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1. AUse of a compound of formula II 

R1  

	

e 	 
\ 	o., 4) 

1W K 	0 	S 	N 
HO 	R2 

4. 

Formula II 

wherein 

M is CH2  or NH; 

al  is H or hydroxy; 

R2  is H, CH3, -CH2CH3, -CH2CH2CH3, -CH2CH2CH2CH3, -CH(CH3)2, -CH2CH(CH3)2, 

-CH(CH3)CH2CH3, -CH2OH, -CH2OCH3, -CH(OH)CH3, -CH2SCH3, or -CH2CH2SCH3; 

	

or a pharmaceutically acceptable salt, 	 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. Xeen;psunisIUse according to claim 1, elzieseMFemwherein the compound of formula II 

is selected from the group consisting of: 

1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a4N-(carboxymethyl)carbamoyl] 

benzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine; 

1,1-Dioxo-3,3-dibuty1-5-phenyl-7-methylthio-8- (N-{(R)-u-[N'-((S)-1-carboxyethyl) 

carbamoyl] benzyllcarbamoylmethoxy)-2,3,4,5-tetrahydro-1,5-benzothiazepine; 

1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a4N-((S)-1-carboxypropyl) 

carbamoylibenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine; 
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1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a-[N-((R)-1-carboxy-2-

methylthioethyl)carbamoyl]benzyl)carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-

benzothiadiazepine; 

1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-aiN-((S)-1-

carboxypropyl)carbamoy1]-4-hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-

benzothiadiazepine; 

1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a4N-((R)-1-carboxy-2-methylthio-

ethyl)carbamoy1]-4-hydroxybenzylIcarbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-

benzothiadiazepine; 

1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a4N-((S)-1-carboxy-2-

methylpropyl)carbamoylibenzylIcarbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine; 

1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a4N-((S)-1-carboxy-2-(R)-

hydroxypropyl)carbamoy1]-4-hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-

benzothiadiazepine; 

1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a-[N-((S)-1-carboxybutyl) carbamoy1]-

4-hydroxybenzyl}carbannoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine; 

1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a-[N-((S)-1-carboxyethyl) 

carbamoyl]benzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine; 

1,1-dioxo-3,3-dibuty1-5-phenyl-7-methylthio-8- (N-{(R)-a-[N'-((S)-1-carboxypropyl) 

carbamoyl]-4-hydroxybenzyl} carbamoylmethoxy)-2,3,4,5-tetrahydro-1, 5-benzothiazepine; 

1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a-[N-((S)-1-carboxyethyl)carbamoy1]-

4-hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine; 

1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a-[N-((S)-1-carboxy-2-

methylpropyl)carbamoy1]-4-hydroxybenzyl}carbamoyInnethoxy)-2,3,4,5-tetrahydro-1,2,5-

benzothiadiazepine; and 

1,1-Dioxo-3,3-dibuty1-5-phenyl-7-methylthio-8-(N-{ (R)-1'-phenyl-1'[N`-(carboxymethyl) 

carbamoylimethyllcarbamoylmethoxy)-2,3,4,5-tetrahydro-1,5-benzothiazepine, 

or a pharmaceutically acceptable salt thereof. 

a— A 	 to 	1 	2, 	 disease is any one of liver compound according 	claim 	or 	wherein-the-liver 

Inherited metabolic parenchyma; an 

the-is cuch as cercbrotendinous, er xanthomatosis; a secondary-elefeet-suoh-as 

hepatitis, 	fibrosis, 	 in the liver, ALGS Fe 	natal 	cystic 	manifestations 

far 	 olia-fatty-ilver-disease,-NAF-LWNIASFI, 

hypertension, 	 during portal 	 general cholesta-is su 	 e-te-drugs or 	pregnancy, 

intra and extra 
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PFIC1, Primary sclerosing cholangitie, 	stones and cholestasis such as 	 gall 

biliary tree. elleledoehol-ithiacic7Fs-alignaney causing-elastruetien-ef-the 	 symptoms-(seratolging;  

hepatis-Felated-eoRd-ition, fatty liver, hop- 	- 	• 	e-e 	-- 	- -e- . 	- 	: 	. 	- 	- - 	- 	e 

t 	tt---. 	------ 	-et- : 	- 	: 	 e 	..e 	 . 	., 

disordors. hcpa 	- 	-*- 	-**- 	.' 	 ' 	 ' . 	 .'" overload 	 - 	* : . 	-1- 	- -. 	. 	= 	• 	- 	.1  = - 	• 	= 	= =  

in-relation-to4umeur-s-ancl-rieoplasmas of of the biliary tract and of the -the-liver, 	 pancreas. 

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

dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a-[N-((S)-1-carboxypropyl)carbamoy1.1-4- 

hydroxybenzyl}carbamoylmethoxy)-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 II is 1,1-dioxo-3.3- 

dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-1'-pheny1-14N'-(carboxymethyl)carbamoyllmethy1}- 

carbamoylmethoxy)-2.3.4.5-tetrahydro-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 

Aladille syndrome (ALGS). 

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

progressive familial intrahepatic cholestasis (PFIC). 

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

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 II 

wherein 

M is CH2  or NH; 

R1  is H or hydroxy; 

R2  is H, CH3, -CH2CH3, -CH2CH2CH3, -CH2CH2CH2CH3, -CH(CH3)2, -CH2CH(CH3)2, 

-CH(CH3)CH2CH3, -CH2OH, -CH2OCH3, -CH(OH)CH3, -CH2SCH3, or -CH2CH2SCH3; 

s 	e 	e 	 e ee 	thereof, or a pharmaceutically acceptable salt, 	: 	- 	- 	- = 	--- - -- 	- 	- 	-e 

in the manufacture of a medicament for use-i1- the prophylaxis and/or treatment of a 

cholestatic liver disease selected from the group consisting of Alaqilles 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. 

12. Use according to claim 11, wherein the compound of formula II is 1,1-dioxo-3.3-dibutyl- 

5-pheny1-7-methylthio-84N-{(R)-a4N4(S)-1-carboxypropyl)carbamov11-4-hydroxybenzyll- 

carbamoylmethoxy)-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 II is 1,1-dioxo-3.3-dibutvl- 

5-pheny1-7-methvIthio-8-(N-{(R)-1'-oheny1-1'41V-(carboxymethyl)carbamoyllmethyll- 

carbamovInnethoxy)-2,3,4.5-tetrahydro-1,5-benzothiazepine, or a pharmaceutically 

acceptable salt thereof. 

5. 	Use 	compound 	to Formula (II) of a 	according 

30 
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H 	H 	
S  -NA 

) 	0 
HO 	R2 

Formula II 

wherein 

5 

M is CH2  or NH; 

R1  is H or hydroxy; 

R2  is H, CH3, -CH2CH3, -CH2CH2CH3, -CH2CH2CH2CH3, -CH( 	3)2, -CH2CH(CH3)2, 

-CH(CH3)CH2CH3, -CH2OH, -CH2OCH3, -CH(OH)CH3, -CH :CH3, or -CH2CH2SCH3; 

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

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

disease. 

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

Formula (II) 

R1 

 
o , \ 	o. i, 

H 	
N 	0.y,....-,,

,
,)s-M

\ 7,...__/------ 
O 	N 

-,,-.1...A 	----- 0 	 _A........7 
HO 	R2  

• 

Formula II 

20 

wherein 

M is 	2 or NH; 

R1 ' 	H or hydroxy; 

25 	is H, CH3, -CH2CH3, -CH2CH2CH3, -CH2CH2CH2CH3, -CH(CH3)2, -CH2CH(CH3)2, 

-CH(CH3)CH2CH3, -CH2OH, -CH2OCH3, -CH(OH)CH3, -CH2SCH3, or -CH2CH2SCH3; 
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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. 

5 7. 	A method according to claim 6, wherein the compound is selected from 

1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a-[N-(carboxymethyl)ca'samoyl] 

benzyl) carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine; 

1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a-[N'-((S)-1-ca bo 	ethyl) carbamoyl] 

benzyl)carbamoylmethoxy)-2,3,4,5-tetrahydro-1,5-benzothiazepine; 

10 1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a-[N-((S)- - : rboxypropyl) 

carbamoyl]benzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzo 	iadiazepine; 

1,1-Dioxo-3,3-dibuty1-5-phenyl-7-methylthio-8-(N-{(R)-a-[N-( 	)-1-carboxy-2-

methylthioethyl)carbamoyl]benzyl)carbamoylmethoxy)-2,3,4,5-te ahydro-1,2,5-

benzothiadiazepine; 

15 1,1 -Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R 	a4N-((S)-1-carboxypropyl) 

carbamoyl]-4-hydroxybenzyl}carbamoylmethoxy)-2,3,4, 	tetrahydro-1,2,5-benzothiadiazepine; 

1,1-Dioxo-3,3-dibuty1-5-phenyl-7-methylthio-8- 	-{(R)-a4N-((R)-1-carboxy-2-methylthio-

ethyl)carbamoy1]-4-hydroxybenzyl)carbamoylmeth6 y)-2,3,4,5-tetrahydro-1,2,5-

benzothiadiazepine; 

20 1,1-Dioxo-3,3-dibuty1-5-phenyl-7-meth 	hio-8-(N-{(R)-a-[N-((S)-1-carboxy-2- 

nnethylpropyl)carbamoyl]benzyllcarbamoy 	ethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine; 

1,1-Dioxo-3,3-dibuty1-5-phenyl-7-+ethylthio-8-(N-{(R)-a4N-((S)-1-carboxy-2-(R)-

hydrox.ypropyl)carbamoyli-4-hydroxyoenzyl)carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-

benzothiadiazepine; 

25 1,1-Dioxo-3,3-dibuty1-5-p eny1-7-methylthio-8-(N-{(R)-a-[N-((S)-1-carboxybutyl) carbamoyl]- 

4-hydroxybenzyl}carbamoyl , ethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine; 

1,1-Dioxo-3,3-dibut 	-5-phenyl-7-methylthio-8-(N-{(R)-a4N-((S)-1-carboxyethyl) 

carbarnoyl]benzyl)carb moylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine; 

1,1-dioxo-3,3-• ibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a-[N'-((S)-1-carboxypropyl) 

30 carbamoyl]-4-hy• oxybenzyl} carbamoylmethoxy)-2,3,4,5-tetrahydro-1,5-benzothiazepine; 

1,1-Dio 4-3,3-dibuty1-5-pheny1-7-nnethylthio-8-(N-{(R)-a1N-((S)-1-carboxyethyl)carbamoy1]- 

4-hydroxyb 	zyl)carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine; 

1, 	oxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a-[N-((S)-1-carboxy-2-

methy • ropy))carbamoy1]-4-hydroxybenzyllcarbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5- 

35 be 	othiadiazepine; and 
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1,1-Dioxo-3,3-dibuty1-5-phenyl-7-methylthio-8-(N-{ (R)-1'-phenyl-11-[N'-(carboxymethyl) 

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

8. A pharmaceutical combination for simultaneous or sequential administration, wh.  h 

5 contains a compound of formula II 

R1  

41) 0 

H 	H 	 -11/1 
N 

1101 ( 	0 S 	N HO 	R2 

Formula II 

wherein 

10 M is CH2  or NH; 

R' is H or hydroxy; 

15 

R2  is H, CH3, -CH2CH3, -CH2CH2CH3, -CH2CH2C 	CH3, -CH(CH3)2, -CH2CH(CH3)2, 

-CH(CH3)CH2CH3, -CH2OH, -CH2OCH3, -CH( , 	)CH3, -CH2SCH3, or  -CH2CH2SCH3; 

or a pharmaceutically acceptable salt, solv. e, 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 combina on for simultaneous or sequential administration, which 

contains a compound of form 	a II 

Ri 

0 . 
0 

.s _m 
 

H 	
O. // 

0 

/ 

N 

20 

HO' 	(R2 ° 

40 

Formula II 
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wherein 
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M-is-G-14-er NH; 

fels H or hydroxy; 

R2  is H, CH4r-G142G-144r-C442C142C-H3, C142Q1-42C-I-LeCH3, CH(CH332, CHS-H(CH,332, 

CH(CNCH,CH4, CH,OH, CH2001-13, CH(OH)CI-13, CH4SCH,, er CH4G1-124C-1-13; 

-* 	- 	 = 	= = 	 = 	= ==rug4hereof, erg-pharmaceutically - - - 	- t 	- 	- 2 	- = 	- 	---• - -- 	- 

• -and/or trcatment-ef-a-liver--€1-isease-. and nor-- 	==== 	-• e 	 e 	 = prophylaxis 

4-914. Use of a compound of formula II 

R1  

o _ u ,.. * 

110'S—M  
ON 

0 

HO 	R2 

41k 
Formula II 

wherein 

M is CH2  or NH; 

R.1  is H or hydroxy; 

R2  is H, CH3, -CH2CH3, -CH2CH2CH3, -CH2CH2CH2CH3, -CH(CH3)2, -CH2CH(CH3)2, 

-CH(CH3)CH2CH3, -CH2OH, -CH2OCH3, -CH(OH)CH3, -CH2SCH3, or -CH2CH2SCH3; 

= 	= == 	thereof; or a pharmaceutically acceptable salt, - - 	 - 	-I: 

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 Alaigilles syndrome (ALGS). progressive familial intrahepatic cholestasis, (PFIC), primary 

binary cirrhosis (PBC). primary sclerosing cholancjitis (PSC). non-alcoholic steatohepatitis 

(NASH) and pruritus of cholestatic liver disease. 

30 
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1--1 15.Use of a compound of formula II 
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Ri 
filt 

em  
H ®

HO 
0 

S 	N 
R2 

Formula II 

wherein 

M is CH2  or NH; 

R1  is H or hydroxy; 

R2  is H, CH3, -CH2CH3, -CH2CH2CH3, -CH2CH2CH2CH3, -CH(CH3)2, -CH2CH(CH3)2, 

-CH(CH3)CH2CH3, -CH2OH, -CH2OCH3, -CH(OH)CH3, -CH2SCH3, or -CH2CH2SCH3; 

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

and nor-ursodeoxycholic acid, 

forin 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. 

16. Use according to claim 14 or 15, wherein the compound of formula II is 1,1-dioxo-3,3- 

dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-0.-EN-((S)-1-carboxypropyl)carbamoy11-4- 

hydroxybenzyl}carbamoylmethoxy)-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 II is 1,1-dioxo-3.3- 

dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-1'-phenyl-1'-fN'-(carboxymethyl)carbamoylimethyll- 

carbamoylmethoxy)-2,3,4,5-tetrahydro-1,5-benzothiazepine, or a pharmaceutically 

acceptable salt thereof. 

30 


