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What is ciaimed is:

|9 A compound having tormula (I):

= Jr‘f
/ #
N—~N £

R AR

RSN TN f”g‘
( Ra)nwﬁqL (R}, i
L N/ T f

7

R R @/
or pharmaceutically acceptable salts, solvates or hydrates theri?f,f wherein
R* and R? are selected from (1), (ii), (iii), (iv) and (v) Jgﬁ follows:

(i) R' and R? together form =0, =S, =NR26”5 =CR"RY;

(i1} R! and R? are both -ORE, or R and R”{, together with the carbon
atom to which they arc attached, form dioxacycloaliyl;

(iii) R} is hydrogen or halo; and I}%& halo;

(iv) R'is atkyl, alkenyl, alkynyl{fcycloalkyi or aryl, wherein the alkyl,
alkenyl, alkynyl, cycloalkyl or aryl is optio gﬁy substituted with one or more
substitutents selected from halo, cyano, I, -R*ORY, -R*S(O) R, -R*NR'R? and -
C(OYOR™, and R’ is hydrogen, halo op OR?; and

(v) R!is halo, deutefo, -OR"™, -NR"R™, or nS(O)qRiS; and R* is

hydrogen, deutero, alkyl, alkeny, ‘;/ alkynyl, cycioalkyl or aryl, wherein the alkyl,

alkenyl, alkynyl, cycloalkyl of aryl, is optionally substituted with one or more

substitutents sclected fron cyano, allyl, -R*ORY, -R*$(0) R and ~-R*NRR”;
R’ is hydrogen, | 10, alkyl, cyano, haloalkyl, cycloalkyl, cycloalkylalkyl,

hydroxy or alkoxy;

" fre each independently hydrogen or alkyl;

¥ is alkyl, alkenyl or alkynyl;

- Rlis hydrogen, alkyl, haloalkyl, hydroxy. alkoxy or amino;
R'"is hydrogen or alkyl;

R'! is hydrogen, alkyl, hatoalkyl or -C(OYOR®;
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R'% is selected from hydrogen, alkyl, alkenyl, alkynyl, cycloalkyl,
cycloalkylalikyl, heterocyelyl, heterocyclylalkyl, aryl, aralkyi, heteroaryil, _
heteroaralkyl, ~-C{O)R", -C(O}OR™ and -C{ONR'R”, wherein the aikyl; alkenyl
alkynyl, cvcloalkyl, eycloalkylalkyl, heterocyelyl, heterocyclylalkyl, aryl, "

heteroaryl or heteroaralkyl are each optionally substituted with ong or mo

substituents independently selected from halo, oxo, alkyl, hydroxy, atk ¥y, amino and
alkylthio;

R and R' are selected as follows:

(i) R* is hydrogen or alkyl; and R™ is selected from hydrogen, alkyl, alkenyl,
allkynyl, cycloalkyl, cyeloalkylalkyl, heterocyclyl, heterocyelylatkyl, aryl, aralkyl,
heteroaryt, heteroaralkyl, alkoxy, -C(O)R”, -C{QYOR", -G(OI)NR'R” and -S(0) R,
wherein the alkyl, alkenyl, alkynyl, cycloalkyl, cycl(}%l'((/;lalkyl, heteroéyciyl,
heterocyekylalkyl, aryl, aralkyl, heteroaryi or hetergaralkyl are each optionally
substituted with one or more substituents indepe {t/iint]y selected from liaio., 0X90,
alkyvl, hydroxy, alkoxy, amino and alkyithio; p{)

(i) R™ and R, together with the pitrogen atom to which they z!ire attached,
form heterocyclyl or heteroaryl whereindthe heterocyclyl or heteroaryl is optionally
substituted with one or more substiiug?t/: independently selected from hale, alkyl,
hydroxy, alkoxy, amino and alkylthio, and wherein the heterocyclyi is alse optionally
substituted with oxo; [

R" is alkyl, alkenvl, dlkynyl, cycloalkyl, cycloalkylalkyl, heterocyelyl,
heterocyclylalkyl, aryl, ﬁéfikyi, heteroaryl, heteroaralicy!, -C{OMNRYR® or -NRR?,
wherein the aikyl, atkesyl, alkynyl, cycloalkyl, cycloalkylalkyl, heterocyclyl,
heterogyclvialiyl, %ryi, aralkyl, heteroaryi or heteroaralkyl are each optionally
substituted with gne or more substituents independently selected from halo, oxo,
alkyl, hydroxy; alkoxy, amino and alkylthic;

Risﬁ’ls hydrogen, alkyl, haloalkyl, hydroxyCs.salkyl, allkenyl, alicynyl,
cycloal}gyf;, cycloalkylalkyl, heterocyclyl, heterocyclylalkyl, aryl, aralkyl, heteroaryl
or hgtéoaryialkyl; wherein R'? is optionally substituted with 1 to 3 groups Q' each
Q}f"iﬁldependently selected from alkyl, hydroxyl, halo, halealkyl, alkoxy, aryloxy,

” J;"éﬁkoxyaﬂcyl, alkoxycarbonyl, alkoxysulfonyl, carboxyl, cycloalkyl, heterocyclyl, aryl,

’ heteroaryl, haloaryl and amino;

N
[&]
[(a]



R and R¥ are sefected as follows:
(i)l R and R* are each independently hydrogen or alkyl; or
(i) R and R”, together with the nitrogen atom to which they are
attached, form a hetvrocyciyi or heteroaryl which is optionally substituted thh Tto2
groups cach mdependﬂ-ntly selected from halo, alkyl, haloallcyl, hydroxy! and alkoxy,
gach R* i s independently atkylene or a direct bond; i
R is hydro&ren alkyl, alkenyl or alkynyi;
R" is mdependently hydrogen, alkyl, aikenyt, alkynyl or hal@alkyl
R’ and R* are selected as follows: }_‘_«
(i) RY and R? are each mciependenﬂy hydrooen alkyl, alkenyl,
atkynyl, cycloalkyl or haloalkyl; .
(u) RY and R* together with the mtmgén atom to which they are
attached, form a heterocyclyl or heteroaryl which is Qphonally substituted with 1 to 2
groups each inde}l)endentiy selected from hale, alkgi’;yha]oalkyl, hydroxyl and alkoxy,
nis 0-4;
pis 0-5; and ¢
each q is independently 0, I or 2. f”ﬂ

2. The compound of claigl | having formuia (1)

(i R1 and R* together form =0, =8, =NR’ or C]S’\mRH
(it} R! and R?, are both -OR*, or R' and R?, together with the carbon

(iii) R' is hydrogen or halo, and R® is halo;

9 PCT/US2016/025500w- oy
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(iv) R is alkyl, alkenyl, alkynyl, cycloalkyl 6r aryl, wherein the alky¥
atkenyl, alkynyl, cycloalkyl or aryl is optionally substituted with onie or more //
substitutents selected from halo, alkyl, -R*OR", -R*S(0),R" and -R*'NR'R?, an/d R is
hydrogen, halo or -OR®; and

(v) R is halo, -OR™, -NRPR™, -S(0),R"® or -R7C(O)ORF, and R is
hydrogen, alkyl, alkenyl, atkynyl, cycloalk‘yl or aryl, wherein the alkyl;félkeny!,
alkynyl, cycloalkyl or aryl is optionally substituled with one or moxl;;-/gubstitutenis
selected from halo, alkyl, -R*OR”, -R*S{O)R" and —-R'NR'R";

R? is hydrogen, alkyl or, cycloalkyl; /

R* and R’ are each independeatly hydrogen or alkyt;

R, Ra’, R‘G“, and R* are each independenﬁif selected from halo, alleyi,
haloalkyt and -R*OR'%;

each R is independently selected f:/o;ﬁ halo, alkyl, haloalkyl or
-RFORY,

R* is alkyl, alkenyl or alkynyl;
R? is hydrogen, alkyl, haloallyl, hydroxy, alkoxy or amino;
R' is hydrogen or alkyl:

R' is hydrogen, alkyl, haloalkyl or -C(OYOR®;

cach R* is independgntly hydrogen, alkyl, haloalkyl, hydroxyalkyl,
atkoxyalkyl, aminoalkyl, thicalk xi{heterocyciylaikyl or -C{OINR'RY,

R and R' are gelected as follows:

(i) R'® is hydfogen or alkyl, and R*is selected from hydrogen, alkyl,
haloalkyl, hydroxyalkyl,fflkoxyalky%, aminoalkyl, thicalkyl, heterocyceylalkyl, -
C{OYOR”, -C(O)ORY, AC(OYNR*R* and -S(O)R"; or

(i) 1132‘1 and R™, together with the nitrogen atom to which they are

attached, form h—fferocyclyl optionally substituted with one more more substituents

independently delected from halo, oxo, alleyl, hydroxy, alkoxy, amino and alkylthio;

R" is selected from hydrogen, alkyl, haloalkyl, hydroxyalkyl,

1, aminoalkyl, thioalkyl, heterocycylalkyl, -C(O)NRYR” and - NR'R”;
R"%is hydrogen, alkyl, haloallyl, hydroxyaikyl, alkenyi, alkynyl,

cye -4/11{}’1, cycloalkylalkyl, heterocyclyl, heterocyclylalicyl, aryl, aralkyl, heteroaryl

heteroarylalkyl; wherein R'% is optionally substituted with 1 to 3 groups Q!, where

-
[ce]
ey




each Q' independently selected from alkyl, hydroxyl, halo, haloalkyl, alkoxy, aryloxy, /

alkoxyalky!, alkoxycarbonyl, carboxyl, cycloalkyl, heterocyclyl, aryl, heteroaryl, /
haloaryl and amino; s
RY is alkyl, alkenyl or alkynyl; i
cach R* is independently alkylene or a direct bond; ¢
R¥ ts independently hydrogen or alkyl;
RY and R* are selected as follows: ;
{ RY and R* are each independently hydrogen, ajkyi alkenyl,
alkynyl, cycloalkyl or haloalkyl; or ,f"
(D) R and R%, together with the nitrogen atgfn to which they are
attached, form a heterocyclyl or heteroaryl which is optxona/ﬂy substituted with 1 10 2
groups each independently selected from hale, alkyl, halo;ﬂkyi hydroxy! and alkoxy;

¢

and /

each q is independentiy 0, 1 or 2. f«f

éfj
3 The compound of clatm 1 or 2, W’Berein R' and R together form =0
,.;“”'
/

4. The compound of claim 1 gnf 2, wherein R is hydrogen or fluoro, and

R? is fluoro, /
ff
5. The compound of chaims 1 or 2, wherein R!is hydroxyl, methoxy,

amino or methoxycarbonylaming, and R? is hydrogen, methyl, phenyl or

fluorophenyl.

The comp und of any of claims 1-5, wherein R’ is hydrogen, alkyl or

alkoxy,

The compound of any of claims 1-7, wherein R’ is halo.

The compound of any of claims I or 3-7, whereinn is O or 1.
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/
10, The compound of any of claims 1-9, whereir pis 1 or 2. _j"
I
a}?
11 The compound of claim 1 having formula (III) or {illa)
N-NH N—NH 4

HNMR3 HNJ?\/)__R3 IJJ

v‘fF
RE—L R RN /E_MR?* d\m 2N (R?»;
A B e

N N/ ey f\r

RT R? (TIT) or RIRZ (11a)
A

or a pharmaceutically acceptable salt thereof, wherein: 7
R' and R are selected from (i) and (ii) as follows: jff
(iy R’ and R®are both alkoxy or R anc};iiz, together form =Q; and
(i R'is—OR" or-NR"R", and Ri,ighydrogeﬂ, alkyl, aryl or

&

haloaryl; S

R'?is selected from hydrogen, alkyl, alkenyfi alkynyl, cycloalkyl,
cycloalkylalkyl, heterocyclyl, heterocyclyla{ky{;r~f§ryl, aralkyl, heteroaryl,
heteroaralkyl, -C{O)R", -C(OYOR™ and —C(E}/)J(TfRsz, wherein the alkyl, alkenyl,
alkynyl, cycloalkyl, cycloalkylalkyl, hetergtyelyl, heterocyclylalkyl, aryl, aralkyl,
heteroaryl or hetercaralkyl are each opt;,e{;}aily substituted with one or more
substituents independently selected fm’in halo, oxo, atkyl, hydroxy, alkoxy, amino and
alkylthio; /

R" and R" are selected déffollows:

(i} R" is hydrogen or fﬁfkyl and R is selected from hydrogen, alkyl, alkenyl,
alkynyl, cycloalkyl, cyclo%l'ﬁyla]kyl, heterocycelyl, heterocyclylalkyl, aryl, aralkyl,
heteroaryl, heteroaralky {J alkoxy, -C(O)R”, -C(O)OR”, ~-C(O)NR'R? and -$(0).R"
wherein the alkyl, alkényl, alkynyl, cycloatkyl, eyeloalkylalkyl, heterocyclyl,

heterocyclylalkyl, atyl, aratkyl, heteroaryl or heteroaralky! are each optionally

LY
0
@
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hydroxy, alkoxy, amino and alkylthio and wherein the heterocyclyl is alse optionally
substituted with oxo;
? is hydrogen or afkyl;
each R® is independently selected from halo, alkyl, haloalkyl and R"OREB
where R'® is hydrogen, alkyl, haloalkyl, hydroxyalkyl or heterocyelyl whe;,rmn R
optionally substituted with group Q!, where Q' is selected from hydz‘oxx}f‘alkoxy,
alkoxycarbonyl, carboxyl, heterocyclyl and ammo; f’ -
each R is mdependently halo, alkyl, haloalkyl, hydroxyl cr, alkoxy
is hydrogen, alkyl, alkenyl or alkynyl;
R™ is independently hydrogen, alkyl, alkenyl, alkynyl or haloalkyl:
RY and R* are selected as follows: fff |
(1) RY and R® are each mdependentlyehydroaen alkyl, alkenyl,
alkynyl, cycloalky! or haloalkyl; or
{i1} RY and R?, together with themitmgen atom fo which they are
attached, form a heterocyclyl or heterearyl wh:ch is optionally substituted with 1 to 2
groups each independently selected from hal;__c;“, aIkyl, haloalkyl, hydroxy! and alkoxy;

and qis 0, 1 or 2. fj
/7

12.  The compound of clai_;{"i 1 having formula {IV) or (IVa)
f£

NR“'1 l;f’j‘ R4
N # ——N‘
N
RS\NA/)\R@ R M
{’
7 7 ;
N g ) Sy R
G LA~
N7 N
ﬁ&‘ R (IV) or R R (IVa)

/
/

ora pharmaceut}éﬁﬂy acceptable salf thereof.

13 The compound of claim 1 having formuia (VI)

da
[t
I
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N—NH

HNMRS

=
Sy TN
(R%—t@ﬁ
N

R1 RZ {VU d,-.*“é‘b
or a pharmaceutically acceptable salt thereof, Ir
14.  The compound of claim 1 having formula (VII)
N—NH
/ 3 f‘f
HN 2R
~n N N = ;.e’ :
By & -
(RE}, W R,
o S
or a pharmaceutically acceptable salt thercof,
I
J."Jfb
15, The compound of claim | i1av£g’§ formula (VIIT)
NN
[ E
N R
& i = \..‘[\J{ = % 7
R )n—i/ fﬁ; s IR
SFF (V1I1)

or a pharmaceutically acceptable salt thereof.

16, The compg@und of claim | having formula (IX)
N—NH

{
HNM—RS

Sy W o~
(ROn—1 N L Rp
= N/ S

COH (IX)

ora phaaceuticaﬂy acceptable salt thereof,

17. The compound of claim I having formula {X)
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p-NH

HNM_ RS

(Rmn”@ VT Tw
N S S

NH, (X) #
or a pharmaceutically acceptable salt thereof.

&

18, The compound of claim 1 selected from: ff

F

{4-chloroquinazolin-2-yH(3-fluorophenymethanone;
{(4-(1H-pyrazol 3-yiammo)qumazohn~ -y1(3- ﬂuomphenyl)methanone

(4~ ﬂuoropheny])(4—(5—methy1 |H-pyrazol- 3-ylam:n0)qu1nazoim— -yDmethanone;

(4-(1 H-pyrazol-3-ylamino)quinazolin-2-y1)(4- ﬁuorophgﬁyl)mcthanone
(4-{1H-pyrazol- 3—ylammo)qumazo1;11«2-3/1}(2-methexyphenyf} methanone;
(4-(1H-pyrazol-3-ylamino)quinazolin- 2—y1}(4—ﬂu9f6phenyl}methanol
2~(fluoro(4-fluorophenyymethyh)-N-(1H- pyrazcﬂ 3-yDyuinazolin-4-amine;
2—(dxﬂuoro(4—ﬂuorophcnyi)mcthy1)—N-{S—m?ﬂzyi- 1H-pyrazol-3-yl)uinazolin-4-
amine; 7/ !

2-(diftuoro(4-fluorophenylmethyl)-N- {”{H pyrazol-3-yl)quinazolin-4-amine;
N-(5-cyclopropyl-1H-pyrazol-3 yl)-ffj(drﬂuuro(tt fluorophenylymethyl) quinazolin-4-
amine; f/f

3-(2-{(4-flucro benzoyi)quiﬂazygl’éa -4-ylamine)-1H-pyrazole-5-carbonitrile;

{4- ﬁnorophenyi)(4~(5-metl’;,}'f{—1H-pyrazol—ﬁi—ylamino)quinazoiin— -yhmethanol;
2-{(4- ﬂuoropheuyl)(met xy)methyl)—N ~(5-methyl- 1H-pyrazol-3-yl)quinazolin-4-
amme i

2-(amino{4-fluorop cnyl)mcthyl)—N -(5-methyl-1H-pyrazol-3-yl)quinazolin-4-amine;
3-(2-((4—ﬂu0r - enyl)(hydroxy)me thyDguinazolin-4-ylamino)- 1H-pyrazole-3-

carbonitrile; /

196




MWM.W@HQﬁ.]uﬂfO()QSJ,?‘) s DCT}'USZO‘I{};’Q‘255907

s
f

¢
A
F
,f

{4-fluorophenyl) (4-(5-methyl- IH—pyrazo[ 3-ylamino)-7-{trifluoromethyl) qumazolm—
2-yly ;"
(7-fraoro-4-(5-methyi-1 H-pyrazol-3-ylamino)quinazolin-2-y1}(4~ g
fluorophenyhmethanone; g,f’
2-(difluoro(4-fluorophenylymethyl)-7-fluoro-N-(5-methyl- H—pyrazol—B— ) {
yhgquinazolin-4-amine; P
2-{diffuoro{4-fluorophenylmethyl)-7-fluoro-N-{ 1 H-pyrazol-3-y1) quma.coim-él-
amine;

{(4-{1H- pyrazol -3-ylamino}-7-iodoguinazotin-2-y1)(4- ﬂuorophenvl)methanone
(4-(1H-pyrazol-3-ylamino)-7-iodoquinazolin-2 -nyl)(4-ﬂuorophenyl)methanol
(4-ftuoropheny ¥ 7 -methyl-4-(5-methyl-1H-pyrazol-3 ~y1a13;1‘m0)qu1naz01m—2—

i
£

yDmethanone; /
-(4-fluoropheny ) 7-methyl-4-(5-methyl- lH—pyrazoi—%ijlamino)quir}azolin—,?—
viymethanol; f '

2-{diflu oro(4~ﬂuor0phcnyl)mcthyi}—?’—mcthyE-N;{%-mcthyl- 1H-pyrazoel-3-

ylquinazolin-d-amine; /

2—(diﬂuoro(4—fluorophenyi)methyl)~7—methyf-N—(iH—pyrazol—3—yl)quinazolin-4—
. £

arine,; £
(4-(1H-pyrazol-3-ylamino)-7-methox ft{flinazolina«y1}(4»ﬂuoropheny1)methanone'
{4-{ | H-pyrazoi-3-ylamino}-7- methoiyqumazo in-2-yD{4-fluorophenylimethanoi;
{4-fluoropheny)(7-methoxy-4- (S-methyl [H-pyrazol-3-yiamino)quinazolin-2-
yhimethanone;

(d-flyorophenyl)(7-methoxy#4-( 5-methyl- | H-pyrazol-3-ylamino)quinazolin-2-
ylymethanol; ’f
2-{diftuoro{4-fluorcphefiylymethyl)-7-methoxy-N-(5-methy - 1 H-pyrazel-3-
yi)quinazolin—él—ami?e'

2-(diffuoro{4- ﬂuo;éphenyl)methyi) 7-methoxy-N-(1H-pyrazol-3-yDquinazolin-4-

amme

2- (dxﬂuoro(4 uorophenyi)methyi) -8-fluoro-N-(5-methyl-1H-pyrazol-3-
yl)qumaz -4-amine;

{(4-(1H-p yrazol-3-ylamino}-8-methoxyquinazolin-2-yi)(4-fluorophenyl)methanone;

da
<
=l
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2«({4-ﬂuoropheny1}(hydroxy)meihy1}-4-(5—methy1-1H—pyrazol—3-ylamino)quinazolin~ J«f ‘
7-ol;

(4—ﬂuoropheuy1}(7-hydroxy~4«(5—methy1~1H-p‘yrazol-3mylamino)quinazoiin—2- ‘ f-f'
yhmethanone; f’;
(4-fluoropheny[){4-(5-methyl-1H-pyrazol-3 -ylamino)-7-{2- / ‘
morpholinoethoxy)quinazolin-2-ylymethancl; f/

2—(2—((4—ﬂuorophenyl)(hydmxy)meLhyl}—4—(5-methy1-1H~pyrazoi-3- /
ylamino)quinazolin-7-yloxy yethanol; y
3-(2—((4-ﬂuorophenyl)(hydmxy)methy1)m4-(5-methy1—lH»pyrazol—gw
ylamino)quinazoiin-7-yloxy)propan-i-ol; fxfﬂ

(4-fluorepheny!)4-(5-methyl- 1H~pyrazo]—3—ylamino)—7—(pél})gridinA—
s

yloxy)quinazolin-2-ylmethanol;
(4-ﬂuorophcnyl)(7—(2—methoxyethoxy)—4~(5—methyl—%/l;){;yrazol-%
ylamino)quinazolin-2-yhymethanol;

tert-butyl 2-2-((4-fluorophenyl)(hydroxy)methyl)-4-(5 -methyl-1H-pyrazol-3-
ylamina)quinazolin-T-yloxy)acetate;

2-(2-{{4-fluoraphenyl) (hydmxy)methyl)«éi—fg-methyi~ 1 H-pyrazol-3-
ylamino)quinazolin-7-yloxy)acetic acid,,
{(4-fluoro-pheny!)-{4-(5-methyl-1H-p ‘razol-3-ylamine}-quinazolin-2-yl}-methyl}-
carbamic acid methyl ester; y "

bis-{4-fluoro-phenyl)-[4-(5-meth 1 | H-pyrazol-3-ylamino}-quinazolin-2-yll-
methanol;

methyl (4-fluorophenyl)(4; ~methy1-4i—i-pyrazoi-3-ylamino) quinazolin-2-y1)
methylearbamate; /

{4-fluorophenyl)(8- hyl-éi-(S-methyl-LH—pyrazoi~3~ylamino}quinazolin—2—
yhmethanol;

(7-fluoro-4-(3-¢ thyl— 1H-pyrazol-3-ylamino}quinazolin-2-yl{4-

(4-{1H-pyrazol-3-ylamino)quinazolin-2-yl)bi s(4-fluorophenylmethanol;
(2-(difldoro(4-fluorophenylmethyl}-4-(5-methyl- {H-pyrazol-3-ylamino)quinazolin-

ethanol;

108
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2-(diftuoro{4- fluorophenylimethy)-N-(5-methyl- 1 H-pyrazol-3-y1)-7- fff
{methylsutfonylmethylquinazolin-4-amine; f"

2-(Difluoro(4-fluorophenyymethyl)-7-{ethoxymethyl)-N-(5-methyl-1H-pyrazol- 3—

yliquinazolin-4-amine; j‘
&

{7-chloro-4-(5-methyt-1 H-pyrazoi-3-ylamino}quinazolin-2-yi(4- fﬁf

fluorophenylymethanol; ﬁf

{6-fluoro-4-{5-methyl-1H-pyrazol-3-ylamino)guinazo lin-2-y1)(4-
fluorophenyl)methanone-(6-fluoro-4-(3-methyl- 1H—pyrazol-B—ylamir,fél)quinazolin-}
yi(4-fluorophenylymethanol; fj

{4-{ 1 H-pyrazol-3-ylamino}-6-fluoroquinazolin-2 -y (4~ ﬂuorophgnyi}methanol
(7-bromo-4-{ 5-methyl- |H-pyrazoi-3-ylaminojquinazolin-2-y1)(4-
flueropheny!)methanone;

(7-bromo-4-(5-methyl-1H-pyrazol- 3~ylammo)quma50]1- -2-y1¥(4-

fluerophenylimethanol;

(4-{1H-pyrazol-3-ylamino)-7-bromoquinazolin-2- )(4 fluorophenylimethanol;
2~{2-(4-fluorophenyl)-1,3-dioxolan-2-y1)-N- (5-1-thyl IH-pyrazol-3-yliquinazolin-4-

amine;

{R-fluoro-4-(5-methyl-1 H—pyrazol—3—yiam r)quinazoiin—2-y1)(4-

{luorophenylpnethanone; ,

(8-fluoro-4-(5-methyl-1H-pyrazol- 3uyémmo)qumazo1m-2-y1)(4-

fluorophenymethanol;

{2-methoxyphenylH4-(3 vmethypryrazoE—3—ylamino)quinazoiin-Z—y1)methanone;

(2-methoxyphenyi)(4—(5-met $1-1H-pyrazol-3-ylamino Jquinazolin-2-yimethanol;

(3.4~ dxﬁuorophcny (4 {5-methyl-1H-pyrazol-3-ylamino)quinazolin-2-ylymethanol;
(3-chioro-4-fluog phenyl)(a@ (5-methyl-1H-pyrazol-3-viamino)quinazohn-2-
ylymethanol; ,
3-(d-fhuorogthenyl)-3-(4-(5-methyl- 1H- pyrazol-3-ylamino)quinazolin-2-

yhpropa denitrile;
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2-({cyclopropylamine)(4-fluoropheny ymethy!)-N-(5-methyl- | H-pyrazol-3- g
ylquinazolin-4-amine; S
2-(1-(4-fluorophenyl)-2-(methylsulfonyliethyl)-N-(53-methyl- | H-pyrazol-3- f’f

7
¥

yhquinazohn-4-amine;

2-(3-amino-1-(4-fluorophenylipropy)-N-(5-methyi-1 H-pyrazol-3-y I)quir}aézli n-4-
amine; ff
{4-fluoropheny){4-(3-methyl-1 H~pyrazol—3~yIamino)quinazolin-2—y§/5§nethanolm i-d;
{4-fluoropheny!){(4-(5-methoxy-1H-pyrazol-3-ylaminojqu inazolh}ﬁs—yl)methan one;
(4~(5-ethyl-1H-pyrazel-3-ylamino)quinazolin-2-yi)(4 —ﬂuorophg%yl)m ethanol;
{4-Fluorophenyl}(4-(5-methoxy- 1 H-pyrazol-3 -yiamino}quinzéolin 2-yDimethanol;
(4-fluyoro-3-methoxyphenyl)(4-(5-methyl-1H-pyrazol-3-yldmino)quinazolin-2-
vlymethanone; /’/}
{4-fluoro-3-hydroxyphenyl)(4-(5-methyl- Ipryrazc:};% -ylamino)quinazolin-2-
ylhmethanone; and !
(2-fluoro-5-(hydroxy{4-(5-methyl- | H-pyrazol-}¥ylamine)quinazolin-2-
yhmethyl)phenol acetate. /}/

19. A pharmaceutical compoition comprising a compound of any of

claims 1-18 and & pharmaceutically aeptabie carrier, diluent or excipient.

20. A method for treq faent of 2 JAK modulated disease comprising
administering a therapeuticall ‘effective amount of a compound of any of

claims 1-18.

21. A methdd for treatment of a JAK2 modulated discase comprising
administering a theeutically effective amount of a cotnpound of any of

ciaims 1-18.

The method of claim 21, wherein JAK2 is wild type or mutant JAKZ2.

The method of claim 20, wherein the disease is cancer,

dproliferative disorder, inflammation or autoimmune disease.
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24.  The method of claim 20 or 21, further comprising administering a f

second pharmaceutical agent selected from anti-proliferative agent, anti-inflammatory
ra

A

agent, immunomodulatory agent and immunosuppressive agent. 7
£
)f

25.  The compound of any of claims !-18 for use in treatmen}t;,eéf aJAK

maodulated disease. /
‘2;-‘".1‘
/

26.  Use of the compound of any of claims 1-18 for ggéparation ofa

medicament for treating a JAK modulated diseass, e
7
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/
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What is claimed is:
1. A compound having formula (Va)
R4
N-N

RS. U—RS

N

|
o
N
RTR? (Va)
or a pharmaceutically acceptable salt thereof, where
R' and R? are selected from (i), (ii), and (iii) as follows:
(i) R! and R? together form =0O;
(ii) R'is hydrogen or halo, and R* is halo; and
(iti) R'is hydroxyl, C;salkoxy, amino, -NHCH(O) or Cy.calkoxycarbonylamino,
and R? is hydrogen or C,_galkvl;
R’is hydrogen or Cy_galkvl;
Ris hydrogen; and

R’ is hydrogen.

2. The compound of claim 1, wherein R' and R* together form =O.

3. The compound of claim 1 or 2, wherein R is hydrogen or fluoro, and R is fluoro.
4, The compound of claim 1 or 2, wherein R'is hydroxyl, methoxy, amino or

methoxycarbonylamino, and R? is hydrogen.

5. The compound of claim 1 selected from:
(4-fluorophenyl)(4-(5-methyl-1H-pyrazol-3-ylamino)quinazolin-2-yl)methanone;
(4-(1H-pyrazol-3-ylamino)quinazolin-2-yl)(4-fluorophenyl)methanone;
(4-(1H-pyrazol-3-ylamino)quinazolin-2-y1)(2-methoxyphenyl) methanone;
(4-(1H-pyrazol-3-ylamino)quinazolin-2-yl){(4-fluorophenyl)methanol;
2-(fluoro(4-fluorophenyl)methyl)-N-(1H-pyrazol-3-yl)quinazolin-4-amine;
2-(difluoro{4-fluorophenyhmethyl)-N-(5-methyl-1H-pyrazol-3-yl)quinazolin-4-amine;
2-(difluoro(4-fluorophenyl)methyl)-N-(1H-pyrazol-3-yl)quinazolin-4-amine;

(4-fluorophenyl }(4-(5-methyl-1H-pyrazol-3-ylamino)quinazolin-2-ylymethanol;
2-((4-fluorophenyl}(methoxy)methyl)-N-(5-methyl-1H-pyrazol-3-yl)quinazolin-4-amine;
2-(amino({4-fluorophenyl)methyl)-N-(5-methyl-1H-pyrazol-3-yl)quinazolin-4-amine;

188




3-(2-((4-fluorophenyl ) hydroxy)methyl)quinazolin-4-ylamino)-1 H-pyrazole-5-carbonitrile;
{(4-fluoro-phenyl)-[4-(5-methyl-1H-pyrazol-3-ylamino)-quinazolin-2-yl]-methyl} -carbamic acid
methyl ester;
N-({(#4-fluorophenyl}(4-(5-methyl-1H-pyrazol-3-ylaminoquinazolin-2-yi)methyl)formamide; and
(4-(5-ethyl-1H-pyrazol-3-ylamino)quinazolin-2-y1)}(4-fluorophenyl)methanol.

6. A pharmaceutical composition comprising a compound of any of claims 1-5 and a
pharmaceutically acceptable carrier or excipient.

7. Use of a therapeutically effective amount of a compound of any of claims 1-5 in
the manufacture of a medicament for treatment of a JAK modulated disease.

8. Use of a therapeutically effective amount of a compound of any of claims 1-5 in
the manufacture of a medicament for treatment of a JAK2 modulated disease.

9, The use of claim &, wherein JAK2 is wild type or mutant JAK?2,

10.  Theuse of claim 7, wherein the disease is cancer, myeloproliferative disorder,
inflammation or autoimmune disease.

11.  The use of claim 7 or 8, wherein the medicament further comprises a second
pharmaceutical agent selected from anti-proliferative agent, anti-inflammatory agent, and
immunomodulatory agent.

12, The compound of any of claims 1-5 for use in treatment of a JAK modulated
disease.

13, Use of the compound of any of claims 1-5 for preparation of a medicament for

treating a JAK modulated disease.
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