CLAIMS:

1. Acompound of formula (1), or pharmaceutically acceptable salts or solvates or deuterated
derivative thereof:

H i
H o)
N W A 3 Rs
e kt}!“"“<}§/
R, R
HO Y
HN\”/X

O
Formula (1)

wherein:

e both X and Y represents a hydrogen atom; or,

s Xtogether with Y form the group ~CH=CH-, -CH,-O- or -S-, wherein in the case of -CH,-
O- the methylene group is bound to the carbon atom in the amido substituent holding X
and the oxygen atom is bound to the carbon atom in the phenyl ring holding Y;

¢ R, and Ry independently represent a hydrogen atom or a Cy_4 alkyl group;

e Rjrepresents a group of formula:

Rb

i) .)§/ Re or i

Re

wherein:
o Rfrepresents a hydrogen atom, a hydroxy group, a hydroxymethyl group oraCy.4
alkyl group;
o R®and R® independently represents a thienyl group, a phenyl group, a benzyl .
group or a C,.5 cycloalkyl group;
o Zrepresents a direct bond or an oxygen atom; and
o *represents the point of attachment of R; to the remainder of the molecule of
formula (1);
e A;and A; independently represent a Cy_s alkylene group optionally substituted with
one or more Cq.4 alkyl groups;
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L represents a direct bond, -O-, -NH(CO)-, ~(CO)NH- or ~NH(CO)O- group, wherein in
the case of —~NH(CO)O-, the nitrogen atom is bound to the W substituent and the
oxygen atom is bound to the A2 substituent; and

W represents a direct bond or a phenylene group which is optionally substituted with
one or more substituents selected from a halogen atom, & C,4 alkyl group, a C1.4
alkoxy group and a ¢yano group.

. A compound according to Claim 1 wherein X together with Y form ~CH=CH- or -CH,-
O- group, preferably X together with Y form —CH=CH- group.

. A compound according to Claim 1 or 2, wherein R, and R; independently represent a
hydrogen atom or a methyl group, preferably both R, and R, are hydrogen ‘atoms.

. A compound according to Claim 1 or 2, wherein R, represents a hydrogen atom and
R, represents a methyl group.

. A compound according to any one of Claims 1 to 4, wherein R; represents a group of
formula ii), wherein Z is an oxygen atom and R® is selected from a hydrogen atom, a
hydroxy group and a methyl group.

. A compound according to any one of Claims 1 to 4, wherein R, represents a group of
formula i) wherein:
e R° represents a hydrogen atom, a hydroxy group or methyl group, preferably R®
represents a hydroxy group,
e R"and R° independently represent a thienyl group, a cyclopentyl group or a
phenyl group, preferably both R° and R° are thienyl groups.

. A compound according to any preceding claims wherein A, and A, independently
represent a C1. alkylene group optionally substituted with one or two methyl groups.

. A compound according to any one of preceding claims wherein L represents —O-, ~
NH(CO)- or —-NH(CO)C- group, wherein, in the case of -NH(CO)O-, the nitrogen atom
is bound to the W substituent and the oxygen atom is bound to the A2 substituent;
preferably L represents —O- or -NH(CO)-.
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9. A compound according to any preceding claim wherein W represents a phenylene

group which is optionally substituted with one or two substituents selected from a

chlorine atom, a methy! group, a methoxy group and a cyano group, preferably the

phenylene group is substituted with two substituents selected from a chlorine atom, a

methyl group, a methoxy group and a cyano group.

10. A compound according to Claim 1 wherein

®

X together with Y form —CH=CH- or —-CH,-O- group,

R, represents a hydrogen atom or a methyl group,

R, represents a hydrogen atom or a methyl group,

R; represents a group of formula (i), wherein R? represents a hydroxy group and
R’ and R° are independently selected from a phenyl group, a cyclopentyl group
and a thienyl group, or R® represents a group of formula (ii), wherein R® represents
a methyl group and Z represents an oxygen atom,

A and A; independently represent a Cy.s alkylene group optionally substituted with
one or two methyl groups,

L is selected from a direct bond, —O- , -NH(CO)- and —-NH(CO)O- groups and

W represents a direct bond or a phenylene group which is optionally substituted
with one or two substituents selected from a chlorine atom, a fluorine atom, a
methoxy group and a cyano group.

11. A compound according to Claim 10 wherein

X together with Y form —CH=CH- group,

R, represents a hydrogen atom,

R; represents a hydrogen atom or a methyl group,

R, represents a group of formula (i), wherein R® represents a hydroxy group and
both R® and R°® are thienyl group,

A; and A; independently represent a Cy.¢ alkylene group optionally substituted with
one or two methyl groups,

L is selected from a direct bond, ~O- , -NH(CO)- and -NH(CO)O- groups and

W represents a direct bond or a phenylene group which is optionally substituted
with one or two substituents selected from a chlorine atom, a methoxy group and a
cyano group.
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12. A compound according to Claim 11, wherein R, represents a hydrogen atom, L is
selected from —O-, -NH(CO)- and ~NH(CO)O- group, and W represents a phenylene
group which is substituted with two substituents selected from a chlorine atom, a
methyl group, a methoxy group and a cyano group.

13. A compound according to Claim 11, wherein R, represents a methyl group, L is
selected from —O-, ~NH(CO)- and -NH(CO)O- group, and W represents a phenylene
group which is substituted with two substituents selected from a chlorine atom, a
methyl group, a methoxy group and a cyano group

14. A compound according to Claim 1 which is one of
Formic acid - frans-4-[(9-{[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-5-
ylethyllamino}nonyl)(methyl)amino]cyclohexyl hydroxy(di-2-thienyl)acetate (2:1);
Formic acid - trans-4-[{2-[4-(2-{[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-
dihydroquinolin—5-yl)ethyl}amino}ethyl)phenoxy]ethyl}(methyl)amino]cyclohexyl
hydroxy(di-2-thienyl)acetate (1:1);
Formic acid - frans-4-[{3-[4-(2-{[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-
dihydroquinolin-5-yl)ethyllamino}ethyl)phenoxy]propyl}(methyl)amino]cyclohexyl
hydroxy(di-2-thienyhacetate (1:1);
frans-4-[{2-[(6-{[(2R)-2-Hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-5-yl)-
ethyllamino}hexylyoxylethyl}{methyllamino]cyclohexyl hydroxy(di-2-thienyl)-acetate
hydrofluoride;
trans-4-[{3-[(6-{[(2R)-2-Hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-5-y!)-
ethyllamino}hexyl)oxylpropyl}(methyl)amino]cyclohexyl hydroxy(di-2-thienyl)-acetate
hydrofluoride;
Formic acid - frans-4-[{3-[4-({[(2R)-2-hydroxy-2-(8-hydroxy-2-ox0-1,2-
dihydroquinolin-5-yl)ethyl]lamino}methyl}phenoxylpropyl}(methyl)amino]cyclohexyl
hydroxy(di-2-thienyl)acetate (1:1);
trans-4-[{2-[4-({[(2R)-2-Hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-5-yl}-
ethyllamino}methyl)phenoxylethyl}{methyl)amino]cyciohexyl hydroxy(di-2-
thienyl)acetate hydrofiuoride;
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trans-4-[{3-[4-(2-{[(2R)-2-Hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-5-
yl)ethyllamino}propyl)phenoxylpropyl}(methyl)aminolcyclohexyl hydroxy(di-2-
thienyl)acetate hydrofiuoride,
trans-4-((3-(2-Chloro-4-{((2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-5-
yhethylamino)methyl)-5-methoxyphenylamino)-3-oxopropyl)}(methyl)amino)-
cyclohexyl hydroxy(di-2-thienyl)acetate hydrofluoride;
trans-4-((3-(2-Chioro-4-(({2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-5-
ylethylamino)methyl)phenylamino)-3-oxopropyl)(methyl)amino)cyclohexyl-
hydroxy(di-2-thienyl)acetate hydrofluoride,
frans-4-[{3-[2-Chloro-4-({{(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-5-
yhethyllamino}methyl)-5-methoxyphenoxylpropyl}{methyljamino]cyclohexyl-
hydroxy(di-2-thienyl)acetate hydrofluoride;
trans-4-[{2-[({[2-Chloro-4-({{(2R}-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydro-quinolin-
5-ylyethyllamino}methyl)-5-methoxyphenyllamino}carbonyl)oxylethyl}-
(methylyamino]-cyclohexylhydroxy(di-2-thienyl)acetate hydrofluoride,
trans-4-[(3-{[2-chloro-4-({[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-5-
yl)ethyllamino}methyl)-5-methoxyphenyllamino}-3-oxopropyli(methylyamino]-1-
methylcyclohexyl hydroxy(di-2-thienyl)acetate,
trans-4-[(3-{[4~({[{2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroguinolin-5-
yhethyllamino}methyl)phenyllamino}-3-oxopropyl){methyljamino]cyclohexyl
hydroxy(di-2-thienyl)acetate hydrofluoride (1:2),
trans-4-[(4-{[2-chloro-4-({[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-5-
yhethyllamino}methyl)-5-methoxyphenyllamino}-4-oxchutyl)(methyl)amino]-
cyclohexyl hydroxy(di-2-thienyl)acetate,
trans-4-[(3-{[2-fluorc-4-({[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-5-
ylyethylJamino}methyl)-5-methoxyphenyl]amino}-3-oxopropyl)(methylyamino]-
cyclohexyl hydroxy(di-2-thienyl)acetate,
trans-4-[(3~{{4-({[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-5-
yhyethyilamino}methyl)-3-methoxyphenyllamino}-3-oxopropyl)(methyl)amino]-
cyclohexyl hydroxy(di-2-thienyl)acetate hydrofluoride (1:2),
trans-4-[(3-{[2,5-difluoro-4-({{(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1, 2-dihydroquinolin-
5-ylethyllamino}methyl)phenyllamino}-3-oxopropyl)(methyl)amino]-cyclohexyl
hydroxy(di-2-thienyl)acetate hydrofiuoride (1:2),
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trans-4-[(3-{[2-fluoro-4-({[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-~1,2-dihydroquinolin-5-
yhethyllamino}methyl)phenyljamino}-3-oxopropyl)(methyl)amino]cyclohexyl
hydroxy(di-2-thienyl)acetate hydrofluoride (1:2),
frans-4-{(3-{[2-chloro-4-(2-{[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroguinofin-
5-yl)ethyllamino}ethyl)-56-methoxyphenyllamino}-3-oxopropyl}-
{methyl)amino]cyclohexyl hydroxy(di-2-thienyl)acetate hydrofluoride (1:2),
frans-4-[{3-[2-chloro-4-(2-{[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-5-
ylethyllamino}ethyl)-5-methoxyphenoxy]propyl}{methyl)-amino]cyclohexyl
hydroxy(di-2-thienyl)acetate hydrofluoride (1:2),
trans-4-[{2-[({[2-cyano-4-({[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-5-
ylethyllamino}methyl)-6-methoxyphenyl]lamino}carbonyl)-
oxylethyl}(methyl)amino]cyclohexyl hydroxy(di-2-thienyl)acetate hydrofluoride (1:2),
trans-4-[{2-{({[2,5-difluoro-4-({[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-
dihydroguinolin-5-yl)ethylJamino}methyl)phenyllamino}carbonyl)oxylethyl}-
(methyl)amino]cyclohexyl hydroxy(di-2-thienyl)acetate hydrofluoride (1:2),
trans-4-[(3-{[2-chloro-4-({[(2R)~2-hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-5-
ylyethyllamino}methyl)-5-methoxyphenyllamino}-2,2-dimethyl-3-oxopropyl)-
(methyl)amino]cyclohexyl hydroxy(di-2-thienyljacetate,
trans-4-[{4-[2-chloro-4-({[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-5-
yl)ethyllamino}methyl)-5-methoxyphenoxy]butyl}{methyl)amino]cyclohexyl
hydroxy(di-2-thienyl)acetate hydrofluoride (1:2),
trans-4-[{2-[({[2-chloro-4-({[(2R)-2-hydroxy-2-(5-hydroxy-3-ox0-3,4-dihydro-2H-1,4-
benzoxazin-8-yl)ethyllamino}methyl)-5-methoxyphenyllamino}carbonyl)oxy]-
ethyl}{methylyaminojcyclohexyl hydroxy(di-2-thienyl)acetate,
trans-4-[(9-{[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-5-yf)ethyl}-
amino}ncnyl)(methyl)aminojcyclohexyl 9-methyl-8H-xanthene-8-carboxylate,
trans-4-[{2-[({[2-chloro-4-({[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydro-quinolin-
5-yl)ethylJamino}methyl)-5-methoxyphenyl]lamino}carbonyl)oxylethyl}-(methyl)-
aminojcyclohexy! (2R)-cyclopentyl (hydroxy)phenylacetate, and
trans-4-{{2-[({[2-chloro-4-({[(2R)-2-hydroxy-2-(B-hydroxy-2-oxo-1,2-dihydro-quinolin-
5-yhethyllaminomethyl)-5-methoxyphenyllamino}carbonyloxylethyl}-(methyl)
amino]cyclohexyl (25)-cyclopentyl(hydroxy)2-thienylacetate.

or pharmaceutically acceptable salts or solvates or deuterated derivative thereof:
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15.

16.

17.

18.

19.

20.

21.

A compound according to claim 14 which is trans-4-((3-(2-Chloro-4-(((2R)-2-hydroxy-
2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-5-yl)ethylamino)methyl)-5-
methoxyphenylamino)-3-oxopropyl) (methyl)amino)cyclohexyl hydroxy! (di-2-
thienyl)acetate hydrofluoride; or pharmaceutically acceptable salts or solvates or
deuterated derivative thereof.

A compound according to claim 14 which is trans-4-[{2-[({[2-Chloro-4-({[(2R)-2-
hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-5-yl)ethylJamino}methyl)-5-
methoxyphenyl]amino}carbonyl) oxylethyl}{methylyaminolcyciohexyl hydroxy(di-2-
thienyl)acetate hydrofluoride, or pharmaceutically acceptable salts or solvates or
deuterated derivative thereof.

A compound according to any one of Claims 1-14 for use in the treatment of the
human or animal body by therapy.

A compound according to any one of Claims 1 to 14 for use in the treatment of a
pathological condition or disease susceptible to amelioration by both B2 adrenergic
receptor agonist and muscarinic receptor antagonist activities, which condition or
disease is preferably selected from pulmonary diseases, pre-labor, gfaucoma,
neurological disorders, cardiac disorders, inflammation and gastrointestinal disorders,
and is more preferably asthma and or chronic obstructive pulmonary disease.

A pharmaceutical composition comprising a compound as defined in any one of
Claims 1 to 14 in association with a pharmaceutically acceptable diluent or carrier.

Use of a compound as defined in any one of Claims 1 to 14 in the manufacture of a

medicament for the treatment of a pathological condition or disease as defined in
Claim 16.

A combination product comprising (i) a compound accordirig to any one of Claims 1 to
14; and (ji) another compound selected from a corticosteroid and a PDE4 inhibitor.
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Claims

1. A compound of formula (I), or pharmaceutically acceptable salts or solvates or,
deuterated derivative thereof;

HO Y

: Formuia (I)

Wherein:

e Both X and Y represents a hydrogen atom or,

¢ X together with Y form the group —CH=CH-, -CH.-O- or —S-, wherein in the case of
-CH2-O- the methylene group is bound to the/€arbon atom in the amido substituent
holding X and the oxygen atom is boung/to the carbon atom in the phenyl ring
holding Y,

e Rjand R; independently represent a fiydrogen atom or a C, alkyl group,

e R;represents a group of formula:

wherein:

o R®représents a hydrogen atom, a hydroxy group, a hydroxymethyl group or

and R° independently represents a thienyl group, a phenyl group, a

benzyl group or a C,4¢ cycloalkyl group,

Z represents a direct bond or an oxygen atom, and

o * represents the point of attachment of R; to the remainder of the molecule
of formula (1),

e A, and A; independently represent a C,_s alkylene group optionally substituted with
one or more Cq.4 alkyl groups,
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e L represents a direct bond, -O-, -NH(CO)-, =(CO)NH- or -NH(CO)O- group,
wherein in the case of -NH{CQO)O-, the nitrogen atom is bound to the W substituent
and the oxygen atom is bound to the A2 substituent; and

e« W represents a direct bond or a phenylene group which is optionally substituted
with one or more substituents selected from a halogen atom, a C; alkyl gr
C1.4 alkoxy group and a cyano group.

2. A compound according to claim 1 wherein X together with Y form ~CH=CH- or -
CH,-O- group, preferably X together with Y form —CH=CH- group.

3. A compound according to claim 1 or 2, wherein Ry and R; independently represent
a hydrogen atom or a methyl group, preferably both Ry apd R, are hydrogen atoms.

4. A compound according to claim 1 or 2, wherein R, (épresents a hydrogen atom and
R, represents a methyl group.

5. A compound according to any one of claipfs 1 to 4, wherein R; represents a group

of formula ii), wherein Z is an oxygen/atom and R® is selected from a hydrogen

atom, a hydroxy group and a methyl

6. A compound according to any gne of claims 1 to 4, wherein Rs represents a group
of formula i) wherein:
¢ R? represents a hygdfogen atom, a hydroxy group or methyl group, preferably
R? represents a fydroxy group,
¢ R® and R°®ingépendently represent a thienyl group, a cyclopentyl group or a
phenyl grodp, preferably both R® and R° are thienyl groups.

7. A compouynid according to any preceding claims wherein A; and A; independently
represefit a Cis alkylene group optionally substituted with one or two methyl

8. /A compound according to any one of preceding claims wherein L represents ~O-, —
NH(CO)- or —=NH(CO)O- group, wherein, in the case of -NH(CO)O-, the nitrogen
atom is bound to the W substituent and the oxygen atom is bound to the A2
substituent; preferably L represents —O- or ~NH(CO)-.
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9. A compound according to any preceding claim wherein W represents a phenylene
group which is optionally substituted with one or two substituents selected from a
chlorine atom, a methyl group, a methoxy group and a cyano group, preferably the
phenylene group is substituted with two substitutents selected from a chlorife
atom, a methyl group, a methoxy group and a cyano group.

10. A compound according to claim 1 wherein

L

X together with Y form ~CH=CH- or —CH,-O- group,

R represents a hydrogen atom or a methyl group,

R, represents a hydrogen atom or a methyl group,

Rs represents a group of formula (i), wherein R® repregents a hydroxy group
and R®and R® are‘independently selected from a pHenyl group, a cyclopentyl
group and a thienyl group, or R® represents a grodp of formula (i), wherein R?
represents a methyl group and Z represents an 6xygen atom,

A, and A; independently represent a C1.s alKylene group optionally substituted
with one or two methyl groups,

L is selected from a direct bond, —O- , ANH(CO)- and ~NH(CO)O- groups and
W represents a direct bond or a phefiylene group which is optionally substituted
with one or two substituents selgtted from a chlorine atom, a fluorine atom, a
methoxy group and a cyano gpbup.

11. A compound according to cldim 10 wherein

X together with Y forpf —-CH=CH- group,
R, represents a hydrogen atom,
R, represents g/hydrogen atom or a methyl group,
Rs represents a group of formula (i), wherein R? represents a hydroxy group
and both R® and R° are thienyl group,
Aq angd’A; independently represent a Cy; alkylene group optionally substituted
withyone or two methyt groups,

is selected from a direct bond, —O- , -NH(CO}- and ~NH(CO)O- groups and
W represents a direct bond or a phenylene group which is optionally substituted
with one or two substituents selected from a chlorine atom, a methoxy group
and a cyano group.

12. A compound according to claim 11, wherein R, represents a hydrogen atom, L is
selected from -O-, -NH(CO)- and —-NH(CO)O- group, and W represents a
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phenylene group which is substituted with two substituents selected from a chlorine

atom, a methy! group, a methoxy group and a cyano group.

13. A compound according to claim 11, wherein R, represents a methyl group,
selected from —-O-, -NH(CO)- and —NH(CO)O— group, and W represents a
phenylene group which is substituted with two substituents selected from a/chlorine
atom, a methyl group, a methoxy group and a cyano group

14. A compound according to claim 1 which is one of

Formic acid - trans-4-[(9-{[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo/1,2-dihydroquinolin-
5-yhethyllamino}nonyl){(methyl)amino]cyclohexyl hydroxy(gi-2-thienyl)acetate
(2:1);

Formic acid - trans-4-[{2-[4-(2-{[(2R)-2-hydroxy-2-(8-Hydroxy-2-oxo-1,2-
dihydroquinolin-5-yl)ethyljamino}ethyl)phenoxyletiyl}(methyl)aminojcyclohexy!
hydroxy(di-2-thienyl)acetate (1:1); ‘

Formic acid - frans-4-[{3-{4-(2-{[(2R)-2-hydrgky-2-(8-hydroxy-2-oxo-1,2-~
dihydroquinolin-5-yljethyllaminc}ethyl) phgnoxylpropyl}(methyl)amino]cyclohexyl
hydroxy(di-2-thienylacetate (1:1);
trans-4-[{2-[(6-{[(2R)-2-Hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-5-yl)-
ethyllamino}hexyloxylethyl}(mejhiylyamino]cyclohexyl hydroxy(di-2-thienyl)-
acetate hydrofluoride;
trans-4-[{3-[(6-{[(2R)-2-Hygfoxy-2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-5-yl)-
ethyljlamino}hexyl)oxy]propyl}(methyl)amino]cyclohexyl hydroxy(di-2-thienyl)-
acetate hydrofluorid

Formic acid - trang-4-{{3-[4-({[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-
dihydroguinoli 5-y|)ethyl]amino}methyl)phenoxy}bropyl}(methyl)amino}cyclchexyl
hydroxy(di-2¢thienyl)acetate (1:1), _
trans-4-[{Z-{4-({[(2R)-2-Hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-5-yl)-
ethyllamino}methyl)phenoxylethyl}{methyl)aminojcyclohexyl hydroxy(di-2-
thienyl)acetate hydrofluoride;

ans-4-[{3-[4-(2-{[(2R)-2-Hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-5-

yl)ethyl}amino}propyl)phenoxy]propyl}(methyl)amino]cyclohexyl hydroxy(di-2-
thienyl)acetate hydrofluoride,
trans-4-((3-(2-Chloro-4-(((2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroquinoliin-
5-yhethylamino)methyl)-5-methoxyphenylamino)-3-oxopropyl)(methyl)amino)-
cyclohexyl hydroxy(di-2-thienyl)acetate hydrofluoride;
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trans-4-((3-(2-Chloro-4-(((2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-
5-ylethylamino)methyl)phenylamino)-3-oxopropyl)(methyl)amino)cyclohexyl-
hydroxy(di-2-thienyl)acetate hydrofluoride,
trans-4-[{3-[2-Chloro-4-({[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroguinolin-
5-yl)ethyllamino}methyl)-5-methoxyphenoxy]propyl}(methyl)amino]cyclohexyl-
hydroxy(di-2-thienyl)acetate hydrofluoride;
trans-4-[{2-[({{2-Chloro-4-({[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydro-
quinolin-5-yl)ethyllamino}methyl)-5-methoxyphenyllamino}carponyl)oxylethyl}-
(methyl)amino]-cyclohexylhydroxy(di-2-thienyl)acetate hydrgfluoride,
trans-4-[(3-{[2-chloro-4-({[(2R)-2-hydroxy-2-(8-hydroxy-2,0x0-1,2-dihydroquinolin-
5-yl)ethyllamino}methyl)-5-methoxyphenyl]lamino}-3-oxopropyl)(methyl)amino]-1-
methylcyclohexyl hydroxy(di-2-thienyl)acetate,
trans-4-[(3-{[4-({[(2R)-2-hydroxy-2-(8-hydroxy-2-g&o-1,2-dihydroquinolin-5-
yhethyllamino}methyl)phenyllamino}-3-oxoprgpyl)(methyl)amino]cyclohexyl
hydroxy(di-2-thienyl)acetate hydrofluoride (1:2),
trans-4-[(4-{[2-chloro-4-({[(2R)-2-hydroxy42-(8-hydroxy-2-oxo-1,2-dihydroquinolin-
5-yl)ethyllamino}methyl)-5-methoxyphényllamino}-4-oxobutyl)(methyl)amino]-
cyclohexyl hydroxy(di-2-thienyl)aceftate,
trans-4-[(3-{[2-fluoro-4-({{(2R)-2-Hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-
5-yl)ethyllJamino}methyl)-5-methoxyphenyllamino}-3-oxopropyl)(methyl)amino]-
cyclohexyl hydroxy(di-2-thighyl)acetate,
trans-4-[(3-{[4-({[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-5-
yDethyllamino}methyl}¢3-methoxyphenyllamino}-3-oxopropyl)(methyl)amino]-
cyclohexyl hydroxyfdi-2-thienyl)acetate hydrofluoride (1:2),
trans-4-[(3-{[2,5-Adifluoro-4-({[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-
dihydroquinolin-5-yl)ethyllamino}methyl)phenyl]lamino}-3-
oxopropyl)¢methyl)amino]-cyclohexyl hydroxy(di-2-thienyl)acetate hydrofluoride

ydroxy(di-2-thienyl)acetate hydrofluoride (1:2),
trans-4-[(3-{[2-chloro-4-(2-{[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-
dihydroquinolin-5-yl)ethyllamino}ethyl)-5-methoxyphenyllamino}-3-oxopropyl)-
(methyl)amino]cyclohexyl hydroxy(di-2-thienyl)acetate hydrofluoride (1:2),
trans-4-[{3-[2-chloro-4-(2-{[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-
dihydroquinolin-5-yl)ethyllamino}ethyl)-5-methoxyphenoxy]propyl}(methyl)-
amino]cyclohexyl hydroxy(di-2-thienyl)acetate hydrofluoride (1:2),
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trans-4-[{2-[({[2-cyano-4-({[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2- ’
dihydroquinolin-5-yl)ethylJamino}methyl)-5-methoxyphenyljamino}carbonyl)-
oxy]ethyl}(methyl)amino]cyclohexyl hydroxy(di-2-thienyl)acetate hydrofluoride
(1:2), '
trans-4-[{2-[({[2,5-difluoro-4-({[(2R)-2-hydroxy-2~(8-hydroxy-2-oxo-1,2-

| dihydroquinoiin-5-yl)ethyl]amino}methyl)phenyt]amino}carbonyl)oxy]ethyl}-

(methyl)amino]cyclohexy! hydroxy(di-2-thienyljacetate hydrofluoride (1:2),
trans-4-[(3-{[2-chloro-4-({{(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-dityfdroquinolin-
5-yl)ethyiJamino}methyl)-5-methoxyphenyllamino}-2,2-dimethyl-3,6xopropyl)-
(methyl)amino]jcyclohexyl hydroxy(di-2-thienyl)acetate,
trans-4-[{4-[2-chloro-4-({[(2R)-2-hydroxy-2-(8-hydroxy-2-oxg¢1,2-dihydroquinolin-
5-yhethyljamino}methyl)-5-methoxyphenoxylbutyl}(methyl)amino]cyclohexyl
hydroxy(di-2-thienyl)acetate hydrofiuoride (1:2),
t'rans—4—[{2—{({[2-chloro—4-({[(2R)-2-hydroxy—2-(5-hy oxy-3-0x0-3,4-dihydro-2H-
1,4-benzoxazin-8-yl)ethyllamino}methyl)}-5-methoxyphenyljJamino}carbonyl)oxy]-
ethyl}{methyl)amino]cyclohexyl hydroxy(di-2-thienyl)acetate,
trans-4-[(9-{[(2R)-2-hydroxy-2-(8-hydroxy-Z-oxo-1,2-dihydroquinolin-5-yhethyl}-
amino}nonyl)(methyljaminojcyclohexyl 8-methyl-9H-xanthene-8-carboxylate,
trans-4-[{2-[({[2-chloro-4-({[(2R)-2-hyroxy-2-(B-hydroxy-2-oxo-1,2-dihydro-
quinolin-5-yl)ethylJamino}methyl),5-methoxyphenyljamino}carbonyl)oxylethyl}-
{methyl)-amino]cyclohexyl (

N

~cyclopentyl (hydroxy)phenylacetate, and
trans-4-[{2-[({[2-chloro-4-({[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-1,2-dihydro-
quinolin-5-ylethyljamingfmethyl}-5-methoxyphenyllamino}carbonyljoxylethyl}-
(methyl) amino]cyclohéxyl (2S)-cyclopentyl(hydroxy)2-thienylacetate.

or pharmaceutically Acceptable salts or solvates or deuterated derivative thereof:

15. A compound aCcording to any one of claims 1-14 for use in the treatment of the

human or afimal body by therapy. |
16. A copApound according to any one of claims 1 to 14 for use in the treatment of a
ological condition or disease susceptible to ameiioration by both 32 adrenergic
eceptor agonist and muscarinic receptor antagonist activities, which condition or
disease is preferably selected from pulmonary diseases, pre-labor, glaucoma,
neurological disorders, cardiac disorders, inflammation and gastrointestinal
disorders, and is more preferably asthma and or chronic obstructive pulmonary
disease.
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17. A pharmaceutical composition comprising a compound as defined in any one of
claims 1 to 14 in association with a pharmaceutically acceptable diluent or carrier.

18. Use of a compound as defined in any one of claims 1 to 14 in the manufacture
medicament for the treatment of a pathological condition or disease as definéd in
claim 16.

19. A method for treating a subject afflicted with a pathological condition/or disease as
defined in claim 16, which comprises administering to said subject an effective
amount of a compound as defined in any one of claims 1 to 14.

20. A combination product comprising (i) a compound accordiig to any one of claims 1
fo 14; and (i) another compound selected from a forticosterocid and a PDE4
inhibitor.

118



