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CLAIMS

1. Use of 3-di i ;
N
8
A
R1\O/Y\NANH
O\Ra Rz/&o

&4

hereot, inwhich-
R represents~{CHy)~{CHR )~ (CH) - NRPHRT )5
2 . .

groups—
R represents-atkyl-orcycloalkyl ;
R represents-hydrogen, hydroxy-or-alkexy:

6
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.
=3} 2 H

2-amino-N-[7-methoxy-8-({3-morpholin-4-ylpropoxy}-2, 3-

dihydroimidazo[1,2-c]quinazolin-5-ylipyrimidine-5-carboxamide,

or a physiologically acceptable salt, solvate, hydrate or sterecisomer

thereof,

as a sole active agent,
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or of a pharmaceutical composition containing such a compound or a
physiologically acceptable salt, solvate, hydrate or sterecisomer

thereof,

for the preparation of a medicament for the treatment or prophylaxis of

breast-canecer;—in-partiedlar-inflammatory breast cancer, triple negative

breast cancer, Her2 receptor positive breast cancer, or hormone

receptor positive breast cancer.
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28. A combination of :

a) 2-amino-N-[7-methoxy-8-(3-morpholin-4-ylpropoxy)-2,3-

dihydroimidazo[1,2-c]quinazolin-5-yl]pyrimidine-5-carboxamide

efclaims-1-to7, or a physiologically acceptable salt, solvate, hydrate or
stereoisomer thereof ; or a pharmaceutical composition containing such
a compound or a physiologically acceptable salt, solvate, hydrate or

stereoisomer thereof,

and

b) one or more further active agents selected from the group consisting

of :

- a Bcl inhibitor, selected fromsuch—as ABT-737, ABT-263 {Navitoclax),
EM20-25, YC137, GX-015-070 (Obatoclax), Tetrocarcin A, UCB-1350883,
AT-101 ({-)-Gossypol), SPC-2004 (Beclanorsen), 1G-105, WL-276, BI-
97C1, I-VRL (Immunovivorelbine), DATS (Allitridin), CNDO-103
{(Apogossypol), D-G-3139 (Genasense), Evotec, PIB-1402, EU-517 ;

- a Bcl binding peptide ;

- a Bel siRNA, which issuch-as PNT-2258 ;

- an antisense therapy oligonucleotide, which issuch-as BclKlex ; and

- an inhibitor of the mTOR pathway, selected fromsuech-as-rapamycin-or
a-rapamycinanalegue—such-as Rapamycin (Sirolimus), Everolimus (RAD-
001, Afinitor), Zotarolimus (ABT-578, Endeavor), Temisirolimus (CCl-
779, Torisel), Ridaforolimus (AP-23576, MK-8669), TAFA-93, or an
inhibitor of mTOR kinase, selected fromsuch-as WYE-132, 0S1-027, INK-
128, 0S1-027, AZD-2014, AZD-8055, CC-223, ABI-009, EXEL-3885, EXEL-




10

135

20

25

30

147

4451, NV-128, OXA-01, PKI-402, SB-2015, WYE-354, KU-0063794, X-387,
BEZ-235.

340. The combination according to claim 28-er9, wherein said further

active agent is rapamycin.

411, The combination according to claim 2869, wherein said further
active agent is ABT-737.

532, A pharmaceutical composition which comprises a combination of :

a) 2-amino-N-[7-methoxy-8-(3-morpholin-4-ylpropoxy)-2,3-

dihydroimidazo[1,2-c]quinazolin-5-yllpyrimidine-5-carboxamidea——2-3~

elaims—-to-7, or a physiologically acceptable salt, solvate, hydrate or

stereoisomer thereof ; and

b) one or more further active agents selected from the group consisting
of :

- a Bcl inhibitor, selected fromsueh—as-ABT-737, ABT-263 (Navitoclax),
EM20-25, YC137, GX-015-070 (Obatoctax), Tetrocarcin A, UCB-1350883,
AT-101 ((-)-Gossypol), SPC-2004 (Beclanorsen), 1G-105, WL-276, BI-
97C1, [|-VRL (Immunovivorelbine), DATS (Allitridin), CNDO-103
(Apogossypol), D-G-3139 (Genasense), Evotec, PIB-1402, EU-517 ;

- a Bcl binding peptide ;
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- a Bel siRNA, which issueh-as-PNT-2258 ;
- an antisense therapy oligonucleotide, which issueh-as-BclKlex ; and

- an inhibitor of the mTOR pathway, selected fromsuch-as—rapamycin-of
a-Fapamycin-anategue;—such-as Rapamycin (Sirolimus), Everolimus (RAD-
001, Afinitor), Zotarolimus (ABT-578, Endeavor), Temisirolimus (CCl-
779, Torisel), Ridaforolimus (AP-23576, MK-8669), TAFA-93, or an
inhibitor of mTOR kinase, selected fromsueh-as WYE-132, 0SI-027, INK-
128, 0S1-027, AZD-2014, AZD-8055, CC-223, ABI-009, EXEL-3885, EXEL-
4431, NV-128, OXA-01, PKI-402, SB-2015, WYE-354, KU-0063794, X-387,
BEZ-235.

613. Use of a combination of :

a) 2-aming-N-[7-methoxy-8-(3-morpholin-4-ylpropoxy)-2, 3-

dihydroimidazo[1,2-clquinazolin-5-yl]pyrimidine-5-carboxamidea——2,3-

elaims—-to7, or a physiologically acceptable salt, solvate, hydrate or

stereoisomer thereof ;

or of a pharmaceutical composition containing such-a-compoundsaid 2-
amino-N-[7-methoxy-8-(3-morpholin-4-ylpropoxy)-2,3-

dihydroimidazo[1,2-c]Jquinazolin-5-yllpyrimidine-5-carboxamide, or a

physiologically acceptable salt, solvate, hydrate or sterecisomer
thereof,

and

b) one or more further active agents selected from the group consisting
of :

- a Bcl inhibitor, selected fromsuch—as ABT-737, ABT-263 (Navitoclax),
EM20-25, YC137, GX-015-070 (Obatoclax), Tetrocarcin A, UCB-1350883,
AT-101 ((-)-Gossypol), SPC-2004 (Beclanorsen), 1G-105, WL-276, BI-
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97C1, I-VRL (Immunovivorelbine), DATS (Allitridin), CNDO-103
(Apogossypol), D-G-3139 (Genasense), Evotec, PIB-1402, EU-517 ;

- a Bcl binding peptide ;
- a Bcl siRNA, which issuch-as PNT-2258 ;

- an antisense therapy oligonucleotide, which issuch-as BclKlex ; and

- an inhibitor of the mTOR pathway, selected fromsuch-asrapamyecin-or
a-rapamycianalegue—such-as Rapamycin (Sirolimus), Everolimus (RAD-
001, Afinitor), Zotarolimus (ABT-578, Endeavor), Temisirolimus (CCl-
779, Torisel), Ridaforolimus (AP-23576, MK-8669), TAFA-93, or an
inhibitor of mTOR kinase, such as WYE-132, 0SI-027, INK-128, 0SI-027,
AZD-2014, AZD-8055, CC-223, ABI-009, EXEL-3885, EXEL-4451, NV-128,
OXA-01, PKI-402, SB-2015, WYE-354, KU-0063794, X-387, BEZ-235 ;

or a pharmaceutical composition containing such a combination,

for the preparation of a medicament for the treatment or prophylaxis of
cancer—e-g—breast-cancer—in—partieular—inflammatory breast cancer,
triple negative breast cancer, Her2 receptor positive breast cancer,

hormone receptor positive breast cancer.

744, Use of a biomarker which issuch—as Bcl expression, HER family
expression and/or activation, PIK3CA signaling and / or loss of PTEN for
predicting the sensitivity and/or resistance of a patient with carcer—e-g-
breast-cancer—in-particalar-inflammatory breast cancer, triple negative
breast cancer, Her2 receptor positive breast cancers; or hormone
receptor positive breast cancer, to thea compound according to ary-one
of-claims 1-te-£, thus providing rationale-based synergistic combination
according to any-ene-of-claims 28 orto 310 to overcome the resistance
(patient stratification).
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