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CLAIMS

1. A compound represented by Formula (I):

Formyla (1)

wherein:

R1is aryl, arylalkyl, Cs-CscycloaIkyI or Cs-fLecycloalkyl methyl optionally substituted with

R3;

R3 is independently fluoro, chloro, bromo, iodo, C1-Csalkyl, or CF3;

Xis H, F, ClI, Br, I, CHs, or CFg3; _

Y is chloro, bromo, iodo, —C4-Csalkyl or phenyl;

R2is C4-Crheterocycloalkyl, whergin the Cs-Crheterocycloalkyl has 1 or 2 nitrogen atoms in

the C4-Crheterocycloalkyl ring, gnd is substituted at nitrogen with RS;

and

R?% is C1-Caalkyl or C(O)@1-Csalkyl, wherein the C1-Csalkyl group is optionally
substituted with 1-3 flugrine atoms; '

or a pharmaceutically acgeptable salt thereof.

2. The compound/of claim 1, wherein R? represents phenyl, benzyl, cyclohexyl,

cyclopentyl, cyclohefyl methyl, or cyclopentyl méthyl optionally substituted with R3,

3. The compgund of claim 1, wherein R? represents piperidine substituted at nitrogen
with R5.
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4. The compound of claim 1, where R® is methyl, ethyl, frifluoroethyl, or iso-propyl.

5. The compound of claim 4, wherein the compound/is 8-bromo-2-((1-methylpiperidin-
4-ylyamino)-4-((4-phenoxyphenyl)amino)pyrido[4,3-d]pyrimidin-5(6H)-one, 8-bromo-4-((4-
(3-fluorophenoxy)phenyl)amino)-2-(( 1-methylpiperidin-4-yl)amino) pyrido[4,3-d]bpyrimidin—
5(6H)-one, or 8-bromo-4-((3-(3-fluorophenoxy) phegfyl)amino)-2-((1-methylpiperidin-4-
yl)amino)pyrido[4,3-d]pyrimidin-5(6H)-one.

6. The compound of claim 1, wherein Y regresents bromo.

7. The compound of claim 1, wherein X/represents H, fluorine or methyl.

8. The compound of claim 7, whereih the compound is 8-bromo-4-((3-fluoro-4-
“phenoxyphenyl)amino)-2-((1-methylpiperidin-4-yl)amino) pyrido[4,3-d]pyrimidin-5(6H)-one

hydrochloride.
9. A stereocisomeric compoung of claim 1.

10. A pharmaceutical formyfation comprising a compound or a pharmaceutically
acceptable salt thereof of clafm 1 in combination with a pharmaceutically acceptable

carrier, diluent or excipient.

11. A method of inhibfting FLT3 activity in a cell, the method comprising contacting the
cell with an effective agnount of a compound or a pharmaceutically acceptable salt thereof

of claim 1, such that FLT3 activity is inhibited.
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12. A method for the treatment of a hematological malignancy, wherein the
hematological malignancy is selected from the group consi
leukemia (ALL), acute myeloid leukemia (AML), chronic lyfnphocytic leukemia (CLL),
chronic myeloid leukemia (CML), and myeloproliferative/disorders (MPD), the method
comprising administering to a subject in need thereof afh effective amount of a compound

or a pharmaceutically acceptable salt thereof of clai

13.  The method of claim 12, wherein said compbund is administered singly or in

combination with one or more additional therapefitic agents.

14.  The method of claim 12, wherein said gompound is administered via intravenous
administration, subcutaneous administratiory, inhalation, oral administration, rectal
administration, parenteral, intravitreal admynistration, intramuscular administration,
intranasal administration, dermal adminigtration, topical administration, optic
administration, ophthal.mic administratign, buccal administration, tracheal administration,

bronchial administration, or sublingugf administration.
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CLAIMS

1. A compound represented by Formula (1):
Y.

Formula (I)

wherein:
R1is aryl, arylalkyl, Cs-Cecycloalkyl or Cs-Cscycloalkyl methyl optionally substituted with
RS; '
R3 is independently fluoro, chloro, bromo, iodo, C1-Cealkyl, or CF3;
Xis H, F, Cl, Br, I, CHs, or CFj3;
Y is chloro, bromo, iodo, —C1-Caalkyl or phenyl; |
RZ?is C4-Crheterocycloalkyl, wherein the C4-C7heterocycloalkyl has 1 or 2 nitrogen atoms in
the C4-Crheterocycloalkyl ring, and is substituted at nitrogen with RS;
and
RS is C4-Caalkyl or C(O)C4-Csalkyl, wherein the C4-Caalkyl group is optionally
substituted with 1-3 fluorine atoms;

or a pharmaceutically acceptable salt thereof.

2. The compound of claim 1, wherein R? represents phenyl, benzyl, cyclohexyl,

cyclopentyl, cyclohexyl methyl, or cyclopentyl methyl optionally substituted with R3.
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3. The compound of claim 1, wherein R? represents piperidine substituted at nitrogen
with RS,

4, The compound of claim 1, where R® is methyl, ethyl, trifluoroethyl, or iso-propyl.

5. The compound of claim 1, wherein the compound is 8-bromo-2-((1-methylpiperidin-

4-yl)amino)-4-((4-phenoxyphenyl)amino)pyrido[4,3-d]pyrimidin-5(6H)-one, 8-bromo-4-((4-
(3-fluorophenoxy)phenyl)amino)-2-((1-methylpiperidin-4-yl)amino) pyrido[4,3-d]pyrimidin-
5(6H)-one, or 8-bromo-4-((3-(3-fluorophenoxy) phenyl)amino)-2-((1-methylpiperidin-4-
yhamino)pyrido[4,3-d]pyrimidin-5(6H)-one.

6. The compound of claim 1, wherein Y represents bromo.
7. The compound of claim 1, wherein X represents H, fluorine or methyl.
8. The compound of claim 7, wherein the compound is 8-bromo-4-((3-fluoro-4-

phenoxyphenyl)amino)-2-((1-methylpiperidin-4-yl)amino) pyrido[4,3-d]pyrimidin-5(6H)-one
hydrochloride.

9. A sterecisomeric compound of claim 1.
10. A pharmaceutical formulation comprising a compound or a pharmaceutically

acceptable salt thereof of claim 1 in combination with a pharmaceutically acceptable

carrier, diluent or excipient.



