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CLAIMS . /

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 freatment of a liver disease. //

2. Use according to claim 1, wherein the liver disease is a cholestatic ﬁver/,d{sease
selected from the group consisting of primary biliary cirrhosis (PBC), progre;s/sive familial
infrahepatic cholestasis (PFIC), Alagilles syndrome (ALGS), primary scle}résing cholangitis
(PSC), non-alcoholic steatohepatitis (NASH) and pruritus of cho}estatig/liver disease.

/‘/

3. Use according fo claim 1 or 2, wherein the combination is qé;,igned to deliver the IBAT
inhibitor in the small intestine and the bile acid binder in the csién

//
4, Use according fo any one of claims 1 to 3, wherein ,%e IBAT inhibitor is selected from
the group consisting of benzothiepines, 1,4-benzothiaze/pines, 1,5-benzothiazepines and
1,2,5-benzothiadiazepines exhibiting activity when séreening for IBAT inhibiting properties.

5. Use according fo any one of claims 1 toﬁ’,’ wherein the IBAT inhibitor is a compound of
formula il ' /

formula I

wherein

7/
J/

M is -CH, of NH:

R'is H or OH: and

R%is H, -CHg, -CHyCHj, -CH,CH,CH3, ~CHoCHLCH,CH3, ~-CH(CHa)s, ~CHoCH(CHa),,
-CH(CH3)CH,CH3, -CH,OH, CH,OCHS3, -CH(OH)CH3, -CH,SCH3, or -CH,CH2-S-CHg; or a
harmaceutically acceptable salt thereof.
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6.  Use according to claim 5, wherein 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]
5 benzyljcarbamoylmethoxy)-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)- 1mcarboxye{hyl)
carbamoyllbenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,5-benzothiaze pme;_/ /
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-(N-{(R)-a-[N-((S)-1 —cargzéxypropyl)
carbamoyllbenzyljcarbamoylmethoxy)-2,3,4,5-tetrahydro-1 ,2,5~benzoty6{zazepine;

10 1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-(N-{(R)-a-[N-((R)-1-carboxy-2-
methylthioethycarbamoyllbenzyl}carbamo !methoxy)~2,3,4,5~tetrsafhydro-1 ,2,5-
benzothiadiazepine:; /

1,1-Dioxo-3, 3-dibutyl-5-phenyl-7-methylthio-8 -(N~{(R)-o¢~[7<//-((8)~ 1-carboxypropyl)
carbamoyl]-4-hydroxybenzyl}carbamoyimethoxy)-2,3,4 S-tej ahydro-1,2,5-

15 benzothiadiazepine;

1,1 -Duoxo—B,3~dabutyl—5~phenyl-7~methylthio—S-( L{(R)-o-[N-((R)-1-carboxy-2-
methylthiouethyl)carbamoyl]—4—hydroxybenzyl}carb?ﬁylmethoxy)~2,3 4,5-tetrahydro-1,2,5-
benzoth:ad:azepme /

1,1-Dioxo-3,3-dibutyl-5-phenyi-7- methyuﬁlo 8-(N- {(R)—a—[N—((S) 1-carboxy-2-

20 methylpropy!)carbamoyl]benzyl}carbam%ethoxy) -2,3,4,5-tetrahydro-1,2,5-
benzothiadiazepine; ’

1,1-Dioxo-3,3-dibutyl-5-phenyl- Z/methy!thicw 8-(N-{(R)-o-[N-((S)-1-carboxy-2-(R)-
hydroxypropyl)carbamoyl]- 4—hydroxybenzyl}carbamoylmethoxy) 2,3,4,5-tetrahydro-1,2,5-
benzothiadiazepine; /

25 1,1-Dioxo-3,3-dibutyl-5 ﬁheny -7-methylthio-8-(N-{{R)-o-[N-((S)-1-carboxybutyl)
carbamoyi}—=4~hydroxyben;yf}carbamoyimethoxy)—z,3,4,5«tetrahydro—1 2,5~
benzothiadiazepine; /

1,1-Dioxo-3,3- d%SQtyE 5-phenyl-7-methyithio-8-(N-{(R)-a-[N-((S)-1-carboxyethyl)
carbamoyljbe zyi}carbamoyir“eghoxy 2,3,4,b-tetrahydro-1,2,5-benzothiadiazepine;

30 1.1 dnoxo 3( 3-dibutyl-5-phenyl-7-methylthio-8-(N-{(R)-a-[N'-((S)-1-
carboxypropy/{)carbamoyi}~4—hydroxybenzy!}carbamoylmethoxy) -2,3,4,5-tetrahydro-1,5-
benzothsa;e/pme

1 ’( Dioxo-3,3-dibutyl-6-phenyl-7-methylthio-8-(N-{(R)-a~[N-((S)-1-
carbgxyethyl)carbamoyl]-4-hydroxybenzyljcarbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-

35  benzothiadiazepine;
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1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-( N-{{R }-a-[N-((S)- 1-carboxy-2- /
methylpropyl)carbamoyl}-4-hydroxybenzyl}carbamoyimethoxy)-2,3,4,5-tetrahydro-1,2,5-
benzothiadiazepine; and
1,1-Dioxo-3, 3-dibutyl-5-phenyl-7-methylthio-8-(N-{(R)-1'-phenyi-1'-[N'-(carboxyméthyl)
5 carbamoyljmethyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,5-benzothiazepine, )

or a pharmaceutically acceptable salt thereof /

rd

/

7. Use according to claim 5 or 6, wherein the compound of formuta (I1) is//fij1-dioxo—3,3-
dibutyl-5-phenyl-7-methylthio-8-(N-{(R)-a-[N-((S)-1-carboxypropyl) carbayfoyl]—él—
10 ‘hydroxybenzyl}oarbamoylmethoxy)-Z,B,4,5—tetrahydro~1 ,2,5-benzothia§j(azepine, ora
pharmaceutically acceptable salt thereof. /
8. Use according fo any one of claims 1 to 4, wherein the H;»/(T inhibitor is selected from
the group consisting of: /

15 1-[[4-[[4-]3, 3—dibutyi-7-(dimethylami". -2,3,4,5-tetrafydro-4-hydroxy-1, 1-dioxido-1-

benzothiepin-5-ylJphenoxy]methyljphenylimethyl]-4-azat1-azoniazabicyclo[2.2.2]octane
chiloride; and
- 4—[4—[(4R,5R)—3,3~dibuty!-?-(dimethylami?é)-z,3,4, 5-tetrahydro-4-hydroxy-1,1-

dioxido-1 ~benzothiepiﬂ~5~yi]phenoxy}butyﬁ}ﬁf-a/zél1 —azoniabicycio[Z.2.2]octar)e methane-

20  sulfonate. / /
9. = Use according to any one of c!ail;r{é 1 to 8, wherein the bile acid binder is
cholestyramine, cholestipol or coleie\//aam.

. /-/

25 10. Useofa pharmaceuﬁcai/fé/rmuiation comprising an IBAT inhibitor and a bile acid

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

wherein the IBAT inhibito/r;f'is in an outer layer formulated for immediate release or for delayed
release in the distal jejyﬁum or the proximal ileum, in the manufacture of a medicament for
the treatment of a Iiyé? disease.

30 |
11. Use accyfé/iing fo claim 10, wherein the liver disease is a cholestatic liver disease
selected froyi 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.
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12.  Use according to claim 10 or 11, wherein the formulation comprises

(i) aninner core comprising a bile acid binder;
(i) a colon release layer onto the core;

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

/

/
(iv) an outer protective coating. /

/
v /
13.  Use according to any one of claims 10 to 12, wherein the IBAT inhibito/{s selected
from the group consisting of benzothiepines, 1,4-benzothiazepines, 1,5-benhzothiazepines
and 1,2,5-benzothiadiazepines exhibiting activity when screening for IE}/(T inhibiting
oroperties. : / V

yi

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

comprises a compound of formula 1l ) /

R1

wherein

M is -CH, or NH; /
R'is H or OH: and /
R?%is H, -CHs, «CHgCﬁ; -CH2CH,CH3, ~-CH,CHCH,CHa3, -CH(CH3)p, ~-CH,CH(CH3),,
~CH(CH3)CHQCH3,/ ,,-/(/ZHQOH, CHyOCH3, ~-CH(OH)CH3, ~-CH,SCH3, or ~CH,CH,-S-CHg; or a
pharmaceuticay/ acceptable salt thereof.

15. Use ;a/c;/cording to claim 14, wherein the IBAT inhibitor layer comprises a compound
selected fom the group consisting of:
,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8~(N-{(R)-a-[N-(carboxymethyl)carbamoyl]
bepzylicarbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine;
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y

/

/

/

1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-(N-{(R}-a-[N'-((S)-1-carboxysthyl) /
carbamoyllbenzyl} carbamoylmethoxy)-2,3,4,5-tetrahydro-1,5-benzothiazepine; /
1,1-Dioxo-3,3-dibutyi-5-phenyl-7-methylthio-8-( N-{{ R )-a-[N-{(S)-1 -carboxypropyi)/
carbamoyllbenzyllcarbamoylmethoxy)-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{
methylthioethyl)carbamoyllbenzylicarbamoyimethoxy)-2,3,4,5-tetrahydro-1 25}4
benzothiadiazepine; /'/
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methyithio-8-(N-{(R }-a-[N-((S )-1-carboxypropyl)
carbamoyl}-4-hydroxybenzylicarbamoylmethoxy)-2,3,4,5-tetrahydro-1, / 5~

benzothiadiazepine; //

1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-{N-{(R ;-u-[N/;( R) 1-carboxy-2-
methyithio-ethyl)carbamoyl}-4 hydrovybenzy!}carbamoylmetho/\y} 2,3,4,5-tetrahydro-1,2,5-
benzothiadiazepine; /

1,1-Diaxo-3,3-d ibutyi-5~phenyl-?-methylthio—&(N~{(/ R5~oc~[N-((S)-1 -carboxy-2-
methylpropyl)carbamoyllbenzyljcarbamoylmethoxy)-2 ?3/,4,5—tetra hydro-1,2,5-
benzothiadiazepine; //

1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methyithio é-(N«{(R)—a~[N—((8)-1~c:arboxy—2-(R)—
hydroxypropy!)carbamoyl]}- 4—hydroxybenzyl}car amoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-
benzothiadiazepine; /

1,1-Dioxo-3,3-dibutyl-5-phenyl-7- m?/[éylthuo 8-(N-{(R)-a~[N-((S)-1-carboxybutyl)
carbamoyl}- &hydroxybenzy[}carbamoy}ﬁwethoxy)-z 3,4,5-tetrahydro-1,2,5-
benzothiadiazepine, //

1,1 —Duoxo-3,B—dlbutyl-5—phe/n§;l*7~methylthio-8—(N-{( R)-o~[N-((8)-1-carboxyethyl)
carbamoyl]benzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine;

1,1 wdioxe}-S,3—dibutylw5:é/hanylm’f»methy!thiowsw(N-«{(R)»-w{N‘-{(S)»'I -carboxypropyl)
carbamoyl}-4-hydroxybenzyllcarbamoylmethoxy)-2,3,4,5-tefrahydro-1,5-benzothiazepine;

1,1 —Dioxo~3,3~dik}/dﬁ/lw\%—phenyl~?~methylthio-Sm(N»{(R)ﬂ«[Nn(( S)1-
carboxyethyl)c:arbaméy!}~4~hydroxybenzyl}carbamoylmethoxy)»Z,3,4,5»«tetrahydro~‘1 2,5
benzothiadiazepineé

1,1 Dloxo»«B 3-dibutyl-5-phenyl-7-methylthio-8-(N-{( R)-o-[N-((S)-1-carboxy-2-
methylpropyl)carbamoyl} ~4-hydroxybenzylicarbamoyimethoxy)-2,3,4,5-tetrahydro-1,2,5-
benzothia{;ﬁézepine; and

1 -;Dioxo-a,3-dibutyl—»ﬁ-phenyl-?—me’rhylthio-8-(N“{(R)m'l "-phenyl-1'-[N'-(carboxymethyl)
carbafmoyllmethyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,5-benzothiazepine,
or 4 pharmaceutically acceptable salt thereof.




10

15

16. Use according to claim 14 or 15, wherein the compound of formula (I1) is 1,1-dioxc-3,3-
dibutyl-5-phenyl-7-methylthio-8-(N-{{R)-a-[N-((S)-1-carboxypropyl) carbamoyl]-4-

hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine, or a
pharmaceutically acceptable salt thereof.

17. Use according to any one of claims 10 o 13, wherein the IBAT inhibitor is
from the group consisting of:
1-[[4-[[4-[3,3-dibutyl-7-(dimethylamino)-2,3,4,5-tetrahydro-4-hydroxy-
benzothiepin-5-yljphenoxy]methyl]lphenyllmethyl}-4-aza-1-azoniazabicycjé[2.2.2]octane
chloride; and » . ‘
1-[4-[4-[(4R,5R}-3,3-dibutyl-7-(dimethylamino)-2,3,4,5-tetrahydro-4-hydroxy-1,1-
dioxido-1-benzothiepin-5-yllphenoxylbutyl]4-aza-1-azoniabicyclo}2.2.2]joctane methane-
sulfonate.

18. Use according to any one of claims 10 to 17, whergin the bile acid binder is

cholestyramine, cholestipol or colesevelam.
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CLAIMS

1. Use of an IBAT inhibitor of formula |l

R?

formula Il
wherein

M is -CH, or NH;

R'is H or OH: and

R?is H, -CHs, -CH,CHs, -CH,CH,CHs, -CH,CH,CH,CH;, -CH(CHj3),, -CH,CH(CHs),,
-CH(CH3)CH,CHs;, -CH,OH, CH,OCHj3, -CH(OH)CHj3, -CH,SCHj3, or -CH,CH»-S-CHj; 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
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
(PBC).

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

intrahepatic cholestasis (PFIC).

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
(NASH).

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

8.  The use according to any one of claims 1 to 7, wherein the compound of formula (ll) is
selected from the group consisting of:

1,1-Dioxo-3, 3-dibutyl-5-phenyl-7-methylthio-8-(N-{(R)-a-[N-(carboxymethyl)carbamoyi]
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)
carbamoyllbenzyl}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-carboxypropyl)
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-((R)-1-carboxy-2-
methylthioethyl)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-carboxypropyl)
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-((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-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-carboxybutyl)
carbamoyl]-4-hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-
benzothiadiazepine;
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1,1-Dioxo-3, 3-dibutyl-S-phenyI-7—methyIthio-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-dibutyl-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-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-Dioxo-3,3-dibutyl-5-phenyl-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-Dioxo-3, 3-dibutyl-5-phenyl-7-methylthio-8-(N-{(R)-1'-phenyl-1'-[N'-(carboxymethyl)
carbamoyl]methyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,5-benzothiazepine,

or a pharmaceutically acceptable salt thereof

9.  The use according to claim 8, wherein the compound of formula (Il) is 1,1-dioxo-3,3-
dibutyl-5-phenyl-7-methylthio-8-(N-{(R)-a-[N-((S)-1-carboxypropyl) carbamoyl]-4-
hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine, or a

pharmaceutically acceptable salt thereof.

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 Il

>—’\ 0.2
formula Il
wherein

M is -CH, or NH;
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R'is H or OH; and
R? is H, ~CHs, -CH,CHs, ~CHoCH,CHs, -CH,CH,CH3CHa, ~CH(CHa)s, -CHCH(CH),
-CH(CH3)CH,CH3, -CH,OH, CH,OCHj3, -CH(OH)CHg;, ~-CH,SCHj3, or -CH,CH,-S-CHj3; or a

pharmaceutically acceptable salt thereof,

‘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 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 intfrahepatic cholestasis (PFiC), Alagilles syndrome (ALGS),
primary sclerosing cholangitis (PSC), non-alcoholic steatohepatitis (NASH) and pruritus of

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

(i)  aninner core comprising a bile acid binder;
(ii) a colon release layer onto the core;
(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:

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=3,3ﬁdibu’ty!-«5=phenyl=7nmethyithio«8~(i\i-{ (R)-a-[N-((8)-1-carboxypropyl)
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-((R)-1-carboxy-2-
methylthioethyl)carbamoyllbenzylicarbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-
benzothiadiazepine;

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

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

1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-(N-{(R)-1"-phenyl-1'-[N'-(carboxymethyl)
carbamoyljmethyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,5-benzothiazepine,

or a pharmaceutically acceptable salt thereof.

14. The use according to claim 13, wherein the compound of formula (ll) is 1,1-dioxo-3,3-
dibutyl-5-phenyl-7-methylthio-8-(N-{(R)-a-[N-((8)-1-carboxypropyl) carbamoyl]-4-
hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine, or a

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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