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kinase are desirable. The present invention provides kinase inhibitors, specificaily PIX kinase
inhibitors, more specificaily, mTOR inhibitors, which are useful for treating diseases mediated

by kinases, specificatly PIK kinases, more specifically, mTOR.
SUMMARY OF THE INVENTION

[0011] In a first aspect-t, the present invention refers to provides-compounds of Formula Lora

pharmaceutically acceptable salt thereof,

i

wherein Ar' is 2 5 to 10 membered monoeyclic or bicyclic ring that can contain from
zero to four heteroatoms independently selected from O, N (Sr S, and which ring can be
unsubstituted or substituted with groups independently selected from Cy4haloalkyl, halo, oxo,-
QCHF;, -CN, nitro, -C(=0INR*R®, -C(=0)R", -C(=0)JOR", -C(=NR*INR’R?, -OR?, -OC(=0)R",
~OC(=0NR'R?, -0-Cy.alicy IN(R®)C(=0IOR®, -OC(=0INRS(=0 )R, -OC, salkyINRFR?,
-OCh6alkylOR?, -SR®, -S(=0)R", -S(=0)R", -S(=0};NRR?, -S(:O)zN(R‘f‘)C(%O)Rb,
-S(=0RNR)C(=0)0R®, -S(=0),N(R*C(=0)NR'R?, -NR*R, NRDHC(=0IR",
N(RMC=0)ORE, -N(R®)C(=0NRR?, NRHCENRHNRIR?, -NERS(=01,R",
~N(RH)S(SO')2NRaRa, -NR*CosalleyINRR?, -NRCy6alkylOR?, -Cysalkyl, -Cy.galkenyl, or -Co
salkynyl, wherein -Cygalkyl, - Cogallenyl, or -Cy galkyny! are substinted by 0, 1, 2 or 3
substituents independently selected from Cy.shaloalkyl, halo, cyano, nitro, -C{=0)R,
-C(=0)OR?, -C(=0NRR?, -C(=NR¥NR®R?, -OR*, -OC(=0)R", -OC(=0INRR?,
~OCEOINRYSEORR?, -0C,calkyINR®R®, -OC;.42lkylOR?, -SR, -S(=0IR", -S(=0),R",
-S(=0RNRR?, -S(=0RNR)C(=0)R?, -S(=0);NRC(=0)OR", -S(=0),NR)C(=0)NRR?,
-NRPR?, N(RHC(=0)R®, -NR*)C(=C)OR®, -NRHC(=0INRR?, -NRMC(=NR"NRR?,
NRYS(=0)RY, N(RHS(=0),NRR?, -NR*CycalkyINR*R, -NR*Cy alkylOR", —
NRHMCRRYY, «(CR'RM.Y, or -(CR'R™,ORY

Y is a saturated, partially saturated or unsaturated 5-, 6- or 7-membered monocyelic ring

or6-, 7w, 8-, 9-, or 10- membered bicyclic ring containing 0, 1, 2, 3 or 4 heteroztoms
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AT N, NR, or CR, or 7° and Z" can form 2 5 or 6 membered ring when the two Rs
are taken together with the carbon or nitrogen atoms to which they ére attached, and the ring
can contain from zero to three heteroatoms independently sclected from O, N or S, and the ring
can be unsubstituted or substituted with groups independently selected from C;_shaloalkyl, halo,
-CN, nitro, -C(=0)NRR®, -C(=0)R®, -C(=0)OR®, -C(=NRINRR?, -OR?, -OC(=0)R",
-OC{(=0)NRR, -0-CyealkyINR*)C(=0I0R", -OC=0INRYS(=0),R", -OC.g2lkyINR 'R,
-OC;.6alkylOR?, -8RY, -8(=0)R", -S(=0)R", -S(=0RNRR?, ~8(=0)N(RHC(=0R",
-S(=0),NRPICEGIOR®, -S(=01LNRC(=0INR]R?, (CRR™LNRR?, -NRHC(=0R",
NRDC=OIOR®, -NRMC(=0INRR?, NRYHC(=NR*INR'R?, -N(RHS{=0),R",
-NR*IS(=0)NRR?, -NR*CpalkyINR*R®, -NR*Cy 62/kylOR® , -(CR*R),Casheterocycloalicyl,
-(CR R nCasaryl, -(CRR")aCs.sheteroaryl, -(CR'R™),0{CRR},Cozaryl,
~(CRERTN(R(CR R, Cgaryl, —{CR“R°)RN{Ra)(CR“R°)HCgugheteroaryl,
~(CRR*)2O(CRR)Cs.sheteroaryl, -Cy.ealkyl, -Cy salkenyl, or -Cysalkynyl, wherein C;ealkyl,
G galkenyl, Crgalkynyl, Cysheterocycloalkyl, Cegaryl or Csgheteroary! are substituted by 0, 1,
2 or 3 substituents independently selected from Ci_shaloallyl, halo, cyano, nitro, —C(:O)R‘_’,
-C(=0)OR®, -C(=OINRR?, -C(=NR*JNR"R?, -OR®, -0C(=0)R®, -OC(=0)NR"R",
-OC(=OINERNS(=01R, -0C, sally INRARE, -OCg_GaﬂcyiOR“, SR, -S(=0R", -S(=0)R",
-S(=0),NR*R?, -S(=0RNRMC(=0)R", -S(=0),NR*C(=0)0R?, -S(=0)LN(R)C(=0)NR"R",
-NRER®, -NRHCEOR®, -NRDC(=0YORE, -NRHC(=0NR'R?, -N(RHCE=NRYNRR®,
N(RHS=01R, N(RMS(=0},NR*R?, -NR*C,_galicyINRR?, -NR*Ca.alkylOR",
~NERHCRR Y, (CRRMY, or -(CR'R™),OR’; and the group NR'R?, either alone or a part
of a larger group, can be a 4 to 6 membered heterocyclic ring wherein the two R taken
together with the nitrogen atom to which they are attached form a ring that can have from zero
to one additional hetercatom selected from N, O or S, and the ring can be substitutéd or
unsubstituted with from 1 to 3 substitutents independently selected from oxo, halo, -CN, nitro,
-C(=0)R?, -C(=0)0OR", -OR", -OC(=0)R", -SR®, -S{=0)R", -S(=0)R°, -S(=03,NR°R®, -NRR",
-Crgalkyl, -Cosalkenyl, or -Casaikynyl,

[0012] In_a second aspect-t, the present invention refers to prevides-compounds of Formula I,

or a pharmaceutically acceptable galt thersof,
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-S(=0)NRC(=0)OR®, -5(=01LNRC(=0INR*R®, {CRR*L,NR*R?, -N(R*C(=0)R",
NERHCEDOR?, -NRICE=0INRR?, -N(R®IC(E=NRNRR?, -N(R*I$(=0),R",
SNRHIS(=0RNRR?, NRCpalkyINRR?, ~NRPCyealkylOR?, <(CRR "), Casheterocycloalioyl,
-(CR R ), Csparyl, {CRR"),Csgheteroaryl, -(CRR),O(CR R Cegaryl,
~(CRR NERHCR R L Cosaryl, ([CRRONRMCRR"),Cs sheteroaryl,
-(CRROO(CR R, Cagheteroaryl, -Ci.gatkyl, -Coealkenyl, or -Cosalkynyl, wherein Cy.galkyl,
Cr.gelkenyl, Cy salicynyl, Casheterocycloalkyl, Cosaryl or Cssheteroaryl are substituted by 0, 1,
2 or 3 substituents independently selected from Cy.4haloalkyl, halo, cyano, nitro, -C(=0)R”,
-C(=0YORP, -CE=0INRIR?, -CE=NRYNRRY, -OR?, -OCEOIR?, -OC=OINRR?,
SOC(=0INRYS(=01R?, -0C).calkyINR*R?, -0Cs.alkyIOR®, -SRY, -5(=0IR®, -S(=0),R?,
-S(=01NR'RE, -S(=0)RNRHCEOIRD, -S(=0)NRICEOIOR?, -S(=0)NR*C(=0NRR?,
NRPR?, -N(RMC(=0)R®, -N{RHC(=0)OR”, -N(R)C(=0)NR'R", -N(R*)C(=NR"NRR",
NERHS(=0)R, NERDS(=01LNRPR, -NRCapallyINR®R?, -NR'Cy_salkylOR?,
“NRMCRRH,-Y, -(CREFRM,Y, or -(CR*R™),OR" and the group NR'R®, either alone or a part
of a larger group, can be a 4 to 6 membered heterceyclic ring wherein the two Rs taken
together with the nitrogen atorn to which they are attached form a ring that can have from zero
to one additional heteroatom seiected from N, O or S, and the ring can be substituted or
unsubstituted with from 1 {0 2 substitutents independently selected from oxo, kalo, -CN, nitro,
~C(=0)R", -C(=0D)OR", -OR, -OC(=0)RS, -SR’, ~5(=0)R’, -S(=0%R", -S(=0}NRR’, -NR R,
-Ciealiyl, ~Cogalkenyl, ar -Cogalkynyl,
[0013] In one exampleaspeet2, the present invention describesprevides-compounds of Formula

I, or a pharmaceutically acceptable salt thereof,

I
wherein Ar' is 2 5 to 10 membered monocyclic or bicyelic ring that can contain from
zero to four heteroatoms independently selected from O, N or §, and which ring can be

unsubstituted or substituted with groups independently selected from C, 4haloalkyl, halo, -CN,
nitro, -C(=0INR°R?, -C(=0)R", -C(=0)OR®, -C(=NR*INR*R?, ~OR?, -OC(=O)R?,

- 11-
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or 8, and the ring can be substituted or unsubstituted with from I to 3 substitutents

independently selected from oxo, halo, -CN, nitro, -C(=O)RY, -C(=0)OR’, -OR°, -OC(=0)R®,

-5R, -5{=0)R", -8(=0)R", -S(=0)NRR, -NRR, ~Cy.selkyl, -Cy.salkenyl, or -Co.calkynyl.

[0014] In a third aspect-3, the present invention refers to prevides-compounds as previously

-y 1nneanrdnn ot ly rmam e ad = - H o : M
described-nescordancewithaspeet Lor2 ora pharmaceutically acceptable salt thereof, wherein Q is

1 T T
N N\ = N =
T 0 T
i N Ve, N \N/\ﬁ

|

o /[\
N N = N
/k ; I
A R
2
R N R gz N R
[0815] Ina4®™, aspect-4, the present invention refers tp prevides-compounds- as previously

describedin-aceordanee-with-aspeet Lor-2, or a pharmaceutically acceptable salt thereof, wherein Q is

PP TN

= = N “
HiC \\N E HaC \\\\N \ﬁ HaC \\N ﬁ
NF [ N/LN
, or l
Hac/K\N /KN)\NHQ

NHz e
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[0016] In a 5" aspect—$, the present invention previdesrefers to compounds--i

accordance—with—any-one-of the-aspeets1-to—4 ag previously described, or a pharmaceutically

acceptable salt thereof, wherein Z' is N; Z%, 7° and Z* are CR.

[6617] In z 6" aspect—6, the present invention previdesrefers to compounds, in

rdance-—weith-any—ene—ofthe-aspecis-Ito 4;-as previously described, or a pharmaceutically

acceptable salt thereof wherein Z' is N; and Z%, 7% and Z* are CH.

[0018] In a 7" aspect—, the present invention providesrefers to compounds in

rdanee—with—any—one—of-aspects—I to—4as previously described, or a pharmaceutically

acceptable salt thereof, wherein 2}, 7% and Z* are CR; and Z*is N.

[0019] In an g* aspect-8, the present invention—prevides refers to compounds i

accordance—with-any—one-of aspects—1—to-4as previously described, or a pharmaceutically
acceptable salt thereof, wherein Z! is N; Z* and Z° are CR; and Z*is N.
0620} In a 9® aspect—9, the present invention-—prevides refers to compounds in

aecordenae itk anis cmo o
ERA T T Wy e o ma w Lhey v VELULY LI;J..I.J‘ TN A=

acceptable salt thereof, wherein 7! ig N; 7% and Z* are CH; and 72° is CR..

f-aspeets—|-te—4as previously described. or a pharmaceutically

[002 1 In 2 10" aspect10, the present invention providesrefers to compounds
ti—peeordance—with—any—ene—of—aspeets—1 te—4as previously described, or a
pharmaceutically acceptable salt thereof, wherein Z! is N Z%and Z*

are CH; Z° is CR; and R is selected from hydrogen, Crsalkyl, C;.gsubstituted alkyl, halo, C,.

sbaloalkyl, -(CR'R*),Casheterocycloalkyl,

~(CRR*):0(CRR }uCo s3], {CRR*)N(R"Y CRR®}, Cegaryl,

~(CRR)N(R®) CRR*)aCs.sheteroaryl, ~(CRR")psubstitutedCq-sheterocycloalkyl,
~(CR'R"3,0(CR R} substituted Cg saryl, -(CR° °)nN{R"")(CR°R JnsubstitutedCe.garyl,
~(CRRJNR*)CRR ) substitutedCs gheteroaryl, Casalkenyl, or (CRR®),NR"R®. Ina

particular example.of aspect 10, Z* is CR and R is C salky! substituted with ~OR®.

[0622] In a_ 11" aspect—tL, the present invention providesrefers to

compounds %&%Geféﬁﬂee%*hﬁﬂyﬁﬁe-ﬁf—a%pe&s-l—ﬁ}«}@as previously described, or a
pharmaceutically acceptable salt thereof, where Ar' is selected

from pyrazolyl, indolyl, phenyl, pyridyl, pyrimidinyl, benzoxazolyl or indazolyl, which can be

unsubstituted or substituted

{0023] In a 2% aspect—%, the present invention providesrefers to
compounds-i as previouslv described,

or pharmaceutically acceptable salt thereof, where Ar' is selected

from pyrazolyl, indolyl, phenyl, pyridyl, pyrimidinyl, benzoxazolyl or indazolyl, which can be
unsubstimfed or substituted with groups selected from —OR? halo, -NR*R®, C;shaloalkyl, -
NRC(=0)R®, or -N(R*C(=0)NR*R?,

- 16.-
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[0624] In a 13" aspect—3, the present invention providesrefers to compounds ia

accordanee—with-aspest—_1—or2as previously described, or a pharmaceutically acceptable salt

thereof, wherein Q is

= Z "\ =
"y \/“;T\ LK
R? \N I \N N R \N

. 1 N/LIN
, or
RZ/J\N R RZJ\\N/l\R -

Z'is N; and 2%, 7° and Z* are CR; and
Ar' is selected from pyrazolyl, indolyl, phenyl, pyridyl, pyrimidinyl, benzoxazolyl or

indazolyl, which can be unsubstituted or substituted.
[0025] In a 14" aspect—14, the present invention previdesrefers to compounds in

aecordance—with-aspests—tor2as previously described, or a phannaceunca}ly acceptable salt

thereof, wherein Q is
wmnnns

N
PN
RZ N

N l | N/LIN
Rz/l\N R )\ ,/l\

ZYs N; and 7%, Z° and Z* are CH; and
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1. . .
Ar’ is selected from pyrazolyl, indolyl, phenyl, pyridyi, pyrimidinyl, benzoxazolyl or
indazolyl, which can be unsubstituted or substifuted.
6026} In a_15" aspect—15, the present invention previdesrefers to compounds in

aeeordance-with-aspeets1y-2-or S-te—12as previously described, or a pharmaceutically acceptable

salt thereof, wherein R? is methyl.
{0027] In a 16" aspect—16, the present invention providesrefers to compounds
-2as previously described, or a pharmaceutically acceptable

7 = -

salt thereof, wherein Q is

AN

N

N)\N
/‘\ | i /‘l\ J\
\\
HsC N NH o \N NH,

[0028] In_a 17" aspect—17, the present invention providesrefers to compounds

aceordanee—with-aspeets——or-2as previously described, or a pharmaceutically acceptable salt

thereof, wherein Q is =~ «nnna
N /L
HsC N NHz 1o

Z'is N; and 7%, Z° and Z* are CR; and
Ar' is selected from pyrazolyl, indolyl, phenyl, pyridyl, pyrimidinyl, benzoxazoly! or
indazolyl, which can be unsubstituted or substituted. :
[0029] In a 18" aspect-}8, the present invention prewidesrefers fo compounds in
accerdance-with-aspeets—+—or—2as previously described, or a pharmaceutically acceptable salt

thereof, wherein @ is  =™™"

- PN
AT

NH, HaC

Z'ig N;
Z* and Z* are CH;
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Ar' is substituted pyridyl; and

2’ is CR.
[0030]‘ In a 19" agpect-19, the present invention presddesrefers to
compounds in—aeeordance—with—aspeets—t-to—10as previously described, or a
pharmaceutically acceptable salt thereof, wherein Ar' is selected
from pyrazolyl, indolyl, phenyl, pyridyl, pyrimidinyl, benzoxazolyl, indazolyl, benzothiazolyl,
guinolinyl, isoquinolinyl, benzimidazolyl, or benzothiddiazolyi, which can be unsubstituted or
substituted.

0031} In a 20" aspect-28, the present invention providesrefers to compounds in
aceerdanee—with-aspeets—-te—10as previouslv described, or a pharmaceutically acceptable salt

thereof, wherein Ar’ is selected from

pyrazolyl, indolyl, phenyl, pyridyl, pyrimidinyl, benzoxazolyl, indazolyl, benzothiazolyl,
quinolinyl, isoquinolinyl, benzimidazolyl, or benzothiadiazolyl, which can be unsubstituted or
substituted with groups selected from ~-OR®, halo, -NR'R®, C;.4haloalkyl, -N(R*‘.)C(M—»O)Rb,
NROS(=0)RR, -N(R*)S(=0)LNR'R” or ~N(RMC(=0)NRR.

[6032] In a 21" aspect-2+, the present invention previdesrefers to compounds ia

aecordance—with—aspeets——or-2ag previously described, or a pharmaceutically acceptable salt

thereof, wherein Q is

(Lo o)

RZ/K\N 1 ﬁ/ Rz/j\\w l E}] RZ/L\\N ] ﬁ>

N N
10
[ N
R? N R R? N R
Z4s N: and 72, Z° and Z* are CR; and

Ar' is selected from pyrazolyl, indolyl, phenyl, pyridyl, pyrimidinyl, benzoxazolyl,

indazolyl, benzothiazolyl, quinolinyl, isoquinolinyl, benzimidazolyl, or benzothiadiazolyl.

[0033] In a 22" aspect—22, the present invention previdesrefers to compounds in

aceerdance—with-aspects——er—2as_previously described, or a pharmaceutically acceptable salt

thereof, wherein Q is

- JO.
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N = I N = i \
RZ/I\N - /k\w N
- A

AL

Z'is N; and 72, 7 and Z* are CH; and

Ar' is selected from pyrazalyl, indoly}, phenyl, pyridyl, pyrimidinyl, benzoxazolyl,
indazolyl, benzothiazolyl, quinolinyl, isoquinolinyi,r benzimidazolyl, or
benzothiadiazolyl,.

[0034] In a 23 aspect-23, the present invention previdesrefers to compounds in
aveordance—with-aspects—er-2as previously described, or a pharmaceutically acceptable salt

thereof, wherein Q is
N N
I
\
. HC N R

Nt p,c N NH,

Z'is N; and 2%, Z° and Z* are CR; and
Ar' is selected from pyrazolyl, indolyl, phenyl, pyridyl, pyrimidinyl, benzoxazolyl,
indazolyl, benzothiazolyl, quinolinyl, isoquinolinyl, benzimidazolyl, or benzothiadiazotyl,

which can be unsubstituted or substituted.

{6035] In a 24% aspect-24, the present invention prewidesyefers to compounds, or &

pharmaceutically acceptable salt thereof, selected from:
N-(3-{4-aminc-6-methyl-1,3,5-triazin-2-y1)pyridin-2-y1)-1H-indol-4-amine;

| 3~(3-(4-aminc-6-moethyl-1,3,5-triazin-2-yDpyridin-2-ylaminojphenol;
N-(3-(4-amino-6-methyl-1,3,5-triazin-2-yDpyridin-2-y])- 1 H-indazol-4-amine;
=20 -
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6-(2-((5-fluoro-6-methoxy-3-pyridinyl)amino)-5-((1R)-1 -(4-morpholinylethyl)-3-
pyridinyl)-2-methyl-4-pyrimidinamine;

4-(5-{1-amino-1-methylethyl)-2-((6-meth oxy-3-pyridiny])amino)-3-pyridinyD)-6-
methyl-1,3,5-triazin-2-amine;

4-(5-(1-amino-1-methylethyl)-2-((5 ~ﬂu0ro-6—methoxy—3-pyridinyl.)amino)-B-pyridinyl)—
G-methyi-1,3,5-trlazin-2-amine;

4-(2-((6-methoxy-3-pyridinyljaming)-5-( 1-methyl-1 ~-(4-(methylsulfonyl)-1-
piperazinylethyl)-3-pyridiny1)-6-methyl-1,3,5-triazin-2-amine;

4-(2-((S-fiuoro-6-methoxy-3-pyridinyDamino)-5-(1 -methyl-1-(4-(methylsulfonyl)-1-
piperazinyljethyl)-3-pyridingl)-6-methyl-1,3,5-triazin-2-amine;

4-(2~((5—ﬂuoro-6—methoxy—&pyridinyi)anﬁno)—:i—(1~methy1—1—(4mmorpholiny1)eﬂ1yi)—3'
pyridinyl)-6-methyl-1,3,5-triazin-2-amine;

4-(2-((6-methoxy-3-pyridinylamine)-5-( 1-(4-(methylsulfonyl)-1-
piperazinyl)cyclopropyl}-3-pyridinyl}-6-methyl-1,3 ,S-triazin-2-amine;

4-(2-{6-methoxypyridin-3-ylamino)-5-( 1 -(4-(methylsulfonyDpiperazin-1-
yDethyl)pyridin-3-y1)}-6-methyl-1,3, 5-triazin-2-amine;

(8)-4-(2-(6-methoxypyridin-3-ylamino)-3-(1 -{4-(methylsulfonylpiperazin-1-
yhetoyDpyridin-3-y1}-6-methyl-1,3 5-triazin-2-amine:

(R)-4-(2-(6-methoxypyridin-3-ylamino)-5-(1-(4-(methylsulfonylpiperazin-1-
ylethyljpyridin-3-y1}-6-methyl-1,3,5-triazin-2-amine;

4-(2+(5-fluoro-6-methoxypyridin-3-ylamine)-5-(1 -(4-(methylsulfonylpiperazin-1-
yhethyDpyridin-3-y1)-6-methyl-1,3 ,S-triazin-2-amine;(s)-4-{2-(5-fluoro- -6-methoxypyridin-3-
yiamino}-5-(1-(4-(methyisulfonyl)piperazin- -1-yDethyDpyridin-3-y1)-6-methyl-1,3 3-«tr1az1n—2—
amine;

(R)-4-(2-(5-fluoro-6-methoxypyridin-3-ylamino)-5-(1 ~(4—(methylsuifonyl)piperazin-I -
yhethylpyridin-3-y1)-6-methyl-1,3,5-triazin-2-amine;

(5)-4-(2-(5-fluoro-6-methoxypyridin-3-ylamino)-5-((2-methyl-4-
(methylsuifonyl)piperazin- i-yhmethylpyridin-3-y1}-6-methyl-1,3,5-iriazin —.2-amine; or

4-(2-(5-fluoro-6-methoxypyridin-3-ylamino)-5-((R)-1-((S)-2-methyl-4-
(methylsulfonyl)piperazin-1 -yDethyDpyridin-3-y1)-6-methyl-1,3,5-triazin-2-amine.

{6037] In a 26" aspect—26, the present ihvention providesrefers to compounds, or

pharmaceutically accepiable salt thereof, selected from:

6~(3-(5-fluoro-6-methoxypyridin-3-ylamino)-6-(1- (4—(methylsulfonyl)plperazm I-
yhethyDpyrazin-2-y1)-2-methylpyrimidin-4-amine;
-33-
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N-(5-(3~(4-aminc-6-methyl- 1,3,5-triazin-2-y1}-5+(1-morpholinosthypyri din-2-ylaming)-2-
chloropyridin-3-yhmethanesulfonamide; |

N-(5-(3-(4-eminc-6-methyl-1,3,5-triazin-2-y1)-5-(1-morpholinoethyl)pyridin-2-yl aming -2~
chloropyridin-3-y1}-N,N-dimethylaminosulfamide;

{R)-N-(5-(3-(4-amino-6-methyl-1,3,5-triazin-2-y1)-5+( 1 -morpholinoethyl)pyridin-2-ylamine)-2-
chloropyridin-3-yl)methanesulfonamide:;

(5)-N-(5-(3~(4-amino-6-methyl-1,3 S-triazin-2-y1)-5-(1 -morpholinoethyl)pyridin-2-ylamino)-2-
chloropyridin-3-yl)methanesulfonamide:;

(R}-N~(5-(3-(4-amino-6-methyi-1,3,5-wriazin-2-y1)-5-(1 ~morpholinoethyl)pyridin-2-ylamine)-2-
chloropyridin-3-yI)-N,N-dimethylaminosulfamide;

{(S}N-(5~(3~(4-amino-6-methyl-1,3,5-triazin-2-y1)-5-(1 -morpholinoethyl)pyridin-2-ylamino)-2-
chloropyridin-3-y1)-N,N-dimethylaminosulfamide;

N-(5-(3-(6-amino-2-methylpyrimi din-4-yljpyridin-2-ylamino)-2-chioropyridin-3-y1)-N,N-
dimethylaminosulfamide;

N-(5-(3-(4-amino-6-methyl-1.3,5-trizzin-2-y1)-5-( Z-methoxyethoxy)pyridin-2-ylamino}-2-
methylpyridin-3-ylimethanesulfonamide;

N-(5-(3-(4-amino-6-methy]-1,3 ,S-tiazin-2-yhpyridin-2-ylamino - 2-methyipyridin-3-
yhmethanesulfonamide; .

N-(5-(3 ~.(4~arrﬁn0—6—methyi— 1,3 ,S-triazin-2—yl)-Smchloropyridin-2—y1amin0)Q—methyipyridin%—
yl)methanesulfonamide;

N-(2-chlore-5-(3-(6-aminc-2-methylpyrimidin-4-y1)-5-(1 ~morpholinoethylpyridip-2-
ylamino)pyridin-3-yI}-N,N-dimethylaminosulfamide:

N-(5-(3~(6-amino-2-methylpyrimidin-4-y1)-5-vinylpyridin-2-ylamin o}-2-chloropyridin-3-
vlmethanesulfonamide; '

(R)-N-(2-chloro-5-(3-(6-amino-2-methylpyrimidin-4-y1)-5-(1-m orpholinoethyDpyridin-2-
ylamino)pyridin-3-yI}-N,N-dimethylaminosulfamide:

(8)-N-(2~chloro-5-(3-(6-amino-2-methyipyrimidin-4-y1}- 5-(1 -morpholinoethylpyridin-2-
ylamine)pyridin-3-y1}-N,N-dimethylaminosulfamide; _

4-(5-((1,1-dioxidohexahydro-Sh-isothiazolo[2,3-a]pyrazin-5-yDmethyl)-2((5-fluoro-6-
methoxy-3-pyridinyl)amino)-3-pyridiny!)-6-methyl-1,3 ,S-triazin-2-amine; or

N'-(5-((3-(4-amino-6-methyl-1,3 ,S-tiazin-2-y1)-S-chioro-2-pyridinyl)amino)-2-chioro-3-

pyridinyly-n n-dimethylsulfamide,

[0038] In 2 27" aspect-27, the present invention providesrefers to compounds of Formula IT, or a

pharmaceutically acceptable salt thereof,
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wherein X' is fluorine or hydrogen;

¥ is hydrogen or methyl; and

Z' is hydrogen or methyl.
10039] In a 28" aspect-28, the present invention previdesrefers to compounds in-aeeerdanee
withas previously defined aspeet27, or a pharmaceutically acceptable salt thereof, wherein X1 is fluorine;

Y1 is hydrogen or methyl; and Z1 is hydrogen or methyl.
14040] Ina 29" aspect 29, the present invention previdesrefers to compounds of Formula ITa, or a
pharmaceutically acceptable salt thereof,
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wherein X' is fluorine or hydrogen;

Y' is hydrogen or methyl; and



7' is hydrogen or methyl,

[0041] In a 30" aspect-26, the present invention sresidesrefers to compounds i#-aceerdance
withas previously described-sspeet-29, or a pharmaceutically acceptable salt thereof, wherein X' is

fluorine; Y' is hydrogen or methyl; and Z' is hydrogen or methyl.

[G041a] Tn a 31% aspect, the present invention refers to the compound

4-(2-(5-fluoro-6-methoxypyridin-3-ylamino)-5-(1-(4- (methylsulfonyl)piperazin-1-yl)ethyl)pyridin-3-yl)

-6-methyl-1,3,5-triazin-2-amine, or & pharmaceutically acceptable salt thereof.

[6041b] In a 32™ aspect, the present invention refers to the compound

(S)-4-(2(5-fluoro-6-methoxypyridin-3-ylamine)-5-(1-(4- (methylsulfonyl)piperazin-1 -ylethyl)

pyridin-3-yl)-6-methy}-1,3,5 -triazin-2-amine, or a pharmaceutically acceptable salt thereof.

[0041¢] In a 33™ aspect, the present invention refers to the compound

(R)—4—(2—{S—ﬂuoro~6-methoxypyn’din—3 -ylamino)-5-(1-(4- (methylsulfonyl)piperazin-1-ylethyl)

pyridin-3-yl)-6-methyl-1 ,3,5-triazin-2-amine, or & pharmaceutically acceptable salt thereof,

i0042)] In 2 34" aspect-24, the present invention previdesrefers to pharmaceutical compositions

a5 previpusly described, or a

comprising: a compound 1

pharmaceutically acceptable salt thereof; and a pharmaceutiéally acceptable excipient.

[0043] In aspeet-320ne example, the present invention srevidesdescribes methods of treating melanoma,
ovarian cancer, cervical cancer, breagt cancer, colon cancer, rectal cancer, endometrial cancer,

pancreatic cancer, lung cancer, stomach cancer, glioblestoma, liver cancer, prostate cancer,

acute lyelogeous leukemia, chronic lyelogenous leukemia, or thyroid cancer, the method

comprising administering to a patient in need thereof a therapeutically effective amount of a

compound ef-amy-one-of-aspests-1-e-30as previously described, or a pharmaceutically acceptable salt

thereof.

DETAILED DESCRIPTION OF THE INVENTION

[0044] The present invention provides compounds of Formula I, as defined above, or
the pharmaceutically acceptable salts thereof. The present invention also provides
pharmaceutical compositions comprising a compound of Formula I, or a pharmaceuticaily
acceptable salt thereof, and methods of treating diseases or conditions, such as cancer, using &

compound of Formula I, or & pbarmaceutically acceptable salt thereof.

41-



[6045) The term "alkyl" means a straight or branched chain hydrocarbon.
Representative examples of alkyl groups inciude methyl, ethyl, propyl, isopropyl, butyl,
iscbutyl, tert-butyl, sec-butyl, penty! and hexyl. Typical alky! groups are alkyl groups having
from 1 to 8 carbon atoms, which groups are commonly represented as Ci-galkyl.

[0046] The term "alkoxy" means an alky! group bonded to an oxygen atom.
Representative examples of alkoxy groups include methoxy, ethoxy, tert-butoxy, propexy and
isobutoxy. Common alkoxy groups are C,-salkoxy.

00471 The term "halogen” or “hale™ means chlonine, fluorine, bromine or iodine.
{0048} The term "alkenyl" means a branched or straight chain hydrocarbon having one
or more carbor-carbon double bonds. Representative examples alkenyl groups include ethenyl,

propenyl, alkyi, butenyl and 4-methylbutenyl. Common alkenyl groups are Cp-salkenyl.
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wherein X' is fluorine or hiydrogen;
Y'is hydrogen or methyl; and
Z' is hydrogen or methyl.

30. A compound in accordance with glaim 29, or a pharmacentically acceptable salt

thereof, wherein X' is fluorine; Y' is bydrggen or methyl; and Z' is hydrogen or methyi.

31, A pharmaceutical compOsition comprising: & compound in accordance with any one
of claims | to 30, or a pharmacedtically accepiable salt thereof, and a pharmaceutically

acceptable excipient.

32. A methodAf treating melanoma, ovarian cancer, cervical cancer, breast cancer, colon
cancer, rectal cancgt, endometrial cancer, pancreatic cancer, lung cancer, stomach cancer,
glioblastoma, 1j¥er cancer, prostate cancer, acute fyelogeous leukemia, chronic Ivelogenous
leukemia, opthyroid cancer, the method comprising administering to a patient i need thercof'a
therapeugically effective amount of a compound of any one of claims 1 to 30, ora

aceutically acceptable salt thereof.
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wherein X' is fluorine or hydrogen;
Y' is hydrogen or methyl; and

Z' is hydrogen or methyl.

30. A compound in accordance with claim 29, or a pharmaceutically acceptable salt thereof,

wherein X' is fluorine; Y is hydrogen or methyl; and Z' is hydrogen or methyl.

31.  The compound 4-(2-(5-fluoro-6-methoxypyridin-3-ylamino)-5-(1-{4-
{methyisulfonyl)piperazin-1-yl)ethyDpyridin-3-yl)-6-methyl-1,3,5-triazin-2-amine, or a

pharmaceutically acceptable salt thereof.

32, The compound (S)-4-(2-(5-fluoro-6-methoxypyridin-3-ylamino}-5-(1-(4-
(methylsulfonyl)piperazin-1-ylethyl)pyridin-3-yl)-6-methyl-1,3,5-triazin-2-amine, or a

pharmaceutically acceptable salt thereof,

33.  The compound (R)-4-(2-(5-fluoro-6-methoxypyridin-3-ylamino)-5-(1-(4-
{methylsulfonyl)piperazin-1-yljethyl)pyridin-3-y1)-6-methyl-1,3,5-triazin-2-amine, or a

pharmaceutically acceptable salt thereof.
34. A pharmaceutical composition comprising: a compound in accordance with any one of

claims | to 33, or a pharmaceutically acceptable salt thereof; and a pharmaceutically acceptable

excipient.
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