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5 	or its pharmaceutically 

for the manufacture 

and/or preventing 

despite therapy 

selected from 

	

10 	glucosidase 

wherein the 

antidiabetic 

wherein the 

	

15 	2. 	Use 

metabolic diseases 

with one or 

thiazolidinediones, 

20 

3. Use 

metabolic diseases 

with a sulphonylurea 

25 

4. Use 

glycemic control 

30 

5. Use 

DPP 

DPP 

of 

acceptable salt; 

of a pharmaceutical composition for use in a method of treating 

blockers, 

dug(s), 

of metabolic diseases in patients with insufficient glycemic control 

with one or more conventional oral or non-oral antidiabetic drugs 

metformin, sulphonylureas, thiazolidinediones, glinides, alpha- 

GLP-1 or GLP-1 analogues, and insulin or insulin analogues, 

-4 inhibitor is administered in combination with said conventional 

-4 inhibitor is administered in a daily oral amount of 5 mg. 

the DPP 44o-hibiter-according to claim 1 for the manufacture of a 

more 

of 

wherein the method is for treating and/or preventing of 

in patients with insufficient glycemic control despite a therapy 

oral antidiabetic drugs selected from metforminv-sulphonylureas, 

ofthe-DRP-4--inhibitor-according 

glinides and a-glucosidase inhibitors. 

to claim 1 or 2 foc-the-maRufaeture-ef a 

wherein the method is for treating and/or preventing of 

in patients with insufficient glycemic control despite a therapy 

drug. 

the DPP 4 inhibitor according to claim 1 or 2 for-the-manufasture-of -a 

metaly3lio-diseaseediabetes 

armaseutioal-oompositionwherein the method is for treating and/or preventing of 

and/or diabetic complications in patients with insufficient 

of-the-DPI2-4-in-h-biter-according 

despite a therapy with a sulphonylurea drug alone. 

to claim 1 	2 fame-manufacturo or 	 of a 

wherein the method is for treating and/or preventing of 

metabetie-eliseaseediabetes and/or diabetic complications in patients with insufficient 
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glycemic control despite a combination therapy with a sulphonylurea drug and 

metformin. 

6.  Use 	 ccording to any one of claims 1 to 5 femme 

5 rnaia-bifacture the of a pharmacoutisal-senapesitienwherein 	method is for achieving 

and/or maintaining glycemic control in type 2 diabetes patients with secondary 

sulphonylurea failure. 

7.  Use of the DPP 4 inhibitor 	to according 	any one o 

10 ti 
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87. Use ef-the-DRP-4-inhilaitac-according to any one of claims 1 to 7-6, wherein in 

said  

and, 

method said DPP-4 inhibitor is used in 

optionally, in combination with one or 

combination with said sulphonylurea, 
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more other therapeutic agents, idinediene  

(e.g. pieglitazone-). 

a  MI • 

DPP 1 inhibitor is used-as-replacement of said-sulphonyiurea, and, optio 

oem-bination-with 	more 	therap one or 	other 

498. 	Use of 1-ifihil4er-according to 	 1 to 97, -the-DPP 	 any one of claims 	wherein 

said sulphonylurea is selected from glibenclamide, glipizide and glimepiride. 

449. 	Use of the DPP-4 inhibitor according to any of claims 1 to 87, wherein in said  

method said DPP-4 inhibitor is used in add-on ar-initiat-combination therapy with said 

sulphonylurea selected from glibenclamide, glipizide and glimepiride, with or without 

metformin. 

4-210. 	Use 	the DPP I to 	 1 to 44-9 of 	-inhibitor-according 	any one of claims 	wherein 

the method is for treating and/or preventing type 2 diabetes mellitus and/or diabetic 

complications selected from micro- and macrovascular diseasesfor the manufacture 

1411. 	Use of the DPP-4 inhibitor according to any one of claims 1 to 4-2-10 wherein  

the method is for the manufacture of a pharmaceutical composition4or-4his4reatment 

oftreating diabetes,  

in patients with indication on first- or second-line sulphonylurea therapy. 

4412. 	Use of the DPP-4 inhibitor according to any one of claims 1 to 42-10 wherein  

the method is for 	 cal composition-fof-the4Featment 

oftreating diabetes in patients with indication on dual sulphonylurea combination 

therapy, 

• zoliclinectione-or-culph 

4-513. 	Use of the DPP-4 inhibitor according to any one of claims 1 to 42-10 wherein 

the method is for 

of-treating diabetes in patients with indication on triple combination therapy of 

metformin, sulphonylurea and thiazolidinedione, or of metformin, sulphonylurea and 

insulin, or of sulphonylurea, thiazolidinedione and insulin. 
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4-614. 	Use of the DPP-4 inhibitor according to any one 

the method is for th 

of claims 1 

peettien 

to 1-2-10 wherein  

for the treatment 

ef-treating diabetes in patients with indication on insulin therapy. 
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415. 	Use of the DPP-4 inhibitor according 

said patients suffering-fremhaving inadequate 

to 10% or 7.5 to 10% despite therapy 

5 	1-816. 	Use of the DPP-4 inhibitor according 

the method is 

to 

to 

associated 

hypoglycaemia 

to 

. 	- 	- 	_ 

secondary 

to 

for metformin 

or 

and/or elderly 

to 

inhibitor is 

with a sulphonylurea 

any one of claims 1 

HbA1c values from 7.5 

drug. 

any one of claims 1 

with sulphonylurea 

to 1-614, wherein 

to 11% or 7.0 

to 4-7-15 wherein 

for preventing or 

(SU) antidiabetic 

10 

15 

reducing 

therapy, 

the risk for adverse effects 

from eiteh as e.g. selected  and/or weight gain 

any one of claims 1 

=utical composition- 

in said 

to 48-16 wherein 

patients. 

4917. 

the 

slowing 

patients. 

2018. 

wherein 

dose 

Use of the DPP-4 inhibitor according 

method is for-th: 	- 	- - - - - _ 

progression of diabetes with 

Use of the DPP-4 inhibitor according 

said patients are ineligible 

metformin therapy due to intolerability 

such 

-for preventing or 

failure in said 

1 to 4917, 

of reduced- 

metformin, 

1 to 2818,  

in need 

sulphonylurea 

any one of the 

therapy or are 

contraindication 

patients. 

any one of the 

used further fec-the-manttfaetur-e-ef-a 

(SU) 

claims 

against 

claims 

1 ms 

20 

impaired as e.g:includinq renally 

2419. 

wherein 

Use of-the-DP-12-44nhibitec-according 

in said method said DPP-4 

or metformin. 

to 21, wherein 25 

1 

PiPer-ktilanthine-,- 

[([1,5]naphthyridin 2 	3 yl)methyl] 

in combination with 

mothyl 7 (2 

pioglitazone 

butyn 1 	8 3 

30 

1 

4--A--xallthineT 

7 (2 butyn 

yl) 

1 	8 yl) 	((R) 3 

((R) 

amino 

amino piporidin 

1 [(quinazolin 2 	3 methyl yl)methyl] 

35 	1 

xaRt[linev 

(2 butyn 1 yl) 8 

piporidin 	yl) 

2 [(4 methyl 	2 quinazolin 	yl)methyl] 3 methyl 7 [(2 amino 	mothyl 

4-y1-)-4(anthine, 

1 (2 cyane-b 
	

ridin 1 y 



-48- 

1 [(1 methyl quinazolin 2 yl)methyl] 3 mothyl 7 (2 butyn 1 yl) 8 [(S) (2 amino 
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no] xantIlineT  WeWY 

1 	cyano 	2 	3 methyl 7 (2 butyn 1 	8 ((R) 3 amino 	1 [(3 	pyrdin 	yl)methyl] 	 yl) 	 piperidin 

y1)-xanthineT  

5[{4thyl-pyrimicli-n-2-y1)fflethyll-3-Fnethyl 7 (2-butyn 1 	8 ((R) 3 yl) 	amino 

piperidin-11 yl) xanthineT  

8 ((R) 3 amino 

o 	1 piperidin 	y1)- 

	

2320. 	Use of the DPP-4 inhibitor according to any one of claims 1 to 2219, wherein 

said DPP-4 inhibitor is 1-[(4-methyl-quinazolin-2-yl)methyl]-3-methyl-7-(2-butyn-1-y1)-

8-(3-(R)-amino-piperidin-1-yl)-xanthine. 

	

2421. 	Use of a DPP-4 inhibitor, which is nrefecably-1-[(4-methyl-quinazolin-2- 

yl)methyl]-3-methyl-7-(2-butyn-1-y1)-8-(3-(R)-amino-piperidin-1-y1)-xanthine, for the 

manufacture of a pharmaceutical composition for use in a method of  treating and/or 

preventing a metabolic disease in patients with insufficient glycemic control despite a 

therapy with a sulphonylurea drug, wherein in said  method said DPP-4 inhibitor is 

used in combination with a sulphonylurea drug, and wherein the DPP-4 inhibitor is  

administered in a daily oral amount of 5 mq. 

	

2522. 	Use of a DPP-4 inhibitor, which is prefecably-1-[(4-methyl-quinazolin-2- 

yl)methyl]-3-methy1-7-(2-butyn-1-y1)-8-(3-(R)-amino-piperidin-l-y1)-xanthine, for the 

manufacture of a pharmaceutical composition for use in a method of treating andier 

type 2 diabetes in a patients with insufficient glycemic 

control despite a therapy with a sulphonylurea drug alone, wherein in said method 

said DPP-4 inhibitor is used in combination with the sulphonylurea drug, and wherein 

the DPP-4 inhibitor is administered in a daily oral amount of 5 mg. 

2623. 	Use of a DPP-4 inhibitor, which is pfefeFalaly-1-[(4- 	ethyl-quinazolin-2- 

yl)methyl]-3-methy1-7-(2-butyn-1-y1)-8-(3-(R)-amino-piperidin-1-y1)-xanthine, for the 

manufacture of a pharmaceutical composition for use in a method  forof treating 

	type 2 diabetes in a patients with insufficient 

glycemic control despite a combination therapy with a sulphonylurea drug and 

metformin, wherein in said method said DPP-4 inhibitor is used in combination with 
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the sulphonylurea 

administered in a 

drug 

daily 

and 

oral 

metformin, 

amount of 5 

and 

mg. 

wherein the DPP-4 inhibitor is 
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2-7Use-ef-a-D-RP-4-in-hibiterr  which 1-[(4-methyl-quinazolin-2- -is-preferably 

3 methyl 7 (2 butyn-1-y1)-8-(3 (-R)-amine-piper-idin 1 	 for the yl-)metlayl] 	 yt)-xanthino, 

manufacture of a 	 compesitien-for-treating-and/or-preventing-a pharmaceutical 

metabolic disease in 	with-insufficient-glyeemie-control-despite 	therapy patients 	 a 	with 

a-sulphonyturea-drug, wherein are-ineligible-for-metformin-therapy due -said patients 

to-intelerability-or contraindicationmetformin, such -against 	 as e.g. ronally-impaired 

and/or-elderly-patients, 

28. Use-ef-a-BPP-4-inhibiteri-which-is-preferably 1 [0-methyl-qttinazolin 2 

3 methyl 7 (2 butyn 1 	8 	(R) 	•e e ec 	• 	 •.: yl)methyl] 	 yl) 	(3 	a-- 	e 	 -- 	e -the 

manufacture-of-a-pharmaceutieal-composition-for treating and/or preventing-a 

metabolic-disease-in-patients-with-insufficient-glyeemic-contrel-ciespite-a-therapy-with 

a-sulphonyturea-drug,whereirl-said-DP-P-4-in4libitor-is-used-in-eembination-with-the 

suiplienylurea drug, thereby 	 for preventing-er-redueing-the risk 	adverse-effects 

asseeiated-with--GLI tphonylurea-ahtida-bette-therapy,sueh 	hypoglycaemia as e.g. 

andiar-weight-gain-in-said patients, 

29. Use-of a DPP-4 inhibitor; -which-is-preferably--1 - R4-methyl-quina-zolin-2- 

Amethy11-3-methyl-7-(2-butyn 1 	8+3-(R)-amino-pipecielin 1 yl) 	 yl)-xanthinei-for-the 

manufaeture-of-a-pharmaceutieal-cem t • ' - ' • 	e—e..-- • 	• • z 	. 	e 	_ 	 - - utphenylurea 

drug-in-treating type 2 -diabetes-in-patients-with-insufficient-glycemic control-despite a 

therapy-with-the-sulphonylurea drug. 

30. Use of a DPP 4 inhie.  e 	 - - - 	e 	4 	••: - 	-- 	- e. 	: 

3 methyl 7 (2 butyn4 	8-0-(R)-amine-pipecidio-1-1/14-)canthiner  fer-the yl)methyl] 	 yl) 

manufacture of a mod4eament in combination 	 in the treatment with a cuiphonylurea 	 of 

typo 2 diab- = - e- 	e• 	" 	z• 	 ''e•:: - 	 . 	- 	e 	-e-- 	- 	-e- 	e 	ez-e 	: 

a-maximal-telerated-dese-ef-a-sulphehylurea, 

31. Use of a DPP 4 inhibitor, which-is-preferably-1--(4--methyl-quinazolin 2 

7 (2 butyn 1 	8 	 1 yl)methyl]-3-methyl 	 yl) 	(3 (R)-amine-piperidin 	yt) xanthinefor-the 

manufacture of a medicament4n-combination-with-a-suip-honyturea-and 	in metformin 

the-treatment-of-typo 2 diabetes 	 despite patients-with-insufficient-OyeefiliG-control 

dual-combination therapy-with-a-SUlphenylicirea-ancl-metfer-FAill, 

32. Use of a DPP 4-inhibitor according-te-any of the preceding claims-for-the 

-wherein < 10°/ -preferably 5 7%, of the dose 	tho DP patients -administered-oral 	of 	-P-4 

inhibitor-is-excreted-via the-kidneys, 
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-z.e s., 	•-te 	 to 	32 -- 	-.:e 	 -__ee 	g 	claim 	whcrein-4-is-orimacily 

exoreted-unohanged-via-the-bile-.- 

31. 	UGo of the-D-P-P-4-inhibitor-a000rding to any one 	32 	33 	> of claims 	or 	wherein 

5 	80%, 	z 90%, of the administered 	 PP 4 inhibitor preferably 	 -is 

excreted as-oarent-4rug:. -unchanged 

35. 	Use-of-the-DP-RA-inhibitor according its -to-any one-of clairas-32-te-34-wberein 

main-metabolite -is pharrnaselogicully-inaotive, 

10 	24. 	Use according to claim 1, wherein said patients are patients with insufficient 

glycemic control despite mono-therapy with metformin, a sulphonylurea, pioglitazone 

or (basal) insulin, or despite dual combination therapy with a metformin/pioglitazone, 

metformin/sulphonylurea, metformin/(basal) insulin, sulphonylurea/pioglitazone, 

sulphonylurea/(basal) insulin or pioglitazone/(basal) insulin combination. 

15 

25.  Use of 14(4-methyl-guinazolin-2-yl)methy11-3-methyl-7-(2-butyn-1-v1)-8-(3-(R)- 

amino-piperidin-1-y1)-xanthine for the manufacture of a pharmaceutical composition 

for use in a method of treating type 2 diabetes in a patient with insufficient glycemic 

control despite therapy with one antihyperglycemic agent selected from metformin, 

20 	sulphonylureas, thiazolidinediones, glinides, alpha-glucosidase blockers, GLP-1 and 

GLP-1 analogues, and insulin and insulin analogues, wherein said method is 

characterized in that a daily oral amount of 5 mq of 1-114-methyl-guinazolin-2- 

v1)methyll-3-methyl-7-(2-butyn-1-y1)-8-(3-(R)-amino-piperidin-1-v1)-xanthine in 

combination with said one antihyperglycemic agent is administered to the patient. 

25 

26.  Use of 14(4-methyl-guinazolin-2-vpmethy11-3-methvl-7-(2-butyn-1-y1)-8-(3-(R)- 

amino-piperidin-1-y1)-xanthine for the manufacture of a pharmaceutical composition 

for use in a method of treating type 2 diabetes in a patient with insufficient glycemic 

control despite therapy with two antihyperglycemic agents selected from mefformint  

30 	sulphonylureas, thiazolidinediones, glinides, alpha-glucosidase blockers, GLP-1 and 

GLP-1 analogues, and insulin and insulin analogues, wherein said method is 

characterized in that a daily oral amount of 5 mg of 1-f(4-methyl-guinazolin-2- 

Amethy11-3-methyl-7-(2-butyn-1-y1)-8-(3-(R)-amino-piperidin-1-y1)-xanthine in 

combination with said two antihyperglycemic agents is adminstered to the patient. 

35 


