N-1344-(chloromethyl)phenyl]pyrazin-2-yl}benz
enesulfonamide as 



5 a white solid (3.02 g, 95% yield, 99% HPLC purity).
1H NMR (300MHz, CDC13); 4.69 (m, 2H), 7.45-7.6 (m,
3H), 7.65-7.7 (m, 511), 8.0 (m, 111), 8.3 (m, Hi),
8.38 (m, 111). MS(ESF ): 396.1; MS(ESF): 393.1.
Intermediate9:N- {3
[4-(chloromethyl)phenyllpyrazin-2-y11-2-(trifluorometh
yl) benzenesulfonamide  10 (cf. Scheme 4, compound Vb)
CI Following the general method as outlined for
Intermediate 8, starting from 2- trifluoromethyl-N-13
[4-(hydroxymethyDphenyl]pyrazin-2-y1} benzene
sulfonamide and thionyl chloride, the title compound
was isolated, after evaporation and recrystallization,
as 15 a white solid in 96% yield (97 % purity by
HPLC). MS(ESE): 428.9; MS(EST): 426.7.
Intermediate10:N-1-3-(3-hydroxvprop-1-yn-1-yl)nvrazin-
2-y11-2-(trilluoromethyll benzenesulfonamide  (cf.
Scheme 8, compound Villa)  54  Method A:
N-(3-chloropyrazin-2-34)-2-(trifluoromethyDbenzenesulf
onamide (1.35g; 4.0 mmol, 1.00 eq.) and 2-propyn-1-ol
(336mg; 6.0 mmol; 1.5 eq.) were dissolved in 10mL of
DMF under 5 nitrogen atmosphere. To the reaction
mixture was added CH3COOK (588mg; 6.0 mmol, 1.5 eq.)
and Pd(PPh3)4 (232 mg; 0.2 mmol) under nitrogen. The
reaction mixture was then heated at 100C under
nitrogen for 2hours. After removal of the solvent by
distillation in vacuo, the residue was triturated with
water (40mL) and extracted with diethyl ether
(3x30mL). The organic layer was dried over MgSO4 and
evaporated down. The crude 10 product was purified by
silica gel column chromatography using a mixture of
hexane and AcOEt to give pure N-[3-(3-hydroxyprop-1
-yn-1 -y1)pyrazin-2-y1]-2-(trifluoromethyl)
benzenesulfonamide as a yellowish solid (686mg, 48%
yield, 98% HPLC purity). Method B:  



15
N-(3-chloropyrazin-2-y0-2-(trifluoromethyDbaizencsulfo
namide (1.35g; 4.0 mmol; 1.00 eq.) and 2-propyn-1 -ol
(336mg 6.0 mmol; 1.5 eq.) were dissolved in 10mL of
DMF under nitrogen atmosphere. To the reaction mixture
was added CH3COOK (588mg; 6.0 mmol; 1.5 eq.) CO (40mg;
0.2 mmol; 0.05 eq.) and Pd(PPh3)2C12 (28mg; 0.04 mmol)
under nitrogen. The reaction mixture was then heated
at 100C under nitrogen for 2hours. After 20 removal of
the solvent by distillation in vacuo, the residue was
triturated with water (40mL) and extracted with
diethyl ether (3x30mL). The organic layer was dried
over MgSat and evapored down. The crude product was
purified by silica gel column chromatography using a
mixture of hexane and AcOEt to give pure
N43-(3-hydroxyprop-1-yn-1 -yl)pyrazin-2-y1]-
2-(trifluoromethyl) benzenesulfonamide as a yellowish
solid (702mg, 50% yield, 98% 25 HPLC purity).  55
MS(ESI): 358.6; MS(EST): 356.5. Intermediate 11:
N-(3-ntnerazin-1-ylpyrazin-2-v1)-2-(trifluoromethyl)be
nzenesulfonamide (cf. Scheme 10, compound XI)
5tert-butyl443-Q[2-(trifluoromethyl)phenyl]sulfonyllam
ino)pyrazin-2-yl]piperazine-1- carboxylate (1.46g,
3mmol) was dissolved in dichloromethane (50mL) and
trifluoroacetic acid (4.5g, 40mmol) was added at 0 C.
The reaction mixture was stirred for 2h. The solvents
were evaporated and the residue redissolved in
dichloromethane (50m1) and evaporated to dryness to
give the expected product
N-(3-piperazin-1-ylpyrazin-2-y1)-2- 10
(trifluoromethyl)benzenesulfonamide as a yellow solid
(1.1g, 95% yield, 95 % purity by MS(ESI4): 388.4;
MS(EST): 386.3. Example 1: General procedure for the
synthesis of 2 3-substituted pyrazinc sulfonamide 15
derivatives of general formula I with A and Z as above
defined (Schemes 1 4 5 6 7 8 9 and 10): N-
{344-(1II-indol-1-ylmethyl)phenyllpyrazin-2-y11-2-(tri
fluoromethyl)benzenesulfonamide   56  



Method A: To a solution of 114-Indole (234mg, 2.0mmol,
1 eq) in dimethylformamide (10mL) was added sodium
hydride (80mg, 2mmol, leq). After the evolution of
hydrogen ceased, N-13-
[44chloromethyl)phenyl]pyrazin-2-y11-2-(trifluoromethy
l) benzenesulfonamide (intermediate 26) (854mg, 2mmol,
leg) in dimethylformamide (5mL) was added and the
reaction mixture heated to 80 degrees over 3hours. The
reaction was cooled, diluted with 30mL of water and
extracted with diethyl ether. The organic layer was
dried over MgSO4, evaporated and purified by flash
chromatography on silica gel eluting with AcOEt and 10
cyclohexane to give pure
N-1344-(111-indon-ylmethyl)phenyl]pyrazin-2-y1}-2-
(trifluoromethyDbenzenesulfonamide as a yellow solid
(630mg, 1.24mmol, yield: 62%, 97% HPLC purity). Method
B: N- {344-(chloromethyl)phenyl]pyrazin-2-yli
-2-(trifluoromethyl) benzene sulfonamide 15
(intermediate 26) (854mg, 2mmol, leq) and 111-Indole
(234mg, 2.0mmol, leq) were shaken in tetrahydrofuran
(20mL) and heated up to 50 degrees for 10minutes. To
the reaction mixture was added potassium tert-butoxide
(4.5mL of a 1M solution in THF). The reaction mixture
was maintained to 50 degrees for 5h, and then cooled
down to room temperature. The reaction mixture was
treated with 10m1 of an aqueous citric acid solution
20 (20g in 100mL of water) and extracted with AcOEt.
The organic layer was dried over MgSO4 and evaporated.
The crude was purified similarly to Method A to give
pure N-13-  57
[4-(1H-indo1-1-yhnethyl)phenylipyrazin-2-y1}-2-(triflu
oromethyDbenzenesulfonamide as a yellow solid (691mg,
1.36mmol, yield: 68%, 98% HPLC purity). N-
{3444111-indo1-1-ylmethyl)phenyllpyrazin-2-y11-2-(trif
luoromethyl)benzene  sulfonamide: yellow solid; 111NMR
(300 MHz, CDC13); 5.50 (m, 211), 6.5 (m, Hi), 7.0-7.2
5(m, 211), 7.4-7.65 (m, 811), 7.65-7.7 (m, 211), 8.0
(m, 211), 8.3 (m,111), 8.38 (m,111). MS (ESI+) 509.5,
(EST-) 507.6. Example 2:2-ehloro-N- {3 -[4-(
Tmethyl[4-(trifluoromethoxy)phenyflamin6I -methyD-
phenyllpyrazin-2-ylibenzenesulfonamide  



10 Following the general methods as outlined in
Example 1 (Method B), starting from 2- ehloro-N-
{3-[4-(chloromethyl)phenyl]pyrazin-2-y1
Ibenzenesulfonamide (Intermediate 8), and
N-methyl-4-(trifluoromethoxy)aniline, the title
compound was isolated as a yellow solid in 72% yield
(99% purity by HPLC). MS(ESFE): 550.1; MS(ESF): 547.8.
15 Example
3:N-(3-14-1(2-ethyl-1H-benzimidazol-1-yHmethyl1phemil}
pyrazin-2-1/1)-2- (trifluoromethyl)benzenesulfonamide
58  Following the general method as outlined in
Example 1 (Method B), starting from N-{344-
(chloromethyl)phenyl]pyrazin-2-y11-2-(trifluoromethyl)
benzenesulfonamide (Intermediate 9), and
2-ethylbenzimidazole, the title compound was isolated
as a yellow solid in 63% 5 yield (96% purity by HPLC).
MS(ESr): 538.6; MS(ESF): 536.5. Example4:2-chloro-N-{3
-(4- {[methyl(phenybamino]methyllphenybpyrazin-2-y11-
benzenesulfonamide  10 Following the general method as
outlined in Example 1 (Method B), starting from 2-
chloro-N-
{344-(chloromethyl)phenyl]pyrazin-2-yl}benzenesulfonam
ide (Intermediate 8), and N-methyl-aniline, the title
compound was isolated as a yellow solid in 83% yield
(99% purity by HPLC). MS(ESr): 465.6; MS(ESF): 463.8.
59 Example5:2-chloro-N-(3-
{4-112-naphthyloxy)methyllphenylIpyrazin-2-ylibenzene-



sulfonamide   Following the general method as outlined
in Example 1 (Method A), starting from 2- 5
chloro-N-{3-[4-(chloromethyl)phenyl]pyrazin-2-y1
Ibenzenesulfonamide (Intermediate 8), and 2-hydroxy
naphthalene, the title compound was isolated as a
yellow solid in 72% yield (99% purity by HPLC).
MS(ES1): 503.4; MS(ESF): 501.2.
Example6:2-chloro-N-{3-1-4-(111-indol-1-ylinethyl)phen
yllpyrazin-2-yllbenzene- 10 sulfonamide   Following
the general method as outlined in Example 1 (Method
B), starting from 2-
chloro-N-{344-(chloromethyl)phenyl]pyrazin-2-yl}benzen
esulfonamide (Intermediate 8), and 1-H-Indole, the
title compound was isolated as a yellow solid in 71%
yield (98% purity 15 by HPLC). MS(F,Sr): 475.9;
MS(ESF): 473.5.  60 Example 7:
2-chloro-N-(3-{4-115,6,7,8-tetrahydronaphthalen-2-ylox
y)methyll-phemillpyrazin-2-vHbenzenesulfonamide
Following the general method as outlined in Example 1
(Method B), starting from 2- 5
chloro-N-{3-[4-(chloromethyl)phenyl]pyrazin-2-y1
Ibenzenesulfonamide (Intermediate 8), and
6-hydroxy-1,2,3,4-tetrahydronaphtalene, the title
compound was isolated as a yellow solid in 69% yield
(99% purity by HPLC). MS(ESI4): 507.6; MS(ESF): 505.2.



Example 8: 2-chloro-N-(3-
{4-112-ethyl-1H-benzimidazol-1-yDmethyllphenyllpyrazin
-2- 10 ylibenzenesulfonamide   Following the general
method as outlined in Example 1 (Method B), starting
from 2- chloro-N-
{344-(chloromethyl)phenyl]pyrazin-2-yl}benzenesulfonam
ide (Intermediate 8), and 2-ethyl benzimidazole, the
title compound was isolated as a yellow solid in 65%
yield 15 (96% purity by HPLC). MS(ESr): 505.4;
MS(ESF): 503.2.  61 Example9:N-(3-
144(1,3-benzodioxo1-5-ylamino)methyllphenylIpyrazin-2-
y1)-2- 1trifluoromethyllbenzenesulfonamide   Following
the general method as outlined in Example 1 (Method
B), starting from N-{3-[4-
(chloromethyl)phenyl]pyrazin-2-y11-2-(trifluoromethyl)
benzenesulfonamide (Intermediate 9), and
3,4-(methylenedioxy)aniline, the title compound was
isolated as a yellow solid in 69% yield (96% purity by
HPLC). MS(ESr): 529.7; MS(ESF): 527.5.
Example10:N-13-(4- II13-methoxybenzylloxylmethyll
nhenyllpyrazin-2-y11-2- 10
ItrifluoromethyDbenzenesulfonamide   Following the
general method as outlined in Example 1 (Method B),
starting from N-1344-
(chloromethyl)phenyl]pyrazin-2-y11-2-(trifluoromethyl)
benzenesulfonamide (Intermediate 9), and 3-anisyl
alcohol, the titk compound was isolated as a yellow
solid in 64% yield 



15 (92% purity by HPLC). MS(ESFE): 530.4; MS(ESF):
528.8.  62 Example11:3-chloro-N- (3444
fmethyll4-(trifluoromethoxy)phenyllaminolmethyl)
phenvllnyrazin-2-yllbenzenesulfonamide   Following the
general method as outlined in Example 1 (Method B),
starting from 3- 5
chloro-N-1344-(chloromethyl)phenyl]pyrazin-2-y1
lbenzenesulfonamide, and N-methyl-4-
(trifluoromethoxy)aniline, the title compound was
isolated as a yellow solid in 69% yield (94% purity by
HPLC). MS(ESF ): 550.2; MS(ESF): 547.6. Example 12:
N43-(4-1[(4-chlorophcnyl)(mcthybamincdmethylIphenyl)py
razin-2-y11- thiophene-2-sulfonamide   Following the
general method as outlined in Example 1 (Method B),
starting from N-{344-
(chloromethyl)phenyl]pyrazin-2-yllthiophene-2-sulfonam
ide, and N-methyl-4-chloro aniline, the title compound
was isolated as a yellow solid in 69% yield (94%
purity by 15 HPLC). MS(ESO: 472.8; MS(ESF): 470.7.  63
Example13:4-phenoxy-N- {3-1-4-(o
thnolin-2-ylmethyl)piperazin-1-yllpyrazin-2-yll- 



benzenesulfonamide   To a solution of
4-phenoxy-N-(3-piperazin-l-ylpyrazin-2-yDbenzenesulfon
amide (411mg, 5 1.0mmol, leq) in dimethylformamide
(10mL) was added 2-(chloromethyDquinoline
hydrochloride (214mg, lmmol, leq) and D1PEA (322mg,
2.5mmol, 2.5eq). The reaction mixture was heated to 50
degrees over lhour. The reaction was cooled, diluted
with 30mL of water and extracted with diethyl ether.
The organic layer was dried over MgSO4, evaporated and
purified by flash chromatography on silica gel eluting
with AcOEt and 10 cyclohexane to give pure
4-phenoxy-N-{344-(quinolin-2-yhnethyDpiperazin-1-ylipy
razin2-yllbenzenesulfonamide as a yellow solid (419mg,
0.76mmol, yield: 76%, 97% HPLC purity). MS (ER+)
553.6, (ESI-) 551.2. Example14:4-methyl-N- {3 -1-4-fl
methv11-4-(trifluoromethoxv)phenvllaminol - 15
methyllphenyllpyrazin-2-ylIbenzencsulfonamide    64
Following the general method as outlined in Example 1
(Method B), starting from N-{344-
(chloromethyl)phenyl]pyrazin-2-y11-4-methylbenzenesulf
onamide, and N-methy1-4- (trifluoromethoxy)aniline,
the title compound was isolated as a yellow solid in
69% yield (94% purity by HPLC). 5 MS(ESI+): 529.5;
MS(ESF): 526.6.
Example15:4-chloro-N-1-344-11-methyl(phenyHamino1methy
liphenyl)Pyrazin-2-yli- benzenesulfonamide   Following
the general method as outlined in Example 1 (Method
B), starting from 4- 10
chloro-N-{3-[4-(chloromethyl)phenyl]pyrazin-2-y1
lbenzenesulfonamide, and N-methylaniline, the title
compound was isolated as a yellow solid in 76% yield
(96% purity by HPLC). MS(ESO: 465.6; MS(ESF): 463.7.
Example16:4-cyano-N- {3
-14-flmethy114-(trifluoromethoxy)phenyflaminol - 



15 methyl)phenyl1pyrazin-2-yllbenzenesulfonamide    65
Following the general method as outlined in Example 1
(Method D), N-{344-
(chloromethyl)phenyl]pyrazin-2-y11-4-cyanobenzenesulfo
namide, and N-methy1-4- (trifluoromethoxy)aniline, the
title compounds were isolated as a yellow solid in 70%
yield (92% purity by HPLC). 5 MS(ESI+): 540.6;
MS(ESF): 538.5. Example 17:
N-1-3-(4-(114-Fluoro-pheny1)-methyl-aminol-methyll-phe
ny1)-pyrazin-2-y11-2-
trifluoromethyl-benzenesulfonamide   Following the
general method as outlined in Example 1 (Method B),
starting from N-{3-{4- 10
(chloromethyl)phenyl]pyrazin-2-y11-2-(trifluoromethyl)
benzenesulfonamide (Intermediate 9), and
4-Fluoro-N-methylaniline, the title compound was
isolated as a yellow solid in 78% yield (98% purity by
HPLC). MS(ESO: 517.9; MS(ESF): 515.8. Example18:N-(3-
{44(Methyl-phenyl-amino)-methyll-phenyl 1
-pyrazin-2-y1)-2- 15
trilluoromethyl-benzenesulfonamide    66 Following the
general method as outlined in Example 1 (Method B),
starting from N-{344-
(chloromethyl)phenyl]pyrazin-2-y11-2-(trifluoromethyl)
benzenesulfonamide (Intermediate 9), and
N-methylaniline, the title compound was isolated as a
yellow solid in 75% yield (99% purity by HPLC). 5
MS(ESI+): 499.9; MS(ESF): 497.8. Example 19:
N-1-3-(4-1114-Cyano-phenyl)-methyl-aminol-methyll-phen
yl)-pyrazin-2-y11-2-
trifluoromethyl-benzenesulfonamide   



Following the general method as outlined in Example 1
(Method B), starting from N-{3-{4- 10
(chloromethyl)phenyl]pyrazin-2-y11-2-(trifluoromethyl)
benzenesulfonamide (Intermediate 9), and
4-(N-methylamino)benzonitrile, the title compound was
isolated as a yellow solid in 71% yield (94% purity by
IIPLC). MS(ESO: 524.6; MS(ESF): 522.4.     Example 20:
N-1344-(4-Fluoro-phenoxymethy1)-phenyll-pyrazin-2-y11-
2-trifluoromethyl15 benzenesulfonamide    67 Following
the general method as outlined in Example 1 (Method
A), starting from N-{344-
(chloromethyl)phenyl]pyrazin-2-y11-2-(trifluoromethyl)
benzenesulfonamide (Intermediate 9), and
4-fluorophenol, the title compound was isolated as a
yellow solid in 67% yield (95% purity by HPLC). 5
MS(ESI+): 504.6; MS(ESF): 502.6.
Example21:N-(3-{4-1-(FAhyl-phenyl-amino)-methyll-pheny
l}-pyrazin-2-y1)-2- trifluoromethyl-benzenesulfonamide
Following the general method as outlined in Example 1
(Method B), starting from N-{3-{4- 10
(chloromethyl)phenyl]pyrazin-2-y11-2-(trifluoromethyl)
benzenesulfonamide (Intermediate 9), and
N-ethylaniline, the title compound was isolated as a
yellow solid in 70% yield (96% purity by HPLC).
MS(ESFE): 513.6; MS(ESF): 511.7.      Example 22: N-
{344-(2,3-Dihydro-benzal,41oxazin-4-ylmethyl)-phenyll-
pyrazin-2- 15 y1}-2-trifluoromethyl-benzenesulfonamide
68 Following the general method as outlined in Example
1 (Method B), starting from N-(344-
(chloromethyl)phenyl]pyrazin-2-y11-2-(trifluoromethyl)
benzenesulfonamide (Intermediate 9), and
3,4-dihydro-2H-1,4-benzoxazine, the title compound was
isolated as a yellow solid in 65% yield (97% purity by
HPLC). 



5 MS(ESI+): 527.7; MS(ESF): 525.5. Example 23:
N-(3-(4-(113-Fluoro-phenyl)-methyl-aminol-methyll-phen
yl)-pyrazin-2-y11-2-
trifluoromethyl-benzenesulfonamide   Following the
general method as outlined in Example 1 Method B),
starting from N-{3-{4- 10
(chloromethyl)phenyl]pyrazin-2-y11-2-(trifluoromethyl)
benzenesulfonamide (Intermediate 9), and
3-Fluoro-N-methylaniline, the title compound was
isolated as a yellow solid in 69% yield (92% purity by
IIPLC). MS(ESFE): 517.7; MS(ESF): 515.6.
Example24:N-13-1-4-(6-Chloro-pyridin-3-yloxymethyl)-ph
enyll-pyrazin-2-yll -2- 15
trifluoromethyl-benzenesulfonamide    69 Following the
general method as outlined in Example 1 (Method A),
starting from N-{344-
(chloromethyl)phenyl]pyrazin-2-y11-2-(trifluoromethyl)
benzenesulfonamide (Intermediate 9), and
2-chloro-5-hydroxy-pyridine, the title compound was
isolated as a yellow solid in 73% yield (98% purity by
}{PLC). 5MS(ESI+): 522.1; MS(ESF): 520.1.
Example25:N-1344-(2-Pyridin-2-yl-indo1-I-ylmethyl)-phe
nyll-pyrazin-2-yll -2-
trifluoromethyl-benzenesulfonamide   Following the
gcncial method as outlined in Example 1 (Method A),
starting from N-{3-{4- 10
(chloromethyl)phenyl]pyrazin-2-y11-2-(trifluoromethyl)
benzenesulfonamide (Intermediate 9), and
2-pyridine-2-y1-111-indole, the title compound was
isolated as a yellow solid in 56% yield (92% purity by
IIPLC). MS(ESFE): 586.8; MS(ESF): 584.6. Example26:N-
{3-1-4-(5-Fluoro-indol-l-ylmethyl)-phenyll-pyrazin-2-y
ll -2- 



15 trifluoromethyl-benzenesulfonamide    70 Following
the general method as outlined in Example 1 (Method
A), starting from N-1344-
(chloromethyl)phenyl]pyrazin-2-y11-2-(trifluoromethyl)
benzenesulfonamide (Intermediate 9), and
5-fluoro-indole, the title compound was isolated as a
yellow solid in 69% yield (99% purity by HPLC). 5
MS(ESI+): 527.6; MS(ESF): 525.7.
Example27:N43-(4-Phenoxymethyl-pheny1)-pyrazin-2-y11-2
-trifluoromethyl- benzenesulfonamide   Following the
general method as outlined in Exampk 1 Method A),
starting from N-{3-{4- 10
(chloromethyl)phenyl]pyrazin-2-y11-2-(trifluoromethyl)
benzenesulfonamide (Intermediate 9), and phenol, the
title compound was isolated as a yellow solid in 75%
yield (98% purity by IIPLC). MS(ESFE): 486.8; MS(ESF):
484.7.       Example 28: N-I3-(4- {F(4-Chl
oro-pheny1)-methyl-aminol-methyl}-pheny1)-pyrazin-2-y1
1- 15 2-trifluoromethyl-benzenesulfonamide   71
Following the general method as outlined in Example 1
(Method B), starting from N-{344-
(chloromethyl)phenyl]pyrazin-2-y11-2-(trifluoromethyl)
benzenesulfonamide (Intermediate 9), and
4-chloro-N-methylaniline, the title compound was
isolated as a yellow solid in 72% yield (94% purity by
HPLC). 5MS(ESI+): 534.1; MS(ESF): 532.1.
Example29:2-Chloro-N-1-344-
fif4-cyano-pheny1)-methyl-aminol-methyl -pheny1)-
pvrazin-2-ylkbenzenesulfonamide   



Following the general method as outlined in Example 1
(Method B), starting from N-{3-{4- 10
(ehloromethyl)phenyl]pyrazin-2-y11-2-(chloro)
benzenesulfonamide (Intermediate 8), and
4-(N-methylamino)-benzonitrile, the title compound was
isolated as a yellow solid in 52% yield (99% purity by
HPLC). MS(ESr): 491.0; MS(ESF): 489.0. 15 Example 30:
N-[3 -(4- [(3,4-Dichloro-pheny1)-methyl-aminokmethyll
-phcny1)-pnTrazin2-yl]-2-trifluoromethyl-benzenesulfon
amide  72  Following the general method as outlined in
Example 1 (Method B), starting from N-{344-
(chloromethyl)phenyl]pyrazin-2-y11-2-(trifluoromethyl)
benzenesulfonamide (Intermediate 9), and
3,4-dichloro-N-methylaniline, the title compound was
isolated as a yellow solid in 5 63% yield (91% purity
by HPLC). MS(ESFE): 569.6; MS(ESF): 565.1. Example 31:
N-1344-(4-Cyano-phenoxymethyl)-phenyll-pyrazin-2-y11-2
-trifluoromethylbenzenesulfonamide   10   Following
the general method as outlined in Example 1 (Method
B), starting from N-1344-
(chloromethyl)phenyl]pyrazin-2-y11-2-(trifluoromethyl)
benzenesulfonamide (Intermediate 9), and
4-cyanophenol, the title compound was isolated as a
yellow solid in 73% yield (93% purity by HPLC).
73 



Example32:N- I 3
-14-(6-Fluoro-indol-1-ylmethyl)-phenyll-pyrazin-2-y11-
2- trinuoromethyl-benzenesulfonamide  Following the
general method as outlined in Example 1 (Method B),
starting from N-{3-{4- 5
(chloromethyl)phenyl]pyrazin-2-y11-2-(trifluoromethyl)
benzenesulfonamide (Intermediate 9), and
6-Iluom-11{-indole, the title compound was isolated as
a yellow solid in 77% yield (97% purity by HPLC).
MS(ESf ): 527.8; MS(ESF): 525.6.     Example 33:
2-Chloro-N-{34445-methoxy-2-methyl-indo1-1-ylmethyl)-p
henyll-pyrazin-2- 10 y11-benzenesulfonamide
Following the general method as outlined in Example 1
(Method B), starting from N-1344-
(chloromethyl)phenyl]pyrazin-2-y11-2-(ehloro)
benzenesulfonamide (Intermediate 8), and
2-methyl-5-methoxyindole, the title compound was
isolated as a yellow solid in 72% yield 15 (98% purity
by IIPLC). MS(ESP): 520.2; MS(ESF): 518.3.  74
Example34:N-{34444-Methoxy-phenoxymethyl)-phenyll-pyra
zin-2-yll -2- trifluoromethyl-benzenesulfonamide
Following the general method as outlined in Example 1
(Method B), starting from N-{3-{4- 5
(chloromethyl)phenyl]pyrazin-2-y11-2-(trifluoromethyl)
benzenesulfonamide (Intermediate 9), and
4-hydroxyanisole, the title compound was isolated as a
yellow solid in 48% yield (91% purity by HPLC). 



MS(ESFE): 516.6; MS(ESF): 514.5.     Example 35: N-(3-
{4-[(Benzyl-pyridin-2-yl-amino)-methyl]-phenyl}
-pyrazin-2-y1)-2- 10 chloro-benzenesulfonamide
Following the general method as outlined in Example l
(Method B), starting from N-{344-
(chloromethyl)phenyl]pyrazin-2-y11-2-(chloro)
benzenesulfonamide (Intermediate 8), and
2-benzylaminopyridine, the title compound was isolated
as a yellow solid in 35% yield 15 (94% purity by
HPLC). MS(ESI): 543.3; MS(ESF): 541.3.  75
Example36:N- {3
-1-4-(2,3-Dihydro-indo1-1-ylmethyl)-phenyll-pyrazin-2-
y11-2- trilluoromethyl-benzenesulfonamide   Following
the general method as outlined in Example 1 (Method
B), starting from N-{3-{4- 5
(chloromethyl)phenyl]pyrazin-2-y11-2-(trifluoromethyl)
benzenesulfonamide (Intermediate 9), and
2,3-dihydro-111-indole, the title compound was
isolated as a yellow solid in 66% yield (94% purity by
HPLC). MS(ESFE): 511.6; MS(ESF): 509.4.      Example
37: N-P -(4-W2 4-Dichloro-phenyl)-methylaminokmethyll
-phenyb-pyrazin-2- 10
y11-2-trifluoromethyl-benzenesulfonamide   Following
the general method as outlined in Example 1 (Method
B), starting from N-{344-
(chloromethyl)phenyl]pyrazin-2-y11-2-(trifluoromethyl)
benzenesulfonamide (Intermediate 



9), and 2,4-dichloro-N-methylaniline, the title
compound was isolated as a yellow solid in 15 69%
yield (96% purity by BPLC). MS(ESFE): 569.6; MS(ESF):
566.8.  76 Example 38: N- {3
-1-4-(3-Chloro-phenoxymethyl)-phenyll-pyrazin-2-y1}
-2-trifluoromethylbenzenesulfonamide   Following the
general method as outlined in Example 1 (Method A),
starting from N-{3-{4- 5
(chloromethyl)phenyl]pyrazin-2-y11-2-(trifluoromethyl)
benzenesulfonamide (Intermediate 9), and
3-chlorophenol, the title compound was isolated as a
yellow solid in 70% yield (98% purity by HPLC).
MS(ESO: 521.0; MS(ESF): 519.0.     Example 39:
2-Chloro-N-1-3-(4- (K2
4-difluoro-phenyl)-methyl-aminol-methyl -phenyl)-10
pyrazin-2-yll-benzenesulfonamide   Following the
general method as outlined in Example l (Method B),
starting from N-{344-
(chloromethyl)phenyl]pyrazin-2-y11-2-(chloro)
benzenesulfonamide (Intermediate 8), and
2,4-difluoro-N-methylaniline, the title compound was
isolated as a yellow solid in 77% 15 yield (92% purity
by HPLC). MS(ESr): 502.0; MS(ESF): 500.0.  77
Example40:N-1344-(2-Methyl-indol-1-ylmethyl)-phenyll-p
yrazin-2-y11-2- 



trilluoromethyl-benzenesulfonamide   Following the
gencial method as outlined in Example 1 (Method A),
starting from N-1344-
(chloromethyl)phenyl]pyrazin-2-yll
-2-(trifluoromethyl) benzenesulfonamide (Intermediate
9), and 2-methyl-1 -H-indole, the title compound was
isolated as a yellow solid in 70% yield (98% purity by
HPLC). MS(ESI): 523.5; MS(ESF): 521.5.
Example41:2-Chloro-N-1344-(5-fluoro-indol-1-ylmethyl)-
phenyll-pyrazin-2-y1} - 10 benzenesulfonamide
Following the general method as outlined in Example 1
(Method B), starting from 2- chloro-N-
{344-(chloromethyl)phenyl]pyrazin-2-yl}benzenesulfonam
ide (Intermediate 8), and 5-fluoroindole, the title
compound was isolated as a yellow solid in 72% yield
(96% 15 purity by HPLC). MS(ESI4): 493.9; MS(ESF):
491.9  78
Example42:2-Chloro-N-1-3-(44112-fluoro-pheny1)-methyl-
aminol-methyll -pheny1)-
pvrazin-2-1/11-benzenesulfonamide   Following the
general method as outlined in Example 1 (Method B),
starting from 2- 5
chloro-N-(344-(chloromethyl)phenyl]pyrazin-2-yl}benzen
esulfonamide (Intermediate 8), and
2-fluoro-N-methyl-aniline, the title compound was
isolated as a yellow solid in 79% yield (99% purity by
HPLC). MS(ESFE): 484.1; MS(ESF): 482.1 



Example43:2-Chloro-N-
{344-(2-methyl-indo1-1-ylmethyl)-phenyll-Pyrazin-2-yl}
- lc benzenesulfonamide   Following the general method
as outlined in Example 1 (Method B), starting from 2-
chloro-N-(344-(chloromethyl)phenyl]pyrazin-2-yllbenzen
esulfonamide (Intermediate 8), and
2-methyl-l-H-indole, the title compound was isolated
as a yellow solid in 81% yield 15 (96% purity by
HPLC). MS(ESI4): 490.0; MS(ESF): 488.1  79 Example 44:
N-(3-
M-KBenzyl-pyridin-2-1/1-amino)-methyl]-phenyl}-pyrazin
-2-y1)-2- trilluoromethyl-benzenesulfonamide
Following the general method as outlined in Example 1
(Method A), starting from N-{3-[4- 5
(chloromethyl)phenyl]pyrazin-2-y11-2-(trifluoromethyl)
benzenesulfonamide (Intermediate 9), and
N-(2-pyridine)-benzylamine, the title compound was
isolated as a yellow solid in 79% yield (98% purity by
1-1PLC). MS(ESr): 576.6; MS(ESF): 574.6.     Example
45: 2-Chloro-N-(3-
{4-1-(ethyl-pyridin-2-yl-amin6)-methyll-phenyll
-Dvrazin-2-y11- 10 benzenesulfonamide   Following the
general method as outlined in Example 1 (Method B),
starting from 2- chloro-N-
{344-(chloromethyl)phenyl]pyrazin-2-yl}benzenesulfonam
ide (Intermediate 8), and 2-(ethylamino)-pyridine, the
title compound was isolated as a yellow solid in 64% 



15 yield (96% purity by 14PLC). MS(ESr): 481.0;
MS(ESF): 478.1  80 Example 46: N-13-14
-(5-Chloro-2-methyl-indo1-1-ylmethyl)-phenyll-pyrazin-
2-y11-2- trifluoromethyl-benzenesulfonamide
Following the general method as outlined in Example 1
(Method A), starting from N-{3-{4- 5
(chloromethyl)phenyl]pyrazin-2-y11-2-(trifluoromethyl)
benzenesulfonamide (Intermediate 9), and
2-methyl-5-chloroindole, the title compound was
isolated as a yellow solid in 71% yield (95% purity by
HPLC). MS(ESFE): 558.3; MS(ESF): 556.4. Example 47:
Preparation of a pharmaceutical formulation  10 The
following formulation examples illustrate
representative pharmaceutical compositions according
to the present invention being not restricted thereto.
Formulation 1 - Tablets A 2,3-substituted pyrazine
sulfonamide derivative of formula I is admixed as a
dry powder with a dry gelatin binder in an approximate
1:2 weight ratio. A minor amount of 15 magnesium
stearate is added as a lubricant. The mixture is
formed into 240-270 mg tablets (80-90 mg of active
2,3-substituted pyrazine sulfonamide compound per
tablet) in a tablet press. Formulation 2- Capsules  81
A 2,3-substituted pyrazine sulfonamide derivative of
formula I is admixed as a dry powder with a starch
diluent in an approximate 1:1 weight ratio. The
mixture is filled into 250 mg capsules (125 mg of
active 2,3-substituted pyrazine sulfonamide compound
per capsule). Formulation 3- Liquid 



5 A 2,3-substituted pyrazine sulfonamide derivative of
formula (1250 mg), sucrose (1.75 g) and xanthan gum (4
mg) are blended, passed through a No. 10 mesh U.S.
sieve, and then mixed with a previously prepared
solution of microcrystallinc cellulose and sodium
carboxymethyl cellulose (11:89, 50 mg) in water.
Sodium benzoate (10 mg), flavor, and color are diluted
with water and added with stirring. Sufficient water
is then added to 10 produce a total volume of 5 ml.
Formulation 4- Tablets A 2,3-substituted pyrazine
sulfonamide derivative of formula I is admixed as a
dry powder with a dry gelatin binder in an approximate
1:2 weight ratio. A minor amount of magnesium stearate
is added as a lubricant. The mixture is formed into
450-900 mg tablets 15 (150-300 mg of active
2,3-substituted pyrazine sulfonamide compound) in a
tablet press. Formulation 5- Injection A
2,3-substituted pyrazinc sulfonamide derivative of
formula (I) is dissolved in a buffered sterile saline
injectable aqueous medium to a concentration of
approximately 5 mg/ml. BIOLOGICAL ASSAYS  20 Example
48: Construction of pCEP4-hCRTH2 mammalian expression
vector Human CRTH2 cDNA was amplified by PCR using a
human urinary bladder cDNA library as a template and
specific primers containing HindlTE and Hamill
restriction sites for cloning into the pCEP4 vector
(Invilrogen). The vector construction is described in
detail in 25Sawyer et al., Br. J. Pharmocol 2002, 137,
1163-72. The nucleotide sequence of the cloned  82
cDNA was identical the previously reported hCRTH2
sequence (Nagata et al, 1999, J. Immunol. 162,
1278-1286). Example 49: Establishment of a
pCEP4-hCRT142-14EK293 (EBNA) cell line 



TIEK293 (EBNA) cells were transfected with the
pCEP4-hCRTH2 construct using the 5 calcium phosphate
technique. Cells were maintained in culture at 37C in
an atmosphere of 5% CO2 in Dulbecco's modified Eagle's
F12 medium (Invitrogen), containing 10%
heat-inactivated foetal calf scrum (TerraCell
International, Canada), 2mM Glutamine, 100units/m1 of
penicillin and 1001.tg/m1 streptomycin (Invitrogen).
48 hours after the transfection, cells were grown in
presence of 30011g/m1 of Hygromycin B (Invitrogen) for
4 10 weeks and antibiotic resistant cells were
amplified for cell membrane preparation. Example 50:
Preparation of hCRTH2-expressing membranes Adherent
HEK293 (EBNA) cells expressing hCRTH2 were cultured in
225 cm2 cell culture flasks (Corning, USA) in 30m1 of
medium. After two rinses of phosphate buffered saline
(PBS), cells were harvested in 10m1 of PBS containing
1mM EDTA, centrifuged at 500 x g 15 for 5 min at 4C
and frozen at -80C. The pellet was re-suspended in 50
mM Tris-HC1, pH 7.4, 2mM EDTA, 250mM Sucrose,
containing protease inhibitor cocktail tablets,
(Complete EDTA-free, Roche, Germany) and incubated 30
min at 4C. Cells were disrupted by nitrogen cavitation
(Parr Instruments, USA) at 4C (800 p.s.i. for 30 min),
and centrifuged at 500 x g for 10min at 4C. Pellet
containing nuclei and cellular debris was 20 discarded
and supematant was centrifuged 60 min at 4C at 45000 x
g. Membrane pellet was re-suspended in storage buffer
(10mM HF,PES/KOH pH 7.4, 1mM EDTA, 250mM sucrose,
protease inhibitor cocktail tablets) using Dounce
homogenization and frozen in liquid nitrogen, and
stored at -80C.  83 Example 51: Radioligand binding
assay The compounds of the present invention inhibit
the binding of PGD2 to its receptor CRTH2. The
inhibitory activity can be investigated by a
radioligand binding assay (Sawyer et al., Br. J.
Pharmocol 2002, 137, 1163-72). The radioligand binding
assay was performed 5 at room temperature in binding
buffer (10mM HEPES/KOH pH 7.4, 10mM MnC12, with
protease inhibitor cocktail tablets), containing
1.5nNI [3}I]PGD2 (Amersham, 156 Cie/mmol), and 10ps of
hCRTH2 HEK293 (EBNA) cell membrane protein in a final
volume of 100111 in 96 well plates (Coming, USA).
Non-specific binding was determined in the presence of
1 !IM PGD2 (Cayman, USA). Competing pyrazine
sulfonamides were 10 diluted in dimethylsulphoxide so
that the totale volume of dimethylsulfoxide was kept
constant at 1% dimethylsulphoxide (Me2S0). 10 ul of
the pyrazine sulfonamides were added. Incubation
(60min at room temperature) was terminated by rapid
filtration through 96 wells hydrophobic GF/C Unifilter
plates (Whatman, USA). Filters were washed twice with
250111 of Tris-HC1 p117.4, lOmM MnC12, and residual
radioligand bound to the filters 15 was mixed to 100g1
of liquid scintillation cocktail (Optiphase Supennix,
Perkin Elmer, USA) and binding activity was determined
by counting residual radioligand using a 1450
Micro-beta scintillation counter (Wallac, UK). Results
of the binding assay are shown in Table 1. Table 1
Compound No. 



Name Structure Inhibition IICRTH2 1%1 1
N-1344-(111-indol-1- ylmethyl)phenyl]pyrazin-2-y1}- 2-
(trifluoromethyl)benzenesulfona mide r ,,,li ,- --'-
84 Compound No. Name  Structure  



Inhibition hCRTH2 NJ 2 2-ch1oro-N- {344-0 methyl[4-
(trifluoromethoxy)phenyliamino 1
-methyl)phenylipyrazin-2- yl}benzenesulfonamide ei
LLiLs 1 "   4, fiI 91.5 3 N-(3-14-[(2-cthy1-111-
benzimirin 701-1- yl)methyl]phenyl}pyrazin-2-
y1)-2-(trilluoromethypbenzene- sulfonamide   - -- _ _
F 



86.5 4 2-chloro-N-[3-(4- { [methyl(phenyflamino]methyl
1 phenyl)pyrazin-2- ylThenzencsulfonamidc  I 7 1 111
0.0 llI  84.5 5 2-chloro-N-(3- { 44(2-
naphthyloxy)mcthyl]phcnyllpyr
azin-2-y1)-benzcnesulfonamide  1 I 1II II1 



0,0 LIT  82.0        6 2-chloro-N- {344-(1 H-indol-1-
ylmethyl)phenylkpyrazin-2-y1 1 - benzenesulfonamide 1
1, _ _  815 



85 Compound No. Name  Structure    Inhibition hCRTH2
NJ 7 2-chloro-N-(3-{4-[(5,6,7,8-
tetrahydronaphthalen-2- yloxy)methyll-phenyllpyrazin-
2-Abenzenesulfonamide  I1 III I il NW 0-8-0 



li1 I   80.0 8 2-chloro-N-(3-14-[(2-ethyl-1H-
benzimidazol-1- yl)methyl]phenyl} pyrazin-2-
yflbenzenesulfonamide ,/ ,',"; ' - -NI= _-_ HN S 0 CI
79.0 9 N-(3- { 4-[(1,3-benzodioxo1-5- ylamino)methyl]-



phenyl }pyrazin-2-y1)-2-
(trifluoromethyl)benzenesulfona mide   NH c  , ,__-,
725 10 N-[3-(4- { [(3- methoxybenzypoxylmethyl}phe
nyl)pyrazin-2-y1]-2-(trifluoromethyl)benzenesulfona
mide  II1 t 72.0 III 11-,, J HAI- . 



IIJr     11 3 -chloro-N- {344-0 methy44-
(trifluoromethoxy)phenylk amino}
-methyl)phenyl]pyrazin- 2-yllbenzenesulfonamide ci , I
0  t [i1 1 F F F 65.0   



86 Compound No. Name  Structure   Inhibition hCRTH2 NJ
12 N-[3-(4- { [(4- chlorophenyl)(methypaminok methyl
Iphenyl)pyrazin-2-ylk thiophene-2-sulfonamide 



a - . - - 0 -0 s ,  65.0 13 4-phenoxy-N-
{3-[4-(quinolin-2- ylmethyppiperazin- 1 -
yl]pyrazin-2-y11 - benzenesulfonamide  1J0 [1 0=s=0 Li
",1 . liN 1  64.5 



14 4-methyl-N- {3444 {methyl[4-
(trifluoromethoxy)phenylk amino}
-methyl)phenyl]pyrazin- 2-yllbenzenesulfonamide f Ifcf
s 0rj1 iry fi N s , 53.0      J fp  



15 4-chloro-N-[3-(4- 1 [methyl(phenypaminoimethyll
phenyl)pyrazin-2-ylk benzenesulfonamide  iiy0I N$ -1N
H0 1iT11 l N 1 1I 1 a  51.0 16 4-cyano-N-{344-0 methyl
[4- (trifluoromethoxy)phenylk amino
Imethyl)phenylipyrazin- 



0 F  si - i. ..- F F    47.0  2-y1 1
benzenesulfonamide        Example 52: Determination
IC; values were determined by equilibrium competition
binding experiments 



against[31-1]PGD2. IC4 values were calculated from the
formula below and represent the  87 average of at
least three independent dose response experiments. The
IC, values give the ligand concentrations necessary to
inhibit 50% of the binding of 3[}11PGD2 to CRTH2.
IC50/(1+[Concentration of Ligand]/K4)]   All
experiments were performed in 96 well plates, in a
final volume of 100n1 according to 5 the above
described filtration assay. The concentration of
membranes and 3[11]PGD2, as well as the positive and
negative controls were identical to the conditions
described above In one embodiment, the pyrazine
sulfonamides of the present invention inhibit CRTH2 at
a concentration of <100p.M. In another embodiment, the
pyrazine sulfonamides of the present invention inhibit
CRTH2 at a concentration of <10ttM. In a preferred
embodiment, 10 the pyrazine sulfonamides of the
present invention inhibit CRTH2 at a concentration of
<5p.M. In a further preferred embodiment, the pyrazine
sulfonamides of the present invention inhibit CRTH2 at
a concentration of <1RM. I( values are shown in Table
2. It can be derived that said compounds according to
Formula I showed a significant inhibition of the
binding of PGD2 to CRTH2. 15  Table 2 Compound No.
Ki[RMJ Compound No. Ki AIM 



Compound No. Ki &MI 1 1.01 17 0.38 33 2.21 2 1.26 18
0.40 34 2.60 3 0.45 19 0.47 35 



2.64 4 1.57 20 0.48 36 2.69 5 2.32 21 0.59 37 2.82 6
2.12 22 0.62 38 2.90 7 



2.59 23 0.70 39 2.95 8 1.42 24 0.72 40 3.06 9 2.98 25
0.85 41 3.90 10 1.40 26 



0.95 42 3.90 11 5.16 27 1.32 43 4.11 12 8.43 28 1.47
44 4.44 13 4.03 29 1.49 45 



4.51 14 5.85 30 1.58 46 4.65 15 5.38 31 1.59   16 5.71
32 1.93    



89 Example 53: 1-35S1GTP7S binding assay The
[35SJGTP7S assay measures the increase in guanine
nucleotide exchange at G-proteins in cell membranes,
resulting from agonist (PGD2) binding to CRTH2. This
process can be monitored in vitro by incubating cell
membranes containing G-proteins and CRTH2 with 5 GDP
and [35S]GTP7S, a radiolabeled, hydrolysis-resistant
analogue of GTP (see, Harrison et al., Life Sciences
74,489-508, 2003). The addition of a pyrazine
sulfonamide results in binding to CRTH2 and thus in an
inhibition of agonist binding, which can be monitered
as inhibition of the stimulation of GTP/GDP exchange.
Assay conditions were identical to conditions of
radioligand binding assay as described in 10 Example
21. The [35S]GTP7S binding assay was performed at 30C
with gentle agitation in 96-well scintillating white
polystyrene plates (Perkin Elmer, USA), in a final
volume of 200!d, containing 2% of dimethylsulphoxide
(Me250). The 2,3 substituted pyrazine sulfonamides
were incubatcd in 20mM HEPES/KOH plt 7.4, 10mM MgCb,
lOttg/m1 Saponin, 31.1M GDP, 150m1v1 NaC1 containing
lOttg of membranes expressing the hCRTH2 15 receptor
(Euroscreen, Belgium) for 10 min. Non-specific binding
was determined in the presence of 1011M of GT1318.
Samples were incubated for 30 min in the presence of
increasing concentrations of PGD2 for the
determination of agonist activity, or with 80nM of
PGD2 for determination of antagonist activity,
respectively. 0.15nM of [35S1GTPyS were subsequently
added to each sample and after incubation of 30min
reactions were stopped 20 by centrifugation at 1000 x
g, at 4C for 10 min. Supernatant was removed and
[35S1GTPyS binding was determined using a 1450
Micro-beta scintillation counter. Data were analysed
using "Prism" (GraphPacl Software, Inc. San Diego,
USA). The determination of the 1050 values (i.e. the
amount necessary to achieve 50% inhibition of binding
(in pM)) were performed in 96 well plates, in a final
volume of 100p.1 according to the above described
25filtration assay. The concentration of membranes and
radioactive ligand, as well as the positive and
negative controls were identical to the conditions
used and described aboveExamples 21 and 22.  90 The
compound of Example 1 showed an IC50 value of 1.9 itM.
The compound of Example 2 showed an IC50 value of 4.6
itM and the compound of Example 3 showed an IC50 value
of 1.4 p.M. Example 54: CHS model 5 The contact
hypersensitivity model can be used to evaluate the
therapeutic efficacy of 2, 3- substituted pyrazinc
sulfonamides on skin inflammation mediated by T cells.
The model is well established for characterization of
compound for dermatological indications like psoriasis
and allergic contact dermatitis (Xu et al. J Exp Med.
183, 1001-12, 1996). It involves a sensitization phase
and a subsequent challenge with an antigen (DNFB, 2,4-
10 dinitrofluorbenzene). This results in skin
inflammation with formation of edema and cellular
infiltrates in the skin. The edema can be measured by
caliper at the challenged site (ear of the mice).
Intravenous administration of the compounds of the
invention 30 min before challenge with DNFB results in
a decrease of the swelling and therefore reduces
inflammation in the skin compared to positive controls
treated with vehicle only before 15 challenge with the
antigen. Negative control mice are not sensitized, but
challenged with DNFB, therefore no T cell dependent
inflammation occurs and no edema is formed. Balb/c
mice are obtained from CharlesRiver (Calcco, Italy).
Animals are housed in a conventional animal facility.
Treatment starts at an average age of 8 - 12 weeks.
DNFB (2,4-dinitrofluorbenzene) is purchased from
Sigma-Aldrich (St.Louis, MO USA) 20 Sensitization and
challenge of CHS by DNFB 



Mice are sensitized and challenged to elicit CHS to
DNFB. The sensitization phase is followed by a
challenge phase. DNFB is diluted in acetone/olive oil
(4/1) immediately before use. Mice arc sensitized to
DNFB by applying 25 pl of 0.5%DNFB solution onto the
shaved dorsal skin. Five days later, 10 pl of 0.2%
DNFB are applied onto both sides of the 25 right car
(challenge). Ear thickness is monitored on day 6 (1
day after challenge) using a  91 caliper (Mitutoyo,
Milan, Italy). Ear swelling is calculated as
((Tn-T5)right ear - (TnT5)1efl ear), wherein Tn and T5
represent values of ear thickness at day n of
investigation and day 5 prior to challenge,
respectively. REFERENCE LIST 5 Cosmi et al. (2000)
Eur. J. Immunol. 30, 2972-2979 Bush, R.K., Georgitis
J.W., Handbook of asthma and rhinitis. 1st ed. (1997),
Abingdon: Blackwell Science. 270 Harrison et al.(2003)
Life Sciences 74, 489-508 Hirai et al. (2001) J Exp
Med. 193, 255-261 10Lewis et al. (1982) J. Immunol.
129, 1627 Matsuoka etal. (2000) Science 287, 2013-2017
Nagata etal. (1999) J. Immunol. 162, 1278-1286 Sawyer
et al. (2002) Br. J. Pharmacol. 137, 1163-1172
Woodward et al. (1990) Invest. Ophthalomol Vis. Sci.
31, 138-146 15 Woodward et al. (1993) Eur. J.
Pharmacol. 230, 327-333 Xu ct al. (1996) J Exp Mcd.
183, 1001-12 WO 04/106302 WO 04/096777 WO 04/035543 



20 WO 04/032848 WO 05/007094 WO 04/108692 WO 04/108717
92 WO 04/058265 WO 05/102338  CLAIMS  A compound
according to b mita (D,    as well smts geometricai
isomersOpl1CaUY active forms 333 enantionletS,
diastereomers and its racemate forms, and tanton Fs;
as well as pharmaceutically acceptable salts thereof,
wherein A is selected from the group consisting of   



with n being an integer independently selected from 0,
1, 2, 3 or  it is either 1 or 2;  94 B is selected
from the group consisting of C2-C6-alkynyl,
C3-C8-cycloalkyl, C3-C8 heterocycloalkyl, aryl, and
monoeyclie heteroaryl; RL is either hydrogen or
CI-Co-alkyl;     R2 is aryl, wherein R2 is optionally
substituted with one or more substituents selected
5from the group consisting of halogen,
cyano,CE-Co-alkoxy, thioalkoxy and thioalkyl, R3 is
selectee from the group consisting of CyC6-alkyt,
aryl, heteroaryl, aryl, CE-C6-alkyl heteroaryl
C3-C8-cycloalkyl and C8-Cgheteroeyeloalkyl wherein
each or said C1-C6-alkyt, aryl, heteroaryl,
CI-Co-alkyl aryl, Cf-Co-alkyl heteroaryl C3-
10C8-cycloalkyl and C3-Cgheterocycloalkyl is
optionally substituted with one or more substituents
selected from the group consisting of halogen, eyano,
C1-C6alkoxy, heteroaryl, aryl, thioalkoxy and
thioalkyl, or wherein said aryl, beteroaryl, Cr
Co-alkyl aryl, CI-C6-alkyl heteroaryl,
C3-C8-cycloalkyl or C3-C8-heteroeyeloalkyl may be
fused to one or more aryl, heteroaryl, C3Croyeloa1ky1
or C3-Cheterocycloalkyl  15 groups and may be
substituted with one or more substituents selected of
the group consisting of C1-C6-alkyl, alkoxy, aryl,
heteroaQ4, carboxyl, cyan, halogen, hydroxy, amino,
amino carbonyl, nitro, sulfoxy, sulfonyl, sulfonamide
and trilialoalkyl;      R7 is selected from the group
consisting of hydrogen, Ci-C6-alkyi, C2-C6-alkenyl,
Co-alkynyl, aryl, heteroaryl, C3-C8-cycloalkyl,
C3-C8-heterocycloalkyl, carboxyl, 20cyano, amino and
hydroxy; and is selected from the group consisting of
hydrogen,1-C6-a1ky1, heteroaryl; Aryl is an
unsaturated aromatic carbocyclie group of from 6 to 14
carbon atoms having a single ring or multiple
condensed rings;  



95 Heteroaryl is a moncicyclic heteroaromatic, or a
bicyclic or a tricyclicd-ring heteroaromatic groups;
for use as a medicamerit. 2.The compound according to
claim I, wherein B is selected from the group
consisting 5of aryl, C34-18-heterocycioalkyt and
C.12-C6-alkynyl. The compounds according To claim 1 or
2, wherein R? is selected from the group consisting of
an aryl, heteroaryl and C1-C6-alkyl. The compound
according to any one of claims 1 to 3, wherein R.` is
hydrogen. The compound according to any one claims 1
to 4, wherein le and le are  10 independently
substituted with 1-3 substituents selected from
Ci-C6-alkyt, alkoxy, cyan, amino or halogen, wherein
said Ci-05-aikyl or aikoxy may be substituted with
halogen. The compound according to any one of claims 1
to 5, wherein said compound is selected from the group
of 15N- {3444 111-indol- -y1methyl)phenyllpyrazin-2-y1
I -2 'f1uoromethy0- benzenesulfonamide, 2-chloro-N- 3
44-(fmethy-1[4-(trifluoromettioxy)phenyl] .TIOImeth
)phenyflpyrazin-2-yll, be nzenes Co namide,
N-(13- {4-[(2-ethyl-lf-I-benzimidazol-1-yijme.th p
myripyrazin-: 1 2-
20(trifluoromethyl)benzenesulfonamide,
2-chloro-N-[3-(4-{[methyt(phenyBarninu]rtiethyl pheri
p azin-2-ylibenzenestilfonarnide,  96 N-(3
{44(2-naphthyloxy)methyl] ph nyl
p2-yObenzene-sutfonarnide, 



2-ehloro-N- (3-[4-(1 Ii-indo1-1 -yhnethyl)phenyll
pyrazin-2-y1) benzcne.suifonamide, 2 -chi oro-N-(3 -
(4- [(5 ,6,7,8-tetrabydronapirthalen-2-yloxy)rnethyll
phenyl } - pyrazi n2-yObenzenesulfonann de,
52-chloro-N-(3- {442-ethyl-I II-benzbradazol- 1 -)eth
y flphe nyll py razin-7 benze neat( fonamide, N-(3 -
{41(1,3 -benzodioxo1-5 -ylarnino)methyli phenyl }
pyrazin-2-y1)-2- fluormnethy ()benzenes& fonamide,
N-[3{ [(3 -methoxybenzyl)oxy]methyl
phenyOpyrazin-2-yil-2- i 0(hi uoromethyl)benzenesu I
fonamide, 3 -ch1oro-N-{3tmethyl[4-(tritlu ro
ethoxy)phenyl]}meth pheny11- pyrazin-2-y1}
benzenesulfonarnide, 4-phenoxy-N- { 344-rqun-2-yhtethy
Dpiperazin-1 -yrimirazin-2-y 1 - benzenesulfonamide,
154-met1iyl- { 3444 (methylu ornet
roxy)phenyllarninolmethyl)phenylp pyrazin-2-y1}
benzenes ulfonamide, 4-eirloro-N 4344- { [methyl
(pheny Darninoll ethyl} p
ny-Opyrannbenzenesulfonarnide,          4-eyano-N- { 3
444 { methyl b=1-(trifl uoromethoxy)phenyll-
20methyl)phenyl1pyrazin-2-y1} ben zenesulfonamide,
N-[3-(4{ [(4-Fluoro-pheny1)-methyl-aminol-methpheny I
)-pyraz m-2- trifluoromethyl-benzenesu ifbnamide,  97 



N-(3- 4-[(Methyi-plienyl-amino)-rnethy]kpheny py
zin-2-yI)-2- riomethyl- benzenes& fonamicle, N43-(4-
[(4-Cyatio-pheny1)-tnethyl-aminol -met ly -phen y0-
razin-2- tritluorometh2/1-benzenesulforiamide, 5N-
{344-(4-Fluoro-phenox
Tnethyl)-phertyll-pyrazin-2-y11-2-ir uorornethyi-
benzenesulfo.namide, N-(3 - {4-[(Eth yl -p henyl-ain
ina-)-metphony -pyrazin-2-y1)-2-trifluoromethyl-
benzenesulthnamide,          N- (344-(2,3-Dillydro
-benzo [1,4] oxazin-4-ylmethyl)-phen yll-pyrazin-2-
10yil -2-trif1uorornethyt-benzenesuifortarni. N-[3-(4-
( R3-Fluoro-pheny )-m et hyl-arn inol-rnethyl
-plieny1)-pyra.-2- trill no ro methyl-benzenesulfon
amide, N- {3- [4-(6-Chloro-pyridin-3-yloxy et hy
-phenyll-pyrazin-2-0uoromethyl- benzenesulfonamide,
15N-
(344-(2-Pyridin-2-yt-indo1-1-ytmethyt)-pitenpyrazin-2-
yll -2-triffuoromethy benzenesul fonamide, N-
{344-(5-Fluoro-indol-
-ylmethy1)-phenyl]-pyrazin-2-y1(uoro. benzenesulfonann
N-[3-(4-Phenoxy:methyl-plieny1)-pyrazin-2-y -2-trifi
uorornethyl- 20benzenesulfonaraide, N-[3-(4-
[(4-Chlorc -phenye-methyl-amino j-methyl;
-ptienyt)-pyrazin-2-y11-2-
trilluoromethyt-berizenesulfonamide, 



98 2-Chlot-o-N-P-(4-{
[(4-cyano-pheny1)-methyl-an]-methyll-phenyp-pyrazin
ylk be nzenesul fonamide,
[(3,4-Dichloro-pheny1)-methyl-ami nol-meth
-phenyI)-pyrazm2-y1]-2-trifluorome yi-benzeo.ide,
5N-1,344-(4-Cyano-phenoxymethy1)-pbenyt] -pyTazin-2-
---trifluoromethyl- benzenesullonamide, N- {3
-{4-(6-Fluoro-indol - 1 -ylmeth
it)-plienyll-pyrazia-2-y111-2-trifluoromethylbenzenesu
l lonamide,
2-Chloro-N-{3-[4-(5-methoxy-2-methyl-indol-1 -y
0benzenesu I fonami de, N- {3
44-(31-Methoxy--phenoxymethyl)-phenylkpyTa -2-y11
-2--trifluoronnethylbenzenesulfonamide, N -a { 4-
[(Benzyl-pyrid inol-myrann-ehloro- benzenesul
fonamide, 15N- { 3 44-(2,3-Dihydro-indol- 1
-ylmethy1)-phenyl]-pyrazin-2-y {-2-tri fluoromethyl-
benzenesultbnamide, N-I3 -(4- {
[(2.,4-Dichloro-pheny1)-methyl-zurtinol-methyll-pheny-
1)-pyraz trill uoromethyl-benzenesul fonamide, N-
344-(3-Chloro-phenoxymeth y1)-pheny
-pyrazin-2-uoromethyl- 20benzenesulfonamide,  99 



N-)
344-(2-Methyl-indo1-1-ytmethyl)-phertyll-pyrazin-2-v1
-2-u wo:methyl- benzenosullonamide, 2 -Chloro-N- {
344-(5-fitioro-indol- -ylmethyl)-phenyll-pyrazin-2-y1)
- benzenesulfonamide, 2-Chloro-N43-(4-{ [(L.
uoro-phenyl)- ethyl-amino]
-iftet-pheny1)-pyrazin-2-3711- henzenesul fonamicie,
{ 3 4442- ethyl-indol- I -ylmethyl)-pheny py azin-2-yi
benzencsu llonarni de, N-(3-
{4-[(Benzyl-pyridin-2-yl-arn
ino)-inethyll-phenyl}-pyrazin-1 2- trill
uoromethyl-benzenesuifonamide,
2-Chloro-N-(3-{4-Rethyl-pyridin-2-yl-amino)-mcth
-pheny 1}-pyrazinbenzenesulfonamide, and N
344-(5-Chloro-2-methyl-mdol- I
-ylmethyl)-phenyli-pyraz 2-y11-2-
trifluoroinethyl--benzcnesulfonarnide. 157.Use of a
compound according to Formula (I):  wherein A is
selected from the group consisting of  100    0 1L" 



A5AGA7AS with n being an integer selected from 0, 1,
2, 3 or 4; m is either 1 or 2,          B is selected
from the group consisting oI C2-Co-alkynyl,
C3-C8-cycloa1kyl, C3-C8- 5heteroeyeloalkyl, aryl, and
monoeyclic heteroaryl; R is either hydrogen or
CI-Co-alkyl; R2 is aryl, wherein R2 is optionally
substituted with one or more substituents selected
from the group consisting of halogen, cyano, C
t-Ca-alkyl, CL-Coalkoxy, thioalkoxy and thioalkyl;
10R3 is selected from the group consisting of
C1-05-alkyl, aryl, heteroaryi, aryl, C1-C6-alkyl
heteroaryl C3-C8-cycloalkyl and C3-C8-heterocycloalkyl
wherein each of said C1Ca-alkyl, aryl, heteroaryl,
C1-C,6-alkyl aryl, CI-Co-alkyl heteroaryl C3-
Creydoalkyl and C3-C8-heterocycloalkyl is optionally
substituted with one or more substituents selected
from the group consisting of halogen, cyano,
C1-C6-a1kyl, alkoxy, heteroaryl, aryl, thioalkoxy and
thioalkyl, or wherein said aryl, heteroaryl,
CLC6-alkyl aryl, C1-05-alkyl heteroaryl,
C3-C8-cycloalkyl or C3-C8-hetcroeyeloalkyl may be
fused to one or more aryl, heteroaryl,
C3-C8-cycloalkyl or C3-C8-heterocycloalkyl groups and
may be substituted with one or more substituents
selected of the group  101 consisting of CI-C6-alkyl,
alkoxy, aryl, heteroaryl, carboxyl, cyano, halogen,
hydroxy, amino, amino carbonyl, nitro, sulfoxy,
sulfonyl, sulfonamide and trihaloalkyl; It7 is
selected from the group consisting of CI-05-alkyl,
C2-C6-alkenyl, C2-C6-atkynyl, aryl, heteroaryl,
C3-Cs-cyc1oalky1, C3-Cgheterocycloalkyl, carboxyl,
cy-ano, amino and hydroxy; and R8 is selected from the
group consisting of hydrogen, Ci-C6-alky1, aryl, and
hete Aryl is an unsaturated aromatic carbocyclic group
of from 6 to 14 carbon atoms having a single ring or
multiple condensed rings; Hettiroaryl is a monocyclic
heteroarornatie, or a bicyclic or a tricyclic
fused-ring heteroaromatic group; as well as
geometrical isomers, enantiomers, diastereomers,
racemate to tautomers and pharmaceutically acceptable
salts of said compounds for the preparation of a
medicament for the treatment and/or prevention of
allergic disease, 15inflammatory dermatoses,
immunologocal disorders and neurodegenerative
disorders. 8. The use according to clam 7, wherein
said allergic disease is selected from the group
consisting of allergic asthma, allergic rhinitis,
allergic conjunctivitis, systemic anaphylaxis or
hypersensitivity responses. 



9. The use according to claim 7, wherein said
inflammatory dermatosis is selected from 20the group
consisting of of atopic dennatitis, eczema, allergic
contact dermatitis, and urtiearia and myosins. 10. The
use according to claim 7, wherein said disease is
selected from the group consisting of rheumatoid
arthritis, multiple, sclerosis, osteoarthritis, and
inflammatory bowel disease (113D).  102 11. [he use
ecor g to claiin said diseaseeuropatc pain.  The use
according to any one of claims 7 to 11, wherein said
compound is a modulator, in particular an inhibitor,
of the CRTH2 activity. 13. The use according to claims
7 to 12 wherein said compound is selected from the
group consisting of N- ( 3-[4-( I H-inclol-1
-ylmethyOphenyl] pyrazirt-211Prifluorotriethy0-
benzencsulfonaraide,   hloro-N-
[3-[4-((methyl[4-ftnifluoromethoxy)phenyl]aminolmethyl
)phcnyllpyrazin2-ylbenzeriesulfonamide, 10N-(3-
(414(2-ethyl- I H-berizintidazol-1 -yl)methylj ph
e)yrazin-2-y1)-2- (trill nor
nlethyl)ienzenesulfonamide, 2-ch I oro-N13 -(41- [ [me
byl(phe nyeaminol methyl [ phenyl)pyrazin-2111
benzenesulfonarnide, 2-ehloro-N-(3- 4 4(2
-naplithyloxy)methyll phi.1p -azin-2-yObenzene-sul
fonamith 152-chloro-N-[344-(11I-indol-1-yln
hyl)phenyll pyrazin-2-yllbenzenesulfonamide,
2-chloro-N-(3- [ 4- [(5,6,7,8-tetrahydronaphthalen-2
-yloxy)tnethyl [phenyl' pyrazin-2-
yObenzenesulfonamicle, 2-chloro-N-(3- {44(2-dazol- I
-yl )methyl] phenyl [ p zin-2 -y1)-
benzenesulfonamide, 



20N-(3- {4-R1 ,3 -benzodioxo1-5-ylaminontethyliphenyll
pyr)-2- (trilluoromethyl)benzenesulforiamide,  103
N-[3-(4- L(3-
iethoxybenzypoxyhnethyl1phenyl)pyrazin(trifluoromethye
benzenesnIfortamicle, 3 -chloro-N- (3-(4-( (methyl
[4-(tri fluorometh y)pli iyl]arnino)ph y11-
pyrazin-2-y1.1 benzenesulfo.namide,
5N43-(4-1[(4-ehtorophenyl)(methyl)ao ethyl} pheny
Opyr-L.-ylithiophene su Ifonamide, 4-phertoxy-N-
3-[4-(quinolin-2-ylmethyl)piperazin-l-y. py zin )41 -
benzenesul fonamide,         4-methyl-N- (3 4441methyl
[4-(tri fluorornethoxy)phenyl]aunino methypphenylk
0pyrazin-2-y1 benzenesu tfonamide, 4-c hloro-N4 3 -(4-
[methyI(phenyi)aminophanyppyrazin-2-yli-
benzenesulfortamide, 4-eyano-N- 3
444{methy([44trifluoromethoxy)phetwfilaminolmethypph
pyrazin-2-yt 1 benzenesulfonamide, N43 44-1[(4-Fluo
ro-pheny1)-methyl-aminol-me thyll-pheny1)-
pyrazin-2-24]-2- tri uommet hyl-benzenesulthnam ide,
N-(3 - (4- (thyl-phenyt -arnino)-methphen'.y
zin-2-24)-2-trifluoromethyl- benzenestil-fonamide.,
N43(4-{[(4-Cyano-phenyt)-me Liol-methyll-pheny1)-
lyrazin-2-y111-2- 20tri ft uorometh24-benzenes-ul
fonamide, 



N- 34444- El uoro-phenoxymethyl)-phenylil2-24)
-2-trilluo  :ethyl- henzenesulfonamide,  N-(3-
14-[(Ethyl-phenyl-amino)-methyl]-phenyt -pyrazin-2-yot
benzenesuifonamide, N- (3
44-(2,3-Diftydro-benzortAloxan
-4-ylmethyl)-phenytkpyrazin-2-
y11-2-trifluoromethyl-benzenestillonarnide,
5Il(3-Fluoro-pheny 0-methy I -ztethylenyI)-pyrazin-2
-y1]-2 trifl.uoromethyt-benzenes utfonann de, N- t 3 -
N-(6-Chioro-pyriy2-tritkorotnethyl-
benzenesulthnamide, N- 3 44-(2-Pyridirt-2-yl-intiol- I
--ylmethy0-phenyil-pyrazia-2-yiluorornethyt-
benzenesulfonatnide, N- 3-0-(5-F1 uoro-indol- 1
-yirnethyl)-phenylkpyrazin-2-ylluoromet benzenesulfan
amide, N-P
-(4-Phenoxymethyl-pheny1)-pyrazin-2-y11-2-trifluoromet
hylbenzenesulfonarnide,
N-P-(4-{[(4-Chloro-pheny1)-inethyl-atnino]-methyl
-pheny1)--p
yrazin-2-yfltrifluorotnethyi-benzenesulfonamide, 2-Chl
oro-N-p -(4- t [(4-cya o-mino]-meth -phenyl)-py r n-
benzonestilfonamide,
N43[(3,4-Diehtoro-phenyt)-nnethyl-arnino]-methyl}
-pherty1)-pyrazio-2-y11-2-
20trifluoromettlyi-benzenesu I fonarnide, 



N-(3-14-(4-Cyano-phe o itnothyl)-phenylkpyrarin-2-y I
I -2-trifluero ethyl. bonzenesulthoamide,  105 N- {.13
4446-Fluoiro-indol- 1 -yirnethy pin-2-y1)
-2-tritiuotornethyl- bertzenesulfonamide, 2-Chloro-N-
(3-[4-(5-rnethoxy-2-tnethyl-indol- 1
-311rnethyl)-phenyli-pyrazin-2-yil -
benzenesulfonamide, 5N-{3-[4-(4-Methoxy-ph enox
yin,11)-pheny -pyrazin-2-y1illuoramethyl-
benzenesulfanamide, N-(3- { 4-[(Benzyi-pridin-2-yl,)
lethyl]-phenyl)-pyi n-2-y-I)-2oro- benzenesul
fonarnicle,
N-{344-(2,3-Dihydro-indol-1-ylmethyl)-phenylif-pyrazin
-2- -2-trt oromethy I- 10benzenesul lonarnide,
N-113-(14- {[(2,4-Diehloro-pheny0-methyl-aminokme)
-pheny pyraztn-2- uoromethyi-benzenesul fan ami de, N-
(344-(3-Chloro-phenoxyrn hyD-phenyij-pyrazin-2-y I
-2-tri tluorornefhylbenzenesulfonarn I
52-Chloro-N43-(4-,4-diftuoto-pheny1)-methyl-arn ino]
-tnethy PhenYD-PYr yil-benzenesul fonami de, N-
(344-(2-Methyl-indo I- 1 -ylniethyl)-phen
YFI-pyraz-1'uoroyl benzertesullanarn i de, 



2-Chlore-N-{3-P-(5-fluoro-et! )-phenyl f-pyrazin-2-yl
- 20benzenes ul fonarnide, 2-Chloro-N- [344-
[(2-fluoro-phenyl)-rnethyt-aeth -phenyl:azin-2-y111-
benzenes ul fonann de,  106
(3-14(2-methyl-indo1-1-ylinethy11-phenyl l-pyrazt n be
nzenesulfo namide, N-(3-
(4-[(Benzyl-pyridi-pyrazin-2-y1
trifluoromethyl-benzenesulfonamide, 2-Ch1oro-N-(3-
{4-[(ethyl-pyridin-2-y1-amino)-methm v11-pyra
zin-2-y1)- benzenesulfonami de, and
N-1344-(5-Chloro-2-in ethyl -indol- 1 -yl
methvp-phenyikpyrazin-2-y1) -2- tri fluoromethyl-
benzenesulfonamide. 14. A 2,3 substituted pyrazine
sulfonamide selected from the group consisting of 10N-
{ 3 -[4-(
111-indo1-1yOphenyljpyrazin-2-y11-2-(trifluoromethyl)-
benzenesulfonarnide, 2-ch1oro-N- {3144 methyl [4-(tri
fluorornethoxy1phetryli amino} methyflphenyl
pyrazin-2-y11 benzenesulfonamide,          N-(3- {
4-1(2-ethy1-114-benzimidazol-l-v1)methy pher y1)
pyrazin-2-y1)-2-
15(trifluoromethyl)benzenesulfonamide,
2-chloro-N-43-(4- tmethyl(phenyl)aminojinethvl
tpliertyppyrazin-2-ylfbenzenesulfoaamide,
2-chloro-N-(3-
{4[(2-naphihyloxy)methyl]phertyl)pyraziibean e-su
lfotr ide, 2-ch10 ro-N- [3-[4-(l Ft-indol- 1
-ylmethyl)pheriy11pyrazin-2-yll benzenesul fonamide, 



202-chloro-N-(3-
(41(5,6,7,8-tetrahydronaptithalen-2-ylo xy)rne
thyliphenyll-pyrazi n2- yphenzenesul timamide,  107
2-chloro-N(3- (4-[(2-ethyl-III-benzimidazol-1-yi)methy
I MllePYr, benzenesulfonarnide, N-(3-
{4-[(1,:)-benzodioxol-5-ylarnino)rnethyl]phe
yllpyrann-2-y1 (trifluorometh yl)benzenestil forlorn
id; 5N-[3-(4-
[(3-methoxyberizypoxy]methyllphenyppyrazift,y1]-2-
(trifluoromethypberizenesulfortarnide,
3-eh1oro-N-{3-[4-( (methyl [4-(trifluoro e
loxy)ptletlyino nethyl)ph z
pyrazin-2-34)benzenesultonamide,          4-phenoxy-N-
(3-44-(quinolin-2-ylinethyppiperazin-l-Apyrazin-2-yi
10benzenesulfonamide, {3444 f methyl
[4-(trifluoromethoxy)phen-Opheny-11- pynizirt-7-y1} be
n zenesul thaamide, 4-ehtoro-N43-(4- { [methyl
(phenyl)arainol methyl phenyl)pyr-2-A-
benzenestilfoimmide, 154-evano-N- j3-444 {
meifluoromethoxy)pi y- methy1)rtheny1ipyrazin-2-y1
enzenesulfortamide, N-[3-(4-
[(4-tatoro-pheny1)-methyl-amitiokrnethyll-phenyll-pyra
zin-2-A -2- tritluoromethyl-benzenes ulfonamide, 



N43- {4-[(Methyt-phe1Y 13
ezirt-2-y0-2-trifluoromethyi- 20benzenesuifonarnide,
N[344-[(4-Cyano-pheny1)-rnethy1-ami1
}-phenyp-pyrazin-2-y11-2-
trilluoromethyl-benzenesulfonamide,  108
4-(4-Fluoro-phenoxytnethyl)-phenycl-pyrazin-2-y
-2-trilluoromethyfbenzenesulfonamide,
N-(3-14-[(Ethyl-phenyl-andno)-rnethyp azin-2-yi 2u o
ethyl- benzenesulfonarrilde, 5N- (3 -[4-(2,3
-Dihydro-benzo ,4joxazin-4-ylme yl)-phenyil-pyrazin-2-
y 7-triftuorotnethykberrienesuifonatnide, N-[3-(4-
[(3-171uoro-pherte I-
ino]-n1cthyi1-pheny1)-pyrazin-2-y11-2-
trifluorornethyl-benzenes-ullonatnide,
N-{344-(6-Chloro-pyridin-3-yloxymethyl)-p
enyikpyrazIn11-246 fluorometh y benzenesulfonarcide,
N- [344-(2-Py rid in-2-yi-indo1-11
hnethyl)-phenyl]tyrazin-2- -2-tri fluorometh
benzenesul forum ide, N-43-11,1(5-Fluoro-indol-1-> e t
hyl)- henyl -pyrazin-2-y1}
-2-trilluorornethylbenzenesul fonann de,
15N-[3-(4-Phenoxyrnethy1-phenpyrazin-2-y
benzenesulfonanaide, N-[3-(4- [(4-Chioro-pheny
0-methyl-a lino] -tneti 



trifluorornethyl-benzenesulfonamide,
2-Chlore-N43 -(4-
L(4-cyano-phersyl)-methyl-aminokmethyD-pheny 1)-pyr
20benzenesul ionami de, [(3,4-Dichloro-pheny1)-meih
yl-annnoprn-11,--pheny1)-pyrazin-2-y11-9-
trifluorornethyl-benzenesutfonarnide,  109
N-{1)-[4-(4-Cyatio-phenoxymettly1)-pliettyll-pyrazin-2
-y1}-2-trifluorotnethylbetizertesulfottamide, N-
t344-(6-F1 uoro-indol-l-ytmethy
)-phertyll-pyrazin-2-y1) -241-ifluor
benzertesulfonamide,
52-Chloro-N-13-[4-115-methoxy-2-hyl-ind01-1-y
tmethyD-ph en -py azi ,2-y1}- benzenesultbnaraide, N-
(314-0-Metho xy-pherioxyme thyl)-pheri yq-pyrazin-2-y1
-2-tri fluororrsethylbenzenes ul fonarrtide,
N-(3-{4--[(Benzyl--pyTidin-2-vI-amino)-methylf-phenyi}
-pyrazin-2-yt)-2-ehioro 0benzenesuiforiamide, N-
t3-[442,3-Dthydro-indol-1-ylmettw p enyll
yrazin-2-y1it romethyl- rizettesul Itmarnide, N-[3-(4-
t [(2,4-Dichloro-pherty1)-rnethyl-timino]- e Y1 p
trill unromethyt-benzen esulfortarn ide, 15N-
{344-(3-Chloro-plienoxyme)-pli
etniazin-2-y1}-2-trifluor benzenestd fonamide,
2-Chtoro-N-[3-(4- [(2,4-cliftuoro-phenyD-methyl-amin
oj-rn etcyrazi 



yil-benzettestid fonaro ide, N-
(3-[4-(2-Mettlyi-indot-1-ylmethyl)-phenvl]-pyrazin-224
rirethyl- 20benzenesultimarnide,
2-Chloro-N-13,-[4-(5-fluoro-indo1-1-y I et
1)-)11Lnyt]-pyrazi rt-2- benzenes-1i tfonatni de,  I
IO 2-Ch1oro-N-13-(4- f [(2-yi)-rnethyl-']-rnethy
phepyrazin-2-yll- benzersestilfonamide,
2-Chlitiro-N-{344-(2-rnethyl-indol-1-ylmetl
)-phenyll-pyrazin-2-yll - benzenesulfonamide, N-(3- {
4-11(Benzyl-pyridin-2-yl-arn theyn -pyrazin-2-y1)-2-
trifinoromethyl-benzenesulfonamide, 2-Chloro-N-(3 -
{4- kethyl-pyrid in-2-yt- anti nol-m ethyll-pheny
benzenesul foriamide, and          N-
f344-(5-Chloro-2-methyl-indol-1-y1methy1)-ph e nyl;
-pyrazin-2-N fl tOtrifluoromethyl-benzenesulfonamide.
15. A pharmaceutical composition containing at least
one compound according to claim 14 and a
pharmaceutically acceptable carrier, diluent or
excipient thereof  16. Use of a compound according to
anyone of claims 1 to 6 in the manulacture of a
medicament for the treatment andlor prevention of
allergic disease, inflammatory Isdermatoses,
immunological disorders and neurodegenerative
disorders. 














