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AAENPER- CLAIMS
~received-by-the-nternational-Bureatromt-May-2042-(14-85-2042)

1. A compound selected from Formula T:
mor

and sterecisomers, geometric isomers, tautomers, and pharmaceutically
acceptable salts thereof, wherein:

the dashed iiﬁes indicate an optional double bond, and at least one dashed line is
a double bond;

X'is N, CR!, or -C(R'),0~;

X% is N:

X? is C or CR3;

Aisa 3, 6, or 7-membered carbocyelyl or heterocyclyl ring fused to X7 and X°,

optionally substituted with one or more R® groups;

R' and R® are independently selected from H, F, Cl, Br, I, ~CHs, ~CH,CH;,
—C{CHa)s;, -CH,OH, —CH,CH,0H, ~C({CH;),0H, ~CH,OCH; —CN, —CF;, —COEH,
~COCH;, ~COC(CHa)s, —COCHs, ~CONHy, -CONHCH,, ~CON(CHa)z,
~C{CH3)CONHy, ~NO,, ~NHs, ~NHCH;, ~N{CHs)p, ~NHCOCH;, ~-NHS(ORCH;,
~N(CH3)C(CH3)CONHa, ~N{CH3)CH2CH,S(0),CH;, =0, ~OH, ~OCHs,,
—~S(0)2N(CHs)a, —SCHas, —S(0),CHa, cyclopropyl, cyciobutyl, oxetanyl, morpholino,
and 1,1-dioxo-thiopyran-4-v1; |

R* is selected from Cs—Cag ary!, heterocyclyl having 3-20 ring atoms and
heteroaryl having 5-20 ring atoms, each of which are optionally substituted with one or
MOrS groups RS groups independently selected from F, Cl, Br, 1, ~CH;, ~CHCHa,
~CH(CHjz)s, ~CHCH(CHjs)e, —CHyCHa, —CHCN, ~CN, —CFs, —CHOH, —COH,
~CONHz, ~CONH(CH;), ~CON(CHs)z, ~NOs, —NH,, -NHCH,;, ~-NHCOCH;, -OH,
~QCH;, ~OCH;CHa, “OCH(CH:),, -SH, -NHC{=OINHCHj;, -NHCEOINHCHCH;,
~NHC(=0)NHCH(CHa)z, -NHS(0),CH;, -N{CH3)C{=0)OC{CHs}s, ~S(0)2CHs,
benzyl, benzyloxy, morpholinyl, morpholinomethyl, and 4-methylpiperazin-1-yl; and
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R’ is independently selected from C;~Cy2 alkyl, C;—Cy alkenyl, C;—Cs alkynyl,
—(C1~Cy; alkylene)~(C3~Cyy carbocyelyl), -(C—Cy2 alkylene)—(heterocyclyl having 3~
20 ring atoms), —(C;-Cy2 alkylene)-C(=0O)~{heterocyclyl having 3-20 ring atoms),
—(C1~Cy; alkylene)~(Ce—Cao aryl), and —(C,—C;» alkylene)—(heteroaryl having 5-20 ring
atoms); or two geminal R’ groups form & 3, 4, 5, or 6-membered carbocyclyl or
heterocyclyl ring, where alkyl, atkenyl, alkynyl, alkylene, carboeyclyl, heterocyelyl,
aryl, and heteroary! are optionally substituted with one or more groups independently
selected from F, CL, Br, I, -CH;, -CHoCH;, —~C(CHas)s, ~-CH;OH, ~-CH,CH,OH,
—C(CH;),0H, —CH,0CHj3, —CN, ~CH,F, ~CHF;, —-CF3, —CO,H, ~COCH,,
~COC(CH3);3, ~CO.CH;, —CONH,, ~-CONHCH;, —CON{CH3),, —C(CH3),CONH_,
~NO,, —NH,, ~NHCH;, -N{CH,),, ~-NHCOCH;, —NHS(O};;CH;,
~NICH3)C(CH3 »CONH;, ~N(CH3)YCHCHy S(O)CH;, =0, —~OH, ~OCH;,
—8{0)N({CH;)z, —SCHs, —5(0):CHs, cyclopropyl, cyciobutyl, oxetanyl, morpholino,
and 1, I-dioxo-thiopyran-4-yl;

mor is selected from:

LTLE

= (;33 E;‘O K;’J@

optionally substituted with one or more R’ groups independently selected from
F, Cl, Br, I, ~CHs, -CH,CH;, ~CHoCHoCHs, —~CH(CHy), ~C{CHa)s, -CH,OCHs;,
~CHF;, —CN, —CF;, ~CH,0O, —-CH;OCH;, ~-CHyCHR08, -CH,C(CH3),0H,
—CH(CH3)OH, —CH(CHCH;:)OH., ~CHCH(OH)CE;, ~C(CH3 x0H, —~C(CH;z),OCH;,
~CH(CH;)F, —C(CH;3)F,, —CH(CH.CH;)F, —~C{CH,CH;),F, ~COoH, —-CONH,,
~CON{CHCHjsy, ~COCH3, ~CON(CHa), —~NO2, ~NH;, ~-NHCHz, —-N(CHz)s,
~NHCH,CH,, -NHCH(CH;);, -NHCH>CH,OH, -NHCH,CH,0CH;, ~-NHCOCH;,
~NHCOCH;CH;, -NHCOCH;OH, -NHS(0),CH;, -N(CH;)S(0)CHs, =0, ~OH,
~QCHs, ~OCHCH;, —OCH(CHz ), -SH, -NHC(=O)NHCH;, -NHC(=0)NHCH,CHs;,

AMENDEB-SHEET-(ARTIGLE48)—



—S(O)CH;, —S(OYCH,CH;3, —5(0);CHs, —S(O)NHz, ~S(O)NHCH3, —5(0)N(CH;)a,
and ~CH,S(0):CH;.

2. The compound of claim 1 selected from Formulas Ia, b, and In:
maor
2t
AL A
A N N
fa
mor
R?
O Sy
R? ‘
/)\
N N R4
A In
3. The compound of claim 2, wherein Formula Ia is selected from the

structures:

m mor

CJ\ ) Mf)\ B J'fi

mor

2, i 4+ O
O/;S\‘—/ M ® ./ o
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where the A heterocyclyl ring is optionally substituted with one or more R’ groups.

4. . The compound of claim 2 wherein Formula Iz is selected from the

structures:
mor or !T&OT
N =X N LN
N SN p) ILN p) f\m
% | |
CNI:’)\W oF{N N’J\ R CN N”l\ R
AN
. mo

N N

o< [j\ Fts,m,.,\r—{q |N¢J\

«_,,/N N Ré N

R-ﬁ
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where the A heterocvelyl ring is optionally substituted with one or more R’ groups.

3. The compound of claim 2, wherein Formula la is:
mar
N\(l“}
N
4
/”<N"'Jl\- //l\ 4
9] N 124
N\

where the A heterocyelyl ring is optionally substituied with one or more R’ groups.
P

6. The compound of any one of claims 1-5 wherein R* s phenyl substituted
with one or more groups selected from F, Cl, Br, I, ~CHs, ~CH>CHs, ~CH(CHs),, —CN,
—~CFs, ~CH,0H, ~COH, ~CONH,;, ~CONH{CHjz), ~CON(CHa)3, ~NO,, ~NH;,
-NHCH;, -NHCOCH;, ~CH, ~OCH;, ~OCH;CH;,

—OCH({CHs)», -SH, -NHC{=0)NHCH;, -NHC(=0)NHCH,CH;,
~NHS(Q),CHs, -N(CH3)C(=0)YOC(CHs)s, and ~5(0),CHs.

7. The cozﬁpdund of any one of claims 1-5 wherein R* is an optionally
substituted bicyclic heteroaryl group selected from 1H-indazole, 1H-indole, indolin-2-
one, 1-(indolin-1-vD)ethanone, 1H-benzo[d]{1,2,3 }triazole, 1H-pyrazolo{3,4-bipyridine,
| B-pyrazolo[3,4-dipyrimidine, 1H-benzo[d}imidazole, 1H-benzold}imidazol-2(3H)-
one, 1H-pyrazolo[3,4-clpyridine, 1H-pyrroio[2,3-cipyridine, 3H-imidazo[4,5-
clpyriding, TH-pyrrolo[2,3-d]pyrimidine, 7TH-purine, 1H-pyrazolo{4,3-djpyrimidine,
5H-pyrmroio[3,2-d}pyrimidine, 2-amino-1 H-purin-6(9H)-one, quinoline, quinazoline,
guinoxaline, isoquinoline, isoquinolin-1(2H}-one, 3,4-dthydroisoguinolin-1(2H}-one,
3,4-dihydroguinolin-2{ 1H}-one, quinazolin-2(1H}-one, quinoxalin-2(1H}-one, 1,8-
naphthyridine, pyrido[3.4-d]pyrimidine, and pyrido{3,2-bjpyrazine.

g The compound of any one of claims 1-5 wherein optionally substituted

R* is selected from:

AMENDED-SHEET-ARTICLE 19}
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where the wavy line indicates the site of attachment.
9. The compound of claim 7 wherein R* is 1H-indazol-4-yl.

NH

10.  The compound of any of claims 1-5 wherein R* is an optionally
5 substituted monocyclic hetercaryl group selected from 2-furanyl, 3-furanyi, 2-
mmidazolyl, 4-imidazolyl, 3-isoxazolyl, 4-isoxazolyl, 5-isoxazolyl, 2-oxazolyl, 4~
oxazolyl, 5-oxazolyl, 3-pyrazolyl, 4-pyrazolyl, 2-pyrazinyl, 3-pyridazinyl, 4-
pyridazinyl, 5-pyridazinyl, 2-pyrimidinyl, 5-pyrimidinyl, 6-pyrimidinyl, 2-pyridyl, 3-
pyridyl, 4-pyridyl, 2-pyrrolyl, 3-pyrrolyl, 2-thienyl, 3-thienyl, S-tetrazolyl, 1-tetrazolyl,
10 2-tetrazolyl, 2-thiazolyl, 4-thiazolyl, 5-thiazolyl, 3-triazolyl, and I-triazolyl.

1. The compound of claim 10 wherein R is 2-aminopyrimidin-5-yl.

12.  The compound of any of claims 1-5 wherein optionaliy substituted R is

selected from:

AMENDED-SHEET-(ARTICLE18)-



10

15

167

“”&"8'8”
< 55 5. H SooH S
O e N
< o 55 _ %, N N e
l /\N =, S P S NH = N
5 55 5 5 55
S T TN T TN
A G ¢
N 5 $
NN N ts =
film N \/‘:N’NH ‘ N/> \r\.} [ 5

o Ao O T O

N/) Nz

where the wavy line indicates the site of aftachment.

13.  The compound of any one of claims 1-12 wherein one or more R groups
are independently selected from F, Cl, Br, I, —CHj, ~CH,CHs, —~C{CHg)s, ~CH;OH,
~CH,CH,OH, —~C{CH;3)yOH, —CHOCH; ~CN, -CHF, ~CHF;, ~CFs;, ~COsH,
—COCH;, —COC(CHz)s, —CO-CH;, ~CONH,, —-CONHCH;, ~CON(CHs),,
~C(CHa)2CONHa, -NG7, —NHz, -NHCHs, -N(CHjs)z, -NHCOCH;, -NH5(0)CH;,
“N(CH)C(CH;)»CONH;, ~N(CH3)CHCHL8(0)CH;, =0, -0, ~0CH;,
~§(0)N(CHs), —SCH3, ~S{0),CH;, cyclopropyl, cyciobutyl, oxetanyl, morpholino,
and 1,1-dioxo-thiopyran-4-yl.

14.  The compound of any one of claims 1-13 wherein two geminal R’ groups
form cyclopropyl, cyclobutyl, cyclopentyl, tetrahydrofuryl, tetrahydropyranyl, oxetanyl, ‘
azetidinyl, pyrrolidinyl, piperidyl, piperazinyl, cyclohexyl, morpholino, or 1,1-dioxo-
thiopyran-4-yl.

~AMENDED-SHEET-(ARTICLE 19)
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15.  The compound of any one of claims 1-14 wherein mor is

where the wavy line indicates the site of attachment, optionally substituted with one or
more R’ groups independently selected from F, Cl, Br, 1, ~CH;, ~CH2CHs,
~CHaCHCHa, ~CH(CHs )y, ~C(CHa)s, —~CH2OCH;, —CHF,, -CN, ~CF;, -CHyOH,
~CH,OGCH,, -CH2CH,0H, —~CH,C(CH3)»0H, ~CH(CH;3)OH, —CH(CH2CHa)OH,
—CH,CH(OH)CH;, —C(CHa),0FL, ~C(CH3),OCH;, —CH(CH3)F, —-C(CH;)F>,
~CH(CH,CH3)F, ~C(CHoCH3oF, —COzH, ~CONH;, ~CON(CHCHap, —~COCH,,
~CON(CH;s)a, —NOy, —NH,, ~NHCH;, -N{CHjs),, -NHCH,CH;, ~-NHCH(CHs)s,
—~NHCH,CH.OH, ~NHCH,CH.OCH;, ~NHCOCH3, ~NHCOCH,CH;, -NHCOCH>OH,
~NHS(O0),CHs, ~N{CH3)S(0).CH;, =0, ~OH, ~OCHs, ~OCH:CHs,

~QCH(CH3),, -SH, -NHC(=0)NHCH;, -NHC(=0)NHCH.CH3, ~S(0)CH;,
~S(0)CH,CH;, —S(0):CHa, ~S(0);NHz, mS(O)zNHCHg, ~S(ORN(CHs),, and
~CH28(0),CHs. '

16. A compound of claim 1 selected from the group consisting of:

5-(6,6-dimethyl-4-morpholino-8,9-dikydro-6h-[1.4Joxazino[3,4-¢jpurin-2-y})-4-

methylpyrimidin-2-amine,

5-(6,6-dimethyi-4-morpholino-8,9-dihydro-6h-{1,4joxazino{3.4-ejpurin-2-yi)pyrimidin-

2-amine,

5-(6,6-dimethy}-4-morpholino-8 9-dihydro-6h-[1 4joxazino[3,4-ejpurin-2-yI)-4-

(iriffuoromethylypyridyl-2-amme,

5-(4-morpholino-8,9-diliydro-7h-[ 1,3jorazino| 2,3-¢ jpurin-2-yhpyrimidin-2-amine,
5-{4-morpholino-6,7,8,9-tetrahydropyrido[2, 1 -eJpurin-2-yl)pyrimidin-2-amine,
5<(4-morpholino-6,7,8,9-tetrahydropyrido|2, 1 -e]purin-2-yhpyridin-2-amine,

5-{4-morpholinc-8,9-dihydro-6h-{1,4Joxazino{3,4-e}purin-2-y1)-4-
(trifluoromethyl)pyridyl-2-amine,

5-(4-morpholino-7,8-dihydro-6h-pyrrolo[2,1-e]purin-2-yl)pyrimidin-2-amine,

~AMENDEB-SHEET-ARTICLEE)
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6,6-dimethy!-4-morpholino-2-{1H-pyrrolo[2,3 -blpyridin-3-y1)-8,9-dihydro-6H-

[1,430oxazine[3,4-ejpurine,

5-(6,6-dimethyl-4-morpholino-8,9-dihydro-6H-[1,4 Joxazino{3,4-e}purin-2-yl)pyridin-2-
amine,

5-{(4-morpholino-8,9-dihydrospiro}} 1,3 Joxazino{2,3-e}purine-7,1’-cyciopropane}-2-
ylipyrimidin-2-amine,

5-{4-morpholino-8,9-dihydro-6h-[ 1,4]oxazino[3,4-elpurin-2-y)pyrimidia-2-amine,
5-(4-morpholino-8,9-dihydrospiro{{1,4joxazino{3,4-¢jpurine-6,3 ' -oxetane]-2-
yljpyrimidin-2-amine,
5-(7,7-dimethyl-4-morpholino-8,9-dihydro-7h-[1,3Joxazino{2,3-¢]purin-2-yDpyrimidin-
2-amine,
5-{4-morpholino-6~(triffucromethyl)-8,9-dihydro-6H-{1,4Joxazino[3,4-¢]purin-2-
yhpyridin-2-amine,
5-(6,6-(bexadeuterio)dimethyl-4-morpholino-8,9-dihydro-6h-[1,4}oxazinc[ 3, 4-e}purin-
2-yhpyrimidin-2-amine, '
{S)-5-(6-ethyl-6-methyl-4-morpholino-8,5-dihydro-6H-[1,4]oxazino] 3,4-e]purin-2-
yljpyrimidin-2-amine,

5-(6,6,9-irimethyl-4-morpholino-6h-[1,4}oxazinof 3 ,4-¢Jpurin-2-yl)pyrimidin-2-amine,
(R)-5-(6-ethyl-6-methyl-4-morpholino-8,9-dihydro-6H-[ 1, 4Joxazinof 3,4-efpurin-2-
yl)pyrimidin-2-amine,

5-(1-morpholin-4-y}-3,6,82 9-tetrahydro-8h-7, 10-dioxa-2,4,4b-triaza-phenanthren-3-yl)-
pyrimidin-2-viamine,

5-({8)-6-Morpholin-4-yi-2.3,3a 4-tetrahydro- 1 H-5-oxa-7,9,9b-triaza-
cyclopentafalnaphthalen-8-yl)-pyrimidin-2-ylamine,
4-(6,6-dimethyl-4-morpholino-8,9-dihydro-6 F-[ 1,4 Joxazino[ 3, 4-efpurin-2-yDaniline,

1-{4-(6,6~dimethyl-4-morpholino-8,9-dihydro-617-{ | ,4Joxazinof3,4-ejpurin-2-
yl)phenyl)-3-methylurea,

6,6-dimethyl-4-morpholino-2-( 1 H-pyrazoi-4-yl1}-8,9-dihydro-6H-[ 1,4 Joxazino[3,4-

elpurine,

AMENDED SHEET-ARTCEE-40)-
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4-(6,6~dimethyl-4-morpholino-8,9-dihydro-6H-{ 1, 4]oxazino|3,4-e]purin-2-yDpyridin-2-
amine,

6.6-dimethyl-2-(1-methyi-1H-pyrazol-4-yl}-4-morpholino-8,5-dihydro-6H-
i1,4]joxazinof3,4-ejpurine,

3-{6,6-dimethyl-4-morpholino-8,9-dihydro-6H-[ 1, 4joxazing] 3,4-eJpurin-2-yphenol,
2-{1H-indazol-5-y1)-6,6-dimethyvl-4-morpholine-8,9-dihydro-6H-{ 1,4 Joxazino[3,4-
elpurine,

6,6-dimethyl-2-(2-(4-methylpiperazin- 1 -yi)yridine-4-yl)-4-morpholino-8,9-dihydro-6H-
[1,4joxazino3,4-ejpurine,

N-(2-(6,6-dimethyl-4-morpholino-8,9-dihydro~0H-[ 1 4loxazinof3.4-elpurin.-2-
vhphenyDmethangsulfonamide,
6,6-dimethyi-4-morpholino-2-(6-morpholinopyridin-3-yl1)-8,9-dihydro-6H-
[1,4}oxazinol3.4-e]purine,

2-(1-benzyl-1H-pyrazoi-4-yi-6,6-dimethyi-4-morphoiino-8,9-dihydro-6H-

[1,4}oxazino[3,4-e]purine,

' 2-(2~isopropoxypyridin-3-yh-6,6-dimethyl-4-morpholino-8,9-dihydro-6H-

{1,4]oxazino[3,4-elpurine,

N-(2-(6,6-dimethyl-4-morpholino-8,9-dihydro-6H-{ 1 4 ]Joxazino{3,4-¢]purin-2-

yljphenylacetamide,

2-(3,5-dimethyi~1H-pyrazol-4-yi}-6,6-dimethyi-4-morpholino-§,9-dihydro-6H-
[1,4)oxazino[3,4-elpurine,
5-(6,6-dunethyl-4-morpholino-8,$-dikydro-6H-[1,4joxazino[3 4-elpurin-2-yDpyridine-
2-0l,

6-(6,6-dimethyl-4-morpholinc-8,9-dihydro-6H-[1,4Joxazino{3 4-clpurin-2-yDpyridine-
3-amine,

(R}-5-(4-morpholino-6-(trifiuoromethy!)-8,9-dihydro-6H-[ 1 4 Joxazino[3,4-eJpurin-2-
yhpyrimidin-2-amine,

(8)-5-(4-morpholino-6-(irifluoromethyl)-8,9-dihydro-6H-{1,4Joxazino{3,4-¢]purin-2-

yhpyrimidin-2-amine,

AMENDED-SHEETA(ARTICELE 1)~
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2-(1-ethyl-1H-pyrazol-4-y1)-6,6-dimethyl-4-morpholino-8,9-dihydro-6H-

f1,4}oxazino|3.4-¢jpurine,

4-(6,6-dimethyi-4-morpholino-8,9-dihydro-6H-[1.4]oxazinof3,4-e]purin-2-y1)-N.N-

dimethylbenzamide,

tert-butyl 4-(6,6-dimethyl-4-morpholino-8.5-dihydro-6H-[ 1, 4]oxazino[3,4-e]purin-2-
viiphenvi{methylicarbamate,
2-(3-(6,6-dimethyl-4-morpholino-8,9-dihydro~-6H-{ | 4Joxazino[3,4-elpurin-2-
yliphenyljacetonitrile,

6,6Tdimethyl-4-morpholino~2—(3—morpholinophenyl)~8,9~dihydro~6H»[1,4]0);azino[3,4-

ejpurine,

6,6-dimethyl-4-morpholino-2-(3-(morpholinomethylpheny!)-8,9-dihydro-6H-

[1,4]oxazino[3,4-ejpurine,

2-(3~{benzyioxy)phenyl)-6,6-dimethyi-4-morpholino-8,9-dihydro-61-[ 1,4Joxazino[ 3,4~

ejpurine,

2—{1—isobuty1~1H~pyraz0i~4-y§)-6,6-dimethyl—4»morphoiino—&9-dihydr0—6ﬂ—

[1,4}oxazino{3,4-e]purine,

6,6-dimethyl-2-(6-(4-methylpiperazin-1-yl)yridine-3-yl)-4-morpholino-8,9-dihydro-6H-

[1,4}oxazino|3.4-¢]purine,

2-(1H-indazol-4-y1}-6,6-dimethyl-4-morphoiino-8,9-dihydro-6H-{ 1,4 Joxazino[3,4-

ejpurine,

4-(6,6-dimethryl-4-morpholine-8,9-dihydro-6H-[ 1 4joxazino[3,4-e]purin-2-
vl}benzonitrile,

5-(6,6-dimethyl-4-morpholino-8,9-dihydro-6H-[ 1 4]oxazino{3,4-¢lpurin-2-

yhnicotinamide,

5.{6,6-dimethyl-4-morpholino-8,9-dihvdro-6H-[ 1,4loxazino[3,4-ejpurin-2-y1}-N-

methylpicolinamide,

2-(4~(benzyloxy)phenyl}-6,6-dimethyl-4-morpholino-8,9-dihydro-6H-{ 1,4}oxazino[ 3,4~

¢jpurine,

AMENDEB-SHEET-(ARTICLE 19)-
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3-{6,6-dimethyl-4-morpholino-8,9-dihydro-6H-[1,4loxazinol 3, 4-e jpurin-2-y)-N,N-

dimethylaniline,

6,6-dimethyi-2-{4-(4-methylpiperazin-!-yl)phenyl}-4-morpholino-8,$-dihydro-6H-
[1.4}oxazino]3,4-e]purine,

6.6-dimethyl-4-morpholing-2-(4-(piperidin-1-yi)phenyi}-8,9-dihydro-61-

[1,4]oxazino{3 4-e|purine,

N-{5-(6,6-dimethyi-4-morpholino-8,9-dihydro-6H- 1,4]joxazino] 3.4-¢]purin-2-
yhpyridine-2-ylacetamide,

5-(6,6-dimethyl-4-morpholino-§,9-dihydro-6H-{1,4}oxazino[3,4-¢Jpurin-2-

yhpicolinamide,

6-(6,6-dimethyl-4-morpholino-8,%-dihydro-6H-{ 1,4 }oxazino[3,4-ejpurin-2-yl}pyridine-
3-0l

(4-(6,6-dimethyl-4-morpholino-8,9-dihydro-6H-{ 1,4 loxazino[3,4-¢]purin-2-
yhpbenyl)}(4-methylpiperazin-1-ylymethanone,

N-cyclopropyl-3-(6,6-dimethyl-4-morpholino-8,9-dihydro-6H-{ 1,4]Joxazino[ 3,4-elpurin-
2-yDbenzamide,

5-(6,6~-dimethyl-4-morpholino-8,9-dihydro-6H-[ 1,4 Joxazino{ 3. 4-elpurin-2-y1)-N,N-

dimethyipyrazin-2-amine,

1-(4-(6,6-dimethyl-4-morpholino-8.9-dibydro-6H-[1,4}oxazing[ 3,4~ purin-2-
yhphenyl)-3-ethylurea,

1-(4-(6,6~dimethyl-4-morpholino-8,9-dihydro-6H-[ 1 4loxazino| 3,4-ejpurin-2-
yhphenyh)-3-isopropylures,

2-(2-amainopyrinidin-5-y1}-4-morpholino-8,9-dihydro-6H-{ 1,4 |oxazino[3,4-eJpurine-
6.6-diyl)dimethanol,

2-(2-aminopyrimidin-5-yi}-7-methyi-4-morpholino-8,9-dihydropyrazino2, 1 -e}purin-
6{7H}-one,

2-{1H-indazol-4-y1)-4-morpholino-6-{trifinoromethyl)-8,9-dihydro-6H-

[1,4]}oxazino[3,4-e}purine,
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3-(4-morpholino-6-(trifluoromethyl)-8,9-dihydro-6H-[ 1,4]Joxazino[ 3 ,4-e]purin-2-yl)phenol,

5-(4-({28,6R)-2,6-dimethylmorpholino}-6,6-dimethyl-8,9-dihydro-6H-{ 1,4 Joxazino| 3 ,4-elpurin-
2-yhpyrimidin-2-amine,

5+(4-(2,2-dimethylmorpholino)-6,6-dimethyl-8,9-dihydro-6H-[ 1,4loxazino[ 3,4-e]purin-2-

vipyrimidin-2-amine,

N-(5-(6,6-dimethyi-4-morpholino-8,9-dihydro-6H-[ 1 ,4]oxazino[3 4-elpurin-2-yl jpyrimidin-2-

yhjacetamide,

5-(4-({15,45)-2-0xa-5-azabicyclo[2.2.1 Theptan-5-y1}-6,6-dimethyl-8,9-dihvdro-6H-

[1,4]oxazino]3,4-elpurin-2-ylpyrimidin-2-amine,
2-{2~aminopyrimidin-S-yl}-6-methyl-4-morpholino-6,7-dihydropyrazino[ 2,1 ~elpurin-8(9H)-one,

5-(6,7-dimethyl-4-morpholino-6,7.8.9-tetrahydropyrazino 2, 1-ejpurin-2-ylypyrimidin-2-amine;

and

(5-(8,8-Dimethyl-1-morpholin-4-yI-5,6-dihydro-8§H-7-0xa-2,4,4b-triaza-fluoren-3-yb-pyrimidin-

2-ylamine.

15, A compound of claim 1 which 1s
()
N
N S
N
NTN =N
o
et /Y\/!
N7 N,
5-(6,6-dimethyi-4-morpholing-8,%-dihydro-6h-[ 1, 4]oxazino( 3 4-ejpurin-2-ylypyrimidin-2 -amine.
20. A compound of claim 1 which is

o)

)

oy

4 | P
[ea'os:!

=

N,

5-(6,6~dimethyi~-4-morpholine-§,9-dihvdro-6h-{ 1,4 Joxazino[3,4-e]purin-2-yl)-4-
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{trifluoromethyl)pyridyl-2-amine.
21. A compound of claim 1 which 1s
®
o—'(’ :L/\

)\

5-{4-morpholinc-8.9-dihydro-7h-[1,3}oxazinol 2 3~¢]purin-2-yh)pyrimidin-2-amine.
5 22. A compound of claim 1 which is

o

7

N/
ap:
Cohve

5»(4—m0rphohno’—6,738,9~tetrahydropyrido[2,1—e]purin—fl«yl)pyrimidin—Z«amine;
23, A compound of claim 1 which 1s

O

rgﬁ |

10 5-(4-morpholino-7,8-dihydro-6h-pyrrolo[2,1-e]purin-2-yl)pyrimidin-2-amine.
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24, A compound of claim I which is

o)

®

N
HNI:’N =N
O lN//l\N

5-(4-morpholino-8,9-dihydro-6h-{ 1,4 Joxazino[3 4-ejpurin-2-yl)pyrimidin-2-amine.
25, A compound of claim 1 which 1s

O

L
oW
/‘“7‘——(’le -
Ou N l,i

h

(S)-5-(6-ethyl-6-methyl-4-morpholino-8.9-dihydro-6H-{ 1,4 Joxazino{ 3 4-ejpurin-2-yDpyrimidin-

2-amine,

26. A compound of claim | which 1s

.
T
?\:<N N | N
W& I\%%Ne—iz

10 5-(6.6,9-trimethyl-4-morpholine-6h-{ 1,4joxazino{ 3 ,4-¢jpurin-2 -ypyrimidin-2 -amine.

27. A pharmaceutical composition comprised of a compound of any one of claims 1-

26 and a pharmaceutically acceptable carrier, glidant, dituent, or excipient.
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28.  The pharmaceutical composition according to claim 27, further comprising an
additional therapeutic agent selected from a chemotherapeutic agent, an anti-inflammatory agent,
an immunomodulatory agent, a neuroiropic factor, an agent for treating cardiovascular disease,
an agent for treating liver discase, an anti-viral agent, an agent for treating blood disorders, an

agent for freating diabetes, and an agent for treating immunodeficiency disorders.
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29, A compound of any one of claims 1-26 for uée as therapeutically active substance.
30.  Theuse of 2 compound of any one of claims 1-26 for the preparation of a
medicament for treating cancer.
31. The use of claim 30, wherein the cancer 1s selected from breast, ovary, cervix,

5 prostate, testis, genitourinary tract, esophagus, larynx, glioblastoma, neuroblastoma, stomach,
skin, keratoacanthoma, lung, epidermoid carcinoma, iarge cell carcinoma, non-small cell lung
carcinoma (NSCLC), small cell carcinoma, lung adenocarcinoma, bone, colon, adenoma,
pancreas, adenocarcinoma, thyroid, foliicular carcinoma, undifferentiated carcinomea, papillary
carcinGma, seminoma, melanoma, sarcoma, vladder carcinoma, liver carcinoma and biliary

10 passages, kidney carcinoma, renal, pancreatic, myeloid disorders, lymphoma, hairy cells, buccal

cavity, naso-pharyngeal, pharynx, lip, tongue, mouth, small intestine, colon-rectum, large

intestine, rectum, brain and central nervous system, Hodokin’s or ieukemia.
> ] > o

32. The use of claim 31, wherein the cancer is a brain cancer.
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33.  Theuseof any one of claims 30 to 32, further comprising an additional
therapeutic agent selected from a chemotherapeutic agent, an anti-angiogenesis therapeutic agent,
an anti-inflammatory agent, an immunomodulatory agent, a neurotropic factor, an agent for
treating cardiovascular disease, an agent for treating liver disease, an anti-viral agent, an agent
for treating blood disorders, an agent for treating diabetes, and an agent for treating

mmmunodeficiency disorders.

34, The use of claim 33, wherein the additional therapeutic agent 1s bevacizumab.

a2
T

A compound of any one of claims 1-26 for use in treating cancer.
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