
CLAIMS 

5 

1. Use of an IBAT inhibitor and a bile acid binder, wherein the bile acid binder is 

formulated for colon release, in the manufacture of a combination for simultaneous, 

sequential or separate administration, for the treatment of a liver disease. 

2. Use according to claim 1, wherein the liver disease is a cholestatic liver dis I ease 

selected from the group consisting of primary biliary cirrhosis (PBC), progressive familial 

intrahepatic cholestasis (PFIC), Alagilles syndrome (ALGS), primary sclerOsing cholangitis 

10 (PSC), non-alcoholic steatohepatitis (NASH) and pruritus of cholestatic liver disease. 
/ 

/ 
3. Use according to claim 1 or 2, wherein the combination is designed to deliver the IBAT 

inhibitor in the small intestine and the bile acid binder in the cql‘n. 

/ / 

15 4. Use according to any one of claims 1 to 3, wherein/he IBAT inhibitor is selected from 

the group consisting of benzothiepines, 1,4-benzothia0pines, 1,5-benzothiazepines and 

1,2,5-benzothiadiazepines exhibiting activity when 	reening for IBAT inhibiting properties. 

5. Use according to any one of claims 1 toi: wherein the IBAT inhibitor is a compound of 

20 formula il 	 / 
/ 

/ 
R1  

O 	
/ 	

H 

40 0 
HQ 	R2 

it 
formula II 

25 wherein 

M is -CH2  or
/  

NH; 

R1  is H 	r OH; and 

30 

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

-C (CH3)CH2CI-13, -CH2OH, CH2OCH3, -CH(OH)CH3, -CH2SCH3, or -CH2CH2-S-CH3; or a 

harmaceutically acceptable salt thereof. 
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6. 	Use according to claim 5, wherein 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)-a-N-(carboxymethyl)carb 

5 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-carboxy0hyl) 

carbamoyllbenzyl)carbamoylmethoxy)-2,3,4,5-tetrahydro-1,5-benzothiazepiney 

1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-((R)-cfp[N-((S)-1-car#Oxypropyl) 

carbamoylibenzyl)carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothi 	iazepine; 

10 1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a4N-((R)4/-carboxy-2- 
/ 

methylthioethyl)carbamoyl]benzyl)carbamoylmethoxy)-2,3,4,5-tetray(Ydro-1,2,5- 

benzothiadiazepine; 	 / 

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

carbamoyli-4-hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-te/t ahydro-1,2,5- 

15 benzothiadiazepine; 

1,1-Dioxo-3,3-dibuty1-5-phenyl-7-methylthio-8-( 	-{(R)-ct4N-((R)-1-carboxy-2- 

methylthio-ethyl)carbamoy1]-4-hydroxybenzyl)carb 	oylmethoxy)-2,3,4,5-tetrahydro-1,2,5- 

benzothiadiazepine; 	 , 
1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methy1/40-8-(N-{(R)-a-N-((S)-1-carboxy-2- 

20 methylpropyl)carbamoylibenzyl}carbamoyethoxy)-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-(R)-

hydroxypropyl)carbamoy11-4-hydrbenzyl)carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5- 

benzothiadiazepine; 	/ 

25 1,1-Dioxo-3,3-dibuty1-57iheny1-7-methylthio-8-(N-{(R)-a-W-((S)-1-carboxybutyl) 

carbamoy1]-4-hydroxybenzi}carbamoylmethoxy)-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-carboxyethyl) 

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

30 1,1-dioxo-,3,3-dibuty1-5-phenyl-7-methylthio-8-(N-{(R)-a-[N'-((S)-1-

carboxypropyrjcarbamoy11-4-hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,5-

benzothiazepine; 

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

carb 	yethyl)carbamoyli-4-hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5- 

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

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

benzothiadiazepine; and 

1,1-Dioxo-3, 3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-1'-pheny1-1'4N'-(carboxy 	thyl) 
5 	carbamoyl]methyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,5-benzothiazepine, 

or a pharmaceutically acceptable salt thereof 

/ 
7.  Use according to claim 5 or 6, wherein the compound of formula (II) isj,1-dioxo-3,3- 

dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a4N-((S)-1-carboxypropyl) carba io ylj-4- 

10 	hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothia azepine, or a 

pharmaceutically acceptable salt thereof. 	 / 

„ / 
/ 

8. Use according to any one of claims 1 to 4, wherein the lak.  inhibitor is selected from 

the group consisting of: /'   
/ 

15 14[4-[[443,3-dibuty1-7-(dimethylamino)-2,3,4,5-tetra ydro-4-hydroxy-1,1-dioxido-1- 

benzothiepin-5-yl]phenoxy]methyljphenylimethyl]-4-a 	-1-azoniazabicyclo[2.2.2]octane 

chloride; and 	 / 

1[444-[(4R,5R)-3,3-dibuty1-7-(dimethylami 	)-2,3,4,5-tetrahydro-4-hydroxy-1,1- 

dioxido-1-benzothiepin-5-yl)phenoxylbuty114-azef-1-azoniabicyclo[2.2.2]octane methane- 
/ 

20 	sulfonate. 	 / 

/ 
9.  Use according to any one of clairyfs 1 to 8, wherein the bile acid binder is 

cholestyramine, cholestipol or colesevelam. 

25 	10. 	Use of a pharmaceutical 	rmulation comprising an IBAT inhibitor and a bile acid 

binder, wherein the bile acid/binder is in the core and formulated for release in the colon and 

wherein the IBAT inhibitor, is in an outer layer formulated for immediate release or for delayed 
/ 

release in the distal jejuhurn or the proximal ileum, in the manufacture of a medicament for 

the treatment of a liver disease. 

30 

11. 	Use according to claim 10, wherein the liver disease is a cholestatic liver disease 

selected from the group consisting of primary biliary cirrhosis (PBC), progressive familial 

intrahepa c cholestasis (PFIC), Alagilles syndrome (ALGS), primary sclerosing cholangitis 

(PSC), 	on-alcoholic steatohepatitis (NASH) and pruritus of cholestatic liver disease. 

35 
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12. 	Use according to claim 10 or 11, wherein the formulation comprises 

(i) an inner core comprising a bile acid binder; 

(ii) a colon release layer onto the core; 

5 (iii) an IBAT inhibitor layer onto said colon release layer; and 

(iv) an outer protective coating. 

/ 
13. 	Use according to any one of claims 10 to 12, wherein the IBAT inhibito/is selected 

from the group consisting of benzothiepines, 1,4-benzothiazepines, 1,5-b 	zothiazepines 
10 and 1,2,5-benzothiadiazepines exhibiting activity when screening for IB T inhibiting 

properties. 	 / , 
/ 

14. 	Use according to any one of claims 10 to 13, wherein the/6AT inhibitor layer 

comprises a compound of formula II 	 / 
15 . 

.e
m 

 

O, 	
H 10 ---( 	° 

HO 	R2 

* 

formula II 

wherein 

20 

M is -CH2  or NH; 

R' is H or OH; and 

R2  is H, -CH3, -CH2CI-13, -CH2CH2CH3, -CH2CH2CH2CH3, -CH(CH3)2, -CH2CH(CH3)2, 
-CH(CH3)CH2CH3,7,CH2OH, CH2OCH3, -CH(OH)CH3, -CH2SCH3, or -CH2CH2-S-CH3; or a 

25 pharmaceutical) acceptable salt thereof. 

/ 15. 	Use s cording to claim 14, wherein the IBAT inhibitor layer comprises a compound 

selecte 	om the group consisting of: 

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

30 be zyllcarbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine; 
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1 ,1 -Dioxo-3, 3-dibuty1-5-pheny1-7-methyfthio-8-(N-{(R)-a-[N'-((S)-1 -carboxyethyl) 	/ 

carbamoyljbenzyll carbamoylmethoxy)-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 

ca rba moylibenzyl}carba moylmethoxy)-2,3,4,5-tetra hydro-1 ,2,5-benzothiadiaze pine* 

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

methylthioethyl)ca rba moyl]benzyl)ca rba moylmethoxy)-2,3 ,4,5-tetra hydro-1 72, 5.: 

benzothiadiazepine; 
/ 

1 , 1 -Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a4N-((S )-1 -9arboxypro pyl) 

carbamoy1]-4-hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetra hydro-1/5- 

benzothiadiazepine; 
/ 

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

methylthio-ethyl)ca rbamoy1]-4-hydroxybenzyl}ca rba moyimethoiy)-2 ,3 ,4,5-tetra hydro-1 ,2,5- 

benzoth lad iazepi ne ; 	 // 

1 ,1 -Dioxo-3 ,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(10-a-IN-((S)-1 -carboxy-2-

methylpropyl)carba moyl)benzyl}ca rbam oylmethoxy)-2„ 4,5-tetra hydro-1 ,2,5- 

benzothiadiazepine; 	. 

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

hydroxypropyl)carbamoy1}-4-hydroxybenzyl}car amoylmethoxy)-2, 3,4, 5-tetra hydro-1 ,2,5- 

benzothiadiazepine; 	 / / 
1 ,1 -Dioxo-3 ,3-d ibuty1-5-pheny1-7-m 	hylthio-8-(N-{(R)-a-[N-((S)-1,carboxybutyl) 

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

benzothiadiazepine; 	 / 

1 ,1-Dioxo-3,3-dibuty1-5-pheT6',1-7-methylthio-8-(N-{(R)-a4N-((S)-1-carboxyethyl) 

carbamoylibenzyllcarbamoylm
/
efhoxy)-2,3,4,5-tetrahydro-1 ,2,5-benzothiadiazepine; 

1 ,1-dioxo-3,3-dibuty1-54Sheny1-7-methylthio-8-(N-{(R)-a-K-((S)-1-carboxypropyl) 

ca rba m oy1]-4-hyd roxyben 	1}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- 

ca rboxyethyl)ca rba rn6y11-4-hydroxybenzyllca rba m oylm ethoxy)-2, 3,4,5-tetra hydro-1 ,2,5- 

benzothiadiazepine; 

1 ,1-Diox0,3-dibutyl-5-phenyl-7-methylthio-8-(N-{(R)-a4N-((S)-1-carboxy-2-

methylpropyl)Carbamoy11-4-hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-

benzothiadiezepine; and 

1 	-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-11-pheny1-1`1N'-(carboxymethyl) 

carb 	oyl]methyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,5-benzothiazepine, 

or 	pharmaceutically acceptable salt thereof. 

5 

10 

15 

20 

25 

30 

35 
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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)-a-[N-((S)-1-carboxypropyl) carbamoy1]-4-

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

pharmaceutically acceptable salt thereof. 

5 / 
17. Use according to any one of claims 10 to 13, wherein the IBAT inhibitor is 	lected 

from the group consisting of: 

1-[[4-[[4-[3,3-dibuty1-7-(dimethylamino)-2,3,4,5-tetrahydro-4-hydroxy- ,1-dioxido-1- 

benzothiepin-5-yllphenoxy]methyllphenyl]methyl]-4-aza-1-azoniazabicyc 	[2.2.2]octane 

10 chloride; and 	 / 
1-0-[44(4R,5R)-3,3-dibuty1-7-(dimethylamino)-2,3,4,5-tetrahy • ro-4-hydroxy-1,1- 

dioxido-1-benzothiepin-5-yllphenoxy]butyl]4-aza-1-azoniabicyclo 	.2.2)octane methane-

sulfonate. 

15 18. Use according to any one of claims 10 to 17, wher- n the bile acid binder is 

cholestyramine, cholestipol or colesevelam. 
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CLAIMS 

1. Use of an IBAT inhibitor of formula II 

R1  

* 
o,.e

m 
 

0 	H 
,-( 	 40 0 

S 	N 

 

HO 	R2 

formula II 

wherein 

10 

15 

M is -CH2  or NH; 

RI  is H or OH; and 

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

-CH(CH3)CH2CH3, -CH2OH, CH2OCH3, -CH(OH)CH3, -CH2SCH3, or -CH2CH2-S-CH3; or a 

pharmaceutically acceptable salt thereof, 

and a bile acid binder, 

wherein the bile acid binder is formulated for colon release, in the manufacture of a 

medicament for the treatment of a liver disease selected from the group consisting of primary 

20 biliary cirrhosis (PBC), progressive familial intrahepatic cholestasis (PFIC), Alagilles 

syndrome (ALGS), primary sclerosing cholangitis (PSC), non-alcoholic steatohepatitis 

(NASH) and pruritus of cholestatic liver disease. 

2. The use according to claim 1, wherein the liver disease is primary biliary cirrhosis 

25 (PBC). 

3. The use according to claim 1, wherein the liver disease is progressive familial 

intrahepatic cholestasis (PFIC). 

30 4. The use according to claim 1, wherein the liver disease is Alagilles syndrome (ALGS). 
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5. The use according to claim 1, wherein the liver disease is primary sclerosing 

cholangitis (PSC). 

6. The use according to claim 1, wherein the liver disease is non-alcoholic steatohepatitis 

5 (NASH). 

7. The use according to claim 1, wherein the liver disease is pruritus of cholestatic liver 

disease. 

10 8. The use according to any one of claims 1 to 7, wherein 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)-a-[N-(carboxymethyl)carbamoyl] 

benzyllcarbamoylmethoxy)-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) 

15 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) 

carbamoyl]benzyllcarbamoylmethoxy)-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-

methylthioethyl)carbamoylibenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5- 

20 benzothiadiazepine; 

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

carbamoyI]-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- 

25 methylthio-ethyl)carbamoyI]-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-((S)-1-carboxy-2-

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

benzothiadiazepine; 

30 1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a4N-{(S)-1-carboxy-2-(R)-

hydroxypropyl)carbamoy1]-4-hydroxybenzyllcarbamoylmethoxy)-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-carboxybutyl) 

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

35 benzothiadiazepine; 
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1,1-Dioxo-3,3-dibuty1-5-phenyl-7-methylthio-8-(N-{(R)-a4N-((S)-1-carboxyethyl) 

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)-a-[N'-((S)-1-

carboxypropyl)carbamoyI]-4-hydroxybenzyllcarbamoylmethoxy)-2,3,4,5-tetrahydro-1,5- 

5 benzothiazepine; 

1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a4N4(S)-1-

carboxyethyl)carbamoy1]-4-hydroxybenzyllcarbamoylmethoxy)-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- 

10 methylpropyl)carbamoyI]-4-hydroxybenzyllcarbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-

benzothiadiazepine; and 

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

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

or a pharmaceutically acceptable salt thereof 

15 

9. The use according to claim 8, wherein the compound of formula (II) is 1,1-dioxo-3,3-

dibuty1-5-pheny1-7-methylthio-84N-{(R)-a4N-((S)-1-carboxypropyl) carbamoyI]-4-

hydroxybenzyl)carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine, or a 

pharmaceutically acceptable salt thereof. 

20 

10. The use according to any one of claims 1 to 9, wherein the bile acid binder is 

cholestyramine, cholestipol or colesevelam. 

11. Use of a pharmaceutical formulation comprising an IBAT inhibitor of formula II 

25 

R1  

41) 
em 

0 	H 
--‹ 	0 

HO 	R2 

formula II 

wherein 

30 

M is -CH2  or NH; 
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R1  is H or OH; and 

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

-CH(CH3)CH2CH3, -CH2OH, CH2OCH3, -CH(OH)CH3, -CH2SCH3, or -CH2CH2-S-CH3; or a 

pharmaceutically acceptable salt thereof, 

5 

and a bile acid binder, 

wherein the bile acid binder is in the core and formulated for release in the colon and wherein 

the IBAT inhibitor is in an outer layer formulated for immediate release or for delayed release 

10 in the distal jejunum or the proximal ileum, in the manufacture of a medicament for the 

treatment of a liver disease selected from the group consisting of primary biliary cirrhosis 

(PBC), progressive familial intrahepatic cholestasis (PFIC), Alagilles syndrome (ALGS), 

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

cholestatic liver disease. 

15 

12. 	The use according to claim 11, wherein the formulation comprises 

(i) an inner core comprising a bile acid binder; 

(ii) a colon release layer onto the core; 

20 (iii) an IBAT inhibitor layer onto said colon release layer; and 

(iv) an outer protective coating. 

13. 	The use according to claim 11 or 12, wherein the IBAT inhibitor layer comprises a 

compound selected from the group consisting of: 

25 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-pheny1-7-methylthio-8-(N-{(R)-a-[N'-((S)-1-carboxyethyl) 

carbamoyl]benzyl} carbarnoylmethoxy)-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) 

30 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)-a4N-((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)-a4N-((S)-1-carboxypropyl ) 

35 carbamoyI]-4-hydroxybenzyl}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)-a4N-((R)-1-carboxy-2- 

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

benzothiadiazepine; 

1 ,1-Dioxo-3,3-d ibuty1-5-pheny1-7-methylth io-8-(N-{(R)-a4N-((S)-1-carboxy-2- 

5 	methylpropyl)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)-a4N-((S)-1-carboxy-2-(R)- 

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

benzothiadiazepine; 

10 1 ,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a4N-((S)-1-carboxybutyl) 

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-((S)-1-carboxyethyl) 

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

15 1 ,1-dioxo-3,3-dibuty1-5-phenyl-7-methylthio-8-(N-{(R)-a-[N'-((S)-1-carboxypropyl) 

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

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

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

benzothiadiazepine; 

20 1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a-[N-((S)-1-carboxy-2- 

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

benzothiadiazepine; and 

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

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

25 	or a pharmaceutically acceptable salt thereof. 

14. The use according to claim 13, wherein the compound of formula (II) is 1,1-dioxo-3,3- 

dibuty1-5-pheny1-7-methylthib-8-(N-{(R)-a4N-{(S)-1-carboxypropyl) carbamoyI]-4- 

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

30 	pharmaceutically acceptable salt thereof. 

15.  The use according to any one of claims 11 to 14, wherein the bile acid binder is 

cholestyramine, cholestipol or colesevelam. 
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