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CLAIMS
1. A compound of formula 1l
5
R1
o)
Ny——\o O\\Suo
M
@] ~N
HO R2 S %N
wherein
M is -CH, or NH;
R'is H or OH; and
10
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R?is H, CHa, ~CH,CHa, -CH,CH,CHa, -CHoCH,CH,CHa, -CH(CHs),, -CH2CH(CHj3)o,

-CH(CH3)CH,CHj3, -CH,OH, CH,OCHj3, -CH(OH)

for use in the prophylaxis or treatment of a
15 disorder.

2. A compound of formulg'll

20  wherein
Mis -CH2

3y -CHzSCHg, or -CHzCHz-S—CHg;

tabolic syndrome and/or a glucose utilization

i5 H, CHa, -CH,CHas, ~-CH2CH2CHa, -CH,CH,CH,CHj3, -CH(CHs),, -CH,CH(CHa),,
H(CHz)CH,CHas, -CH,0OH, CH,OCHj3, -CH(OH)CHs, ~-CH,SCHj3, or -CH,CH»-S-CHa,
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for use in the prophylaxis or treatment of a glucose utilization disorder.

3. A compound according to claim 1, wherein the metabolic syndrome is a

disorder of fatty acid metabolism.
/

/
4. A compound according to claim 3, wherein the disorder is obesity’
///
5. A compound according to claim 2, wherein the glucose utiiiz/a’tion disorder is a
disorder in which insulin resistance is involved. ///
/
6. A compound according to claim 5, wherein the disorder is diabetes mellitus type
1.
7. A compound according to claim 5, wherein tbé disorder is diabetes mellitus type
/,,
/
/f
8. A compound according fo any one of £laims 1-7, selected from

1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-(N-{(R)-o~-[N-(carboxymethyl)carbamoyl]
benzyl} carbamoylmethoxy)-2,3,4,5-tetrahydrg-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-telrahydro-1, 5-benzothiazepine;
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-( N-{(R}-o-[N-((S)- 1-carboxypropyl)
carbamoyl]benzyl}carbamoyimethgxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine;

1 ,1-Dioxo—3,3—dibutyi-5—phenyl/—/7/~m ethylthio-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-hydroxybenzylicargamoyimethoxy)-2,3.4,5-tetrahydro-1,2,5-benzothiadiazepine;
1,1-Dioxo-3,3-dibytyl-5-phenyl-7-methylthio-8-( N-{(R)-a-[N-((R)-1-carboxy-2-methylthio-
ethyl)carbamoy ;4—hydroxybenzyi}carbamoylmethoxy)—2,3,4,5—tetrahydro—1 12,5

benzothiadi
1,1-Diox0/3,3-dibutyl-5-phenyl-7-methylthio-8-( N-{(R)-o-[N-((S)- 1-carboxy-2-

epine;
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1,1-Dioxo-3,3-dibuty!-5-phenyl-7-methylthio-8-( N-{(R)-o-[N-((S)-1-carboxy-2-(R)-
hydroxypropyl)carbamoyl}-4-hydroxybenzyljcarbamoyimethoxy)-2,3,4,5-tetrahydro-1,2,5-
benzothiadiazeping;
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-(N-{(R)-o-[N-((S)- 1-carboxybutyl) Carya
4-hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1 ,2,5—benzothiadiazepine/’/
1 ,‘.~Dioxo—S,3-dibutyl-5—phenyi-7-methyl‘thiO—8—(I\!—{(R)—oc-—[N—((S)-1—carboxye’rhyl)/
carbamoyl]benzyl}carbamoylimethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine
1,1-dioxo-3, 3-dibutyl-5-phenyl-7-methylthio-8- (N—{(R)—oc-[N'~((S)~1~carboxyéropyl)
carbamoyl}-4-hydroxybenzyl} carbamoyimethoxy) -2, 3,4, 5-tetrahydro-¥, 5-benzothiazepine;
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-m e‘thy!thio«8—(N—{(R)~oc—[N—((S)—1-caygoxyethyl)ca rbamoyl]-4-
hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1 ,2,5—benzgt{1iadiazepine;
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-m ethylthio-8~(N=-{(R)—oc—[N—((8)7’1/-carboxy~2-
methylpropyl)carbamoyl]-4-hydroxybenzylicarbamoyimethoxy)-2,3,4,5-tetrahydro-1,2,5-
benzothiadiazepine; and /i!
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-(N-{ (R)- }/{phenyl-1 “[N'-(carboxymethyl)
carbamoyl] methyl} Carbamoy!methoxy)sZ,3,4,5—tetra/b¥‘ydro-1 .5-benzothiazepine.

/

/
7
//
9. A pharmaceutical composition comprising a compound of formula I
/
/
R /
/
Q /
$ N O\‘s"? /
H N oy S™
= l /
) O SISV !
HO  R2 /7\/
[/
Oy
/4
/
. /
wherain /

M is -CH, or NH; /

R'is H or OH: ang/

RZis H, CHa, -@H2CHa, ~-CH,CH2CHs, -CHaCHaCH,CHa, ~CH(CHa), -CH,CH(CHa)a,
-QH(CHS)Cw{CHa, -CH,0H, CH,0CHs, ~CH(OH)CHa, ~CH,SCHs, or ~-CH,CH,-S-CHa,
/

/

/
for use/i?; the prophylaxis or treatment of a glucose utilization disorder and/or a glucose
/

utilization disorder.

/0. A combination comprising
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(i) a compound of formula I

R1

wherein /

M is -CH, or NH; /

R'is H or OH; and

R?is H, -CHj, -CH,CHs, ~-CH,CH,CHj, ~-CH,CH,CH,CHs, -Q/H(CHg)z, ~CH,CH(CHj3)y,
-CH(CH3;)CH,CH3, -CH,OH, CH,OCH;, ~-CH(OH)CHa, ‘AzsCHg, or -CH,CH2-S-CHjs; and
(i) at least one other active substance selected fror/n/an IBAT inhibitor; an enteroendocrine
peptide or enhancer thereof; a dipeptidyl peptiddse-IV inhibitor; a biguanidine; an incretin
mimetic; a thiazolidinone; a PPAR agonist; a/HMG Co-A reductase inhibitor; a bile acid
binder; and a TGRS receptor modulator; c% pharmaceutically acceptable salt of any one of

said active substances.

/
/

/

11. A combination according to claim 10, wherein the compound of formula (ll) is
selected from /
1 ,1~Dioxo—S,B—dibutyl-S—pheng/ﬁ?-m ethylthio-8-(N-{(R)-a-[N-(carboxymethyl)carbamoyl}-
benzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine;
1,1-Dioxo-3, 3-dibutyl-84phenyl-7-methylthio-8-(N-{(R)-o-[N'-((S)-1-carboxyethyl)carbamoyi]
benzyl}carbamoyim9tﬁoxy)~2,3,4,5—tetrahydro-1 ,5-benzothiazepine;
1, 1-Dioxo—3,3—diby/l/yl-S—phenyi-'?—m ethylthio-8-(N-{(R)-o-[N-((S)-1-carboxypropyl)
carba moyi]benfzzﬁi}ca rbamoyimethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazeping;
1,1 -Dioxo-S;Q[dibutyl-S—phenyl—?-m ethylthio-8-(N-{(R)-o-[N-((R)-1-carboxy-2-
methylthigéthyl)ca rbamoylibenzyl}carbamoyimethoxy)-2,3,4,5-tetrahydro-1,2,5-
benzo‘ffm’édiazepine;
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-( N-{(R)-a-[N-((S)-1-carboxypropyl) carbamoyl}-
@/'{yd roxybenzyllcarbamoylmethoxy)-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-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-((S)-1-carboxy-2-
methylpropyl)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)-0-[N-((S)-1-carboxy-24R)-
hydroxypropyl)carbamoyl]-4-hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-t {ahydro~1 2,5
benzothiadiazepine;
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-(N-{(R)-a-[N-((S)-1-cafboxybutyl) carbamoyl}-
4-hydroxybenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-bepzothiadiazepine;
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-1,2,5-benzothiadiazepine;
1,1-dioxo-3, 3-dibutyl-5-phenyl-7-methylthio-8- (N-{(R)-o-
carbamoyl}-4-hydroxybenzyl}carbamoylmethoxy) -2,3,4,5-tetrahydro-1,5-benzothiazepine;
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-( N-{(
hydroxybenzyl}carbamoyimethoxy)-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-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-methyithio-8-(N-{ (R)-1-phenyl-1'-[N'-(carboxymethyl)
carbamoyl] methyl} carbamoylmethoxy)-2,3,4,5-tetrahydro-1,5-benzothiazepine.

-((S)-1-carboxypropyl)-

-0-[N-((S)-1-carboxyethyl)carbamoyl]-4-

12. A combination according to claim 10 or 11, wherein the at least one other active
substance is a bile acid bin

13. A combingtion according to claim 12, wherein the bile acid binder is
cholestyramine, choléstipol or colesevelam.

14. A gombination according to claim 10 or 11, wherein the at least one other active

substance is,&a HMG Co-A reductase inhibitor.

15.
inhibitor is a statin.

A combination according to claim 14, wherein the HMG Co-A reductase

Use of a compound according fo formula 1l




73

R'I

wherein
M is -CH, or NH;
5 R'isHor OH; and

R?is H, CH3, -CH,CHa, -CH,CH,CH3, -CH,CH,CH,CHa, -CH(CH4),, -CH,CH(CH)s,
-CH(CH3)CH,CHa;, -CH,OH, CH,OCHj3, -CH(OH)CH3, -CH,SGH3, or -CH,CH,-S-CHs,

10  for the manufacture of a medicament for use in the prophylaxis or treatment of a metabolic

syndrome and/or a glucose utilization disorder.

17. Use of a compound according to formula

(6]
(0] N
0 ~ 1l
HO S N

15

wherein

M is -CH, or NH;

R'is H or OH; and

R?is H, CHj, -CH,CH3, -CH,CH,CHs, -CH,CH,CH,CHj;, -CH(CH3),, -CH,CH(CHjs),,
20  -CH(CHs)CH,CHs, -CH,0H, CH,OCHj3, -CH(OH)CHj3, -CH,SCHs, or -CH,CH,-S-CHs,

for the nfanufacture of a medicament for use in the prophylaxis or treatment of a glucose

utilizafion disorder and/or a glucose utilization disorder.
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18. The use according to claim 16 or 17, wherein the compound is selected from any one
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) carbamgyl]
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-carboxypropyl)
carbamoyl]benzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepipe;
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-( N-{(R)-a-[N-((R)-1-carboxy-2-
methylthioethyl)carbamoyl]benzyl}carbamoyimethoxy)-2,3,4,5-tetrahydro-1
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-benzbthiadiazepine;
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-( N-{(R)-a-[N-((R)-A-carboxy-2-methylthio-
ethyl)carbamoyl]-4-hydroxybenzyl}carbamoyimethoxy)-2,3,4, 3-tetrahydro-1,2,5-
benzothiadiazepine;
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-( N-{(R)-o4N-((S)-1-carboxy-2-
methy!propyl)carbamoyl]benzyl}carbamoylmethoxy)— ,3,4,5-tetrahydro-1,2,5-
benzothiadiazepine;
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-
hydroxypropyl)carbamoyl]-4-hydroxybenzyl}

-{(R)-a-[N-((S)-1-carboxy-2-(R)-
rbamoylmethoxy)-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-pethylthio-8-( N-{(R)-a-[N-((S)-1-carboxyethyl)
carbamoyl]benzyl}carbamoylmgthoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine;
1,1-dioxo-3, 3-dibutyl-5-pheplyl-7-methylthio-8- (N-{(R)-Oa-[N'-((S)-1-carboxypropyl)
carbamoyl]-4-hydroxybe S/I} 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-diptityl-5-phenyl-7-methylthio-8-( N-{(R)-a-[N-((S)-1-carboxy-2-
methylpropyl)garbamoyl]-4-hydroxybenzyl}carbamoyimethoxy)-2,3,4,5-tetrahydro-1,2,5-
benzothiadjézepine; and

1,1-Dioxg-3, 3-dibutyl-5-phenyl-7-methylthio-8-(N-{ (R)-1'-phenyl-1'-[N'-(carboxymethyl)
carbaphoyl] methyl} carbamoyimethoxy)-2, 3,4, 5-tetrahydro-1, 5-benzothiazepine.
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CLAIMS
1. Use of a compound of formula Il
R1
0
S \ O\\S//?
o} ~ I
HO R2 S fN
wherein
M is -CH, or NH;:

R'is H or OH: and

R? is H, CHj, -CH,CHs, -CH,CH,CH3, -CH,CH,CH,CHs, -CH(CHjs),, -CH,CH(CH3),,
-CH(CH;)CH,CH3, -CH,0H, CH,0CHs, -CH(OH)CH, ~CH,SCH3, or -CH,CH,-S-CHs,

in the manufacture of a medicament for the prophylaxis or treatment of diabetes.
2. Use according to claim 1, wherein the diabetes is diabetes mellitus type 1.
3. Use according to claim 1, wherein the diabetes is diabetes mellitus type 2.

4, Use according to any one of claims 1-3, wherein the compound of formula Il 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-methylthio-8-( N-{(R)-a-[N-((S)-1-carboxypropyl)
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-((R)-1-carboxy-2-
methylthioethyl)carbamoylilbenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-
benzothiadiazepine;



10

15

20

25

30

35

69

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;

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

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

1,1-Dioxo-3,3-dibutyl-5-pheny!-7-methylthio-8-( N-{(R)-o-[N-((S)-1-carboxy-2-(R)-
hydroxypropyl)carbamoyl]-4-hydroxybenzyl}carbamoyimethoxy)-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-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-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-hydroxybenzyljcarbamoylmethoxy)-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.

5. Use according to any one of claims 1-4, 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}carbamoyimethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine.

6. Use according to any one of claims 1-4, wherein the compound of formula 1l is 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.

7. Use of pharmaceutical composition comprising a compound of formula Il
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wherein
M is -CH, or NH;

R'is H or OH; and
R?is H, CHs, -CH,CHg;, -CH,CH,CH3, -CH,CH,CH,CH3, -CH(CH3),, -CH,CH(CH3),,
-CH(CH3)CH,CH3, -CH,OH, CH,OCHs;, -CH(OH)CH3, -CH,SCH;, or -CH,CH-S-CHa,

in the manufacture of a medicament for the prophylaxis or treatment of diabetes.
8.  Use of a combination comprising

(i) a compound of formula |l

wherein

M is -CH, or NH;

R'is H or OH; and

R%is H, -CHs, -CH,CHs, -CH,CH,CHs, -CH,CH,CH,CHs, ~CH(CH3),, -CH,CH(CHs),,
-CH(CH;)CH,CHj, -CH,0OH, CH,0OCH3;, -CH(OH)CH3;, ~-CH,SCH3, or -CH,CH,-S-CHa; and

(ii) at least one other active substance selected from an IBAT inhibitor; an enteroendocrine
peptide or enhancer thereof; a dipeptidyl peptidase-1V inhibitor; a biguanidine; an incretin

mimetic; a thiazolidinone; a PPAR agonist; a HMG Co-A reductase inhibitor; a bile acid
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binder; and a TGR5 receptor modulator; or a pharmaceutically acceptable salt of any one of

said active substances,

in the manufacture of a medicament for the prophylaxis or treatment of diabetes.

9. Use according to claim 8, wherein the diabetes is diabetes mellitus type 1.

10. Use according to claim 8, wherein the diabetes is diabetes mellitus type 2.

11.  Use according to any one of claims 8-10, wherein the compound of formula (11) 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-methylthio-8-( N-{(R)-a-[N-((S)-1-carboxypropyl)
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-((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}carbamoyimethoxy)-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}carbamoyimethoxy)-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;
1,1-Dioxo-3,3-dibutyl-5-phenyl-7-methylthio-8-( N-{(R)-o-[N-((S)-1-carboxyethyl)

carbamoyl]benzyl}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'-((S)-1-carboxypropyl)-
carbamoyl]-4-hydroxybenzyljcarbamoylimethoxy)-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-hydroxybenzylicarbamoyimethoxy)-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.

12. Use according to any one of claims 8-11, 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.

13. Use according to any one of claims 8-11, wherein the compound of formula Il is 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.

14. Use according to any one of claims 8-13, wherein the at least one other active

substance is a bile acid binder.

15. Use according to claim 14, wherein the bile acid binder is cholestyramine, cholestipol

or colesevelam.

16. Use according to any one of claims 8-13, wherein the at least one other active

substance is a HMG Co-A reductase inhibitor.

17. Use according to claim 16, wherein the HMG Co-A reductase inhibitor is a statin.



