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Claims
1. A compound of formula (l):
X1
X2 4 AN R3
\ N
A— NA</
NC N |
Nan I
R2 RS R4
wherein
Ais C-R'orN;

R' isand-R%-are-selected-from hydrogen-halegen-nitro--cyano—S(O),R%;
amino-mono—or-di-G,-Ce-alkylamino—NHCOR? —NE(C=0NHR® -NHSO,R*"_
G-Ge-atkyh-Co-Cs-alkenyl-Co-Ce-alkynyl-hydrexyl-C-Ce-alkoxy-o+-Co-Cs-
atkenyloxy-wherein-C4-Ce-alkyl-and-C-Ce-altkoxy-can-be-furthersubstituted-with
halegen-hydroxy-and-G-C-altkoxy,

R? is hydrogen or 2-methanesulfonyln-is-0-1t-or2;

R* is hydrogen;

R? is 3-trifluoromethyl. 3-chloro or 3-bromo;and

RS isare-independently-selected-from hydrogen;-halogen-and-C-Ge-alkyl-which
can-be-furthersubstituted-with-halogen;
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R® is selected from hydrogen, nitrile (-CN), -COOH, -COOR", -COR”, -SO,R?, -
CONHz, -SOzNHz, -CONHR*, -SO,NHR* -CONR”R®, -SO,NR*R®, and
heteroaryl, wherein R and R® are independently an optionally substituted (Cs-
Cs)alkyl, phenyl or monocyclic heteroaryl having 5 or 6 ring atoms, or R* and R®

when attached to the same nitrogen atom form a cyclic amino ring;

R-is-selected-from-C-Co-alkyh-hydroxy-C1-Ce-alkylh-C1-C-alkoxy,-amine;
meno--or-di-G4-C4-alkylamino-hydroxycarbonyl-aminecarbonyl-Ca-Ce-
eycloalkylphenyl-or-Go-Ge-alkenyl-wherein-G3-Ge-cycloalkyl-can-be-substituted
with-one-or-more-of-C4-C-alkyl-hydroxyl-and-C.-G -alkoxy-and-phenyl-can-be
substituted-with-ene-or-more-of-halogen;-eyane G -G -alkyl-diflucromethyt
trifluoromethyl-diffuoromethoxytrifluoromethoxy-and-C,-C-alkoxy:

R®-and-R%-are-independently-selected-from-hydrogen-and-C,-Cg-alkyl-and-R*is
G1-Ce-atkyk

-X'-X2%- is -CR™=N--o¢ -NR"*-CO-;

R™-and-R'® each-independently-represents a radical of formula —[Y],-[Alk'],-

[Q]-[Ak%]4-Z, wherein
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Y is -O-, -S-, -NR"-, -(C=0)-, -S(0)-, -C(=0)0-, -(C=0O)NRE-, -NRF
(C=0)-, -NRF-C4-Cy-alkyl-, or -C4-C4-alkyl-NRE-, -S(0),NRE-, -NRES(0),-

wherein RE is hydrogen, C1-Cg alkyl;

m, p, q and t are independently 0 or 1;

Alk" and Alk? each independently represent a C4-C¢ alkylene radical:

Q represents a divalent mono- or bicyclic carbocyclic or heterocyclic

radical having 3-9 ring members;

Zis

(i) a monocyclic heterocyclic ring of 5 or 6 ring members or a bridged
heterocyclic ring system of 7 or 8 ring members, wherein the ring
heteroatoms are nitrogen, said monocyclic ring or bridged ring system
being linked to the rest of the molecule via a ring carbon, and wherein a
ring nitrogen may be quaternised by substitution by C4-C; alkyl or benzyl

the latter being optionally substituted in the phenyl ring thereof; or

(ii) -N(R*)(R®) wherein R" and R® are independently hydrogen, or a Cs-
Ce-alkyl, C3-Cs-cycloalkyl group, or a phenyl(C+-Cg)alkyl- group optionally
substituted in the phenyl ring thereof; or, taken together with the nitrogen

to which they are attached form a monocyclic heterocyclic ring of 5 to 7
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ring atoms which may contain a further heteroatom selected from N, O

and S; or

(iii) -N*(R™(R®)(R®) wherein

R", R® and R® are independently a C4-Cg-alkyl, C3-Cg-cycloalkyl
group, or a phenyl(C-Cg)alkyl- group optionally substituted in the

phenyl ring thereof; or

R*is a C+-Ce-alkyl, C3-Cg-cycloalkyl group, or a phenyl(C;-
Ce)alkyl- group optionally substituted in the phenyl ring thereof
and R® and R® taken together with the nitrogen to which they are
attached form a monocyclic heterocyclic ring of 5 to 7 ring atoms
which may contain a further heteroatom selected from N, O and S:

¥

or

R", R® and R° taken together with the nitrogen to which they are
attached form a bridged heterocyclic ring system of 7 or 8 ring

members:

(iv) -NRAC(=NRE)NRCRP wherein

R", R® R®and R are independently hydrogen or C4-Cg-alkyl: or
any two of R%, R®, R® and R® are independently hydrogen or C-
Ce-alkyl, while the other two taken together represent a C4-Cg

alkylene radical; or
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(v) -C(=NRMNRERE, wherein
R* R® and RC are independently hydrogen or C¢-Cg-alkyl; or any
one of R® RBand R® is hydrogen or C;-Cs-alkyl, while the other

two taken together represent a C4-Cg alkylene radical;

(vi) -NRAC(=NR®)R®, wherein
R, R® and RC are independently hydrogen or C+-Cg-alkyl; or any
one of R® RPand R® is hydrogen or C-Cg-alkyl, while the other

two taken together represent a C4-Cg alkylene radical:

hydroxy—G1-Ge-atkoxy—G3-Ce-eycloalkyl-orfluoro-or-(iii)}-C4-Cs-alkoxy-or-C4-Cs
atkoxycarbonyh-(iv)-G3-Ge-cyeloaltkyloptionally-substituted-by-G -G -alkyl-or

fluero-ehloroeyane—G1-G4 —cH i ~G4-Cyalkoxy
difluoromethoxy-ortrifluoromethoxy-or-(i)—SO,-NR*R"-or —NR*R"-where R
and-R"-are-independently-hydrogen—C4-Co-alkyh-C3-Co-cycloalkyl-phenyl-or 5-
or-6-memberered-heteroaryl-and-R%-and-R°-are-independently-hydrogen, C4-Co
alkyh-C-Co-eycloatkyh-C-Co-alkyl-wherein-in-R-RY-R* and R°-C1-Ce-alkyl
may-be-optionally-substituted-by-eyano—hydroxy-C4-Cs-alkexy;
hydroxycarbonyh-G1-C-alkexycarbonyl-aminecarbonyl-mono—ordi—G4-C,
alkaminocarbenyl-Cs-Cq-cycloalkyl—phenyl-orfluoro-and-wherein-in-R*-RY-R?
and-R°-cycloalkyl-may-be-optionally-substituted-by-C-C-alkylorfluere-and
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24. A compound as claimed in any-of-the-preceding-claims_1 wherein R*

and-R'® hashave the formula -[Alk'J-[Q]-[AIk?]y -Z wherein -[AK',-[Q]-[AlK?]- is

selected from structures (IV) and (V) wherein V' and V2 are each independently
0,1,2,30or4 and X is a divalent mono- or bicyclic carbocyclic or heterocyclic

15 radical having 3-9 ring members, and Z is selected from structures (V1)-(XVI)
wherein R* R® R and RP are as defined in claim 1, and V', V2, and V° are

each independently 0, 1, 2, 3 or 4.
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(V) V)

(V) (VI (VI
RA R "~ E;W
[ vi'N [ viN N-Ev2
« » ]VZ . /N ]VZ iV
(1X) (X) (X1)
A c A A
E S NeR E R®
. [
o e R N
N\RB 'IQB N\RC
(X11) (X1 (XIV)

and wherein amine and pyridine nitrogen atoms, where present in groups (VI)-

(XIV), may be quaternised.

35. A compound as claimed in any of claims 1 orte 23 wherein R"-and R
each-independently-represents a radical of formula -[Y]n-Alk?-Z, wherein Y is -

(C=0)-; mis 0 or 1; Alk® is a C1-Cs alkylene radical; and Z is -N(R*)(R®) wherein
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R* and R® are independently C;-C4-alkyl, or R* is hydrogen and R® is C1-Cy-

alkyl.

’ 46. A compound as claimed in any of the preceding claims wherein R® is -

5
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COORA?, wherein R is C4-C, alkyl.

5#. A compound as claimed in any of the preceding claims, in the form of a

pharmaceutically acceptable salt.

68. A pharmaceutical composition comprising a compound as claimed in any

of the preceding claims and a pharmaceutically acceptable carrier or excipient.

79. A pharmaceutical composition as claimed in claim 68 which is adapted

for oral administration or administration by the pulmonary route.

8. A compound as claimed in any of claims 1 to 5 for the treatment of, or for

use in the manufacture of a medicament for use in the treatment of, a disease

or condition in which HNE is implicated, wherein the disease or condition is

chronic obstructive pulmonary disease (COPD), chronic bronchitis, lung fibrosis,

pneumonia, acute respiratory distress syndrome (ARDS), pulmonary

emphysema, smoking-induced emphysema or cystic fibrosis.







