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CLAIMS 

1. 	A compound of formula II 

5 

Ri 

flit o,"....m  
H 

 
0 

IF 	 II H 0 
HO 	R2 

wherein 

M is -CH2  or NH; 

R1  is H or OH; and 

10 

R2  is H, CH3, -CH2CH3, -CH2CH2CH3, -CH2CH2CH2C 3, -CH(CH3)2, -CH2CH(CH3)2, 

-CH(CH3)CH2CH3, -CH2OH, CH2OCH3, -CH(OH)r 3i  -CH2SCH3, or -CH2CH2-S-CH3;  

for use in the prophylaxis or treatment of a 	-tabolic syndrome and/or a glucose utilization 

15 disorder. 

2. 	A compound of formul 	II 

:- 	..... 
H le 	II 0 

HO 	R2 

20 wherein 

M is -CH2  9r NH; 
/ 

R1  is 	or OH; and 

25 

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

H(CH3)CH2CH3, -CH2OH, CH2OCH3, -CH(OH)CH3, -CH2SCH3, or -CH2CH2-S-CF13, 
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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 

5 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 utili 	tion disorder is a 

10 disorder in which insulin resistance is involved. 

6. A compound according to claim 5, wherein the disor 'er is diabetes mellitus type 

1. 

15 7. 	A compound according to claim 5, wherein t 	disorder is diabetes mellitus type 

2. 

8. 	A compound according to any one of !aims 1-7, selected from 

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

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

1,1-Dioxo-3, 3-dibuty1-5-phenyl-7-methylth 	8- (N-{(R)-a-[N'-((S)-1-carboxyethyl) carbamoylj 

benzyl} carbamoylmethoxy)-2, 3,4, 5-te ahydro-1, 5-benzothiazepine; 

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

carbamoylJbenzyl}carbamoylmeth 4  y)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine; 

25 1,1-Dioxo-3,3-dibuty1-5-phenyl- -methylthio-8-(N-{(R)-a4N-((R)-1-carboxy-2- 

- methylthioethyl)carbamoyljb: zyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5- 

benzothiadiazepine; 

1,1-Dioxo-3,3-dibutyl- 	.heny1-7-methylthio-8-(N-{(R)-a-[N-((S)-1-carboxypropyl) carbamoyl]-

4-hydroxybenzyl}ca *amoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine; 

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

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

benzothiadi 	epine; 

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

methyl • opyl)carbamoyl]benzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5- 

35 ben ethiadiazepine; 
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1 ,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a1N-((S)-1-carboxy-2-(R)-

hydroxypropyl)carbamoy1J-4-hydroxybenzylIcarbamoylmethoxy)-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) cart 	oyli- 

5 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 

carbamoyljbenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadia epine 

1,1-dioxo-3, 3-dibutyl-5-phenyl-7-methylthio-8- (N-{(R)-a-[N'-((S)-1-carbox Propyl) 

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

10 1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a1N-((S)-1-car oxyethyl)carbamoy1)-4- 

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

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

methylpropyl)carbamoyli-4-hydroxybenzyl}carbamoylmethox 	-2,3,4,5-tetrahydro-1,2,5-

benzothiadiazepine; and 

15 1,1-Dioxo-3,3-dibuty1-5-phenyl-7-methylthio-8-(N-{ (R)- -phenyl-1'-[N'-(carboxymethyl) 

carbamoylj methyl} carbamoylmethoxy)-2,3,4,5-tetra 	dro-1,5-benzothiazepine. 

9. 	A pharmaceutical composition co 	prising a compound of formula II 

R1  

o. ,P s-Ki  
H 

IP 	 II H 0 
HO 	R2 

20 

wherein 

M is -CH2  or NH; 

R1  is H or OH; an 

25 R2  is H, CH3, - 1-12CH3, -CH2CH2CH3, -CH2CH2CH2CH3, -CH(CH3)2, -CH2CH(CH3)2, 

-CH(CH3)C 2CH3, -CH2OH, CH2OCH3, -CH(OH)CH3, -CH2SCH3, or -CH2CH2-S-CH3: 

for use n the prophylaxis or treatment of a glucose utilization disorder and/or a glucose 

utili 	Lion disorder. 

30 

10. 	A combination comprising 
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(i) a compound of formula II 

R1  

* 	 o ,, 
H 0 --m  II 0 

HO 	R2 

* 

5 wherein 

M is -CH2 or NH; 

R1  is H or OH; and 

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

-CH(CH3)CH2CH3, -CH2OH, CH2OCH3, -CH(OH)CH3, -' H2SCH3, or -CH2CH2-S-CH3; and 

0 

(ii) at least one other active substance selected fr. 	an IBAT inhibitor; an enteroendocrine 

peptide or enhancer thereof; a dipeptidyl peptid se-IV inhibitor; a biguanidine; an incretin 

mimetic; a thiazolidinone; a PPAR agonist; . 	MG Co-A reductase inhibitor; a bile acid 

binder; and a TGR5 receptor modulator; o' a pharmaceutically acceptable salt of any one of 

5 said active substances. 

11. 	A combination accon ing to claim 10, wherein the compound of formula (II) is 

selected from 

1,1-Dioxo-3,3-dibuty1-5-phen -7-methylthio-8-(N-{(R)-a4N-(carboxymethyl)carbamoyli- 

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

1,1-Dioxo-3, 3-dibutyl- 	pheny1-7-methylthio-8-(N-{(R)-a-[N'-((S)-1-carboxyethyl)carbamoyll 

benzyl}carbamoylme 	oxy)-2,3,4,5-tetrahydro-1,5-benzothiazepine; 

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

carbamoyliben 	Ilcarbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine; 

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

methylthi 	thyl)carbarnoyljbenzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-

benzot adiazepine; 

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

4- ydroxybenzyl}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-

ethypcarbamoy1]-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- 

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)-a-UV-((S)-1-carboxy-2 	R)- 

hydroxypropyl)carbamoy1]-4-hydroxybenzyl}carbamoylmethoxy)-2,3,4,54 	rahydro-1,2,5- 

/ 

benzothiadiazepine; 

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

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

1,1-Dioxo-3,3-dibuty1-5-phenyl-7-methylthio-8-(N-{(R)-a1N-QS 1-carboxyethyl) 

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

1,1-dioxo-3, 3-dibutyl-5-phenyl-7-methylthio-8- (N-{(R)-a- 	'-((S)-1-carboxypropy1)- 

15 carbamoy11-4-hydroxybenzyl}carbamoylmethoxy)-2,3„5-tetrahydro-1,5-benzothiazepine; 

1,1-Dioxo-3,3-dibuty1-5-phenyl-7-methylthio-8-(N-{( 	a4N-((S)-1-carboxyethyl)carbamoy11-4- 

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

1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(h-{(R)-a-W-((S)-1-carboxy-2- 
/ m ethylpropyl)carbamoy1]-4-hyd roxybenzyl}cjarbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5- 

20 benzothiadiazepine; and 	 / 
1,1-Dioxo-3,3-dibuty1-5-phenyl-7-meth thio-8-(N-{ (R)-11-phenyl-1'[N'-(carboxymethyl) 

carbamoylj methyl} carbamoylmeth 	y)-2,3,4,5-tetrahydro-1,5-benzothiazepine. 

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

25 substance is a bile acid bin 	. 

13. A combin tion according to claim 12, wherein the bile acid binder is 

cholestyramine, cho -stipol or colesevelam. 

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

substance is -: HMG Co-A reductase inhibitor. 

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

inhib 	r is a statin. 

35 

6. 	Use of a compound according to formula II 
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* 	 0 0  

H 

- 
O,<N 	

. 	 II 0  
HO 	R2 

wherein 

M is -CH2  or NH; 

5 	Ri  is H or OH; and 

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

-CH(CH3)CH2CH3, -CH2OH, CH2OCH3, -CH(OH)CH3, -CH2S 	3, or -CH2CH2-S-CH3;  

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

syndrome and/or a glucose utilization disorder. 

17. 	Use of a compound according to formula 

R1  

o. ,o 
' -m 

S  

1 H 

401 II 0 
HO 	R2 

* 
15 

wherein 

M is -CH2  or NH; 

RI  is H or OH; and 

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

20 	-CH(CH3)CH 	H3, -CH2OH, CH2OCH3, -CH(OH)CH3, -CH2SCH3, or -CH2CH2-S-CH3;  

for the , anufacture of a medicament for use in the prophylaxis or treatment of a glucose 

utiliz- ion disorder and/or a glucose utilization disorder. 

25 



18. The use according to claim 16 or 17, wherein the compound is selected from any one 

of 

1,1-Dioxo-3,3-dibuty1-5-phenyi-7-methylthio-8-(N-{(R)-a-[N-(carboxymethyl)carbamoyl] 

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

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

benzyl} 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) 

carbamoyl]benzylIcarbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepi ,  e; 

1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a1N-((R)-1-carboxy-2- 

10 methylthioethyl)carbamoyi]benzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1 	, - 

benzothiadiazepine; 

1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a4N-((S)-1-cart oxypropyl) carbamoy1]- 

4-hydroxybenzyllcarbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-ben •thiadiazepine; 

1 ,1-Dioxo-3,3-d ibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a1N-((R)- -carboxy-2-methylthio- 

15 ethyl)carbamoy11-4-hydroxybenzyllcarbamoylmethoxy)-2,3,4 :-tetrahydro-1,2,5-

benzothiadiazepine; 

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

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

benzothiadiazepine; 

20 1,1-Dioxo-3,3-dibuty1-5-phenyl-7-methylthio-8- )1-{(R)-a1N-((S)-1-carboxy-2-(R)-

hydroxypropyl)carbarnoy1]-4-hydroxybenzyl}..rbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-

benzothiadiazepine; 

1,1-Dioxo-3,3-dibuty1-5-phenyl-7-meth 	hio-8-(N-{(R)-a1N-((S)-1-carboxybutyl) carbamoyl]- 

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

25 1,1-Dioxo-3,3-dibuty1-5-phenyl-7-• ethylthio-8-(N-{(R)-a4N-((S)-1-carboxyethyl) 

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

1,1-dioxo-3, 3-dibuty1-5-phepty' 1-7-methylthio-8- (N-{(R)-- agN'-((S)-1-carboxypropyl) 
/ 

carbamoy1]-4-hydroxyberviy1) carbamoylmethoxy) -2, 3,4, 5-tetrahydro-1, 5-benzothiazepine; 

1,1-Dioxo-3,3-dibutyl- :pheny1-7-methylthio-8-(N-{(R)-a4N-((S)-1-carboxyethyl)carbamoy1]-4- 

30 hydroxybenzyllcarb: moylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine; 

1,1-Dioxo-3,3-di• 	ty1-5-pheny1-7-methylthio-8-(N-{(R)-a4N-((S)-1-carboxy-2-

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

benzothiad zzepine; and 

1,1-Diox0-3, 3-dibutyl-5-phenyl-7-methylthio-8-(N-{ (R)-11-phenyl-11-[N'-(carboxymethyl) 

35 carba ,  oyl] methyl} carbamoylmethoxy)-2, 3,4, 5-tetrahydro-1, 5-benzothiazepine. 
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CLAIMS 

1. 	Use of a compound of formula II 

R1  

it 
V, 0

o  

0 	H 	10/'S-M  
II 0 

HO 	R2 

5 

wherein 

M is -CH2  or NH; 

R1  is H or OH; and 

10 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;  

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

15 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 II is 

20 selected from the group consisting of: 

1,1-Dioxo-3,3-dibuty1-5-phenyl-7-methylthio-8-(N-{(R)-0c1N-(carboxymethyl)carbamoyll 

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-carboxyethyl) carbamoyl] 

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

25 1 ,1-Dioxo-3,3-dibuty1-5-phenyl-7-methylthio-8-(N-{(R)-a4N-((S)-1-carboxypropyl) 

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)-a1N-((R)-1-carboxy-2-

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

benzothiadiazepine; 
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1,1-Dioxo-3,3-dibutyi-5-pheny1-7-methylthio-8-(N-{(R)-a4N-((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)-a1N-((R)-1-carboxy-2-methylthio- 

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

benzothiadiazepine; 

1,1-Dioxo-3,3-dibuty1-5-phenyl-7-methylthio-8-( N-{(R)-a1N-((S)-1-carboxy-2-

methylpropyl)carbamoylibenzyl}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-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)-a4N-((S)-1-carboxybutyl) carbamoylj- 

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

15 1,1-Dioxo-3,3-dibuty1-5-pheny1-7-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) 

carbamoyl]-4-hydroxybenzyll 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)carbamoyll- 

20 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)carbamoy1]-4-hydroxybenzyl}carbamoylmethoxy)-2,3,4.5-tetrahydro-1,2,5-

benzothiadiazepine; and 

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

25 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 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. 

30 

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

35 7. Use of pharmaceutical composition comprising a compound of formula 11 
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* ,p 
H 

- 
O,

--( 	 0 	 II 0 
HO 	R2 

wherein 

M is -CH2  or NH; 

5 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; 

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

10 

8. 	Use of a combination comprising 

(i) a compound of formula II 

it 
0„

44 
 

0 	 H 

40 II ,---K 	0 
HO 	R2 

15 
wherein 

M is -CH2  or NH; 

R1  is H or OH; and 

20 

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; and 

(ii) at least one other active substance selected from an IBAT inhibitor; an enteroendocrine 

peptide or enhancer thereof; a dipeptidyl peptidase-IV 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. 

5 

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. 

10 11. Use according to any one of claims 8-10, 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-(carboxynnethyl)carbamoyl]-

benzylIcarbamoylmethoxy)-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)carbamoyi] 

15 benzyl}ca rbamoyimethoxy)-2 , 3, 4, 5-tetra hyd ro-1 ,5-benzoth iazep i ne; 

1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a-[N-((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)carbamoyl]benzyl}carbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5- 

20 benzothiadiazepine; 

1,1-Dioxo-3,3-dibuty1-5-pheny1-7-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-methylthio- 

25 ethyl)carbamoy11-4-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)carbamoylJbenzyl}carbamoyimethoxy)-2,3,4,5-tetrahydro-1,2,5-

benzothiadiazepine; 

30 1,1-Dioxo-3,3-dibuty1-5-phenyi-7-methylthio-8-(N-{(R)-a-[N-((S)-1-carboxy-2-(R)-

hydroxypropyl)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)-a-[N-((S)-1-carboxybutyl) carbamoyq- 

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

35 1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a-[N-((S)-1-carboxyethyl) 

carbamoyl]benzyllcarbamoylmethoxy)-2,3,4,5-tetrahydro-1,2,5-benzothiadiazepine; 
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1,1-dioxo-3, 3-dibuty1-5-phenyl-7-methylthio-8-(N-{(R)-a-N'-((S)-1-carboxypropyl)-

carbamoy11-4-hydroxybenzyllcarbamoylmethoxy)-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; 

5 1,1-Dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a1N-((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. 

10 

12. Use according to any one of claims 8-11, wherein the compound of formula II is 1,1-

dioxo-3,3-dibuty1-5-pheny1-7-methylthio-8-(N-{(R)-a1N-((S)-1-carboxypropyl) carbamoyI]-4-

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

15 13. Use according to any one of claims 8-11, wherein the compound of formula II is 1,1-

dioxo-3 ,3-dibuty1-5-pheny1-7-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 

20 substance is a bile acid binder. 

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

or colesevelam. 

25 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. 


