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Whit is claimed is:

The compound N4-(4-([1,2,4]triazolo{1,5-a]pyridin-7-yloxy)-3-
methylpinyl)-N6-(4,4-dimethyl-4,5-dihydrooxazol-2-yl)quinazoline-4,6-diamine for use in
treating locN or metastatic brain cancer that is caused by ErbB2 over-expression or
amplification, Wherein said N4-(4-([1,2,4]triazolo[ 1,5-a]pyridin-7-yloxy)-3-methylphenyl)-
N6-(4,4-dimethy]?

at 600 mg twice a daXin combination with trastuzumab, capecitabine, bevacizumab,

,5-dihydrooxazol-2-yl)quinazoline-4,6-diamine is administered as a tablet

paclitaxel or docetaxel.
2. The compotgd (2-((4-((4-([1,2,4]triazolo[1,5-a]pyridin-7-yloxy)-3-

methyiphenyl)amino)quinazoNa-6-yl)amino)-4-methyl-4,5-dihydrooxazol-4-yl)methanol for

rain cancer that is caused by ErbB2 over-expression or

-([ 1,2,4]triazolo[ 1,5-a]pyridin-7-yloxy)-3-

use in treating local or metastati
amplification, wherein said (2-((4-
methylphenyl)amino)quinazolin-6-yl)agino)-4-methyl-4,5-dihydrooxazol-4-yl)methanol is
administered as a tablet at 0.1 to 2000 mgWg day in combination with trastuzumab,
capecitabine, bevacizumab, paclitaxel or do
3. N4-(4-([1,2,4]Triazolo[1,5-a]pyr\din-7-yloxy)-3-methylphenyl)-N6-(4,4-
dimethyl-4,5-dihydrooxazol-2-yl)quinazoline-4,6-&amine or (2-((4-((4-([1,2,4]triazolo[ 1,5-
a]pyridin-7-yloxy)-3-methylphenyl)amino}quinazoliNg-yl)amino)-4-methyl-4,5-
dihydrooxazol-4-yl)methanol for use in treating local or Wetastatic brain cancer that is caused
by ErbB2 over-expression or amplification.
4, N4-(4-([1,2,4] Triazolo[1,5-a]pyridin-7-yloxy)-

dimethyl-4,5-dihydrooxazol-2-yl)quinazoline-4,6-diamine or (2~

ethylphenyl)-N6-(4,4-
-((4-(f1,2,4]triazolof 1,5-
ethyl-4,5-

dihydrooxazol-4-yl)methanol for use in treating local or metastatic braigcancer that is caused

a]pyridin-7-yloxy)-3-methylphenyl)amino)quinazolin-6-yl)amino)-

by ErbB2 over-cxpression or amplification of Claim 3, wherein the N4-(4-
([1,2,4]triazolo[1,5-a]pyridin-7-yloxy)-3-methylphenyl)-N6-(4,4-dimethyl-4,
dihydrooxazol-2-yl)quinazoline-4,6-diamine or (2-({(4-((4-([1,2,4]triazolo[1,5-a
yloxy)-3-methylphenyl)amino)quinazolin-6-yl)amino)-4-methyl-4,5-dihydrooxazo
yl)methanol is administered as an oral dosage form.

5. N4-(4-([1,2,4] Triazolo[1,5-a]pyridin-7-yloxy)-3-methylphenyl)-N6-(4,4-
dimethyl-4,5-dihydrooxazol-2-yl)quinazoline-4,6-diamine or (2-((4-((4-([1,2,4]triazolo]1,5-
alpyridin-7-yloxy)-3-methylphenyl)amino)quinazolin-6-yl)amino)-4-methyl-4,5-

dihydrooxazol-4-yl)methanol for use in treating local or metastatic brain cancer that is caused
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ErbB2 over-expression or amplification according to Claims 3 or 4, wherein the Nd-(4-
([1R 4]triazolof1,5-alpyridin-7-yloxy)-3-methylphenyl)-N6-(4,4-dimethyl-4,5-
dihydigoxazol-2-yl)quinazoline-4,6-diamine or (2-((4-((4-([1,2,4]triazolo[1,5-a]pyridin-7-
yloxy)-3-Wethylphenyl)amino)quinazolin-6-yl)amino)-4-methyl-4,5-dihydrooxazol-4-
in a tablet.
-(4-(f1,2,4]Triazolo[1,5-a]pyridin-7-yloxy)-3-methylphenyl)-N6-(4,4-
dimethyl-4,5-dihy¥ooxazol-2-yl)quinazoline-4,6-diamine or (2-((4-((4-([1,2,4]triazolo[1,5-
a]pyridin-7-yloxy)-3¥gethylphenyi)amino)quinazolin-6-yl)amino)-4-methyi-4,5-
dihydrooxazol-4-y[)metgnol for use in treating local or metastatic brain cancer that is caused
amplification according to any one of Claims 3 to 5, wherein
yridin-7-yloxy)-3-methylphenyl)-N6-(4,4-dimethyl-4,5-
-diamine or (2-((4-((4-([1,2,4]triazolo[1,5-a]pyridin-7-

by ErbB2 over-expression
the Nd-(4-([1,2 4]triazolo[1,5-
dihydrooxazol-2-yl)quinazoline-
yloxy)-3-methylphenyl)amino)quina¥plin-6-yl)amino)-4-methyl-4,5-dihydrooxazol-4-
yl)methanol is in combination with anoer therapeutic agent.

7. N4-(4-([1,2,4]Triazolo[},5-§pyridin-7-yloxy)-3-methylphenyl)-N6-(4,4-
dimethyl-4,5-dihydrooxazol-2-yl)quinazolineN,6-diamine or (2-((4-((4-([1,2,4]triazolo]1,5-
a]pyridin-7-yloxy)-3-methylphenyl)amino)quina¥glin-6-yl)amino)-4-methyl-4,5-
dihydrooxazol-4-yl)methanol for use in treating loc® or metastatic brain cancer that is caused
by ErbB2 over-expression or amplification according t\Claim 6, wherein the therapeutic
agent is selected from trastuzumab, capecitabine, bevacizdgab, paclitaxel and docetaxel.

8. N4-(4-([1,2,4]Triazolo[ 1,5-a]pyridin-7-yloxy N3-methylphenyl)-N6-(4,4-
dimethyl-4,5-dihydrooxazol-2-yl)quinazoline-4,6-diamine or (ZX(4-((4-([1,2,4]triazolo[1,5-
a]pyridin-7-yloxy)-3-methylphenyl)amino)quinazolin-6-yl)amino)¥-methyl-4,5-
dihydrooxazol-4-yl)methanol for use in treating local or metastatic br¥ cancer that is caused

by ErbB2 over-cxpression or amplification according to any one of Claiég 3 to 7, wherein

yloxy)-3-methylphenyl)amino)quinazelin-6-yl)amine)-4-methyl-4,5-dihydrooxaz&-4-
yl)methanol is used after previous treatment for brain cancer.
9. N4-(4-([1,2,4]Triazolo[1,5-a]pyridin-7-yloxy)-3-methylphenyl)-N6-(4,4-
dimethyl-4,5-dihydrooxazol-2-yl)quinazoline-4,6-diamine or (2-((4-((4-([1,2,4]triazolo[1,
a]pyridin-7-yloxy)-3-methylphenyl)amino)quinazolin-6-yt)amino)-4-methyl-4,5-

dihydrooxazol-4-yl)methanol for use in treating local or metastatic brain cancer that is caused
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b\ ErbB2 over-expression or amplification according to Claim 8, wherein the previous

dihydrooxazol-4-yNymethanol for use in treating local or metastatic brain cancer that is caused
by ErbB2 over-expresNon or amplification according to Claim 9, wherein the previous
treatment for brain cancel\is selected from surgery, conventional external radiation therapy,
three-dimensional conforma\radiation therapy, intensity modulated radiation therapy,
stereotactic radiosurgery, fractiynated stereotactic radiation therapy, proton radiation therapy,
internal or implant radiation therafy, temozolomide, bevacizumab, carmustine, lomustine,
procarbazine, vincristine, tumor treatig fields therapy, everolimus, procarbazine, lomustine,
cisplatin, carboplatin and methotrexate & mixtures thereof.

11, N4-(4«([1,2,4]Triazolo[1,5-Npyridin-7-yloxy)-3-methylphenyl)-N6-(4,4-
dimethyl-4,5-dihydrooxazol-2-yl)quinazoline¥,6-diamine or (2-{(4-((4-([1,2,4}triazolo[1,5-
a]pyridin-7-yloxy)-3-methylphenyl)amino)quina¥plin-6-yi)amino)-4-methy!-4,5-
dihydrooxazol-4-yl)methanol for use in treating loc or metastatic brain cancer that is caused
by ErbB2 over-expression or amplification according t\any one of Claims 3 to 7, wherein
the N4-(4-([1,2,4]triazolo[1,5-a]pyridin-7-yloxy)-3-methWpheny!)-N6-(4,4-dimethyl-4,5-
dihydrooxazol-2-yl)quinazoline-4,6-diamine or (2-((4-((4-([ N2,4]triazolo[1,5-a]pyridin-7-
yloxy)-3-methylphenyl)amino)quinazolin-6-yl)amino)-4-methyN4,5-dihydrooxazol-4-
yl)methanol is used after previous treatment for breast cancer.

12, N4-(4-([1,2,4]Triazolo[ 1,5-a]pyridin-7-yloxy)-3-methWphenyl)-N6-(4,4-
dimethyl-4,5-dihydrooxazol-2-yl)quinazolinc-4,6-diamine or (2-((4-((4-(N ,2,4]triazolo[1,5-
a]pyridin-7-yloxy)-3-methylphenyl)amino)quinazolin-6-yamino)-4-methyk4,5-
dihydrooxazol-4-yl)methanol for use in treating local or metastatic brain cancelthat is caused
by ErbB2 over-expression or amplification according to Claim 11, wherein the pr
treatment for breast cancer is selected from surgery, sentinel lymph node biopsy foll
surgery, radiation therapy, chemotherapy, hormone therapy and targeted therapy.

13.  N4-(4-([1,2,4]Triazolo[1,5-a]pyridin-7-yloxy)-3-methylphenyl)-N6-(4,4-
dimethyl-4,5-dihydrooxazol-2-yl)quinazoline-4,6-diamine or (2-((4-((4-([1,2,4]triazolo[ 1,5-

a)pyridin-7-yloxy)-3-methylphenyl)amino)quinazolin-6-yl)amino)-4-methyl-4,5-



WO 2013/142875 PCT/US2013/033751

47
\1ydrooxazol-4-yl)methanol for use in treating local or metastatic brain cancer that is caused
by BbB2 over-expression or amplification according to Claim 11, wherein the previous
treatmeyt for breast cancer is selected from lumpectomy, partial mastectomy, segmental
, total mastectomy, modified radical mastectomy, external radiation, internal
radiation, me¥potrexate, paclitaxel albumin-stabilized nanoparticle formulation, ado-
trastuzumab emWnsine, doxorubicin, fluorouracil, everolimus, anastrozole, exemestane,
capecitabine, cycloghosphamide, docetaxel, epirubicin, exemestane, toremifene, fulvestrant,
letrozole, gemcitabindytrastuzumab, ixabepilone, lapatinib, tamoxifen, pertuzumab and
toremifene, or mixtures thereof.

14.  N4-(4-([1,2,NTriazolo[1,5-a]pyridin-7-yloxy)-3-methylphenyl)-N6-(4,4-
dimethyl-4,5-dihydrooxazol-2-xl)quinazoline-4,6-diamine or (2-((4-((4-([1,2,4]triazolo[1,5-
a]pyridin-7-yloxy)-3-methylphenN)amino)quinazolin-6-yl)amino)-4-methyl-4,5-
dihydrooxazol-4-yl)methanol for useNn treating local or metastatic brain cancer that is caused
by ErbB2 over-expression or amplificath\n according to any one of Claims 3 to 13, wherein
NA-(4-({1,2,4]triazolo[1,5-a]pyridin-7-ylod)-3-methylphenyl)-N6-(4,4-dimethyl-4,5-
dihydrooxazol-2-yl)quinazoline-4,6-diamine Nused.

15, N4-(4-([1,2,4]Triazolo[1,5-a]pyri§n-7-yloxy)-3-methylphenyl)-N6-(4,4-
dimethyl-4,5-dihydrooxazol-2-yl)quinazoline-4,6-dNmine or (2-((4-((4-([1,2,4]triazolo[ 1,5-
a]pyridin-7-yloxy)-3-methylphenyl}amino)quinazolin-¥:yl)amino)-4-methyl-4,5-
tastatic brain cancer that 1s caused
by ErbB2 over-expression or amplification according to Claixg 14, wherein the N4-(4-
(f1,2,4]triazolo[1,5-a]pyridin-7-yloxy)-3-methylphenyl)-N6-(4 Xcdimethyl-4,5-

dihydrooxazol-2-yl)quinazoline-4,6-diamine for use in the treatmeN of brain cancer is

dihydrooxazol-4-y[)methanol for use in treating local or

administered from about 550 to about 650 mg twice per day.

16.  N4-(4-([1,2,4]Triazolo[1,5-a]pyridin-7-yloxy)-3-methylpNenyl}-N6-(4,4-

(2-((4-((4-([1,2,4]triazolo[1,5-a]pyridin-7-yloxy)-3-methylphenyl)amino)quinazolin-6-
yl)amino)-4-methyl-4,5-dihydrooxazol-4-yl)methanol is used.

17. N4-(4-([1,2,4]Trazolo[1,5-a]pyridin-7-yloxy)-3-methylphenyl)-N6-(4,4-
dimethyl-4,5-dihydrooxazol-2-yl)quinazoline-4,6-diamine or (2-((4-((4-([1,2,4]triazolo[1,5-
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yridin-7-yloxy)-3-methylphenyl)amino)quinazolin-6-yl)amino)-4-methyl-4,5-

lification in a mammal comprising administering a therapeutically
-([1,2,4]triazolo{1,5-a]pyridin-7-yloxy)-3-methylphenyl)-N6-(4,4-
-yl)quinazoline-4,6-diamine or (2-((4-((4-([1,2,4]triazolo[1,5-

over-expression or a
effective amount of N4-
dimethyl-4,5-dihydrooxazo
a]pyridin-7-yloxy)-3-methylpiRnyl)amino)quinazolin-6-yl)amino)-4-methyl-4,5-
dihydrooxazol-4-y[)methanol to thg mammal.
19. A method of treating Wcal or metastatic brain cancer that is caused by ErbB2
over-expression or amplification in a pajent having brain cancer comprising administering a
therapeutically effective amount of N4-(4-§1,2.4]triazolo[1,5-a]pyridin-7-yloxy)-3-

methylpheny!)-N6-(4,4-dimethyl-4,5-dihydro

((4-([1,2,4]tr1azolo{1,5-a]pyridin-7-yloxy)-3-meXaylphenyl)amino)quinazolin-6-yl)amino)-4-

azol-2-yl)quinazoline-4,6-diamine or (2-((4-

methyl-4,5-dihydrooxazol-4-yl)methanol to the pat\nt.

20. A method of treating or preventing loc or metastatic brain cancer that is
caused by ErbB2 over-expression or amplification in a mymmal in need of such treatment,
wherein the method comprises administering to thed mammY a therapeutically effective
amount of N4-(4-([1,2,4]triazolo[1,5-a]pyridin-7-yloxy)-3-metNyIphenyl)-N6-(4,4-dimethyl-
4,5-dihydrooxazol-2-yl)quinazoline-4,6-diamine or (2-((4-((4-([1,\4]triazolo[1,5-a]pyridin-
7-yloxy)-3-methylphenyl)amino)quinazolin-6-yl)amino)-4-methyl-4 {-dihydrooxazol-4-
yl)mcthanol.

21, The method of any one of Claims 18 to 20, wherein the N4-¥-
([1,2,4]triazolo[1,5-a]pyridin-7-yloxy)-3-methy|phenyl)-N6-(4,4-dimethyl-4,
dihydrooxazol-2-yl)quinazoline-4,6-diamine or (2-((4-((4-([1,2,4]triazolo[1,5-a]
yloxy)-3-methylphenyl)amino)quinazolin-6-yl)amino)-4-methyl-4,5-dihydrooxazol¥-
yl)methanol is administered as an oral dosage form.

22, The method of any one of Claims 18 to 21, wherein the N4-(4-
([1,2,4]tnazolo[1,5-a]pyridin-7-yloxy)-3-methylphenyl)-N6-(4,4-dimethyl-4,5-
dihydrooxazol-2-yl)quinazoline-4,6-diamine or (2-({(4-((4-([1,2,4]triazolo[1,5-a]pyridin-7-
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oxy)-3-methylphenyl)amino)quinazolin-6-yl)amino)-4-methyl-4,5-dihydrooxazol-4-
yl)Rethanol is in a tablet.

The method of any one of Claims 18 to 22, wherein the method includes

previous treatment fogbrain cancer.

26, The methyd of Claim 25, wherein the previous treatment for brain cancer is
selected from surgery, radijon therapy and chemotherapy or mixtures thereof.
27.  The method o

selected from surgery, conventiongl external radiation therapy, three-dimensional conformal

laim 25, wherein the previous treatment for brain cancer is
radiation therapy, intensity modulaty radiation therapy, stereotactic radiosurgery,
fractionated stereotactic radiation thera\y, proton radiation therapy, internal or implant
radiation therapy, temozolomide, bevaciziNgab, carmustine, lomustine, procarbazine,
vineristine, tumor treating fields therapy, eveNlimus, procarbazine, lomustine, cisplatin,
carboplatin and methotrexate or mixtures thereo
28.  The method of any one of Claims 18\o 24, wherein the method is used after
previous treatment for breast cancer.
29.  The method of Claim 28, wherein the preWpus treatment for breast cancer is
selected from surgery, sentinel lymph node biopsy followe. surgery, radiation therapy,
chemotherapy, hormone therapy and targeted therapy.
30.  The method of Claim 28, wherein the previous treaXnent for breast cancer is
selected from lumpectomy, partial mastectomy, segmental mastectonly, total mastectomy,
modificd radical mastectomy, external radiation, internal radiation, metitrexate, paclitaxel
albumin-stabilized nanoparticle formulation, ado-trastuzumab emtansine, orubicin,
fluorouracil, everolimus, anastrozole, exemestane, capecitabine, cyclophospha¥ide,
docetaxel, epirubicin, exemestane, toremifene, fulvestrant, letrozole, gemcitabine
trastuzumab, ixabepilone, lapatinib, tamoxifen, pertuzumab and toremifene, or mixties
thereof.
31.  The method of any one of Claims 18 to 30, wherein N4-(4-([1,2,4]triazolo[ N5-
alpyridin-7-yloxy)-3-methylphenyl)-N6-(4,4-dimethyl-4,5-dihydrooxazol-2-yl)quinazoline-

4,6-diamine is administered.
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32.  The method of Claim 31, wherein about 550 to about 650 mg twice per day of
N4-N-([1,2,4]triazolo[ 1,5-a]pyridin-7-yloxy)-3-methyiphenyl)-N6-(4,4-dimethyl-4,5-
dihydrdgxazol-2-yl)quinazoline-4,6-diamine is administered.
33\, The method of any one of Claims 18 to 30, wherein (2-((4-({4-

([1,2,4]triazo¥Q[1,5-a]pyridin-7-yloxy)-3-methylphenyl)amino)quinazolin-6-yl)amino)-4-

35.
{(4.4-dimethyl-4,5-dihydrooxaz¥-2-yl)quinazoline-4,6-diamine or (2-((4-((4-
([1,2,4]triazolo[1,5-a]pyridin-7-yNgy)-3-methylphenyl)amino)quinazolin-6-yl)amino)-4-
methyl-4,5-dihydrooxazol-4-yl)methdgo! in the manufacture of a medicament for the
treatment of local or metastatic brain caiger that is caused by ErbB2 over-expression or
amplification.

36. The use of Claim 35, wherein t
yloxy)-3-methylpheny!)-N6-(4,4-dimethyl-4,5-d1
or (2-((4-((4-([1,2,4]triazolo[ 1,5-a]pyridin-7-yloxy)
yDamino)-4-methyl-4,5-dihydrooxazol-4-yl)methano! Win the form of an oral dosage form.

37.  Theuse of Claims 35 or 36, wherein the 4-([1,2,4]triazolo[1,5-a]pyridin-
7-yloxy)-3-methylphenyl}-N6-(4,4-dimethyl-4,5-dihydrooxa
or (2-((4-((4-([1,2.,4]triazolo[1,5-a]pyridin-7-yloxy)-3-methylph
yhamino)-4-methyl-4,5-dihydrooxazol-4-yl)methanol is in the for

N4-(4-([1,2,4]triazolo[1,5-a]pyridin-7-
drooxazol-2-yl)quinazoline-4,6-diamine

-methylphenyl)amino)quinazolin-6-

I-2-yl)quinazoline-4,6-diamine
yl)amino)quinazolin-6-
38. The use of any one of Claims 35 to 37, wherein the usé\g in combination with
another therapeutic agent.
39.  The use of Claim 38, wherein the therapeutic agent is selectc®from
trastuzumab, capecitabine, bevacizumab, paclitaxel and docetaxel.
40.  The use of any one of Claims 35 to 39, wherein the use is after preWpus
treatment for brain cancer.
4].  The use of Claim 40, wherein the previous treatment for brain cancer is
selected from surgery, radiation therapy and chemotherapy or mixtures thereof.
42, The use of Claims 40, wherein the previous treatment for brain cancer is

selected from surgery, conventional external radiation therapy, three-dimensional conformal
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iation therapy, intensity modulated radiation therapy, stereotactic radiosurgery,

selected from lumpectomy, partiaNnastectomy, segmental mastectomy, total mastectomy,
modified radical mastectomy, extern® radiation, internal radiation, methotrexate, paclitaxel
albumin-stabilized nanoparticle formula§on, ado-trastuzumab emtansine, doxorubicin,
fluorouracil, everolimus, anastrozole, exenNstane, capecitabine, cyclophosphamide,
docetaxel, epirubicin, exemestane, toremifenc\fulvestrant, letrozole, gemcitabine,
trastuzumab, ixabepilone, lapatinib, tamoxifen, p\rtuzumab and toremifene, or mixtures
thereof.

46.  The use of any one of Claims 35 to 45, ¥herein N4-(4-([1,2,4]triazolo[1,5-
aJpyridin-7-yloxy)-3-methylphenyl)-N6-(4,4-dimethyl-4,Ndihydrooxazol-2-yl)quinazoline-
4,6-diamine is used.

47.  Theuse of Claim 46, wherein about 550 to aboulN50 mg twice per day of N4-
(4-([1,2,4]triazolo[ 1,5-a]pyridin-7-yloxy)-3-methylphenyl)-N6-(4 Acdimethyl-4,5-
dihydrooxazol-2-yl)quinazoline-4,6-diaming is used.

48.  Thc usc of any onc of Claims 35 to 45, wherein (2-((4-((N][1,2,4]triazolo[1,5-
alpyridin-7-yloxy)-3-methylphenyl)amino)quinazolin-6-yl)amino)-4-methy\4,5-
dihydrooxazol-4-yl)methanol is used.

49.  The use of Claim 48, wherein about 25 to about 1800 mg per day & (2-((4-((4-
([1,2,4]triazolo[ 1, 5-a]pyridin-7-yloxy)-3-methylphenyl)amino)quinazolin-6-yl Jaminy-4-
methyl-4,5-dihydrooxazol-4-yl)methanol is used.

50.  (24(4-((4-([1,2,4]Triazolo[1,5-a]pyridin-7-yloxy)-3-
methylphenyl)amino)quinazolin-6-yl)amino)-4-methyl-4,5-dihydrooxazol-4-ylymethanol for

use in the treatment of local or metastatic brain cancer that is caused by ErbB2 over-
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eNpression or amplification comprising administering N4-(4-([1,2,4]triazolo[1,5-a]pyridin-7-

methylphenyl)amino)quinaZqlin-6-yl)amino)-4-methyl-4,5-dihydrooxazol-4-yl)methanol for

use in the treatment of local orYgetastatic brain cancer that is caused by ErbB2 over-
expression or amplification of Cla\ms 50 or 51, wherein the N4-(4-([1,2,4]triazolo[1,5-
a]pyridin-7-yloxy)-3-methylpheny)W6-(4,4-dimethyl-4,5-dihydrooxazol-2-yl)quinazoline-
4,6-diamine is in a tablet.

53, (2-((4-((4-([1,2,4]Triazolo[ NS-a]pyridin-7-yloxy)-3-
methylphenyl)amino)quinazolin-6-yl)amino)¥-methyl-4,5-dihydrooxazol-4-ylymethanol for
use in the treatment of local or metastatic brain c\acer that is caused by ErbB2 over-
expression or amplification according to any one of\Claims 50 to 52, wherein the N4-(4-
([1,2,4)triazolof1,5-a]pyridin-7-yloxy)-3-methylphenyN-N6-(4,4-dimethyl-4,5-
dihydrooxazol-2-yl)quinazoline-4,6-diamine is in combin¥ion with another therapeutic agent.

54, (2-((4-((4-([1,2,4]Triazolo[1,5-a]pyridin-7-yNxy)-3-
methylphenyl)amino)quinazolin-6-yl)amino)-4-methyl-4,5-dihrooxazol-4-yl)methanol for
use in the treatment of local or metastatic brain cancer that is causdd by ErbB2 over-
expression or amplification of Claim 54, wherein the therapeutic ageiX is selected from
trastuzumab, capecitabine, bevacizumab, paclitaxcl and docetaxel.

55.  (2-((4-((4-([1,2,4]Triazolo[1,5-a]pyridin-7-yloxy)-3-
methylphenyl)amino)quinazolin-6-yl)amino)-4-methyl-4,5-dihydrooxazol-4-yNmethanol for
use in the treatment of local or metastatic brain cancer that is caused by ErbB2 oWr-
expression or amplification according to any one of Claims 50 to 54, wherein the
([1,2,4]triazolo[1,5-a]pyridin-7-yloxy)-3-methylphenyl}-N6-(4,4-dimethyl-4,5-
dihydrooxazol-2-yl)quinazoline-4,6-diamine is used after previous treatment for brain cander.

56.  {2-((4-((4-([1,2,4]Triazolo[1,5-a]pyridin-7-yloxy)-3-
methylphenyl)amino}quinazolin-6-yl)amino)-4-methyl-4,5-dihydrooxazol-4-yl)methanol for
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¢ in the treatment of local or metastatic brain cancer that is caused by ErbB2 over-

(2-((4-((4~([1,2,4]Triazolo[1,5-a]pyridin-7-yloxy)-3-
methylphenN)amino}quinazolin-6-yl)amino)-4-methyl-4,5-dihydrooxazol-4-yl)methanol for
use in the treattgnt of local or metastatic brain cancer that is caused by ErbB2 over-
expression or ampNfication of Claim 55, wherein the previous treatment for brain cancer is
selected from surgery\conventional external radiation therapy, three-dimensional conformal
radiation therapy, intens\y modulated radiation therapy, stereotactic radiosurgery,
fractionated stereotactic raddation therapy, proton radiation therapy, internal or implant
radiation therapy, temozolomi¥g, bevacizumab, carmustine, lomustine, procarbazine,
vincristine, tumor treating fields erapy, everolimus, procarbazine, lomustine, cisplatin,
carboplatin and methotrexate or mixWres thereof.

58, (2-((4-((4-([1,2,4]TriazoN[1,5-a]pyridin-7-yloxy)-3-
methylphenyl)amino)quinazolin-6-yl)amiN)-4-methyl-4,5-dihydrooxazol-4-y[)methanol for
cancer that is caused by ErbB2 over-
expression or amplification according to any ondNgf Claims 50 to 54, wherein the N4-(4-

([1,2,4]triazolo[1,5-a]pyridin-7-yloxy)-3-methylphdyl)}-N6-(4,4-dimethyl-4,5-

use 1n the treatment of local or metastatic bra

dihydrooxazol-2-yl)quinazoline-4,6-diamineis used a
59. (2-((4-((4-([1,2,4]Triazolo[1,5-a]pyridin-

previous treatment for breast cancer.

expression or amplification of Claim 58, wherein the previous trea\pent for breast cancer is

selected from surgery, sentinel lymph node biopsy followed by surgely, radiation therapy,
chemotherapy, hormone therapy and targeted therapy.

60.  (2-((4-((4-([1.2,4]Triazolo[1,5-a]pyridin-7-yloxy)-3-
methylphenyl)amino)quinazolin-6-yl)amino)-4-methyl-4,5-dihydrooxazol-4-yNmethanol for
use in the treatment of local or metastatic brain cancer that is caused by ErbB2 o
expression or amplification of Claim 58, wherein the previous treatment for breast cacer is
selected from lumpectomy, partial mastectomy, segmental mastectomy, total mastecto
modified radical mastectomy, external radiation, internal radiation, methotrexate, paclitax
albumin-stabilized nanoparticle formulation, ado-trastuzumab emtansine, doxorubicin,

fluorouracil, everolimus, anastrozole, exemestane, capecitabine, cyclophosphamide,
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ddgetaxel, epirubicin, exemestane, toremifene, fulvestrant, letrozole, gemcitabine,

methyiphenyamino)quinazolin-6-yl)amino)-4-methyl-4,5-dihydrooxazol-4-yl)methanol for
use in the treatm¥pt of local or metastatic brain cancer that is caused by ErbB2 over-
expression or ampli¥cation according to any one of Claims 50 to 60, wherein the N4-(4-
([1,2,4]triazolo[1,5-a]ridin-7-yloxy)-3-methylphenyl)-N6-(4,4-dimethyl-4,5-
dihydrooxazol-2-yl)quina¥pline-4,6-diamine for use in the treatment of brain cancer is
administered from about 550No about 650 mg twice per day.

62. A method of treNjng local or metastatic brain cancer that is caused by ErbB2
over-expression or amplification it\a mammal using (2-((4-((4-([1,2,4]triazolo[ 1,5-a]pyridin-
7-yloxy)-3-methylphenyl)amino)quin\golin-6-yl)amino)-4-methyl-4,5-dihydrooxazol-4-
yl)methanol comprising administering aMeffective amount of N4-(4-([1,2,4]triazolo[1,5-
a]pyridin-7-yloxy)-3-methylphenyl)-N6-(4 X dimethyl-4,5-dihydrooxazol-2-yl)quinazoline-
4,6-diamine to the mammal.

63. A method of treating local or meta¥atic brain cancer that is caused by ErbB2
over-expression or amplification using (2-((4-((4-(| W, 4]triazolo[1,5-a]pyridin-7-yloxy)-3-
methylphenyl}amino)quinazolin-6-yl)amino)-4-methylN, 5-dithydrooxazol-4-yl)methanol in a
patient having brain cancer comprising administering an eKective amount of N4-(4-
([1,2,4]triazolo[1,5-a]pyridin-7-yloxy)-3-methylphenyl)-N6-(§ 4-dimethyl-4,5-
dihydrooxazol-2-yl)quinazoline-4,6-diamine to the patient.

64. A method of treating or preventing local or metastat® brain cancer that is
caused by ErbB2 over-expression or amplification using (2-((4-((4-([ N, 4]triazolo[1,5-
a]pyridin-7-yloxy)-3-methylphenyl)amino)quinazolin-6-yl)amino)-4-mc
dihydrooxazol-4-yl)methanol in a mammal in need of such treatment, wher
comprises administering to the mammal an effective amount of N4-(4-([1,2,4]tN
a)pyridin-7-yloxy)-3-methylphenyl)-N6-(4,4-dimethyl-4,5-dihydrooxazol-2-yl)quazoline-
4,6-diamine.

65.  The method of any one of Claims 62 to 64, wherein the N4-(4-
([1,2,4]triazolo[1,5-a]pyridin-7-yloxy)-3-methylphenyl)-N6-(4,4-dimethyl-4,5-

dihydrooxazol-2-yl)quinazoline-4,6-diamine is administered as an oral dosage form.
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66.  The method of any one of Claims 62 to 65, wherein the N4-(4-
([1,Md]triazolo[1,5-a]pyridin-7-yloxy)-3-methylphenyl}-N6-(4,4-dimethyl-4,5-
dihydrdgxazol-2-yl)quinazoline-4,6-diamine is in a tablet.
The method of any one of Claims 62 to 66, wherein the method includes

another therafgutic agent.

previous treatment for bran cancer.

70.  The method & Ciaim 69, wherein the previous treatment for brain cancer is
selected from surgery, radiatiotNherapy and chemotherapy or mixtures thercof.

71.  The method of Claig 69, wherein the previous treatment for brain cancer is
selected from surgery, conventional egternal radiation therapy, three-dimensional conformal
radiation therapy, intensity modulated riNjation therapy, stereotactic radiosurgery,
fractionated stereotactic radiation therapy, pgoton radiation therapy, internal or implant
radiation therapy, temozolomide, bevacizuma®y carmustine, lomustine, procarbazine,
vincristine, tumor treating fields therapy, everolitNgs, procarbazine, lomustine, cisplatin,
carboplatin and methotrexate or mixtures thereof,

72.  The method of any one of Claims 62 to 83, wherein the method is used after
previous treatment for breast cancer.,

73.  The method of Claim 72, wherein the previoud\reatment for breast cancer is
selected from surgery, sentinel lymph node biopsy followed by Nrgery, radiation therapy,
chemotherapy, hormone therapy and targeted therapy.

74.  The method of Claim 72, wherein the previous treatmeM for breast cancer is
sclected from lumpectomy, partial mastcctomy, segmental mastcctomy, t&al mastcctomy,
modified radical mastectomy, external radiation, internal radiation, methotregate, paclitaxel
albumin-stabilized nanoparticie formulation, ado-trastuzumab emtansine, doxoNbicin,
fluorouracil, everolimus, anastrozole, exemestane, capecitabine, cyclophosphami
docetaxel, epirubicin, exemestane, toremifene, fulvestrant, letrozole, gemcitabine,
trastuzumab, ixabepilone, lapatinib, tamoxifen, pertuzumab and toremifene, or mixtures

thereof.
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75.  The method of any one of Claims 62 to 74, wherein about 550 to about 650
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What is claimed is:

1. The use of N4-(4-([1,2,4]triazolo[1,5-a]pyridin-7-yloxy)-3-methylphenyl)-N6-
(4,4-dimethyl-4,5-dihydrooxazol-2-yl)quinazoline-4,6-diamine or (2-((4-((4-
({1,2,4]triazolo[1,5-a]pyridin-7-yloxy)-3-methylphenyl Jamino)quinazolin-6-yl)amino)-4-
methyl-4,5-dihydrooxazol-4-yl)methanol in the manufacture of a medicament for the
treatment of local or metastatic brain cancer that is caused by ErbB2 over-expression or
amplification.

2. The use of Claim 1, wherein the N4-(4-([1,2,4]triazolo[ 1,5-a]pyridin-7-yloxy)-
3-methylphenyl)-N6-(4,4-dimethyl-4,5-dihydrooxazol-2-yl)quinazoline-4,6-diamine or (2-
((4-((4-([1,2,4]triazolo[1,5-a]pyridin-7-yloxy)-3-methylphenyl)Jamino)quinazolin-6-
yhamino)-4-methyl-4,5-dihydrooxazol-4-yl)methanol is in the form of an oral dosage form.

3. The use of Claims 1 or 2, wherein the N4-(4-([1,2,4]trtazolo{1,5-a]pyridin-7-
yloxy)-3-methylphenyl)-N6-(4,4-dimethyl-4,5-dihydrooxazol-2-yl)quinazoline-4,6-diamine
or (2-((4-((4-([1,2,4]triazolo[ [,5-a]pyridin-7-yloxy)-3-methylphenylyamino)quinazolin-6-
yl)amino}-4-methyl-4,5-dihydrooxazol-4-yl)methanol is in the form of a tablet.

4, The use of any one of Claims 1 to 3, wherein the use is in combination with
another therapeutic agent.

3. The use of Claim 4, wherein the therapeutic agent is selected from
trastuzumab, capecitabine, bevacizumab, paclitaxel and docetaxel.

6. The use of any one of Claims 1 to 5, wherein the use is after previous
treatment for brain cancer.

7. The use of Claim 6, wherein the previous treatment for brain cancer is selected
from surgery, radiation therapy and chemotherapy or mixtures thereof.

8. The use of Claims 6, wherein the previous treatment for brain cancer is
selected from surgery, conventional external radiation therapy, three-dimensional conformal
radiation therapy, intensity modulated radiation therapy, stereotactic radiosurgery,
fractionated stereotactic radiation therapy, proton radiation therapy, internal or implant
radiation therapy, temozolomide, bevacizumab, carmustine, lomustine, procarbazine,
vincristine, tumor treating fields therapy, everolimus, procarbazine, lomustine, cisplatin,
carboplatin and methotrexate or mixtures thereof.

9. The use of any one of Claims 1 to 5, wherein the use is after previous

treatment for breast cancer.
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10.  The use of Claim 9, wherein the previous treatment for breast cancer is
selected from surgery, sentinel lymph node biopsy followed by surgery, radiation therapy,
chemotherapy, hormone therapy and targeted therapy.

1. The use of Claim 9, wherein the previous treatment for breast cancer is
selected from lumpectomy, partial mastectomy, segmental mastectomy, total mastectomy,
modified radical mastectomy, external radiation, internal radiation, methotrexate, paclitaxel
albumin-stabilized nanoparticle formulation, ado-trastuzumab emtansine, doxorubicin,
fluorouracil, everolimus, anastrozole, exemestane, capecitabine, cyclophosphamide,
docetaxel, epirubicin, exemestane, toremifene, fulvestrant, letrozole, gemcitabine,
trastuzumab, ixabepilone, lapatinib, tamoxifen, pertuzumab and toremifene, or mixtures
thereof.

12. The use of any one of Claims ! to 11, wherein N4-(4-([1,2,4]triazolo[1,5-
a]pyridin-7-yloxy)-3-methylphenyl)-N6-(4,4-dimethyl-4,5-dihydrooxazol-2-yl)quinazoline-
4, 6-diamine is used.

13. The use of Claim 12, wherein about 550 to about 650 mg twice per day of N4-
(4-([1,2,4])triazolo[ 1,5-a]pyridin-7-yloxy)-3-methylphenyl)-N6-(4,4-dimethyl-4,5-
dihydrooxazol-2-yl)quinazoline—4,6~diamine is used.

14, The use of any one of Claims 1 to 11, wherein (2-((4-((4-([1,2,4]triazolo[1,5-
alpyridin-7-yloxy)-3-methylphenyl)amino)quinazolin-6-yl)amino)-4-methyl-4,5-
dihydrooxazol-4-yl)methanol is used.

15.  The use of Claim 14, wherein about 25 to about 1800 mg per day of (2-({4-((4-
([1,2,4]triazolo[ 1,5-a]pyridin-7-yloxy)-3-methylphenyl)amino)quinazolin-6-yl)amino)-4-
methyl-4,5-dihydrooxazol-4-yl)methanol is used.



