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CLAIMS

1.  AlUse of a compound of formula Il

Formula Il
wherein

M is CH; or NH;

R'is H or hydroxy;

R2 is H, CHs, -CH,CHs, -CH>CH,CHs, -CH,CHyCH,CHs, -CH(CHa)s, -CHCH(CH)s,
-CH(CH,3)CH,CHa, -CH,OH, -CH,OCHj3, -CH(OH)CHj;, -CH,SCH3, or -CH,CH,SCHa;

or a pharmaceutically acceptable salt;-sehvate-solvate-of-such tora-prodrug thereof,

in the manufacture of a medicament for use-in-the prophylaxis and/or treatment of a

cholestatic liver disease selected from the group consisting of Alagilles syndrome (ALGS),

progressive familial intrahepatic cholestasis (PFIC), primary biliary cirrhosis (PBC), primary

sclerosing cholangitis (PSC), non-alcoholic steatohepatitis (NASH) and pruritus of cholestatic

liver disease.

2. A-compoundUse according to claim 1, shesen-fremwherein the compound of formula 1

is selected from the group consisting of:
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-(N-{(R)-a-[N-(carboxymethyl)carbamoyl]

benzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine;
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8- (N-{(R)-a-[N'-((S)-1-carboxyethyl)

carbamoyl] benzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,5-benzothiazepine;
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylithio-8-(N-{(R)-a-[N-((S)-1-carboxypropyl)

carbamoyllbenzylicarbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine;
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1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-( N-{(R)-o-[N-((R)-1-carboxy-2-
methylthioethyl)carbamoyllbenzylicarbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-
benzothiadiazepine;

1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-( N-{(R)-o-[N-((S)-1-
carboxypropyl)carbamoyl]-4-hydroxybenzyljcarbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-
benzothiadiazepine; ‘

1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-( N-{{R)-o~-[N-({R)-1-carboxy-2-methylthio-
ethyl)carbamoyl]-4-hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-
benzothiadiazepine;

1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-( N-{(R)-a-[N-((S)-1-carboxy-2-
methylpropyl)carbamoyllbenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine;

1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-(N-{(R}-a-[N-((S)-1-carboxy-2-(R)-
hydroxypropyl)carbamoyl}-4-hydroxybenzylicarbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-
benzothiadiazepine;

1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-( N-{(R)-a~[N-({S)-1-carboxybutyl) carbamoyl]-
4-hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine;

1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-( N-{(R)-a-[N-((S)-1-carboxyethyl)
carbamoyilbenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine;

1,1-dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8- (N-{(R)-o-[N'-({S)-1-carboxypropyl)
carbamoyl]-4-hydroxybenzyl} carbamoylmethoxy)-2,3,4,5-tetrahydro-1, 5-benzothiazepine;

1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-( N-{(R)-o-[N-({S)-1-carboxyethyl)carbamoyl]-
4-hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine;

1,1-Dioxo-3,3-dibutyi-5-phenyi-7-methylthio-8-( N-{(R)-a.-[N-((S)-1-carboxy-2-
methylpropyl)carbamoyl}-4-hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-
benzothiadiazepine; and

1,1-Diox0-3,3-dibutyl-5-phenyl-7-methylthio-8-(N-{ (R)-1'-phenyl-1'-[N'-(carboxymethyl)
carbamoyllmethyl}carbamoyimethoxy)-2,3,4,5-tetrahydro-1,5-benzothiazepine,

or a pharmaceutically acceptable salt thereof.
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3. Use according to claim 1 or 2, wherein the compound of formula ll is 1.1-dioxo-3,.3-

dibutyl-5-phenyl-7-methylthio-8-(N-{(R)-a-[N-((S)-1-carboxypropyl)carbamovl]-4-
hvdroxybenzyllcarbamovimethoxy)-2,3.4,5-tetrahydro-1,2,5-benzothiadiazepine, or a

pharmaceutically acceptable salt thereof.

4. Use according to claim 1 or 2, wherein the compound of formula |l is 1,1-dioxo-3,3-

dibutyl-5-phenvl-7-methvlthio-8-(N-{{R)-1'-phenyl-1-IN'-(carboxvmethvlcarbamoviimethyi}-

carbamovimethoxy)-2,3.4,.5-tetrahvdro-1,5-benzothiazepine, or a pharmaceutically

acceptable salt thereof.

5. Use according to any one of claims 1 to 4, wherein the cholestatic liver disease is
Alagille syndrome (ALGS).

6. Use according fo anv one of claims 1 to 4. wherein the cholesiatic liver disease is

progressive familial intrahepatic cholestasis (PFIC).

7. Use according to anv one of claims 1 1o 4, wherein the cholestatic liver disease is

H PPN P m] e Y aly

primary biliary cirrhosis (PBC).

8. Use according to any one of claims 1 to 4, wherein the cholestatic liver disease is

primary sclerosing cholangitis (PSC).

9. Use according to any one of claims 1 to 4, wherein the cholestatic liver disease is non-
alcoholic steatohepatitis (NASH).

10. Use according to any one of claims 1 to 4. wherein the cholestatic liver disease is

pruritus of cholestatic liver disease.

411. AUse of a pharmaceutical composition comprising a compound of Formula (II)
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Formula I
wherein

M is CH, or NH;

R'is H or hydroxy;

R? is H, CH3, -CH,CHj3, -CH,CH,CHa, -CH,CH,CH,CH3, -CH(CHs),, -CH,CH(CHs),,
-CH(CH3)CH,CHj3, -CH,0H, -CH,OCH3, -CH(OH)CHs, -CH,SCHs, or -CH,CH,SCHg;

or a pharmaceutically acceptable salt:-selvatesolvate-of such-a-salt-org-predrug thereof,

in the manufacture of a medicament for use-in-the prophylaxis and/or treatment of a

cholestatic liver disease selected from the group consisting of Alagilles syndrome (ALGS),

progressive familial infrahepatic cholestasis, (PFIC), primary biliary cirrhosis (PBC), primary

sclerosing cholangitis (PSC), non-alcoholic steatohepatitis (NASH) and pruritus of cholestatic

liver disease.

12. Use according to claim 11, wherein the compound of formula Il is 1,1-dioxo-3,3-dibutyl-

carbamovimethoxy)-2,3.4 5-tetrahydro-1.2 . 5-benzothiadiazepine, or a pharmaceutically

acceptable salt thereof.

13. Use according to claim 11, wherein the compound of formula l is 1.1-dioxo-3,3-dibutyl-
5-phenyl-7-methvithio-8-(N-{{R)-1"-phenvl-1'-[N'-(carboxymethylcarbamoyllimethyl}-
carbamovimethoxy)-2,3.4.5-tetrahvdro-1.5-benzothiazepine, or a pharmaceutically

acceptable salt thereof.
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Formula Il

wherein

M is CH; or NH;

R'is H or hydroxy;
R?is H, CHs, -CH,CHs, -CH,CH,CHs, -CH,CH,CH,CH3, -CH(GH3),, -CH2CH(CH3)s,
-CH(CH3)CH,CHa, -CH,0H, -CH,OCH3, -CH(OH)CHa, -CH,8CHs, or -CH,CH,SCH3;

10 or a pharmaceutically acceptable salt, solvate, solvate of guch a salt or a prodrug thereof,

for the manufacture of a medicament for use in the pfophylaxis and/or treatment of a liver

disease.

15 6. A method for the treatment and/or prgphylaxis of a liver disease, whereby a compound of

Formula (11)

R1
O\\//
H S—M
HO Rz (
Formula Il

20

wherein

H or hydroxy;
is H, CHa, -CH,CHg, -CH,CH,CH3, -CH,CH,CHLCH3, -CH(CH3),, -CHCH(CHa)a,
-CH(CHg)CHQCHg, "CHZOH, -CHQOCHg, -CH(OH)CHs, -CHQSCHg, or -CH2CstCH3;

25
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or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof,

is administered to a subject in need of such treatment.

7. A method according to claim 6, wherein the compound is selected from
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-(N-{(R)-a-[N-(carboxymethyl)carbamoyl]
benzyl} carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine;
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-(N-{(R)-ca-[N'-((S)-1-carboxyethyl) carbamoyl]
benzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,5-benzothiazepine;
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-( N-{(R)-a-[N-((S)-1-garboxypropyl)
carbamoyl]benzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzojhiadiazepine;
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-( N-{(R)-a.-[N-( (X )- 1-carboxy-2-
methylthioethyl)carbamoyllbenzyl}carbamoylmethoxy)-2,3,4,5-teffahydro-1,2,5-
benzothiadiazepine;
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-( N-{(R}¥a-[N-((S)-1-carboxypropyl)
carbamoyl]-4-hydroxybenzyl}carbamoylmethoxy)-2,3,4,5tetrahydro-1,2,5-benzothiadiazepine;
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-( ¥-{(R)-a-[N-((R)-1-carboxy-2-methylthio-
ethyl)carbamoyl]-4-hydroxybenzyl}carbamoylmethgky)-2,3,4,5-tetrahydro-1,2,5-
benzothiadiazepine;
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-(N-{(R)-a-[N-((S)-1-carboxy-2-
methylpropyl)carbamoyllbenzyl}carbamoyjmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine;
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-phethylthio-8-(N-{(R)-a-[N-((S)-1-carboxy-2-(R)-
hydroxypropyl)carbamoyl]-4-hydroxygenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-
benzothiadiazepine;
1,1-Dioxo-3,3-dibutyl-5-pHenyl-7-methylthio-8-(N-{(R)-a-[N-((S)-1-carboxybutyl) carbamoyl]-
4-hydroxybenzyl}carbamoylifethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine;
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-( N-{(R)-a-[N-((S)-1-carboxyethyl)
carbamoyl]benzyl}carb@moylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine;
1,1-dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-(N-{(R)-a-[N'-((S)-1-carboxypropyl)
carbamoyl]-4-hydroxybenzyl} carbamoyimethoxy)-2,3,4,5-tetrahydro-1,5-benzothiazepine;
1,1-Dioxg-3,3-dibutyl-5-phenyl-7-methylthio-8-( N-{(R)-a-[N-((S)-1-carboxyethyl)carbamoyl]-
4-hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine;
1,1/Diox0-3,3-dibutyl-5-phenyl-7-methylthio-8-( N-{(R)-o.-[N-((S)-1-carboxy-2-
methylpropyl)carbamoyl]-4-hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-
benzothiadiazepine; and
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1,1-Dioxo-3, 3-dibutyl-5-phenyl-7-methylthio-8-(N-{ (R)-1'-phenyl-1'-[N'-(carboxymethyl)

carbamoyl] methyl} carbamoyimethoxy)-2,3,4,5-tetrahydro-1,5-benzothiazepine.

8. A pharmaceutical combination for simultaneous or sequential administration, whijch

contains a compound of formula Il

Formula Il

wherein

M is CH, or NH;
R'is H or hydroxy;
R?is H, CHa, -CH,CHs, -CH,CH,CHs, -CH,CH,CH,CHs, -CH(CHs),, -CH,CH(CHs),,
-CH(CH3)CH,CHj3, -CH,0H, -CH,OCH;, -CH(OH)CH;, -CH,SCHa;, or -CH,CH,SCHj;

or a pharmaceutically acceptable salt, solvgte, solvate of such a salt or a prodrug thereof,

and ursodeoxycholic acid, for use in t/ prophylaxis and/or treatment of a liver disease.

9. A pharmaceutical combination for simultaneous or sequential administration, which
contains a compound of formyfa ||

R1

Formula Il
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wherein

s CHy-or NH:
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Formula Il
wherein

M is CH, or NH;

R'is H or hydroxy;

R? is H, CHj, -CH,CHa3, -CH,CH,CHa3, ~CH,CH,CH,CHs, ~-CH(CH3),, -CH,CH(CH3),,
-CH(CH3)CH,CH3, -CH,0OH, -CH,OCHj;, -CH(OH)CHs, -CH,SCHj, or -CH,CH,SCHs;

H

or a pharmaceutically acceptable salt-selvate-solvate-of-sush-a or-a-prodrug thereof;

and ursodeoxycholic acid,

“ferin the manufacture of a combination for simultaneous or sequential administration in the

prophylaxis and/or treatment of a cholestatic liver disease _selected from the group consisting

of Alagilles syndrome (ALGS), progressive familial intrahepatic cholestasis, (PFIC), primary

biliary cirrhosis (PBC), primary sclerosing cholangitis (PSC), non-alcoholic steatohepatitis

(NASH) and pruritus of cholestatic liver disease.
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l 4415.Use of a compound of formula 1l

Formula 1l
wherein

M is CH; or NH;

R'is H or hydroxy;

R? is H, CHj,, -CH,CHjs, -CH,CH,CHs, -CH,CH,CH,CHj, -CH(CH3)a, -CH,CH(CH3),,
-CH(CH3)CH,CHs, -CH,0H, -CH,0CHj3, -CH(OH)CHs, -CH,SCHa, or -CH;CH,SCH3;

or a pharmaceutically acceptable salt, solvate, solvate of such a salt or a prodrug thereof,
and nor-ursodeoxycholic acid,

“orin the manufacture of a combination for simultaneous or sequential administration in the

prophylaxis and/or treatment of a cholestatic liver disease_selected from the group consisting

of Alagilles syndrome (ALGS), progressive familial infrahepatic cholestasis, (PFIC), primary

biliary cirrhosis (PBC), primary sclerosing cholangitis (PSC), non-alcoholic steatohepatitis

{NASH) and pruritus of cholestatic liver disease.

16. Use according to claim 14 or 15, wherein the compound of formula Il is 1,1-diox0-3,3-
dibutyl-5-phenvl-7-methylthio-8-(N-{(R)-o-[N-({8)-1-carboxypropyl)carbamoyl}-4-
hvdroxybenzylicarbamovyimethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine, or a

pharmaceutically acceptable salt thereof.

17. Use according to claim 14 or 15, wherein the compound of formula Il is 1,1-dioxo-3,3-
dibutyl-5-phenyl-7-methylthio-8-(N-{{R)-1"-phenvl-1'-[N'-(carboxymethyl)carbamoylimethyl}-

carbamovimethoxy)-2.3.4.5-tetrahydro-1,5-benzothiazepine, or a pharmaceutically

acceptable salt thereof.




