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Claims

1. Use of a DPP-4 inhibitor, which is
offormula-(h
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(3-eyane-pyridin-2-yhmethyl-(4-methyl-pyrimidin-2-yhmethyl-or-(4:6-dimethyl-
pyrimidin-2-yhmethvl-and-R2-deneles-3-(R)-amine-piperdin-1-yk-(2-amino-2-
methyl-propyb-methylamino-or-(2-(S)-amine-propyb-methylamino;

! )\JEU*Q

or its pharmaceutically acceptable salt;

for the manufacture of a pharmaceutical composition for_use in a method of treating

and/or preventing of metabolic diseases in patients with insufficient glycemic control
despite therapy with one or more conventional oral or non-oral antidiabetic drugs
selected from metformin, sulphonylureas, thiazolidinediones, glinides, alpha-
glucosidase blockers, GLP-1 or GLP-1 analogues, and insulin or insulin analogues,

wherein the DPP-4 inhibitor is administered in combination with said conventional

antidiabetic dug(s),

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

2. Use ef-the-DRP-4-inhibiter-according to claim 1 for-the-manufacture-of-a

pharmaceutical-compesition-wherein the method is for treating and/or preventing of

metabolic diseases in patients with insufficient glycemic control despite a therapy
with one or more oral antidiabetic drugs selected from metfermin;-sulphonylureas,

thiazolidinediones, glinides and a-glucosidase inhibitors.

3. Use of-the-BPR-4-inhibiter-according to claim 1 or 2 for-the-manufacture-ofa
pharmaceutical-compesitionwherein the method is for treating and/or preventing of

metabolic diseases in patients with insufficient glycemic control despite a therapy

with a sulphonylurea drug.

4, Use of-the-DPP-4-inhibiter-according to claim 1 or 2 for-the-manufacture-of a

pharmaeceutical-compasitiopwherein the method is for treating and/or preventing of

metabelic-diseasesdiabetes and/or diabetic complications in patients with insufficient

glycemic control despite a therapy with a sulphonylurea drug alone.

5. Use of-the-RDRPR-4-inhibiter-according to claim 1 or 2 forthe-manufacture-of-a
pharmaceuticalcompesitionwherein the method is for treating and/or preventing of

metaboelie-diseasesdiabeles and/or diabetic complications in patients with insufficient




10

- 45a -

glycemic control despite a combination therapy with a sulphonylurea drug and

metformin.

6. Use of-the-DPP-4-inhibitor-according to any one of claims 1 to 5 for-the

manufacture-of-a-pharmaceutical-compesitionwherein the method is for achieving

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

sulphonylurea failure.

f——-LUse-ot-the-DRPP-4-inhibitor-aceording-to-any-one-of claims-i-to-8.-wherein-said
DRRE-4-inhibitor-is-used-in-combination-with-said-conventional-antidiabetic-drug(s)-
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&7. Use of-the-DPP-4-inhibiter-according to any one of claims 1 to 76, wherein in
said method said DPP-4 inhibitor is used in combination with said sulphonylurea,

and, optionally, in combination with one or
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more other therapeutic agents;-such-as-e-g—metlormin-andfor-a-thiazolidinedione

{e-g-pioglitazene).

9r———Use-of-the- DRPP-4-inhibitor-according-to-any-one-ofclaims-i-to-6,-wherein-said
PRE-4-inhibitor-is-used-as-replasement-of said-sulphonylurea;-and;-optionally;-in
combination-with-one-or-mere-other-therapeutic-agenis,-such-as-e-g—metformin
and/or-a-thiazeolidinedione-{e.g--pioglitazone):

408.  Use of-the-BPP-4-inhibitor-according to any one of claims 1 to 87, wherein

said sulphonylurea is selected from glibenclamide, glipizide and glimepiride.

149.  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 er-initial-combination therapy with said
sulphonylurea selected from glibenclamide, glipizide and glimepiride, with or without

metformin.

4210. Use sf-the-BPP-4-inhibiter-according to any one of claims 1 to 44-9 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
of-a-pharmaceutical-compositionfor-improving-HbAle, FRPG-and/or PRG-decreasing
glucose-excursion-andlorimproving-insulin-secretion-in-said-patients.

4311. Use of the DPP-4 inhibitor according to any one of claims 1 to 42-10 wherein
the method is for the-manufasture-of a-pharmasceutical-composition-for-the-treatment
offreating diabetes;-such-as-e.g-inlowering-HbAle-and-improving-insulin-secretion;

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 the-manufasture-of-a-pharmaceutical-composition-for-the-treatment
offreating diabetes in patients with indication on dual sulphonylurea combination
therapy;-such-as-e-g-sulphonylurea-plus-metformin-or-sulphenylurea-plus
thiazelidinedione-or-sulphenylurea-plus-insulin.

4513. Use of the DPP-4 inhibitor according to any one of claims 1 to 42-10 wherein
the method ig for th@manuﬁaewe%&pha#maeeu%ieake@mp@%iti@ﬂe%hew%amem
ef-{reating 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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1614. Use of the DPP-4 inhibitor according to any one of claims 1 to 42-10 wherein
the method is for the-manufacture-ef-a-pharmaceutical-compesition-for-the-treatment

ef-treating diabetes in patients with indication on insulin therapy.
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4715. Use of the DPP-4 inhibitor according to any one of claims 1 to 4614, wherein
said patients suffering-fremhaving inadequate HbA1c values from 7.5 to 11% or 7.0
to 10% or 7.5 to 10% despite therapy with a suiphonylurea drug.

4816. Use of the DPP-4 inhibitor according to any one of claims 1 to 4715 wherein
the method isfer-the-manufasture-of-a-pharmasceutical-compesitien for preventing or

reducing the risk for adverse effects associated with sulphonylurea (SU) antidiabetic

therapy, such-as-e-g-selected from hypoglycaemia and/or weight gain in said

patients.

4917. Use of the DPP-4 inhibitor according to any one of claims 1 to 48-16 wherein
the method is for-the-manufacture-of-a-pharmasceutical-cempesition-for preventing or

slowing progression of diabetes with secondary sulphonylurea (SU) failure in said

patients.

2018. Use of the DPP-4 inhibitor according to any one of the claims 1 to 4917,
wherein said patients are ineligible for metformin therapy or are in need of reduced-
dose metformin therapy due to intolerability or contraindication against metformin,

sueh-as-e-g-including renally impaired and/or elderly patients.

2419. Use of-the-DRPP-4-inhibiter-according to any one of the claims 1 to 2018,
wherein in said method said DPP-4 inhibitor is used further for-the-manufacture-of-a
pharmaseutical-compesition-in combination with pioglitazone or metformin.

22——Use-of-the- DPR-4-inhibitor-according-to-any-one-of-claims-4-to-21-wherein

said-DRRP-4-inhibitor-is-selested-from-the-group-censisting-of

- 4-methyl-quinazolin-2-yhmethyl]-3-methy-7-(2-butyn-1-yD)-8-(3-(R)-amino-
piperidin-t-yh)-xanthine;

A-{eH5lnaphthyridin-2-yhmethyll-3-methyl-7-(2-butyn~1-y1)-8-({R)-3-amine-piperidin-
1-yh-xanthine;

I-Hquinazolin-2-yhmethyll-3-methyl-7-(2-butyn-1-yh)-8-{{R)-3-amino-piperidin-1-yH-
xanthine;

2-{{R)-3-amine-piperidin-1-yh-3-(but-2-yayh-6-(4-methyl-quinazelin-2-yirmethyh-3;5-
dihydro-imidazol4;56-dlpyridazin-4-one;

-l A-methyl-quinazolin-2-yhmethyl}-3-methyl-7-(2-butyn-1-y1)-8-[(2-amino-2-methyl-
propyb-raethylaminel-anthine;

+3-eyano-quinelin-2-yhmethyl]-3-methyl-7-(2-butyn-1-y1)-8-((R)-3-amino-piperidin-
A-yh-xanthine;

4~(Q-Gya-nembe«mzylu)»»@;_methy%butym%ylm)*&%(vl%%—amme«pripepidiﬂ«%yL)-9<a~n«th-i-ne;
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4-ft4-methyl-quinazolin-2-yhmethyl}-3-methyl-7-(2-butyn-1-yh)-8-[( S)}-(2-armine-
propyb-methylaminel-anthine;

1-[(3-eyano-pyridin-2-yhmethyl]-3-methyl-7-(2-butyn-t+-yb-8-((R}-3-amine-piperidin-1-
yh-xanthine;

4-f{4-methyl-pyrirmidin-2-yhmethyl}-3-methyl-7-(2-butyi-4-yH-8-{F)-3-amine-
piperidin-1-yh-xanthine;

H-{t4-6-dimethyl-pyrimidin-2-yhmethyl]-3-methyl-7-(2-butyn-t-yh-8-{{R)-3-armine-
piperidin-1-yh-xanthine-and

I-Hguinoxalin-8-yhmethyl}-3-methyl-7-(2-butyn-2-y)-8-H{FR)-3-amine-piperidin-4-yl)-
xanthine;

or-a-pharmaceutically-acceptable-salt thereof:

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

2421. Use of a DPP-4 inhibitor, which is preferably-1-[(4-methyl-quinazolin-2-
yl)methyi}-3-methyl-7-(2-butyn-1-yl)-8-(3-(R)-amino-piperidin-1-yl}-xanthine, for the

manufacture of a pharmaceutical composition for ugse 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 mg.

2522. Use of a DPP-4 inhibitor, which is preferably-1-[(4-methyl-quinazolin-2-
yl)methyl]-3-methyl-7-(2-butyn-1-yl)-8-(3-(R)-amino-piperidin-1-yl)-xanthine, for the

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

preventing-a-metabelic-disease-lype 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 preferably-1-[(4-methyl-quinazolin-2-
yl)methyl]-3-methyl-7-(2-butyn-1-yl)-8-(3-(R)-amino-piperidin-1-yl)-xanthine, for the

manufacture of a pharmaceutical composition_for use in a method-ferof treating

andior-preventing-a-metabolic-diseaselype 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 drug and metformin,and wherein the DPP-4 inhibitor is

administered in a daily oral amount of 5 mg.




10

15

20

25

30

35

~-48a~

2——Use-of a-DPP-4-inhibitor-which-is-preferably-1-[{4-methyl-guinazolin-2-
yhmethyll-3-methyl-7-(2-butyn-1-yb-8-(3-(R)-amine-piperidin-t-yl)-xanthine,for-the
manufasture-of-a-pharmaseutical-compesitionfor-treating-andlor-preventing-a
metabolic-disease-in-patients-with-insutlicient-glycemic-control- despite-a-therapy-with
a-sulphonylurea-drug—wherein-said-patients-are-ineligible-for-metformin-therapy-due
to-intolerability-or-contraindication-against metformin-such-as-e.g-renally-impaired
andfer-eldery-patients:

28— Use-of a-DRR-4-inhibitor-which-is-preferably-1-[{(4-methyl-quinazelin-2-
yhmethyll-3-methyl-7-(2-butyn-t-yvh-8-(3-(R})-amine-piperidin-d-y)-xanthinefor-the
mandfascture-of-a-pharmaceutical-compesitien-for-treating-andfor-preventing-a
melabelis-disease-in-patients-with-insuffisient-glycemic-control- despite-a-therapy-with
a-sulphenylurea-drug;-wherein-said-DRR-4-inhibiter-is-used-in-combinatien-with-the
sulphonylurea-drug,-thereby-preventing-erredusing-the risk-for-adverse-effects
associated-with-sulphenylurea-antidiabetic-therapy;-such-as-e.g--hypoglycaemia

and/erweight-gain-in-said-patients:

29-——Wse-of-a-DRR-4-inhibiter-which-is-preferably-1-[{4-methyl-guinazolin-2-
yhmethyl]-3-methyl-7-{2-butyn-1-yh)-8-(3-(R)-amine-piperidin-1-yl)-xanthinefor-the
mahufasture-of-a-pharmaceutical-composition-in-combination-with-a-sulphonylurea
drug-in-treating-type-2-diabetes-in-patients-with-insufficient- glycemic-control-despite-a
therapy-with-the-sulphonylurea-drug:

30——Use-of-a-BRPR-4-inhibiter-which-is-preferably-1-[{4-methyl-quinazelin-2-
yhmethyl}-3-methyl-7-(2-butyn-1-yh-8-(3-(R)-amine-piperidin-1-yh-xanthine;-for-the
manufacture-of-a-medicament-in-combination-with-a-sulphonylurea-in-the-treatment-of
ype-2-diabetes-patients-with-insufficient glycemis-control-despite- mono-therapy-with
a-maximal-lolerated-dose-of a-sulphonylurea.

3——->Use-of-a-BRPP-4-inhibitor-which-is-preferably-1-[{{(4-methyl-guinazeolin-2-
yhmethyl}-3-methyl-7-(2-butyn-1-yh)-8~(3-(R)-amine-piperidin-1-yh-xanthinefor-the
manufasture-of-a-medicamentin-combination-with-a-sulphonylurea-and-metformin-in
the-treatment-of-type-2-diabetes-patients-with-insufficient-glycemic-control-despite
dual-combination-therapy-with-a-sulphenylurea-and-metformin:

32—Use-of-a-DRE-4-inhibiter-according-to-any-of-the-preceding-claimsfor-the
manufacture-of-a-pharmaceutical-composition-fororal-therapeutic-use-in-diabetic
patients-wherein-<-10%;-preferably-£-7%.-of the-administered-oral-dose-of-the-DPR-4

inhibiter-is-exereted-via-the-kidneys.
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33— Use-of the DPP-4-inhibiter according to-claim-32-wherein-itis-primarily

exereted-unchanged-via-the-bile:

34——Use-of the-DRP-4-inhibitor-according-to-any-one-ofclaims-32-or-33-wherein>
80%-preferably-2-00%-of the-administered-oral-dose-of-the-DRP-4-inhibitoris

exeroted-unchanged-as-parent-drug:

36——Use-of-the-DRR-4-inhibitor-accerding-to-any-one-of-claims-32-to-34-wherein-its
main-metabolite-is-pharmacelogically-inactive- '

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

alycemic control despite mono-therapy with metformin, a sulphonvlurea, pioglitazone

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

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

sulphonyiurea/{basal) insulin or pioglitazone/(basal) insulin combination.

25, Use of 1-[(4-methyl-quinazolin-2-ylimethyl}-3-methyl-7-(2-butyn-1-y1)-8-(3-(R)-

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

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

control despite therapy with one antihyperglycemic agent selected from metformin,

sulphonvlureas, thiazolidinediones, glinides, alpha-glucosidase blockers, GLP-1 and

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

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

yhmethyl]-3-methyl-7-(2-butyn-1-y)-8-(3-(R)-amino-piperidin-1-yl)-xanthine in

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

26. Use of 1-[(4-methyl-quinazolin-2-yl)methyl]-3-methyl-7-(2-butyn-1-yD-8-(3-(R)-

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

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

control despite therapy with two antihyperglycemic agents selected from metformin,

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

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

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

yhmethyll-3-methyl-7-(2-butyn-1-yD-8-(3-(R)-amino-piperidin-1-y)-xanthine in

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




