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What is claimed is:

1. A compound of Formula I:
R7
RS R®
X
R® N™ “w
R4 R3
F
R? I
X
R N
I

or a pharmaceutically acceptable salt thereof, wherein:
W is NR’, O, or CR'R'S;
ring A is:

e (e

Xis CR® orN;

Y is NR'®, O, or S;
Zis N or CH;

Q is absent, O, NR'®,

halgalkyl, CN, OR?, SR? C(O)R®, C(O)NRR?, C(O)OR?, OC(O)R®, OC(OINRRY, NR°RY,
R°C(O)R, and NR°C(O)OR™;
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R* R® R® R’ and R® are each independently selected from H, halo, Ci alkyl, Cag
alkenyl, Cs.¢ alkynyl, C,.¢ haloalkyl, Ce.1¢ aryl, Ci.jo cycloalkyl, 5-10 membered heteroaryl, 4-
10 membered heterocycloalkyl, CN, OR™, SR*, C(O)R"!, C(O)NR®'RY, C(O)OR™,
OC(O)R™, OC(O)NR'R", NRY'R?, NR*'C(O)R™, NR*'C(O)OR™, NR®'C(O)NR*'RY',
C(=NRHR”, C(=NR*NR'RY, NR”'C(=NR* )NR*'R*, NR*'S(O)R"", NR*'S(0),R"!
NR'S(0);NR*'R", S(O)R™, S(O)NR”'R, $(0),R", and S(0);NR*'R"; wherein sdid C; .
alkyl, Cs.¢ alkenyl, Cy.¢ alkynyl, Cg.ioaryl, Cs.qocycloalkyl, 5-10 membered hetepdaryl, and 4-
10 membered heterocycloalkyl are each optionally substituted with I, 2, 3, 4,
alkynyl, Ci.¢
haloalkyl, CN, NO,, OR™, SR™, C(O)R™, C(O)NR®'RY!, C(0)OR™, OZ(O)R",
OC(O)NR'RY, C(=NRINR'R¥, NR*'C(=NR*')NR®'R?!, NR*'R¢Y/ NR'C(O)R"",
NR'C(0)OR™, NRYC(O)NR'R, NR™'S(O)R", NR*'S(0),R"™ /NR®'S(0),NR*'RY!,
S(O)R™, S(OYNR®'R™, S(O),R", and S(O),NR'R";

R’ is H, Cy.6 alkyl, Cy.¢ alkenyl, Cz. alkynyl, Ce.10 #y1, Ca.10cycloalkyl, 5-10
membered heteroaryl, 4-10 membered heterocycloalkyl/Cs.10aryl-Cy.4 alkyl, Cs.1o cycloalkyl-

substituents independently selected from halo, C.¢ alkyl, Ca.6 alkenyl, Cs.

Cigalkyl, (5-10 membered heteroaryl)-Cyq alkyl, or£4-10 membered heterocycloalkyl)-Cq
alkyl, wherein said C, alkyl, Cs.¢ alkenyl, Cs.¢ ajkynyl, Cs.1paryl, Cs.1ocycloalkyl, 5-10

membered heteroaryl, 4-10 membered heterocycloalkyl, Cg.1paryl-Cy.yalkyl, Cs.ocycloalkyl-
Cialkyl, (5-10 membered heteroaryl)-C_yAlkyl, and (4-10 membered heterocycloalkyl)-Cy4
alkyl are each optionally substituted wi

from R*;

1, 2, 3, 4, or 5 substituents independently selected

each R™ is independently gélected from Cy', halo, Cy.6 alkyl, Ca.6 alkenyl, Ca.s
alkynyl, Cy.¢ haloalkyl, CN, N@h, OR™, SR™, C(O)R™, C(O)NR’R®, C(O)OR™, OC(O)R™,
OC(O)NRR®, C(=NRZNKZR®, NRZC(=NR?)NR’R*?, NR’R¥?, NR*2C(O)R™,
NRC(O)OR™, NRZC(PINRZRY, NRZS(0)RY2, NRS(0),R?, NR*)S(0),NRR%,
S(0)R™, S(OYNRRY, S(0),R", and S(O);NRZR®, wherein said Cy.¢ alkyl, Ca.s alkenyl,
and Cy.¢ alkynyl agg each optionally substituted with 1, 2, or 3 substituents independently
, halo, CN, NO,, OR™, SR™, C(O)R"?, C(O)NRR%, C(O)OR™,
OC(O)R®, OC(0)NRZR®, C(=NRZNR“R%, NR*’C(=NR“)NR’R?, NR“’R?#,
NRZC(O)R", NRC(O)OR™, NRPC(O)NRR®, NRZS(O)RY, NRS(0),R",
NRZS¢O),NRR®, S(0)R™, S(OINRZR®, $(0);R™, and S(O),NR*R%;
R'OR" RZ RV, R™ R™, R™ R RY, and R'® are each independently selected
om H, halo, Cy alkyl, Ca.6 alkenyl, Ca.¢ alkynyl, C,.¢ haloalkyl, Cs.jparyl, Cs.1gcycloalkyl,

selected from
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5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, CN, NO,, OR®, SR®, C(O)R",
C(ONR®R®, C(O)OR™, OC(O)R™, OC(O)NR™R®, NR®R®, NRZC(O)RY,
NR“C(0)OR™, NR®C(O)NRZRY, C(=NR*)R?, C(=NRNRZR®, NRC(=NR*NR**R%
NR“S(O)R™, NR™S(0),R™, NR“S(0),NRR®, S(O)R™, S(O)NRR®, S(0),R%, and
S(0)NR*R®; wherein said C.¢ alkyl, Ca.¢ alkenyl, Ca. alkynyl, Cs.10 aryl, Cs_jocycloglkyl,
5-10 membered heteroaryl, and 4-10 membered heterocycloalky! are each optionall
substituted with 1, 2, 3, 4, or 5 substituents independently selected from R'®;

cach R'® is independently selected from Cyz, halo, Cy_¢ alkyl, Ca. alkényl, Ca.g

OC(O)NR®R®, C(=ENRP)NRERE, NREC(ENRANRERE, NR¥RE, MREC(O)RY,
NRZC(O)OR™, NRPC(OINRZRY, NR¥S(O)RY, NRPS(0),RY, NK#S(0),NRR®,
S(O)R™, S(O)NR®R®, S(0):R”, and S(0):NR¥R®, wherein sajd Cy6 alkyl, Ca. alkenyl,
and Cy.¢ alkynyl are each optionally substituted with 1, 2, or 3/5ubstituents independently
selected from Cy?, halo, CN, NO,, OR™, SR®, C(O)R™, CHONRYRY, C(OYOR™,
OC(O)R™, OC(OINRYR®, CENREHNRERE, NREC(ZNRINRERE, NRWRE,
NR¥C(O)R”, NR¥C(0)OR™, NRZC(O)NRR®, NEZS(O)R, NR*S(0),R%,
NR¥S(0);NRR®#, S(0)RY, S(OINRZR®, S(O)RY, and S(O),NRZR¥;

or R and R"? together with the carbor/atom to which they are attached form a 3-, 4-,
5-, 6-, or 7-membered cycloalkyl group or g4-, 5-, 6-, or 7-membered heterocycloalkyl
group, each optionally substituted with }] 2, or 3 substituents independently selected from
Cy’, Ci.s alkyl, Ci.¢haloalkyl, halo, N, OR™, SR*, C(O)R®, C(O)NR®R¥, C(0)OR™,
OC(O)R™, OC(O)NR¥R®, NR¥B#, NRC(O)RY, NR®C(O)NRR®, NR“C(0)OR™,
C(=NRP)NRERE, NREC(=ENEAINRERE, S(0)RY, S(OINRTRE, S(0),R”, NR¥S(0),RY,
NR®S(0),NRR®, and S(O},NR¥R®, wherein said Cy.¢ alkyl is optionally substituted by I,
2, or 3 substituents indepéndently selected from Cy?, halo, CN, OR%, SR™, C(O)RY,
C(O)NR¥R®, C(0)OR™, OC(O)R™, OC(O)NRZRE, NRPR®, NREC(O)RY,
NRZC(O)NRZR® NR“C(OYOR, C(=NRNRZRY¥, NREC(=NRT)NR*R®, S(O)R™,
S(ONRZRE, $(0),R”, NR¥S(0),R?, NR®S(0),NR®R®, and S(0),NR*R®;

and R'* together with the carbon atom to which they are attached form a 3-, 4-

Cy’/Cy.6 alkyl, Cy.¢haloalkyl, halo, CN, OR®, SR®, C(O)R®, C(O)NR®R¥, C(O)OR®,
C(OIR™, OC(O)NRZR®, NR¥R%, NRC(O)R, NR®C(ONR®R®, NR®C(O)ORY,

287



WO 2014/007951 PCT/US2013/045309

C(=ENRFNRYRE, NRPC(=NRZ)NRZRE, S(O)R™, S(O)NRERY, S(0),R™, NR®S(0)R"™,
NRS(0),NR¥R* and S(0):NR*R®, wherein said C, alkyl is optionally substituted by 1,
2, or 3 substituents independently selected from Cy?, halo, CN, OR™, SR*, C(O)R”,
C(O)NR®R®, C(O)OR™, OC(O)R™, OC(O)NR®R®, NR¥R¥, NR“C(O)RY,
NR®C(O)NRER®, NREC(O)OR™, C(=NR®)NR**R¥, NR®C(=NR)NR**R%, S(O)RY
S(O)NR™R®, $(0);R™, NR¥S(0),R™, NR¥S(0),NR®R¥, and S(0),NR®R*;

or R' and R"® together with the carbon atom to which they are attached fgrm a 3-, 4-,
5-, 6-, or 7-membered cycloalkyl group or a 4-, 5-, 6-, or 7-membered heteroggcloalkyl
group, each optionally substituted with 1, 2, or 3 substituents independently selected from
Cy?, Ci.s alkyl, Cy.¢haloalkyl, halo, CN, OR*, SR*, C(O)RY, C(O)NRFZR®, C(O)OR®,
OC(O)R™, OC(O)NRZR¥ NR¥R%, NREC(O)RY, NR¥C(O)NR“RY, NRZC(0)OR™,
C(=NR*)NR®R¥, NR¥C(=NR*)NRZR¥, S(O)R™, S(OINR“RY, S(0),R", NRPS(O)R",
NRZS(0),NRR®, and S(0),NR“R®, wherein said Cy.¢ alkyis optionally substituted by 1,
2, or 3 substituents independently selected from Cyz, halo, £N, OR*, SR™, C(O)R™,
C(ONR®R¥, C(O)OR™, OC(O)R™, OC(O)NR“R®, NR“R¥, NR¥C(O)R™,
NRPC(O)NRZR®, NR¥C(0)OR®, C(=NR*)NRZR¥, NR**C(=NR®)NR*R®, S(O)RY,
S(O)NRPR®, $(0),RY, NRS(0),R”, NR®S(O¥NR™R®, and S(0),NR*R¥;

R'S and R'* are each independently seiécted from H, Cy.6 alkyl, Cs. alkenyl, Cy.
alkynyl, Ce.10aryl, Cs.ocycloalkyl, 5-10 mgfmbered heteroaryl, 4-10 membered
heterocycloalkyl, aryl-Cy4 alkyl, cycloajKyl-C.4 alkyl, (5-10 membered heteroaryl)-C., alkyl,
and (4-10 membered heterocycloalkyd)-Ci alkyl, wherein said C.g alkyl, Ca.g alkenyl, Cag
alkynyl, Cg1oaryl, Cs.jocycloalky¥, 5-10 membered heteroaryl, 4-10 membered
heterocycloalkyl, aryl-C.4 alkyt] cycloalkyl-C, alkyl, (5-10 membered heteroaryl)-C.yalkyl,
and (4-10 membered heterogycloalkyl)-Ci.4 alkyl are each optionally substituted with 1, 2, 3,
4, or 5 substituents independently selected from Cy’, halo, Cy.¢ alkyl, Ca.¢ alkenyl, Co6
alkynyl, Cy.¢ haloalky}/ CN, NO,, OR™, SR™, C(O)R™, C(O)NR*'R¥, C(0)OR™, OC(O)R™,
OC(O)NR¥R¥, C(ENRNR“RY, NRC(=NR“INR*RY, NR¥R¥, NR*C(O)R™,
NRC(0)OR™ AR“C(O)NR¥R*, NR'S(O)R®, NR™S(0),R>, NR**S(0),NR*“R¥,
S(O)R™, S(INR™RY,  S(0),R™, and S(0),NR*R¥, wherein said Ci.s alkyl, Cs.s
alkenyl, afd C,.¢ alkynyl are each optionally substituted with 1, 2, or 3 substituents
indepeydently selected from Cy’, halo, CN, NO,, OR™, SR™, C(O)R™, C(O)NR®R¥,
C(QJOR™, OC(O)R™, OC(OINR™RY, C(=NR*)NR™R¥ NR*“C(=NR*)NR*'R%* NR¥R%,
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NR“C(O)R™, NR*C(0)OR™, NR¥C(O)NR¥R*, NR**S(O)R™, NR**S(0),R™,
NR¥S(0),NR¥R*, S(O)R™, S(O)NR¥R*, S(0),R™, and S(O),NR*“R*:

R* and R® are each independently selected from H, C.4 alkyl, Cy.s haloalkyl, Cu
alkenyl, Cy.4 alkynyl, Cs.10aryl, Cs 1o cycloalkyl, 5-10 membered heteroaryl, 4-10 member,
heterocycloalkyl, Cs.10 aryl-C,4alkyl, Cs.1o cycloalkyl-C,_4 alkyl, (5-10 membered
heteroaryl)-Ci4 alkyl, or (4-10 membered heterocycloalkyl)-Cy .4 alkyl, wherein sai

heteroaryl)-C;.4 alkyl, and (4-10 membered heterocycloalkyl)-Cy.4 alkyl is gptionally
substituted with 1, 2, or 3 substituents independently selected from OH/CN, amino, halo, Ci.4
alkyl, Cy.4alkoxy, Cy4alkylthio, C,.4 alkylamino, di(C.s alkyl)aming, C,.; haloalkyl, and C;.4
haloalkoxy;

Cy', Cy?, and Cy’ are each independently selected fropf C.10 aryl, Cs.jocycloalkyl, 5-
10 membered heteroaryl, 4-10 membered heterocycloalkyl/each of which is optionally
substituted by 1, 2, 3, 4, or 5 substituents independently/Aelected from halo, Cy.g alkyl, Cy.6
alkenyl, Cy alkynyl, Ci.g haloalkyl, Cs.10 aryl, Cs.jogycloalkyl, 5-10 membered heteroaryl, 3-
10 membered heterocycloalkyl, CN, NO,, OR™, $R™, C(O)R", C(O)NR®R¥, C(O)OR™,
OC(O)R”, OC(O)NR®R®, NR®R¥, NR“C(QJR™, NR®C(0O)OR™, NR*C(O)NR*R,
C(=NR?)R, C(=NR“)NR“R, NR®C(=pR“)NR“R®, NR®S(O)R", NR“S(0),R",
NRS(0);NR“R®, S(O)R™, S(OINRZR?, S(0),R”, and S(0),NR*R*; wherein said Ci.¢
alkyl, Ca¢ alkenyl, Ca. alkynyl, Ce.1paryl, Cs.ro cycloalkyl, 5-10 membered heteroaryl, and 4-
10 membered heterocycloalkyl arg’each optionally substituted with 1,2, 3,4, or 5
substituents independently selegted from halo, Cy¢ alkyl, Cy.¢ alkenyl, C,.¢ alkynyl, Ci¢
haloalkyl, CN, NO,, OR™, $SR™, C(O)RY, C(ONR®R®, C(O)OR™, OC(O)RY,
OC(O)NRZR®, C(=NRHNR®RY, NRC(=NR®)NR*R%, NR®R¥, NR®C(O)RY,
NR®C(0)OR™, NRPZ(O)NR“R%, NRS(O)R, NR®S(0),R"*, NR®S(0),NR* R,
S(O)R™, S(OYNRR®, S(0):R", and S(0);NR®R®;

sdid Cy.6 alkyl, Ca.6 alkenyl, Cy.g alkynyl, Cg 1o aryl, Cs.jpcycloalkyl, 5-10 membered
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heteroaryl, 4-10 membered heterocycloalkyl, Ce.10 aryl-Cy4 alkyl, Cs.jocycloalkyl-Cy4 alkyl,
(5-10 membered heteroaryl)-C,.4 alkyl, and (4-10 membered heterocycloalkyl)-C,4 alkyl is
optionally substituted with I, 2, 3, 4, or 5 substituents independently selected from Cy4 alkyl
Ci.4 haloalkyl, halo, CN, OR™, SR™, C(O)R", C(O)NR“R%, C(O)OR™, OC(O)R",
OC(O)NRPR®, NR®R%, NR*C(O)R", NRC(O)NR*R®, NR**C(O)OR™,
C(=NR*)NR*R*, NR*C(=NR*)NR**R%, S(O)R™, S(O)NR*R%, S(0),R"®, NRS{(0),R",
NR®S(0),NRR*, and S(0),NR*°R%:

or any R® and R? together with the N atom to which they are attached fO0rm a 4-, 5-, 6-,
or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or8 substituents
independently selected from Cy.¢ alkyl, Cs.7 cycloalkyl, 4-7 membered leterocycloalkyl, Cs.10
aryl, 5-6 membered heteroaryl, Cy.¢ haloalkyl, halo, CN, OR®, SR* £(O)R", C(O)NR®R®,
C(0)YOR™, OC(O)R™, OC(OINR*RY, NR* R, NR*C(O)R", MRC(O)NRRY,
NRC(O)OR™, C(=NR*YNRR*, NRC(=NR)NRR®, SOIR*®, S(O)NR*RY, $(0),R",
NR¥S(0);R", NR*S(0),NR*°R*, and S(O);NR“R*, whefein said C, alkyl, Cs.s
cycloalkyl, 4-7 membered heterocycloalkyl, Cg.10aryl, 0d 5-6 membered heteroaryl are
optionally substituted by 1, 2, or 3 substituents indepéndently selected from halo, CN, OR™,
SR, C(O)R", C(O)NR™RY, C(O)OR™, OC(O)R, OC(O)NRR¥, NR*R*, NR*°C(O)R®,
NRC(O)NRURY, NR“C(O)OR™, C(=NR)MRRY, NR*C(=NR*)NR* R, S(O)R",
S(O)NRR, S(0);R™, NRS(0)%R, NR#S(0);NR*R, and S(O),NR*R;

or any R® and R together with fhie N atom to which they are attached form a 4-, 5-,
6-, or 7-membered heterocycloalkyl gioup optionally substituted with 1, 2, or 3 substitucnts
independently selected from Cy.¢ glkyl, Cs. cycloalkyl, 4-7 membered heterocycloalkyl, Ce.10
aryl, 5-6 membered heteroaryl /Cy.¢ haloalkyl, halo, CN, OR®, SR*, C(O)R"®, C(O)NR*R¥,
C(0)OR™, OC(O)R", OC(@INRR, NR*R%, NR*°C(O)R™, NR*C(O)NR*R,
NRC(O)OR™, C(=NR°YNRRY, NRCC(=NRINR*R*, S(O)R, S(O)NRUR¥, S(0),R",
NRS(0);R", NRSHO),NRPR®, and S(O);NR*RY, wherein said Cy.¢ alkyl, Cs.7
cycloalkyl, 4-7 meyfibered heterocycloalkyl, Cg.joaryl, and 5-6 membered heteroaryl are
optionally substifuted by 1, 2, or 3 substituents independently selected from halo, CN, OR™,
SR™, C(O)RY, C(O)NR™RY, C(O)OR™, OC(0)R, OC(O)NR*R¥, NR¥R%, NR**C(O)R™,
NRPC(OWR“RY, NR*°C(O)OR™, C(=NR“)NR"“R%, NR“C(=NR*“)NR“R*, S(O)R",
S(OINKPR®, S(0),R", NR“S(0),R", NR™S(0),NR¥R¥, and S(O);NR*°R;

or any R and R¥ together with the N atom to which they are attached form a 4-, 5-,

, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3 substituents
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independently selected from C,.¢ alkyl, Cs.7 cycloalkyl, 4-7 membered heterocycloalkyl, Ce.10
aryl, and 5-6 membered heteroaryl, C,haloalkyl, halo, CN, OR™, SR“G, C(O)Rb6,
C(O)NRUR®, C(O)OR™, OC(O)R™, OC(O)NR R, NR“RY, NR*C(O)R",
NRC(O)NRR®, NRC(O)OR™, C(=NR“)NR*R*, NRCC(=NR)NR“R, S(O)R"®,
S(O)NR®R®, S(0);R®, NR“S(0),R", NR®S(0),NR**R%, and S(0);NRR®*, wherei said

NR¥C(=NR“)NR*“R¥, S(O)R", S(OINRRY, S(0):R™, NR*S(0),RY, NR*°S(0),NR*R*,
and S(O),NR*R%;

or any R and R* together with the N atom to which they/are attached form a 4-, 5-,
6-, or 7-membered heterocycloalky! group optionally substitugéd with 1, 2, or 3 substituents
independently selected from Ci.6 alkyl, Cs.; cycloalkyl, 4-7/membered heterocycloalkyl, Cs.10
aryl, 5-6 membered heteroaryl, Cy.¢ haloalkyl, halo, CN/OR™, SR, C(O)R"®, C(O)NR*R®,
C(O)YOR™, OC(O)R, OC(O)NRRY, NR*R%, NRF#C(O)R", NR**C(O)NR**R%,
NR®C(O)OR™, C(=NRINRPR®, NRUC(=NRYNRR¥, S(O)R™, S(O)NRR¥, S(0),R",
NRS(0),R", NR®S(0),NRR%, and S(O),WRR*, wherein said Cy.6 alkyl, Ca.7
cycloalkyl, 4-7 membered heterocycloalky}/Cq.10 aryl, and 5-6 membered heteroaryl are
optionally substituted by 1, 2, or 3 substifuents independently selected from halo, CN, OR™,
SR™, C(O)R™, C(O)NR*R, C(0)OK™, OC(O)R", OC(OYNRRY, NR*RY, NR*C(O)RY,
NR“C(O)NR®R®, NRC(O)ORY, C(=NR*)NRR%, NR®C(=NR*)NR*R*, S(O)R"®,
S(O)NRR, S(0),R”, NR*¥S(0),R", NR**S(0);NRR%, and S(0),NR*R%:

or any R and R* together with the N atom to which they are attached form a 4-, 5-,
G-, or 7-membered heterg€ycloalkyl group optionally substituted with 1, 2, or 3 substituents

independently selected from C,.¢ alkyl, Cs.7 cycloalkyl, 4-7 membered heterocycloalkyl, Cs.10

cycloajKyl, 4-7 membered heterocycloalkyl, Cs.jparyl, and 5-6 membered heteroaryl are
optignally substituted by 1, 2, or 3 substituents independently selected from halo, CN, OR™,
% C(O)R", C(O)NRR¥, C(O)OR™, OC(O)R®, OC(OYNRRY, NR®R, NRC(O)R,
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NR“C(O)NR“R*, NR®C(0)OR™, C(=NR®)NR*R%, NR®C(=NR*)NR**R, S(O)R",
S(O)NRR?, S(0),R, NRS(0)R", NR®S(0),NR*R%, and S(O),NR*R%;

or any R* and R* together with the N atom to which they are attached form a 4-, 5-,
6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3 substituent
independently selected from Cy.¢ alkyl, Cs.7 cycloalkyl, 4-7 membered heterocycloalky}/ Cs.10
aryl, 5-6 membered heteroaryl, Cy.¢ haloalkyl, halo, CN, OR™, SR®, C(O)RY, C(OWR*R%,
C(0)OR™, OC(O)R", OC(OINR*R¥, NR*R%, NR“C(O)R"®, NR*’C(O)NR* R,
NRC(0)OR™, C(=NR“YNRR%, NRPC(=NR“)NR*R%, S(O)R"®, S(O)NB’R¥, S(O),R",
NR¥S(0):R", NR*°S(0);NR*R*, and S(0),NRR¥, wherein said C.s a}iéyl, Cs.7
cycloalkyl, 4-7 membered heterocycloalkyl, Cs.1paryl, and 5-6 membergd heteroaryl are
optionally substituted by 1, 2, or 3 substituents independently selectgd from halo, CN, OR™,
SR™, C(O)R", C(O)NR™R®, C(O)OR™, OC(O)R", OC(O)NR™ K™, NR“RY, NR*°C(O)R",
NR®C(O)NRPRY, NR®C(O)OR™, C(=NR*)NR**RY, NRC(=NR“)NR®R%, S(O)R",
S(O)NR*RY, S(0);R", NR¥S(0),R"™, NR“S(0),NR*R*/ and S(0),NR*R%,

each R, R, R®, R*, and R*® is independently/elected from H, Cy_s alkyl, CN,
OR™, SR™, 5(0),R", C(O)R™, S(0),NRURY, and G{O)NRR%:

cach R*, R, R®, and R% is independently selected from H, Cy.y alkyl, Cy haloalkyl,
Ca.4 alkenyl, and Cy. alkynyl, wherein said Cy4 alkyl, Cy.4 alkenyl, and C,. alkynyl, is
optionally substituted with 1, 2, or 3 substijdents independently selected from OH, CN,
amino, halo, Cy.4alkyl, Ci.4alkoxy, Ci4dlkylthio, C;.4alkylamino, di(C;_qalkyDamino, Cy.4
haloalkyl, and C,.4 haloalkoxy;

or any R® and R* togethey/with the N atom to which they are attached form a 4-, 5-,
0-, or 7-membered heterocyclogtkyl group optionally substituted with 1, 2, or 3 substituents
independently selected fromyOH, CN, amino, halo, Cysalkyl, Cy.4alkoxy, Cy.4alkylthio, Ci.4
alkylamino, di(Cy.s alkyl)dmino, C;.4 haloalkyl, and C_4 haloalkoxy; and

each R* is indgpendently selected from H, C,4 alkyl, and CN;

5
%

provided thgt when ring A is
N
H

W is NR’;
Rl, Rg, R are each H; and
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R’ is Crgalkyl;

then at least four of R4, Rs, RG, R7, and R® are other than H.

2. The compound of claim 1 having Formula IL, III, or I'V:
R7 R7
R® RS 6 8
o R R o
; PR 1L
R N W RS N W
4
RUR® 7 X R* R3 Y,
R? | \>—R1° R2 | 11
R
1 \N N /
R H R /N
I I
RT
R% R®
x
Rs N 4 R14
R4 R3
7
R? I W
x /
(1 N
N"
v
or a pharmaceutically acceptable salfthereof.
3. The compound of claipd 1 or 2, or a pharmaceutically acceptable salt thereof, wherein
Wis O.
4. The compound of claim 1 or 2, or a pharmaceutically acceptable salt thereof, wherein
W is NR’.
5. The gompound of any one of claims 1, 2 and 4, or a pharmaceutically acceptable salt

thereof, wherein R? is H, Ci.6 alkyl, Cs.10aryl, Cs.j0 cycloalkyl, 5-10 membered heteroaryl, 4-
10 memmbered heterocycloalkyl, Cs.i0aryl-Ci.salkyl, Cs 10 cycloalkyl-Cy.4 alkyl, (5-10
merhbered heteroaryl)-Ciy alkyl, or (4-10 membered heterocycloalkyl)-Cy.4 alkyl, wherein
gaid Cy.¢ alkyl, Cs.10aryl, Cz.jocycloalkyl, 5-10 membered heteroaryl, 4-10 membered
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heterocycloalkyl, Ce.10 aryl-Cy.4alkyl, Ca.jo cycloalkyl-Cy_y alkyl, (5-10 membered
heteroaryl)-Cy4 alkyl, and (4-10 membered heterocycloalkyl)-C.4 alkyl are each optionally
substituted with R*,

aryl-Cy.4 alkyl, or Cs.jg cycloalkyl-C.4 alkyl.

7. The compound of any one of claims 1, 2 and 4, or a pharmaceutically acceptable salt

thereof, wherein R? is Cy.¢ alkyl.

g. The compound of any one of claims I, 2 and 4, or a pharifaceutically acceptable salt

thereof, wherein R” is methyl.

9. The compound of claim I or 2, or a pharmaceutjéally acceptable salt thereof, where
W is CR'R'S.

10.  The compound of any one of claims 1,2 and 9, or a pharmaceutically acceptable salt
thereof, wherein R'” and R'® are each indepéndently selected from H, halo, Ci.¢ alkyl, Cy6
alkenyl, Ca.¢ alkynyl, C,.¢ haloalkyl, Cs s aryl, Caocycloalkyl, 5-10 membered heteroaryl, 4-
10 membered heterocycloalkyl, and @N, wherein said Ci.g alkyl, Cs.¢ alkenyl, Ca alkynyl,
Ce-10aryl, Cz.iocycloalkyl, 5-10 m¢mbered heteroaryl, and 4-10 membered heterocycloalkyl
are each optionally substituted #ith 1, 2, 3, 4, or 5 substituents independently selected from
R'®.

1. The compoung/of any one of claims 1, 2, and 9, or a pharmaceutically acceptable salt
thereof, wherein RY and R'® are each independently selected from H, halo, C,. alkyl, Ca.g
alkenyl, Cy.¢ alkgnyl, and C.¢ haloalkyl, wherein said C,.¢ alkyl, Ca.¢ alkenyl, Cy.¢ alkynyl,

are each optignally substituted with 1, 2, 3, 4, or 5 substituents independently selected from

12. The compound of any one of claims 1, 2, and 9, or a pharmaceutically acceptable salt

tiereof, wherein R'” and R'® are each independently selected from H and Cy_¢ alkyl.
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13. The compound of any one of claims 1, 2, and 9, or a pharmaceutically acceptable salt
thereof, wherein R'7 and R'® together with the carbon atom to which they are attached form

Cs.7 cycloalkyl.

14, The compound of any one of claims 1 to 13, or a pharmaceutically acceptab

thereof, wherein each of R', R?, and R? is H.

15.  The compound of any one of claims 1 to 14, or a pharmaceutically dcceptable salt
thereof, wherein R“, Rs, RG, R7, and R® are cach independently selected Arom H, halo, Cj.¢
alkyl, Cy.¢ haloalkyl, CN, and OR™.

16.  The compound of any one of claims 1 to 14, or a pharpfaceutically acceptable salt
thereof, wherein R*, R, R®, R, and R® are each independeptly selected from H, halo, and
methoxy.

17. The compound of any one of claims 1 to 14, or a pharmaceutically acceptable salt
thereof, wherein R® and R are both methoxy gdd R*, RS, and R® are each independently

selected from H and halo.

18.  The compound of any onc of glaims | to 14, or a pharmaccutically acceptable salt

thereof, wherein R* is halo, R® is cthoxy, Réis H, R is methoxy, and R is halo.

19.  The compound of any one of claims [ to 14, or a pharmaceutically acceptable salt

thereof, having Formula

thereofywherein X is CH.
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22.  The compound of any one of claims 1 to 21, or a pharmaceutically acceptable salt

thereof, wherein R'® is H or 5-10 membered heteroaryl optionally substituted by C;.galkyl.

23.  The compound of any one of claims 1 to 22, or a pharmaceutically acceptable salt

thereof wherein R'%is H, Cj.6 alkyl, Cg10aryl, Csjocycloalkyl, 5-10 membered heteroafyl, 4-

C(O)NR®R®, C(0)OR™, OC(O)RY, OC(O)NR¥R®, C(=NR*)NR*’RY
NREC(ENRAYNRERE, NRPRE, NREC(0)RY, NRC(0)ORY, NFC(O)NR¥RY,
NR®S(0)R™, NRS(0),R”, NR¥S(0),NRZR¥, S(O)R”, S(ORZRE, S(0),R™, and
S(O)zNRcsts , wherein said Cy¢ alkyl, Ca. alkenyl, and C,.¢ glkynyl are each optionally
substituted with 1, 2, or 3 substituents independently selectéd from Cy?, halo, CN, NO,,
OR®, SR™, C(O)R™, C(O)NR“R, C(O)OR™, OC(O)R™, OC(O)NR®RY,
CENRFINRERY, NREC(=NRHNRER?, NRRY/NREC(O)RY, NR¥C(0)OR™,
NR¥C(O)NR“R®, NR¥S(0)R™, NR¥S(0),R"™ KR™S(0);NR“R¥, S(O)R", S(O)NR*R*,
S(0),R"™, and S(0);NR**R¥.

24.  The compound of any one of claifns 1 to 22, or a pharmaceutically acceptable salt
thereof, whercin R' is H, methyl, ctl¥1, phenyl, pyrazolyl, piperidinyl, tetrahydropyridiny),
CN, or C(O)NR®R®, wherein said'methyl, ethyl, phenyl, pyrazolyl, piperidinyl, and
tetrahydropyridinyl are each opfionally substituted with 1, 2, or 3 substituents independently
selected from Cy?, NR®R® /ind Cy.¢ alkyl optionally substituted with OR™.

25.  The compound/of any one of claims 1 to 22, or a pharmaceutically acceptable salt
thereof, wherein R}/ is H, (4-methylpiperazin-1-yl)phenyl, 1-methyl-1H-pyrazolyl, 1-(2-
hydroxyethyl)- JH-pyrazolyl, methylaminocarbonyl, cyano, 1-methyl-1,2,3,6-
tetrahydropyyidinyl, 1-methylpiperidin-4-yl, dimethylaminocarbonyl, (3-hydroxyazetidin-1-
ylearbonyl, (3-hydroxypyrrolidin-1-yl)carbonyl, (4-methylpiperazin-1-yl)carbonyl,
cyclopyOpylaminocarbonyl, (3-cyanopyrrolidin-1-ylcarbonyl, (3-hydroxypiperidin-1-
ylcdrbonyl, tetrahydro-2H-pyran-4-yl, (4-methylpiperazin-1-yl)carbonyl, morpholin-4-
‘carbonyl, or (4,4-difluoropiperidin-1-yl)carbonyl.
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26.  The compound of any one of claims 1 to 22, or a pharmaceutically acceptable salt
thereof, wherein R'? is C,.¢ alkyl optionally substituted with 4-7 membered heterocycloalkyl
wherein said 4-7 membered heterocycloalkyl is selected from morpholinyl, piperazinyl,
piperidinyl, pyrrolidinyl, tetrahydrofuranyl, and azetidinyl, and wherein said 4-7 membéred
heterocycloalkyl is optionally substituted by 1, 2, or 3 substituents independently s¢fected
from halo, Cy.¢ alkyl, C;. haloalkyl, CN, OR™, C(O)R™, C(O)NR®R®, C(0)OR?®,
OC(O)RY, NRR%, and NRC(O)RY.

27.  The compound of any one of claims 1 to 22, or a pharmaceuticyly acceptable salt
thereof, wherein R'? is H, (4-methylpiperazin-1-ylphenyl, 1-methy. 1H-pyrazolyl, 1-(2-
hydroxyethyl)-1H-pyrazolyl, methylaminocarbonyl, cyano, 1-methyl-1,2,3,6-
tetrahydropyridinyl, I-methylpiperidin-4-yl, dimethylaminocgfbonyl, (3-hydroxyazetidin-1-
ylcarbonyl, (3-hydroxypyrrolidin-1-yl)carbonyl, (4-methytpiperazin-1-yhcarbonyl,
cyclopropylaminocarbonyl, (3-cyanopyrrolidin-1-ylcgibonyl, (3-hydroxypiperidin-1-
yDcarbonyl, morpholin-4-ylmethyl, (4-methylpiperazin-1-yl)methyl, 4-ethylpiperazin-1-
yDmethyl, 4-(2-hydroxyethyl)piperazin-1-ylmetlyl, cyanoethylpiperazinylmethyl,
cyanopiperidinylmethyl, cyanopyrolidinylmetifyl, (1-methylpiperidin-4-yl)aminomethyl,
(tetrahydrofuran-3-ylamino)methyl, IH-imjdazol-1-ylmethyl, IH-pyrazol-1-ylmethyl, (1-
mcthyl-1H-pyrazol-4-ylymethyl, 2-pyrigin-2-ylcthyl, 2-morpholin-4-ylcthyl, 2-
(diethylamino)ethyl, 2-(3-fluoroazetidin-1-yl)ethyl, 2-(3-methoxyazetidin-1-yl)ethyl, (4-
ethylpiperazin-1-yl)methyl, 3-(diifethylamino)pyrrolidin-1-ylJmethyl, 2-(4-ethylpiperazin-1-
yDethyl, 2-(4-methylpiperazin-A-yhethyl, (pyridin-3-yloxy)methyl, (2-oxopyridin-1(2H)-
yDmethyl, (3-cyanoazetidingl -yl)methyl, (3-fluoroazetidin-1-yl)methyl, or (3-
hydroxyazetidin-1-yl)methyl.

28.  The compoxnd of any one of claims 1 to 22, or a pharmaceutically acceptable salt

thereof, whereipZR'% is H.
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30.  The compound of any one of claims I to 18 and 29, or a pharmaceutically acceptable

salt thereof, wherein Z is CH.

31. The compound of any one of claims 1 to 13, 29, and 30, or a pharmaceutically

acceptable salt thereof, wherein Y is S.

32.  The compound of any one of claims 1 to 13 and 29 to 31, or a pharmaceyfically

acceptable salt thereof, wherein R''is H.

33.  The compound of any one of claims 1 to 18, or a pharmaceuticly acceptable salt

thereof, having Formula IV.

34.  The compound of any one of claims 1 to 18 and 33, oy/a pharmaceutically acceptable
salt thereof, wherein R™isH, Cig alkyl, 4-10 membered éterocycloalkyl, or CN; wherein
said Cy.¢ alkyl and 4-10 membered heterocycloalkyl arg/each optionally substituted with I, 2,

3, 4, or 5 substituents independently sclected from
35.  The compound of any one of claims 1 0 18 and 33, or a pharmaceutically acceptable
salt thereof, wherein R" is H, methyl, 1-mgfhylpiperidinyl, CN, cyanomethyl, or 2-

hydroxyethyl.

36.  The compound of any one/f claims 1 to 18 and 33, or a pharmaceutically acceptable

salt thereof, wherein R"is phedyl optionally substituted with R'®.

37.  The compound of any one of claims 1 to 18 and 33, or a pharmaceutically acceptable

salt thereof, wherein R** is (4-ethylpiperazin-1-ylphenyl.

38.  The compound of claim 1, or a pharmaceutically acceptable salt thereof, having

Formula IIa:
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R7
R R8
0
M we
RS N N~
4
R % \
| R10
x
N
N H
IIa.

39.  The compound of claim 38, or a pharmaceutically acceptable salythereof, wherein R*

is halo, R® is methoxy, R®is H, R’ is methoxy, and R® is halo.

40.  The compound of claim 38 or 39, or a pharmaceutically/acceptable salt thereof,
whercin R? is C1.¢ alkyl.

41. The compound of any one of claims 38 to 40, gr a pharmaceutically acceptable salt
thereof wherein R'% is H, Ci.g alkyl, Cs.10aryl, Cs.fcycloalkyl, 5-10 membered heteroaryl, 4-
10 membered heterocycloalkyl, CN, or C(OIYNB#R®, wherein said Cy. alkyl, Cs.toaryl, Cs.ao
cycloalkyl, 5-10 membered heteroaryl, and 4410 membered heterocycloalky! are cach
optionally substituted with 1, 2, 3, 4, or 54ubstituents independently selected from Cy?, halo,
Chr¢ alkyl, Cy.¢ alkenyl, Cag alkynyl, G£.¢ haloalkyl, CN, NO,, OR™, SR®, C(O)RY,
C(ONRSRE, C(0)OR™, OC(O)RY, OC(O)NR®R®, C(=NR“)NR*R®,
NREC(E=NRE)NRERY, NRRY/NRC(O)R, NR™C(0)OR™, NR“C(O)NRRY,
NR“S(0)R™, NR¥S(0),R" NR“S(0);NR*R*, S(0)R"™, S(OINR™R¥, S(0),R", and
S(0):NR®R®, wherein sajl Ci. alkyl, Ca.¢ alkenyl, and Ca.¢ alkynyl are each optionally
substituted with 1, 2, of/3 substituents independently selected from Cyz, halo, CN, NO,,
OR™, SR®, C(0)R"/ C(O)NR¥R®, C(OYOR™, OC(O)R™, OC(O)NR®R®,
C(=NR®)NR¥RY, NRZC(E=NRNRPRE, NRPRY, NREC(O)RY, NREC(O)OR™,
NRZC(O)NRFR®, NR¥S(O)R", NR“S(0),R"”, NR™S(0);NR“R®, S(O)R™, S(O)NR*R®,
S(0):R", 3fd S(O)NR“R*.

42.

thefeof, wherein R' is C.¢ alkyl optionally substituted with 4-7 membered heterocycloalkyl

The compound of any one of claims 38 to 40, or a pharmaceutically acceptable salt

wherein said 4-7 membered heterocycloalkyl is selected from morpholinyl, piperazinyl,
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piperidinyl, pyrrolidinyl, tetrahydrofuranyl, and azetidinyl, and wherein said 4-7 membered
heterocycloalky! is optionally substituted by 1, 2, or 3 substituents independently selected
from halo, C1.6 alkyl, Cy.¢ haloalkyl, CN, OR*, C(O)R", C(O)NR®R?, C(O)OR™,
OC(O)R™, NR®R*, and NR®C(O)R.

43.  The compound of claim I, or a pharmaceutically acceptable salt thereof, haying

Formula Ib:

R7
RS R®
Q R17
R5 N 18
R
4
R =
R‘IO
x .
N H
{Ib.

44.  The compound of claim 43, or a pharmg€eutically acceptable salt thereof, wherein R*

is halo, R is methoxy, R%is H, R” is methogd, and RS is halo.

45.  The compound of claim 43 or A4, or a pharmaceutically acceptable salt thereof,
wherein R'” and R'® are each indep ndently selected from H, halo, Cy.¢ alkyl, C, alkeny],
Cag alkynyl, and C,.¢ haloalkyl Avherein said Cy¢ alkyl, C,.¢ alkenyl, Cy.¢ alkynyl, are each

optionally substituted with 1/2, 3, 4, or 5 substitucnts independently sclected from R'.

46.  The compound/Of claim 43 or 44, or a pharmaceutically acceptable salt thercof,
wherein R'” and R'¥Ware both C). alkyl.

47.  The cgmpound of any one of claims 43 to 46, or a pharmaceutically acceptable salt
thereof whérein R is H, Ci4 alkyl, Ce.10aryl, Cs.ipcycloalkyl, 5-10 membered heteroaryl, 4-
10 menbered heterocycloalkyl, CN, or C(O)NR®R®, wherein said Cy. alkyl, Cg.1garyl, Cs.io
cyclgalkyl, 5-10 membered heteroaryl, and 4-10 membered heterocycloalkyl are each
opftionally substituted with 1, 2, 3, 4, or 5 substituents independently selected from Cy?, halo,

Ci6 alkyl, Cy.¢ alkenyl, Cy.¢ alkynyl, Cy.¢ haloalkyl, CN, NO,, OR™, SR™, C(O)R®,
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C(ONRR®, C(OYOR™, OC(O)RP, OC(O)NR®R®, C(=ENRP)NRPRE,
NRZC(=NRNR“R¥, NR®R®, NR®C(0)R®, NR®C(0)OR™, NR**C(O)NRZR®,
NR%S(O)R™, NRZS(O),R™, NRPS(0),NR*RE, S(O)R™, S(OINRTRP, S(0),R™, and
S(O):NR%R®, wherein said Cy. alkyl, Ca.q alkenyl, and Cy.¢ alkynyl are each optionally
substituted with 1, 2, or 3 substituents independently selected from Cy?, halo, CN, NO
OR™, SR™, C(O)R™, C(ONRTR®, C(0)OR™, OC(O)R™, OC(0)NRER®,
CENRPNRPRE, NREC(=NRHNRPRE, NRERE, NREC(O)RY, NR®C(0)0O
NR%C(O)NRZRE, NRES(O)RY, NRS(0),R%, NR®S(0),NRRE, S(0)R%/S(O)NRZR®,
S(0),R™, and S(0),NR“R®,

48.  The compound of claim I, or a pharmaceutically acceptable galt thereof, having

formula [Va:

49.  The compound of claim 48, of a pharmaccutically acceptable salt thercof, wherein R*

is halo, R’ is methoxy, R®is H, R/ is methoxy, and R® is halo.

50.  The compound of cj4im 48 or 49, or a pharmaceutically acceptable salt thereof,
wherein R’ is H, Ci.¢ al 1, Coaoaryl, Cajocycloalkyl, 5-10 membered heteroaryl, 4-10
membered heterocycjbalkyl, Cq.10aryl-Ciyalkyl, Cs.io cycloalkyl-C, 4 alkyl, (5-10 membered
heteroaryl)-Cy.4 alKyl, or (4-10 membered heterocycloalky!)-C, 4 alkyl, wherein said Cy.¢
alkyl, Cs.ioaryl/ Cs.jocycloalkyl, 5-10 membered heteroaryl, 4-10 membered
heterocycloglkyl, Ce.10 aryl-Cialkyl, Cs.yo cycloalkyl-Cy.q alkyl, (5-10 membered
)-Ci.salkyl, and (4-10 membered heterocycloalkyl)-C;.4 alkyl are each optionally

substigted with 1, 2, or 3 substituents independently selected from R**.
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5. The compound of any one of claims 47 to 49, or a pharmaceutically acceptable salt
thereof, wherein R is selected from H, C.¢ alkyl, Cs.10aryl, Ca.1o cycloalkyl, 5-10
membered heteroaryl, 4-10 membered heterocycloalkyl, and CN; wherein said Cy¢ alkyl, Cs
1o aryl, Ca.jocycloalkyl, 5-10 membered heteroaryl, and 4-10 membered heterocycloalkyl dre

each optionally substituted with 1, 2, or 3 substituents independently selected from R'%/

52.  The compound of claim 1 having Formula V:

R7

or a pharmaceutically acceptable salt thereof.
53.  The compound of any one of claimg’l and 52, or a pharmaceutically acceptable salt
thereof, wherein W is NR” or CR''R'S.

54.  The compound of any ong/of claims 1, 52, and 53, or a pharmaceutically acceptable

salt thereof, wherein W is NR’,

55.  The compound of any one of claims 1 and 52 to 54, or a pharmaceutically acceptable
salt thereof, wherein R is H, Cy.salkyl, Cs.j0 cycloalkyl, 3-10 membered heterocycloalkyl,
Ce-10aryl, Cs.10 aryt-Ci4 alkyl, or Ci.io cycloalkyl-Cy.4 alkyl, each optionally substituted with
with 1, 2, or 3 sdibstituents independently selected from R

56. Tl compound of any one of claims 1 and 52 to 54, or a pharmaceutically acceptable

salt thefeof, wherein R® is Cy.galkyl.
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57.  The compound of any one of claims 1 and 52 to 54, or a pharmaceutically acceptable
salt thereof, wherein R® is methyl, ethyl, cyclopropyl, cyclopropylmethyl, cyclobutyl, 3-

fluorophenylmethyl, or 4-chloro-2-fluorophenyl.

58.  The compound of any one of claims 1 and 52 to 54, or a pharmaceutically acceptable

salt thereof, wherein R® is methyl.

59.  The compound of claim 1 and 52, or a pharmaceutically acceptable sa}f thereof,

wherein W is CR''R'®.

60.  The compound of any one of claims 1 and 52 to 59, or a phapfaceutically acceptable

salt thereof, wherein each of R', R?, and R® is H.

61.  The compound of any one of claims 1 and 52 to 60,/0r a pharmaceutically acceptable
salt thereof, wherein R*, R®, R%, R7, and R® are each ind pendently selected from H, halo, Cy.¢
alkyl, Cr.¢haloalkyl, CN, and OR™.

62.  The compound of any one of claims 1 ghid 52 to 60, or a pharmaceutically acceptable
salt thereof, wherein R*, R®, R®, R, and R® #fe each independently selected from H, halo, and

methoxy.

63.  The compound of any one6f claims 1 and 52 to 60, or a pharmaceutically acceptable
salt thereof, wherein R® and R’ 4re both methoxy and R*, R, and R® are each independently

selected from H and halo.

64.  The compoung/of any one of claims | and 52 to 60, or a pharmaceutically acceptable

salt thereof, whereid R* is halo, R’ is methoxy, RCisH, R is methoxy, and R® is halo.

65.  The gébmpound of any one of claims 1 and 52 to 64, or a pharmaceutically acceptable

salt thereof, wherein Q is absent.

66. / The compound of any one of claims 1 and 52 to 64, or a pharmaceutically acceptable
sAlt thereof, wherein Q is O, NR!'®® or CRI*R'™,
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67.  The compound of any one of claims 1 and 52 to 66, or a pharmaceutically acceptable

salt thereof, wherein R'? and R" are each H.
68.  The compound of any one of claims 1 and 52 to 66, or a pharmaceutically acceptable
salt thereof, wherein R'? and R" together with the carbon atom to which they are atfached

form Ca. cycloalkyl.

69.  The compound of any one of claims 1, 52, and 65 to 68, or a pharnpaceutically

acceptable salt thereof, wherein n is 1 and Q is absent.

70. The compound of claim 1 or 52, or a pharmaceutically acgeptable salt thereof, having

Formula Va:
RG
R5
O
71.  The compound of claim 70, or a pharmaceutically acceptable salt thereof, wherein R*

is halo, R® is methoxy, RCis B R’ is methoxy, and R® is halo.

72.  The compound gf claim 70 or 71, or a pharmaceutically acceptable salt thereof,
wherein R’ is H, C\. alkyl, Cs.iocycloalkyl, 3-10 membered heterocycloalkyl, Ce.1o aryl-Ciu

alkyl, or Cs.jo cyckoalkyl-Cy4 alkyl.

73.  ThefLompound of claim 1 which is selected from:
3A3,5-Dimethoxyphenyl)-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-
d}pyr#nidin-2-one;
1-Cyclopropyl-3-(3,5-dimethoxyphenyl)-1,3,4,7-tetrahydro-2H-pyrrolo
3',2"5,6]pyrido[4,3-d]pyrimidin-2-one;
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1-(Cyclopropylmethyl)-3-(3,5-dimethoxyphenyl)-1,3,4,7-tetrahydro-2H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
1-Benzyl-3-(3,5-dimethoxyphenyl)-1,3,4,7-tetrahydro-2H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-Dichloro-3,5-dimethoxyphenyl)-1-methyl-1,3,4,7-tetrahydro-2H-
pyrrolo[3',2":5,6]pyridof4,3-d]pyrimidin-2-one;
3-(2,4-Dichloro-3,5-dimethoxyphenyl)- I-methyl-1,3,4,7-tetrahydro-2H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(3,5-Dimethoxyphenyl)-1-methyl-8-[4-(4-methylpiperazin-1-yDphenyil-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2"5,6)pyrido{4,3-d]pyrimidin-2-one;
3-(3,5-Dimethoxyphenyl)-1-methyl-8-(1-methyl-1H-pyrazol4-y1)-1,3,4,7-tetrahydro-
2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(3,5-Dimethoxyphenyl)-N,1-dimethyl-2-ox0-2,3,4,7Aetrahydro-1 H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidine-8-carboxamide;
3-(2-Chloro-3,5-dimethoxyphenyl)- I -methyl-8-A -methyl-1H-pyrazol-4-yl)-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimigin-2-onc;
3-(2-Chloro-3,5-dimethoxyphenyl)-8-[1-(2-hydroxyethyl)- IH-pyrazol-4-yl]-1-
methyl-1,3.4,7-tetrahydro-2H-pyrrolo[3',2":5,6})pyrido[4,3-d]pyrimidin-2-one;
3-(2-Chloro-3,5-dimethoxyphenyl)-Y-methyl-8-(1-methyl-1H-pyrazol-5-y1)-1,3,4,7-

tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[443-d]pyrimidin-2-one;
3-(2-Chloro-3,5-dimethoxyphényl)-1-methyl-2-0x0-2,3,4,7-tetrahydro-1H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrithidine-8-carbonitrile;
3-(3,5-Dimethoxyphenyl)-1-methyl-8-(1-methyi-1,2,3,6-tetrahydropyridin-4-yl)-
1,3,4,7-tetrahydro-2H-pyrrof0{3',2":5,6pyrido[4,3-d]pyrimidin-2-one;
3-(3,5-Dimethoxyphenyl)-1-methyl-8-(1-methylpiperidin-4-yl)-1,3,4,7-tetrahydro-
2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(3,5-Dimgthoxyphenyl)-N,N, I-trimethyl-2-0x0-2,3,4,7-tetrahydro- 1 H-
pyrrolo[3',2":5,64pyrido[4,3-d]pyrimidine-8-carboxamide;
3-(3,*Dimethoxyphenyl)-8-[(3-hydroxyazetidin-1-yl)carbonyl]-1-methyl-1,3,4,7-
tetrahydrgZ2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
-(3,5-Dimethoxyphenyl)-8-[(3-hydroxypyrrolidin-1-yl)carbonyl]-1-methyl-1,3,4,7-
tetrghydro-2H-pyrrolo{3’,2"5,6)pyrido[4,3-d]pyrimidin-2-one;
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3-(3,5-Dimethoxyphenyl)-1-methyi-8-[(4-methylpiperazin-1-yl)carbonyl]-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2".5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2-Chloro-3,5-dimethoxyphenyl)-N, 1-dimethyl-2-0x0-2,3 ,4,7-tetrahydro-1H-
pyrrolo[3',2":5,61pyrido[4,3-d]pyrimidine-8-carboxamide;
3-(2-Chloro-3,5-dimethoxyphenyl)-N,N, 1-trimethyl-2-o0x0-2,3 4, 7-tetrahydro- | -
pyrrolo[3',2"5,6]pyrido[4,3-d]pyrimidine-8-carboxamide;
3-(2-Chloro-3,5-dimethoxyphenyl)-8-[(3-hydroxyazetidin-1-yl)carbonyl }-1-methyl-
1,3,4,7-tetrahydro-2H-pyrrolo{3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2-Chloro-3,5-dimethoxyphenyl)-1-methyl-8-[(4-methylpiperaziy-1-yhearbonyl]-
1,3,4,7-tetralyydro-2H-pyrrolo[3',2":5,6]pyrido{4,3-d]pyrimidin-2-one;
N-Cyclopropyl-3-(2-fluoro-3,5-dimethoxyphenyl)-1-methyl,Z-ox0-2,3,4,7-tetrahydro-
1H-pyrrolo[3',2"5,6]pyrido[4,3-d]pyrimidine-8-carboxamide;
3-(2-Fluoro-3,5-dimethoxyphenyl)-8-[(3-hydroxyazetjdin-1-yl)carbonyl] -1-methyl-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2"5,6]pyrido[4,3-dpyrimfdin-2-one;
1-{{3-(2-Fluoro-3,5-dimethoxyphenyl)-1-methy}¥-2-ox0-2,3,4,7-tetrahydro- 1 H-
pyrrolof3',2":5,6]pyrido[4,3-d]pyrimidin-8-yljcarbong1} pyrrolidine-3-carbonitrile;
3-(2-Fluoro-3,5-dimethoxyphenyl)-1-metlyl-8-[(4-methylpiperazin-1-yl)carbonyl]-
1,3.4,7-tetrahydro-2H-pyrrolo[3',2" 5,6 ]pyridof4,3-dpyrimidin-2-one;
3-(2-Fluoro-3,5-dimethoxyphenyl)-8-[(3-hydroxypiperidin-1-yhcarbonyl]-1-methyl-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2"5,6]p4rido[4,3-d]pyrimidin-2-one;
3-(2,6-Difluoro-3,5-dimethoxyphenyl)-1-methyl-1,3,4,7-tetrahydro-2H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrifnidin-2-one;
3-(2-Fluoro-3,5-dimethgxyphenyl)-N,N, I -trimethyl-2-0x0-2,3,4, 7-tetrahydro- 1H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidine-8-carboxamide;
3-(2,6-Difluoro-3/4-dimethoxyphenyl)-N,N, I -trimethyl-2-0x0-2,3,4,7-tetrahydro-1 H-
pyrrolo[3',2":5,6]pyridé[4,3-d]pyrimidine-8-carboxamide;
3-(2-Chlorg¢6-fluoro-3,5-dimethoxyphenyl)-1-methyl-1,3,4,7-tetrahydro -2H-
pyrrolo[3',2":5,6pyrido[4,3-d]pyrimidin-2-one;
3-(2,6/Difluoro-3,5-dimethoxypheny!)-1-methyl-3,4-
dihydrothjéno[2',3".5,6]pyrido[4,3-d]pyrimidin-2(1H)-one,

r a pharmaceutically acceptable salt of any of the aforementioned.

A compound selected from:
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3-(3,5-Dimethoxyphenyl)- I-methyl-1,3,4,7-tetrahydro-2H-
pyrrolo[3',2":5,6]pyridof[4,3-d]pyrimidin-2-one;

3-(3.5-Dimethoxyphenyl)-1-ethyl-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6 ]pyrido[4,3-
d]pyrimidin-2-one; and

3-(2-Chloro-3,5-dimethoxyphenyl)-1-methyl-1,3,4,7-tetrahydro-2H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one,

or a pharmaceutically acceptable salt of any of the aforementioned.

75.  The compound of claim 1 which is 3-(2,6-Difluoro-3,5-dimethoxyphienyl)-1-methyl-
3,4,7,9-tetrahydro-1H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidine-2,8-dipfie, or a

pharmaceutically acceptable salt thercof,

76.  The compound of claim 1 selected from:
3-(2,6-difluoro-3,5-dimethoxyphenyl)- 1 -methyl-8-(fetrahydro-2H-pyran-4-y1)-

1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6pyrido[4,3-d ]pypmidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-met

yl)carbonyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2"

1-8-[(4-methylpipcrazin-1-
6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-¥-methyl-8-(morpholin-4-ylcarbonyl)-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4,4-difluoropiperidin-1-yl)carbonyl]-1-
3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethgxyphenyl)-1-methyl-9-(1-methyl- 1H-pyrazol-4-yl)-

methyl-1,3,4,7-tetrahydro-2H-pyrrol

1,3,4,7-tetrahydro-2H-pyrrolo[¥,2":5,6]pyrido[4,3-d]pyrimidin-2-one;

3-(2,6-difluoro-3,5-dfmethoxyphenyl)-1-(2-hydroxyethyl)-1,3,4,7-tetrahydro-2H-

pyirolof3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxypheny!)-1-methyli-1,3,4,7-tetrahydro-2H-
ywrazolo[4',3":5,6]pyrido[4,3-d]pyrimidin-2-one;
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3-(2,6-difluoro-3,5-dimethoxyphenyl)-1,9-dimethyl-1,3,4,7-tetrahydro-2H-
pyrazolo[4',3".5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)- 1-methyl-2-o0x0-2,3,4,7-tetrahydro-1H-
pyrazolo[4',3":5,6]pyrido[4,3-d]pyrimidine-9-carbonitrile;
[3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-2-0x0-2,3,4,7-tetrahydro-1H-
pyrazolo[4',3":5,6]pyrido[4,3-d]pyrimidin-9-yl]acetonitrile;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-9-(1-methylpiperidin-4-yf)-1,3,4,7-
tetrahydro-2H-pyrazolo[4',3":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-9-(2-hydroxyethyl)-1-methyt-1,3,4,7-
tetrahydro-2H-pyrazolo[4',3":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-ethyl-1,3,4,7-tetrahydro-2H-
pyrazolo[4',3":5,6]pyrido[4,3-d]pyrimidin-2-one; and
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(2-hydroxyetiyl)-1,3,4,7-tetrahydro-2H-
pyrazolo[4',3":5,6]pyrido[4,3-d]pyrimidin-2-one, or a pharpiaceutically acceptable salt of any

of the aforementioned.

77.  The compound of claim 1 selected from:
I-cyclopropyl-3-(2,6-difluoro-3,5-dimgthoxyphenyl)-3,4,7,9-tetrahydro-1H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidine-2/8-dione;
3-(2,6-Difluoro-3,5-dimethoxypltenyl)-1-ethyl-3,4,7,9-tetrahydro- 1 H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidine-2,8-dione; and
1-(cyclopropylmethyl)-3-(2,6-difluoro-3,5-dimethoxyphenyl)-3,4,7,9-tetrahydro-1H-
pyrrolof3',2":5,6]pyrido[4,3-d]p§rimidine-2,8-dione, or a pharmaceutically acceptable salt of

any of the aforementioned.

78.  The compoung/of claim 1 which is selected from:
3'-(2,6-Difldoro-3,5-dimethoxyphenyl)-1'-methyl-4',7'-dihydrospiro[cyclopropane-
1,9-pyrrolo[3',2%5,6]pyrido[4,3-d]pyrimidine]-2',8'(1'H,3'H)-dione;
7-(2,¢4difluoro-3,5-dimethoxyphenyl)-3,6,7,9-tetrahydro-8H-pyrrolo[2,3-c]-2,7-
naphthyridin-8-one;
-(2,6-difluoro-3,5-dimethoxyphenyl)-9-methyl-3,6,7 9-tetrahydro-8H-imidazo
(4',55,6]pyrido[4,3-d]pyrimidin-8-one;
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3-(2,6-difluoro-3,5-dimethoxyphenyl)-4,7-dihydropyrazolof{4',3".5,6]]pyrido [3,4-
¢][1,3]Joxazin-2(3H)-one,
7'-(2,6-difluoro-3,5-dimethoxyphenyl)-6',7"-dihydrospiro[cyclopropane-1,9'-
pyrrolo[2,3-¢][2,7]naphthyridin]-8'(3'H)-one;
7-(2,6-difluoro-3,5-dimethoxyphenyl)-9,9-dimethyl-3,6,7,9-tetrahydro-8H-
pyrrolo[2,3-c]-2,7-naphthyridin-8-one; and
3-(2,6-difluoro-3,5-dimethoxyphenyl)-9-[4-(4-cthylpiperazin- I-yl)phenyH- l-methyl-
1,3.4,7-tetrahydro-2H-pyrazolo[4',3":5,6]pyrido[4,3-d]pyrimidin-2-one;

or a pharmaceutically acceptable salt of any of the aforementione

79.  The compound of claim 1 selected from:
3'-(2,6-Difluoro-3,5-dimethoxyphenyl)-1*-methyl-4',7'-di}fydrospiro[cyclopropane-
1,9'-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidine]-2",8'(1'H,3'H)-dione;
3-(2-chloro-6-fluoro-3,5-dimethoxyphenyl)-1-ethy}43,4,7,9-tetrahydro-1 H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidine-2,8-dione;
I-cyclobutyl-3-(2,6-difluoro-3,5-dimcthoxyphenyl)-3,4,7,9-tetrahydro-1H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidine-2,8-dioAe;
3-(2,6-difluoro-3,5-dimethoxyphenyl).A-(3-fluorobenzyl)-3,4,7,9-tetrahydro-1 H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidine-248-dione; and
1-(4-chloro-2-fluorophenyl)-3-(2/6-difluoro-3,5-dimethoxyphenyl)-3,4,7,9-
tetrahydro-1H-pyrrolo[3',2":5,6pyrigé[4,3-d]pyrimidine-2,8-dione;

or a pharmaceutically accgptable salt of any of the aforementioned.

80.  The compound of clfim I selected from:

3-(2,6-difluoro-3 A-dimethoxyphenyl)-8-[ (4-ethylpiperazin-1-yl)methyl]-1-methyl-
1,3,4,7-tetrahydro-2H/yrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;

3-(2,6-diflyodro-3,5-dimethoxyphenyl)-8-[2-(4-ethylpiperazin- 1 -yl)ethyl]- I -methyl-
1,3,4,7-tetrahyddo-2H-pyrrolo[3',2":5,6]pyrido{4,3-d|pyrimidin-2-one;

3-(2,¢~difluoro-3,5-dimethoxyphenyl)-8-[3-(4-ethylpiperazin-1-ypropyi]-1-methyl-
1,3,4,7-teffahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;

~(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(1-ethylpiperidin-4-yl)methyl}-1-methyl-

1,3.4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-[(1R,2R)-2-hydroxycyclopentyl]-1,3 4,7-
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tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-[(IR,2R)-2-hydroxycyclopentyl}-3,4,7,9-
tetrahydro-1H-pyrrolo[3',2":5,6)pyrido{4,3-d]pyrimidine-2,8-dione;
3-(2,6-difluoro-3,5-dimethoxyphenyl)- 1-(2,3-difluorophenyl)-1,3,4,7-tetrahydro-
pyrrolof3',2":5,6]pyrido{4,3-d}pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(2,3-difluorophenyl)-3,4,7,9-tetralyydro-1H-
pyrrolof3',2':5,6]pyridof4,3-d]pyrimidine-2,8-dione;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(pyridin-2-ylmethyl)-1,3,4, 74etraliydro-2H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(pyridin-2-ylmethyl)-%,4,7,9-tetrahydro-1H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidine-2,8-dione;
1-(4-chlorophenyl)-3-(2,6-difluoro-3,5-dimethoxypheny}}-3,4,7,9-tetrahydro-1H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidine-2,8-dione;
1-(5-chloropyridin-2-yI)-3-(2,6-difluoro-3,5-dimeffoxyphenyl)-3.4,7,9-tetrahydro-
tH-pyrrolo[3',2":5,6pyrido[4,3-d]pyrimidine-2,8-dion
3-[3-(2,6-difluoro-3,5-dimcthoxyphenyl)-2-¢%0-2,3,4, 7-tetrahydro-1H-
pyrrolo[3',2":5,6]pyrido{4,3-d]pyrimidin- 1-yl]JbepZonitrile;
3-(2,6-difluoro-3,5-dimethoxyphenyl}A -pyridin-3-yl1-1,3,4,7-tetrahydro-2H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2,0ne;
1-(3-chloro-2-fluorophenyl)-3-(2,6-difluoro-3,5-dimethoxyphenyl)-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2":5,6]pyrido{4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimetpoxyphenyl)-1-(1-methyl-1H-pyrazol-4-y1)-1,3,4,7-
tetrahydro-2H-pyrazolo[4',3":5/6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(pyridin-2-ylmethyl)-1,3,4,7-tetrahydro-2H-
pyrazolo[4',3":5,6]pyrido{4,3-d]pyrimidin-2-one;
1-cyclopropy}£3-(2,6-difluoro-3,5-dimethoxyphenyl)-1,3,4,7-tetrahydro-2H-
pyrazolo[4',3":5,6]8yrido[4,3-d]pyrimidin-2-one;

342,6-difluoro-3,5-dimethoxyphenyl)-1-[(3S)-tetrahydrofuran-3-y1]-1,3,4,7-
tetrahydro-2H-pyrazolo[4',3":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)- 1-[(3R)-tetrahydrofuran-3-yi]-1,3,4,7-
trahydro-2H-pyrazolo[4',3":5,6]pyrido[4,3-d]pyrimidin-2-one;
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3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-isopropyl-1,3,4,7-tetrahydro-2H-
pyrazolo[4',3":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-[2-(trifluoromethoxy)phenyl]-1,3,4,7-
tetrahydro-2H-pyrazolo[4',3":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-[3-(2,6-difluoro-3,5-dimethoxyphenyl)-2-ox0-2,3,4,7-tetrahydro-1H-
pyrazolo[4',3":5,6]pyrido[4,3-d]pyrimidin-1-yl]benzonitrile;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-pyridin-3-yl-1,3,4,7-tetrahydro,ZH-
pyrazolo[4',3":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(2-methyl-2H-tetrazol-5-¥1)-1,3,4,7-
tetrahydro-2H-pyrazolo[4',3":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-quinolin-8-yl-1,3,4//-tetrahydro-2H-
pyrazolo[4',3":5,6]pyrido[4,3-d]pyrimidin-2-one;
I-cyclopropyl-3-(2,6-difluoro-3,5-dimethoxyphenyl);#-methyl-1,3,4,7-tetrahydro-2 H-
pyrazolo[4',3":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-ethyl-%methyl-1,3,4,7-tetrahydro-2H-
pyrazolo{4',3":5,6]pyrido[4,3-d]pyrimidin-2-onc;
3-(2,6-difluoro-3,5-dimethoxypheny!)-1,%,4,7-tetrahydro-2H-
pyrazolo[4',3".5,6]pyrido[4,3-d]pyrimidin-2-gfe;
3-(2,6-difluoro-3,5-dimethoxyphens1)- 1-methyl-9-(2-morpholin-4-ylethyl)-1,3,4,7-
tetrahydro-2H-pyrazolo[4',3":5,6]pyridof4,3-d]pyrimidin-2-one;
3-(2-chloro-6-fluoro-3,5-diméthoxyphenyl)-1-cyclopropyl-1,3,4, 7-tetrahydro-2H-
pyrazolo[4',3":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2-chloro-6-tluoro-3 S-dimethoxyphenyl)-1-cyclobutyl-1,3,4,7-tetrahydro-2H-
pyrazolo[4',3":5,6]pyrido[4 A-d]pyrimidin-2-one;
3-(2,6-difluoro-3/5-dimethoxyphenyl)-1,3,4,7-tetrahydro-2H-
pyrrolof3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-diflgoro-3,5-dimethoxyphenyl)-1,9-dimethyl-1,3,4,7-tetrahydro-2H-
pyrrolof3',2%:5,&pyrido{4,3-d]pyrimidin-2-one;
[3-(26-difluoro-3,5-dimethoxyphenyl)-1-methyl-2-0x0-2,3,4,7-tetrahydro-1H-
pyrrolo[372".5,6]pyrido[4,3-d]pyrimidin-9-yl]acetonitrile;
3-(2-chloro-6-fluoro-3,5-dimethoxyphenyl)-1-cyclobutyl-3,4,7,9-tetrahydro- 1H-
pywolo[3',2"5,6]pyrido[4,3-d]pyrimidine-2,8-dione;
3-(2-chloro-6-fluoro-3,5-dimethoxyphenyl)-1-(1-methyl-1H-pyrazol-4-y1)-1,3,4,7-
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tetrahydro-2H-pyrrolof3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2-chloro-6-fluoro-3,5-dimethoxyphenyl)-1-pyridin-3-yl-1,3,4,7-tetrahydro-2H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-pyridazin-3-yl-1,3,4,7-tetrahydro-2H-
pyrrolof3',2":5,6)pyrido{4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-8-(morpholin-4-ylmethyl)-¥,3,4,7-
tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoroe-3,5-dimethoxyphenyl)-8-[(4-hydroxypiperidin- 1-yl)méthyl]-1-methyl-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]Jpyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4,4-difluoropiperidiné 1 -yl)methyl]-1-
methyl-1,3,4,7-tetrahydro-2H-pyrrolo[3',2"5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(3,3-difluoropiperidin-1-yl)methyl]-1-
methyl-1,3,4,7-tetrahydro-2H-pyrrolo{3',2":5,6]pyrido[4,3-d]
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-8-#2-morpholin-4-ylethyl)-1,3 ,4,7-

rimidin-2-one;
tetrahydro-2H-pyrrolo{3',2"5,6)pyridof4,3-d]pyrimidin/2-one;
8-(2-azetidin-1-ylethy!)-3-(2,6-difluoro-3,5-fimcthoxyphenyl)-1-methyl-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrinidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)/t -methyl-8-(2-pyrrolidin-1-ylethyl)-1,3 4,7-
tetrahiydro-2H-pyrrolo[3',2":5,6]pyrido[4,3 4] pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxypjtenyl)- 1-methyl-8-(3-morpholin-4-ylpropyl)-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2":5,6]pyrig0[4,3-d]pyrimidin-2-one;
8-[3-(4-cyclopropylpiperaZin- 1-yl)propyl]-3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-
methyl-1,3,4,7-tetrahydro-2H-gyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4-ethylpiperazin-1-yl)carbonyl]- I-methyl-

1,3,4,7-tetrahydro-2H-pytrolo[3',2":5,6 ]pyrido[4,3-d]pyrimidin-2-one;

443-(2,6-difluoro-3,5-dimethoxyphenyl)-2,8-dioxo-2,3,4,7,8,9-hexahydro- 1H-
pyrrolg[3',2":5,6]pyrido[4,3-d]pyrimidin-I-yl]benzonitrile;
3-{[3-(2,6-diflnoro-3,5-dimethoxyphenyl)-2,8-dioxo-2,3,4,7,8,9-hexahydro- 1 H-
yrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin- 1 -yl]methyl} benzonitrile;
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3-(2-chloro-6-fluoro-3,5-dimethoxyphenyl)-1-(2,3-difluorophenyl)-3,4,7,9-
tetrahydro-1H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidine-2,8-dione; and

4-[3-(2,6-difluoro-3,5-dimethoxyphenyl)-2,8-dioxo-2,3,4,7,8,9-hexahydro- 1H-
pyrrolo[3',2":5,6]pyrido{4,3-d]pyrimidin-1-y1]-3-fluorobenzonitrile;

or a pharmaceutically acceptable salt of any of the aforementioned.

g1. The compound of claim 1 selected fron:
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-ethyl-8-(morpholin-4-ylmetl1)-1,3,4,7-
tetrahydro-2H-pyrrolof3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-cthyl-8-[(4-methylpipefazin-I-ymethyl]-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2"5,6]pyrido[4,3-d]pyrimidin-2-0
3-(2,6-diflnoro-3,5-dimethoxyphenyt)-1-cthyl-8-[(4-ethy
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]]pyrido[4,3-d]pyrimid;
3-(2,6-difluoro-3,5-dimethoxyphenyl)- 1 -methyl-8 f(4-methylpiperazin-1-yl)methyl]-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6pyrido[4,3-d]pyfimidin-2-one;

iperazin-1-ymethyt}-

-2-one;

3-(2,6-difluoro-3,5-dimethoxyphenyl)-8- {{4A2-hydroxycthyl)piperazin-1-ylimethyl} -
I-methyl-1,3,4,7-tetrahydro-2H-pyrrolo[3',2"5,6}pyrido[4,3-d]pyrimidin-2-one;

3-(4-{[3-(2,6-difluoro-3,5-dimethoxyphenyl)-I-methyl-2-0x0-2,3 4, 7-tetrahydro-1H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-8

1-{[3-(2,6-difluoro-3,5-dimethoXyphenyl)-1-methyl-2-0x0-2,3,4,7-tetrahydro-1H-

1Jmethyl} piperazin-1-yl)propanenitrile;

pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-8-ylJmethyl} piperidine-4-carbonitrile;
(3S)-1-{[3-(2,6-difluoro-3
1H-pyrrolo[3',2":5,6]pyrido[4,
3-(2,6-difluoro-3,5-dimethoxyphenyl)- 1-methyl-8- {[(1-methylpiperidin-4-

5-dimethoxyphenyl)-1-methyl-2-ox0-2,3,4,7-tetrahydro-
~dJpyrimidin-8-ylJmethyl}pyrrolidine-3-carbonitrile;
ylamino]methyl}-1,3,4 7-tetrahydro-2Hpyrrolo{3',2" 5,6 pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluorg-3,5-dimethoxyphenyl)- 1 -methyl-8- {[(3S)-tetrahydrofuran-3-
ylaminoJmethyl}-¥,3,4,7-tetrahydro-2Hpyrrolof3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-¢4
ylamino]methyl}-1,3,4,7-tetrahydro-2Hpyrrolo[3',2".5,6 Jpyrido[4,3-d]pyrimidin-2-one;

fluoro-3,5-dimethoxyphenyl)-1-methyl-8- {{(3R)-tetrahydrofuran-3-

3(2,6-difluoro-3,5-dimethoxyphenyl)-8-(1H-imidazol-1-ylmethyl)-1-methyl-1,3,4,7-
ro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6~difluoro-3,5-dimethoxyphenyl)-1-methyl-8-(1H-pyrazol-1-ylmethyl)-1,3,4,7-
trahydro-2H-pyrrolo[3',2"5,6]pyrido{4,3-d]pyrimidin-2-one;
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3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-8-[(1-methyl-1H-pyrazol-4-
ylmethyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-8-(2-pyridin-2-ylethyl)-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2-chloro-6-fluoro-3,5-dimethoxyphenyl)-1-ethyl-8-(morpholin-4-ylmethyl)-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6 )pyridof4,3-d]pyrimidin-2-one;
8-[2-(diethylamino)ethyl]-3-(2,6-difluoro-3,5-dimethoxyphenyl)- l-methyl-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2":.5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[2-(3-fluoroazetidin-1-y1}éthyl]-1-methyl-
1,3,4,7-tetrahydro-2Hpyrrolo[3',2"5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[2-(3-methoxyazetjdin-1-yethyl]-1-methyl-
1,3,4,7-tetrahydro-2Hpyrrolo[3',2"5,6]pyrido[4,3-d]pyrimidin-20ne;
3-(2-chloro-6-fluoro-3,5-dimethoxyphenyl)-1-(1-methg1-1H-pyrazol-4-yl)-1,3,4,7-
tetrahydro-2H-pyrazolo[4',3":5,6]pyrido{4,3-d]pyrimidin-24one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(2-hydroxyethyl)-8-(2-morpholin-4-ylethyl)-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6pyridof4,3-dipyrimidin-2-onc;
1-(3-chloropyridin-2-yl)-3-(2,6-difluoro-3,5-dimethoxyphenyl)-3,4,7,9-tetrahydro-
1H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidine-Z,8-dione;
7'+(2,6-difluoro-3,5-dimethoxyphepg1)-6',7'-dihydrospiro[cyclobutane-1,9'-
pyrrolo[2,3-c][2,7]naphthyridin]-8'(3'H)Y one;
7'-(2,6-difluoro-3,5-dimethox4phenyl)-6',7'-dihydrospiro[cyclopentane-1,9'-
pyrrolo[2,3-c][2,7]naphthyridin]-§'(3'H)-one;
7'-(2,6-difluoro-3,5-dirdethoxyphenyl)-2,3,5,6,6',7-hexahydrospiro{ pyran-4,9'-
pyrrolo[2,3-c]{2,7Inaphthypidin]-8'(3'H)-one;
7'-(2,6-difluoro-3/5-dimethoxyphenyl)-1-methyl-6',7'-dihydrospiro{piperidine-4,9'-
pyrrolof2,3-c][2,7naghthyridin]-8'(3'H)-one;
7-(2,6-diflpOro-3,5-dimethoxyphenyI)-9,9-dimethyl-2-(morpholin-4-ylmethy1)-
3,6,7,9-tetrahygfo-8H-pyrrolof2,3-¢c]}-2,7-naphthyridin-8-one;
7-(2 g-difluoro-3,5-dimethoxypheny!)-9,9-dimethyl-2-[(4-methylpiperazin-1-
yDmethy}f-3,6,7,9-tetrahydro-8H-pyrrolo[2,3-c]-2,7-naphthyridin-8-one;
7-(2,6-difluoro-3,5-dimethoxyphenyl)-2-[(4-ethylpiperazin-1-yl)methy1]-9,9-
dimethyl-3,6,7,9-tetrahydro-8H-pyrrolo[2,3-c]-2,7-naphthyridin-8-one;
1-{[7-(2,6-difluoro-3,5-dimethoxyphenyl)-9,9-dimethyl-8-0x0-6,7,8,9-tetrahydro-3H-
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pyrrole[2,3-c]-2,7-naphthyridin-2-ylJmethyl} piperidine-4-carbonitrile;
7-(2,6-difluoro-3,5-dimethoxyphenyl)-2- {[(3S)-3-(dimethylamino)pyrrolidin-1-
yllmethyl1}-9.9-dimethyl-3,6,7,9-tetrahydro-8H-pyrrolo[2,3-c]-2,7-naphthyridin-8-one;
7-(2,6-difluoro-3,5-dimethoxyphenyl)-2-{[(3R)-3-(dimethylamino)pyrrolidin-1-
yllmethyl}-9,9-dimethyl-3,6,7,9-tetrahydro-8H-pyrrolo[2,3-¢]-2, 7-naphthyridin-8-on
7-(2,6-difluoro-3,5-dimethoxyphenyl)-9,9-dimethyl-2-(2-morpholin-4-ylethg1)-
3,6,7,9-tetrahydro-8H-pyrrolo[2,3-c]-2,7-naphthyridin-8-one;
7-(2,6-difluoro-3,5-dimethoxyphenyl)-2-[2-(4-ethylpiperazin- 1 -yl)et
dimethyl-3,6,7,9-tetrahydro-8H-pyrrolo[2,3-c]-2,7-naphthyridin-8-one;
7-(2,6-difluoro-3,5-dimethoxyphenyl)-9,9-dimethyl-2-[2-(4-m
ylethyl]-3,6,7,9-tetrahydro-8H-pyrrolo[2,3-c]-2,7-naphthyridin-8-pfie;

hylpiperazin-1-

3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(1,3-oxazol-4-yinethyl)-1,3,4,7-tetrahydro-
2H-pyrazolo[4',3":5,6]pyrido[4,3-d]pyrimidin-2-one;

3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(isoxazol3-ylmethyl)-1,3,4,7-tetrahy dro-2H-
pyrazolo[4',3":5,6]pyrido{4,3-d]pyrimidin-2-one;

3-(2,6-difluoro-3,5-dimecthoxyphenyl)-1-(1,

2H-pyrazolo[4',3"5,6]pyridof4,3-d]pyrimidin-2-

‘thiazol-4-ylmethy1)-1,3,4,7-tetrahydro-
ne;

3-(2,6-difluoro-3,5-dimethoxypheny)/1 -[2-(difluoromethoxy)phenyl}-1,3,4,7-
tetrahydro-2H-pyrazolo[4',3":5,6]pyrido[4,3-d]pyrimidin-2-one;

3-(2,6-difluoro-3,5-dimethoxypienyl)-1-[2-(1H-pyrazol-1-yl)ethyl}-1,3,4,7-
tetrahydro-2H-pyrazolo[4',3":5,6]pyidof4,3-d]pyrimidin-2-one;

3-(2,6-difluoro-3,5-dimetoxyphenyl)-1-[(2R)-tetrahydrofuran-2-ylmethyl]-1,3,4,7-
tetrahydro-2H-pyrazolo[4',3":540]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-[(2S)-tetrahydrofuran-2-ylmethyl]-1,3,4,7-

tetrahydro-2H-pyrazolof4',3":5,6]pyrido[4,3-d]pyrimidin-2-one;

pyrazolo[4',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3A2,6-difluoro-3,5-dimethoxyphenyl)-1-(2-pyridin-3-ylethyl)-1,3,4,7-tetrahydro-2H-

pyrazglo[4',3":5,6]pyridof4,3-d]pyrimidin-2-one;

3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(2-pyridin-4-ylethyl)-1,3,4,7-tetrahydro-2H-

yrazolo[4',3":5,6]pyrido[4,3-d]pyrimidin-2-one;
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3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(1-ethyl-1H-pyrazol-4-yl)-1,3,4,7-tetrahydro-
2H-pyrazolo[4',3":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-[1-(2-hydroxy-2-methylpropyl)-1H-pyrazol,,
4-y11-1,3,4,7-tetrahydro-2H-pyrazolo[4',3".5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-[1-(2-methoxyethyl)-1H-pyrazol-4-yl
1,3,4,7-tetrahydro-2H-pyrazolo[4',3":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-[ 1-(2,2-diflucroethyl)-1H-pyrazgl-4-yl]-
1,3,4,7-tetrahydro-2H-pyrazolo[4',3":5,6]pyridof4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-[(6-methoxypyridin-2-yl yhethyl}-1,3,4,7-
tetrahydro-2H-pyrazolo[4',3":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-[(2-methoxypyridipé4-yl)methyl]-1,3,4,7-
tetrahydro-2H-pyrazolo[4',3":5,6]pyrido[4,3-dIpyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-[(3R)-tetrahydrofuran-3-ylmethyl}-1,3,4,7-
tetrahydro-2H-pyrazolo[4',3":5,6]pyrido[4,3-d]pyrimidin-2/4one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-[(3S)-tgtrahydrofuran-3-ylmethyl]-1,3,4,7-
tetrahydro-2H-pyrazolo[4',3":5,6]pyrido[4,3-d]pyrinddin-2-onc;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(Z-fluorophenyl)-8-(morpholin-4-yIimethyl)-
1,3.4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyridof4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4-ethylpiperazin-1-yDmethyl]-1-(2-
fluorophenyl)-1,3,4,7-tetrahydro-2H-pyriolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
I-cyclobutyl-3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-(morpholin-4-ylmethyl)-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2"5,6]pyrido[4,3-d]pyrimidin-2-one;
1-cyclobutyl-3-(2,6-diffioro-3,5-dimethoxyphenyl)-8-(2-morpholin-4-ylethyl)-
1,3,4,7-tetrahydro-2H-pyrrofo[3',2":5,6pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-35-dimethoxyphenyl)-8-(morpholin-4-yImethyl)-1-propyl-1,3,4,7-
tetrahydro-2H-pyrrolg{3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-diflybdro-3,5-dimethoxyphenyl)- I-ethyl-8-(2-morpholin-4-ylethyl)-1,3,4,7-
tetrahydro-2H-piyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
1-cyglopropyl-3-(2,6-difluoro-3,5-dimethoxypheny1)-8-(morpholin-4-yimethyl)-1,3,4,
7-tetrahygdro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]Jpyrimidin-2-one;
1-cyclopropyl-3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4-methylpiperazin-1-
yhdethyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3’,2":5,6)pyrido[4,3-d]pyrimidin-2-one;
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1-cyclopropyl-3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4-ethylpiperazin-1-
yDmethyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6pyrido[4,3-d]pyrimidin-2-one;

3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(4-fluorophenyl)-8-(morpholin-4-ylmethyl)
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;

3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(4-fluoropheny!)-8-{(4-methylpiperazin-1-
yl)methyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6 ]pyrido[4,3-d]pyrimidin-2-one;

1-yl)methyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6 ]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(2,3-difluorophenyt)-8-[(4-ethylpiperazin-1-
yl)methyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d}pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-(morpholin-#-ylmethyl)-1-pyridin-4-yl-1,3,4,
7-tetrahydro-2H-pyrrolo[3',2"5,6]pyrido[4,3-d]pyrimidinZ-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4-methylpiperazin-1-yl)methyl]- | pyridin-
4-yl-1,3,4,7-tctrahydro-2H-pyrrolo[3',2":5,6 pyridof4,3-d]pyrimidin-2-onc;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-£2-flucrophenyl)-8-(2-morpholin-4-ylethyl)-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2" 5,6 Jpyridg{4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphend!)-1-(2-fluorophenyl)-8-[2-(4-methylpiperazin-1-
ylethyl]-1,3,4,7-tetrahydro-2H-pyrrolof3',2":5,6 pyrido{4,3-d Jpyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoyéphenyl)-1-(2-fluoropheny!)-8-[2-(4-ethylpiperazin-1-
yhethyl]-1,3,4,7-tetrahydro-2H-
3-[3-(2,6-difluoro-3,5-dimethoxyphenyl)-2-0x0-2,3,4,7-tetrahydro-1H-pyrazolo[4',

rrolo[3',2":5,6]pyrido[4,3-dpyrimidin-2-one;

3"5,6]pyrido[4,3-d]pyrimigin-1-yl]-2-fluoro-N-isopropylbenzamide;

(morpholin-4-ylmethyl)-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6 Jpyrido[4,3-d]pyrimidin-2-

3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-( 1-methyl-1 H-pyrazol-4-y1)-8-(morpholin-4-
Imethyl)-1,3,4,7-tetrahydro-2H-pyrrolo[3',2" 5,6]pyrido[4,3-d]pyrimidin-2-one;
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3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4-methylpiperazin-1-yl)methyl]-1-(1-
methyl-1H-pyrazol-4-y)-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin -2-
one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4-ethylpiperazin- 1-yl)methyl]-1-(1-metiyl-
IH-pyrazol-4-yl)-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-on
0.
dimethyl-3,6,7,9-tetrahydro-8H-pyrrolo[2,3-c]-2,7-naphthyridin-8-one;
7-(2,6-difluoro-3,5-dimethoxyphenyl)-2-[(3-fluoroazetidin-1-yl)meth
dimethyl-3,6,7,9-tetrahydro-8H-pyrrolo[2,3-c]-2,7-naphthyridin-8-one;
1-{[3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-2-ox0-2,3 4, 7-tetrahydro-1H-
pyrrolof3',2":5,6]pyrido[4,3-d]pyrimidin-8-yl]methyl} azetidine-3-cgfbonitrile;
(3R)-1-{[3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methy}2-0x0-2,3,4,7-tetrahydro-
1H-pyrrolo[3',2":5,6]pyridof[4,3-d]pyrimidin-8-ylJmethyl} pyryblidine-3-carbonitrile;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[2-(3-flugroazetidin-1-ylethyl]-1-(2-
hydroxyethyl)-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(2,3

rido[4,3-d]pyrimidin-2-one;
difluorophenyl)-8-(morpholin-4-
ylmethyl)-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6fpyrido[4,3-d])pyrimidin-2-one;
3+(2,6-difluoro-3,5-dimethoxyphenyl)/ -(3-fluorophenyl)-8-(morpholin-4-ylmethyl)-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyy#do[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(3-fluoropheny!)-8-[(4-methyl piperazin-1-
yDmethyl]-1,3,4,7-tetrahydro-2H-pyyrolo[3',2"5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethOxyphenyl)- 1-(3-fluorophenyl)-8-[(4-ethyl piperazin-1-
ylmethyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-gimethoxyphenyl)- I -methyl-9-(1-methyl-1H-pyrazol-4-y1)-1,3 4,
7-tetrahydro-2H-pyrazolé[4',3".5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluorg-3,5-dimethoxyphenyl)- 1-[(6-fluoropyridin-2-yl)methyl]-1,3,4,7-
tetrahydro-2H-pyrazolo[4',3":5,6]pyrido[4,3-dJpyrimidin-2-one;

2H-pyrazolo[4',3":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-ethyl-8-[(2-oxopyridin-1(2H)-yl)methyl]-
'3,4,7-tetrahydro-2H-pyrrolo[3',2"5,6]pyrido[4,3-d]pyrimidin-2-one;
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3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-ethyl-8-[(pyridin-3-yloxy)methyl]-1,3,4,7-
tetrahydro-2H-pyrrolo{3’,2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)- 1-(2-hydroxyethyl)-8-(morpholin-4-ylmethyl
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6Ipyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(2,3-difluoropheny!)-8-(2-morpholin-#-
ylethyl)-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(2,3-difluorophenyl)-8-[2-(4-
methylpiperazin-1-yhethyl]-1,3 .4, 7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4/3-d]pyrimidin-
2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(2,3-difluorophenyl)-$4[ 2-(4-ethylpiperazin-
1-yDethyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6 pyrido[4,3-d]py#midin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)- 1-(4-fluorophenyly-8-(2-morpholin-4-ylethyl)-
1,3,4,7-tetrahydro-2H-pyrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)- 1 -(4-fluorophenyl)-8-[2-(4-methylpiperazin-1-
ylethyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6pyridg{4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)- 1-(3-fluorophenyl)-8-(2-morpholin-4-ylcthyl)-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2"5,6]pyrido[4,8-d]pyrimidin-2-one;
3-(2,6-diflyoro-3,5-dimethoxyphenyl)/1-(3-fluorophenyl)-8-[2-(4-methylpiperazin-1-
yDethyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxypRenyl)-1-(3-fluorophenyl)-8-[2-(4-ethylpiperazin-1-
ylethyl}-1,3,4,7-tetrahydro-2H-pyriglo[3',2":5,6pyrido[4,3-d]pyrimidin-2-one;
1-{2-[3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-ethyl-2-0x0-2,3,4,7-tetrahydro-1H-
pyrrolo[3',2":5,6]pyrido[4,3-d}gyrimidin-8-yl]ethyl}azetidine-3-carbonitrile;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-ethyl-8-[2-(3-fluoroazetidin- 1 -ylethyl]-
1,3,4,7-tetrahydro-2H-pytrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluorg-3,5-dimethoxyphenyl)-1-(2-fluoroethyl)-8-(morpholin-4-ylmethyl)-
1,3,4,7-tetrahydro/ZH-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one; and

or a pharmaceutically acceptable salt of any of the aforementioned.

A pharmaceutical composition comprising a compound of any one of claims 1 to 81,
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or a pharmaceutically acceptable salt thereof, and at least one pharmaceutically acceptable

carrier.

83. A method of inhibiting an FGFR enzyme comprising contacting said enzyme witlya

compound of any one of claims 1 to 81, or a pharmaceutically acceptable salt thereof.

84. A method of treating cancer in a patient comprising administering to sai¢/patient a
therapeutically effective amount of a compound of any one of claims 1 to 81 /or a

pharmaceutically acceptable salt thereof.

85.  The method of claim 84 wherein said cancer is selected fror bladder cancer, breast
cancer, cervical cancer, colorectal cancer, endometrial cancer, ggétric cancer, head and neck
cancer, kidney cancer, liver cancer, lung cancer, ovarian cangér, prostate cancer, esophageal
cancer, gall bladder cancer, pancreatic cancer, thyroid canger, skin cancer. leukemia,

multiple myeloma, chronic lymphocytic lymphoma, addlt T cell leukemia, B-cell lymphoma,
acutc myclogenous Icukemia, Hodgkin’s or non-Hodgkin’s lymphoma, Waldenstrom's
Macroglubulinemia, hairy cell lymphoma, Burkett's lymphoma, glioblastoma, melanoma, and

rhabdosarcoma.
86. A method of treating a myeloprgdiferative disorder in a patient comprising
administering to said patient a therap€utically effective amount of a compound of any one of

claims 1 to 81, or a pharmaceutically acceptable salt thereof,

87.  The method of claigg 86 wherein said myeloproliferative disorder is selected from

polycythemia vera, esseptial thrombocythemia, and primary myelofibrosis.

88. A method gf treating a skeletal or chondrocyte disorder in a patient comprising

administering t¢f said patient a therapeutically effective amount of a compound of any one of
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syndrome, Crouzon syndrome, Jackson-Weiss syndrome, Beare-Stevenson cutis gyrate

syndrome, Pfeiffer syndrome, and craniosynostosis syndrome.

90. A method of treating a hypophosphatemia disorder in a patient comprising
administering to said patient a therapeutically effective amount of a compound of any 4ne of

claims | to 81, or a pharmaceutically acceptable salt thereof.

91.  The method of claim 90 wherein said hypophosphatemia disorder is }X-linked
hypophosphatemic rickets, autosomal recessive hypophosphatemic ricketg, and autosomal

dominant hypophosphatemic rickets, or tumor-induced osteromalacia.




The Claims defining the invention are as follows:

1. A compound of Formula II:

R7
RS RS
1
RS N w
R* RS s X

R? l \>—R‘°
™

R N7 N
I
or a pharmaceutically acceptable salt thereof, wherein:
W is NR%;
Xis CRP orN;

R! is H, NR*RE, halo, and Ci3alkyl;

R? and R? are each independently selected from H, CN, C(O)NRRY, and C;.7 alkyl,
wherein said C,.7 alkyl is optionally substituted by 1, 2, or 3 substituents independently
selected from halo, OR?, CN, NR°RY, and C(O)NR°RY,;

or R? and R? together with the carbon atom to which they are attached form a 3-7
membered cycloalkyl ring or a 4-7 membered heterocycloalkyl ring, each optionally
substituted by 1, 2, or 3 substituents independently selected from halo, Ci.salkyl, Ci.
haloalkyl, CN, OR?, SR?, C(O)R®, C(O)NR°R¢, C(O)OR?, OC(O)R®, OC(O)NRRY, NR°RY,
NRCC(O)R®, and NR*C(O)OR?

R4, R, R®, R7, and R?® are each independently selected from H, halo, Ci.¢ alkyl, Ca.
alkenyl, C2.¢ alkynyl, Ci.¢ haloalkyl, Cs.10 aryl, Cs.1ocycloalkyl, 5-10 membered heteroaryl, 4-
10 membered heterocycloalkyl, CN, OR?, SR, C(O)R?!, C(O)NR'RY!, C(O)OR™,
OC(O)R®!, OC(O)NR®'RY, NR®'RY, NR®!C(O)R®!, NR®'C(O)OR¥, NR'C(O)NRC'RY,
C(=NRHRY!, C(=NRHNR'RY, NRC(=NR)NR'RY, NR°!S(O)RP!, NR°!S(O),R"!,
NRC'S(0)NRS'RY, S(O)R®!, S(O)NR'RY, S(0)R?', and S(0):NR°'R¥'; wherein said C1-¢
alkyl, Ca. alkenyl, C2-6 alkynyl, Ce.10aryl, Cs.iocycloalkyl, 5-10 membered heteroaryl, and 4-
10 membered heterocycloalkyl are each optionally substituted with 1, 2, 3,4, or 5
substituents independently selected from halo, Ci.s alkyl, C2-6 alkenyl, Ca. alkynyl, Ci.6
haloalkyl, CN, NO, OR®, SR, C(O)R?!, C(O)NR®'RY, C(O)OR™, OC(O)R®!,
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OC(O)NRC'RY, C(=NRHNRC'RY, NRY'C(=NRHNR'R¥ NR¢'R¥, NR°!C(O)R?!,
NR®'C(O)OR?, NR¢'C(O)NRC'RY, NRC!'S(O)RP!, NR°'S(0),R®!, NR®!S(O),NR*'R¢!,
S(O)RY!, S(O)NR®'RY, S(0)2R®, and S(O)NR°'R¥;

R? is H, C1.6 alkyl, C2.6 alkenyl, Ca-6 alkynyl, Ce.10aryl, Cs.1o cycloalkyl, 5-10
membered heteroaryl, 4-10 membered heterocycloalkyl, Ce.10 aryl-Ci.4 alkyl, Cs.10 cycloalkyl-
Ci-salkyl, (5-10 membered heteroaryl)-Ci.4 alkyl, or (4-10 membered heterocycloalkyl)-Ci.4
alkyl, wherein said Ci-s alkyl, Ca.6 alkenyl, Ca.6 alkynyl, Cs.10aryl, Cs.iocycloalkyl, 5-10
membered heteroaryl, 4-10 membered heterocycloalkyl, Ce.10 aryl-Ci.4 alkyl, Cs.10 cycloalkyl-
Cisalkyl, (5-10 membered heteroaryl)-Ci4 alkyl, and (4-10 membered heterocycloalkyl)-Ci.4
alkyl are each optionally substituted with 1, 2, 3, 4, or 5 substituents independently selected
from R*;

each R* is independently selected from Cy!, halo, Ci.¢ alkyl, C2- alkenyl, Ca.6
alkynyl, Ci-¢ haloalkyl, CN, NO,, OR®2, SRZ, C(O)R®2, C(O)NR“R%, C(0)ORZ, OC(O)R™,
OC(O)NRZR®, C(=NRZ)NRZREZ, NRZC(=NR?)NRR®, NRZRZ, NR2C(O)R?,
NR®2C(0)ORZ, NRC(O)NRZR%, NR®S(0)R", NR*2S(0);R?, NR®2S(0);NR“R%,
S(O)R™, S(O)NR?R%, S(0):R, and S(0)2NR“R®, wherein said Ci.¢ alkyl, C2.¢ alkenyl,
and Ca-¢ alkynyl are each optionally substituted with 1, 2, or 3 substituents independently
selected from Cy', halo, CN, NO,, OR%, SR%, C(O)R"2, C(O)NR®ZR%, C(O)OR?,
OC(O)RY2, OC(O)NR“R%, C(=NR*)NR“R%¥, NR®C(=NR?)NR*R%, NR’R%,
NR2C(0)R?, NRC(O)ORZ, NRZC(O)NR2R%, NR*2S(0)R"2, NR®2S(0),R",
NR®S(0);NRZR%, S(O)R"2, S(O)NR*R%, S§(0)2R", and S(0);NRZR%;

R is selected from halo, Ci alkyl, Ca.s alkenyl, Ca.¢ alkynyl, Ci.¢ haloalkyl, Ce.10
aryl, Cs.10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, CN, NO2,
OR®, SR®, C(O)R™, C(O)NR®R®, C(O)OR®, OC(O)R"3, OC(O)NR®R®, NRVR®,
NRSAC(0)R?, NR®C(O)OR®, NREC(O)NR®RE, C(=NR®)R", C(=NR*)NR®RE,
NRPC(=NR“)NRZRE, NRZS(0)R?, NR*S(0),R, NRPS(0),NR*R®, S(O)R,
S(O)NR®R®E, S(0)2R", and S(0)NR®R®; wherein said Ci.¢ alkyl, C2-¢ alkenyl, Ca.6
alkynyl, Ce.1oaryl, Cs-10 cycloalkyl, 5-10 membered heteroaryl, and 4-10 membered
heterocycloalkyl are each optionally substituted with 1, 2, 3, 4, or 5 substituents
independently selected from R'%;

RS is selected from H, halo, Ci.6 alkyl, Ca.6 alkenyl, Ca.¢ alkynyl, C1.¢ haloalkyl, Cs.10
aryl, Cs.1o cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, CN, NO2,
OR®, SR®, C(O)RY, C(O)NRZR%, C(O)OR*, OC(O)R®, OC(O)NRSRYS, NRZRE,
NRSBC(O)R??, NREC(O)OR®, NREC(O)NR®R®, C(=NR®)R, C(=NR)NR“RE,
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NREBC(=NR)NR®RE, NRES(0)R?, NRS(0)2R?, NRPS(0):NR“R®, S(O)R,
S(O)NR®R%, $(0)R, and S(0);NRPR%; wherein said Ci.6 alkyl, C2-¢ alkenyl, Ca.6
alkynyl, Ce.10 aryl, Cs.10 cycloalkyl, 5-10 membered heteroaryl, and 4-10 membered
heterocycloalkyl are each optionally substituted with 1, 2, 3, 4, or 5 substituents
independently selected from R1%;

each R!% is independently selected from Cy?, halo, Ci. alkyl, Ca.¢ alkenyl, Ca.6
alkynyl, Ci.6 haloalkyl, CN, NO,, OR®, SR®, C(O)R", C(O)NR®R%, C(0)OR®, OC(O)R®,
OC(O)NRSR®, C(=NR“)NR®R®E, NRC(=NRNR*R® NR%R%, NRPC(O)RY,
NRSC(0)OR®, NRPC(O)NRPR®, NRBS(0)R, NRPS(0);R?, NRSS(0),NR*R%,
S(O)R, S(O)NRZRE, S(0)2R?, and S(0):NRZR®, wherein said Ci.6 alkyl, Ca- alkenyl,
and Ca.¢ alkynyl are each optionally substituted with 1, 2, or 3 substituents independently
selected from Cy?, halo, CN, NO», OR®, SR®, C(O)R, C(O)NR®R®E, C(O)ORS,
OC(O)R, OC(O)NR®R®, C(=NR“)NR®R®, NR“C(=NR*)NR®R®, NR“R®,
NR%C(O)R™, NR®C(0)OR®, NRZC(O)NR“R®, NR?S(O)R", NR®S(0):R",
NR®S(0)2NR%R®, S(O)R™, S(O)NRRF, S(0)2R™, and S(O),NR®RE;

RA and RE are each independently selected from H, Ci.4 alkyl, Ci4 haloalkyl, C24
alkenyl, Ca4 alkynyl, Ce.10aryl, Cs.1o cycloalkyl, 5-10 membered heteroaryl, 4-10 membered
heterocycloalkyl, Ce-10aryl-Ci4 alkyl, Cs.10 cycloalkyl-Ci4 alkyl, (5-10 membered
heteroary!)-Ci4 alkyl, or (4-10 membered heterocycloalkyl)-Ci4 alkyl, wherein said Ci4
alkyl, C24 alkenyl, C24 alkynyl, Ce-joaryl, Cs.1g cycloalkyl, 5-10 membered heteroaryl, 4-10
membered heterocycloalkyl, Ce.10 aryl-Ci4 alkyl, Cs.1o cycloalkyl-Cj4 alkyl, (5-10 membered
heteroaryl)-C4 alkyl, and (4-10 membered heterocycloalkyl)-Ci4 alkyl is optionally
substituted with 1, 2, or 3 substituents independently selected from OH, CN, amino, halo, Ci4
alkyl, Ci« alkoxy, Ci4alkylthio, Ci.4 alkylamino, di(C,4alkyl)amino, C;4 haloalkyl, and Ci4
haloalkoxy;

Cy' and Cy? are each independently selected from Ce.ip aryl, Cs-1o cycloalkyl, 5-10
membered heteroaryl, 4-10 membered heterocycloalkyl, each of which is optionally
substituted by 1, 2, 3, 4, or 5 substituents independently selected from halo, Ci-¢ alkyl, Ca¢
alkenyl, Ca2.6 alkynyl, Ci.6 haloalkyl, Cs.10aryl, Cs.1o cycloalkyl, 5-10 membered heteroaryl, 3-
10 membered heterocycloalkyl, CN, NO2, OR®, SR®, C(O)R, C(O)NR®R®, C(O)OR®,
OC(0)RY, OC(O)NR®R®, NR¥R®, NR®C(0)R", NR®C(0O)OR™, NR®C(O)NR®R®,
C(=NR®)RY, C(=NR®)NR¥R®, NRPC(=NR*)NR®R®, NR®S(O)R", NR¥S(0)2R%,
NRES(0)NRSRP, S(O)RP, S(O)NRPRE, S(0),RY, and S(O)NRSR®; wherein said Ci-6
alkyl, Cz2.¢ alkenyl, Cz.¢ alkynyl, Cs.10aryl, C3.10 cycloalkyl, 5-10 membered heteroaryl, and 4-
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10 membered heterocycloalkyl are each optionally substituted with 1,2, 3,4, or 5
substituents independently selected from halo, Ci.6 alkyl, Cz.6 alkenyl, Ca.6 alkynyl, Ci.¢
haloalkyl, CN, NOz, OR®, SR®, C(O)R, C(O)NR®R%, C(O)OR*, OC(O)RY,
OC(O)NR®R®, C(=NR®)NR®R¥, NRPC(=NR*)NR*R%, NR¥R%, NR®C(O)R,
NR®C(0)OR®, NRPC(O)NR®RY, NRS(0)R", NRS(0);R?, NR¥S(0)NR®R%,
S(O)R™, S(O)NR®R®, §(0)2R", and S(O)2NRRE;

each R? R, RS, R, R®, RP!, R®!, RY!, R®2, RP2, R%2, R%2, R®, RbY3, RS, R%3, R#5, RYS,
R®, and R¥ is independently selected from H, Ci.¢ alkyl, Ci4 haloalkyl, Ca.6 alkenyl, Cz.6
alkynyl, Ce.10aryl, Cs-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered
heterocycloalkyl, Ce.10 aryl-Ci4 alkyl, Cs.iocycloalkyl-Ci4 alkyl, (5-10 membered
heteroaryl)-Ci.4 alkyl, or (4-10 membered heterocycloalkyl)-Ci.4 alkyl, wherein said Ci.s
alkyl, Ca. alkenyl, Cz.¢ alkynyl, Ce.1paryl, Cs.1o cycloalkyl, 5-10 membered heteroaryl, 4-10
membered heterocycloalkyl, Cs.10 aryl-Ci.4 alkyl, Cs.i0 cycloalkyl-Ci4 alkyl, (5-10 membered
heteroaryl)-Ci.4 alkyl, and (4-10 membered heterocycloalkyl)-Ci4alkyl is optionally
substituted with 1, 2, 3, 4, or 5 substituents independently selected from Ci4 alkyl, Ci4
haloalkyl, halo, CN, OR, SR®, C(O)R, C(O)NR®R%, C(O)OR*, OC(O)R,
OC(O)NR®RY NR®RY, NR®C(O)R"S, NR®C(O)NRR, NR*C(0O)OR,
C(=NR*)NR®R%®, NR®®C(=NR*)NRR%, S(O)R?, S(O)NR*R%, S(0);R?, NR®S(O):R",
NR®S(0)NR®R®, and S(0);NR®R%*;

or any R° and RY together with the N atom to which they are attached form a 4-, 5-, 6-,
or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3 substituents
independently selected from Ci.¢ alkyl, Cs-7 cycloalkyl, 4-7 membered heterocycloalkyl, Ce.10
aryl, 5-6 membered heteroaryl, Ci- haloalkyl, halo, CN, OR?, SR*, C(O)R®, C(O)NRRS,
C(O)OR™®, OC(O)R?®, OC(O)NR®RY, NR®R¥ NRC(O)R, NRC(O)NR®RS,
NR®C(O)OR®, C(=NR®)NRR6, NRC(=NR®)NR®R®  S(O)R", S(O)NR®R%¥, S(0),R",
NR®S(0)2R", NR®S(0);NR®R%, and S(O)NR*R%, wherein said Ci- alkyl, C3.7
cycloalkyl, 4-7 membered heterocycloalkyl, Ce.10 aryl, and 5-6 membered heteroaryl are
optionally substituted by 1, 2, or 3 substituents independently selected from halo, CN, OR®,
SR, C(O)R, C(O)NRR%, C(O)OR™*, OC(O)R?, OC(O)NRR, NRR %, NR®C(O)R?,
NR®C(O)NR®RY, NR®C(O)OR™, C(=NR®)NR*R%¥, NR®C(=NR*)NR*R*, S(O)RS,
S(O)NRRY, S(0)2R", NRUS(0)R", NR®S(0),NR®R®, and S(O):NR®R;

or any R°! and R together with the N atom to which they are attached form a 4-, 5-,
6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3 substituents

independently selected from Ci.¢ alkyl, C3.7 cycloalkyl, 4-7 membered heterocycloalkyl, Cs-10
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aryl, 5-6 membered heteroaryl, Ci.¢ haloalkyl, halo, CN, OR*, SR*, C(O)R%®, C(O)NR*R%,
C(O)OR™, OC(O)R, OC(O)NR®R?, NR®R%, NR®®C(O)R, NR®C(O)NR*R%,
NR®C(0)OR®, C(=NR®)NRRY, NR®C(=NR®)NR®R%, S(O)R", S(O)NR®R%, S(0):R,
NRS(0)2R%, NR®S(0)2NR®R®, and S(O)NR®RY, wherein said Ci.¢ alkyl, C.7
cycloalkyl, 4-7 membered heterocycloalkyl, Cs.10aryl, and 5-6 membered heteroaryl are
optionally substituted by 1, 2, or 3 substituents independently selected from halo, CN, OR®,
SR®, C(O)R®, C(O)NR®RY, C(O)OR*, OC(O)R?, OC(O)NRR®, NRR, NR®C(O)R,
NRC(O)NRRY, NR®C(O)OR, C(=NR®)NR®R%, NRC(=NR**)NR*R%, S(O)R,
S(O)NRRY, S(0)2R%, NR®S(0)>R?, NR®S(0),NR®R%¥, and S(0)2NR*R;

or any R®? and R together with the N atom to which they are attached form a 4-, 5-,
6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3 substituents
independently selected from C,.¢ alkyl, C3.7 cycloalkyl, 4-7 membered heterocycloalkyl, Ce.i0
aryl, and 5-6 membered heteroaryl, Ci.¢ haloalkyl, halo, CN, OR®, SR%, C(O)R®,
C(O)NRSR4, C(O)OR®, OC(O)RY, OC(O)NRR, NR®R% NR®C(O)R,
NRSC(O)NR®R®, NR®C(O)OR, C(=NR)NR®R%*, NRC(=NR*)NR*R%, S(O)R,
S(O)NRR?, S(0)2R", NRS(0);R", NR®S(0),NR*R, and S(O)NR“R%, wherein said
Ci-6 alkyl, Cs.7 cycloalkyl, 4-7 membered heterocycloalkyl, Cs.10 aryl, and 5-6 membered
heteroaryl are optionally substituted by 1, 2, or 3 substituents independently selected from
halo, CN, OR, SR, C(O)R, C(O)NRR%, C(OYOR, OC(O)R", OC(O)NRR,
NRR%, NRC(O)R, NR®C(O)NR®R®, NR®C(O)OR*, C(=NR*)NRR®,
NRSC(=NR*)NRR, S(O)R?, S(O)NRR®, S(0)2R", NR*S(0),R?, NR®S(0),NR*R%,
and S(0),NRR;

or any R® and R® together with the N atom to which they are attached form a 4-, 5-,
6-, or 7-membered heterocycloalky! group optionally substituted with 1, 2, or 3 substituents
independently selected from Ci alkyl, C3.7 cycloalkyl, 4-7 membered heterocycloalkyl, Cs-10
aryl, 5-6 membered heteroaryl, Ci.¢ haloalkyl, halo, CN, OR, SR, C(O)R®®, C(O)NRR,
C(O)OR®, OC(O)R", OC(O)NRR®, NRR, NR®C(O)R", NR®C(O)NR*R,
NRC(0)OR, C(=NR)NRR, NRC(=NR**)NRR%®, S(0)R", S(O)NRR%, S(0).R",
NRS(0);R, NR®S(0)NR®R, and S(0);NR®R%, wherein said C- alkyl, C3.7
cycloalkyl, 4-7 membered heterocycloalkyl, Cs.10aryl, and 5-6 membered heteroaryl are
optionally substituted by 1, 2, or 3 substituents independently selected from halo, CN, OR%,
SR, C(O)RY, C(O)NRUR®, C(O)OR, OC(O)R?, OC(O)NR®RY, NRR%, NR®C(O)R",
NR®C(O)NR®R¥, NR®C(O)OR?*, C(=NR®)NR®R%, NR®C(=NR*)NRR%*, S(O)R,
S(O)NRR®, S(0)2R%, NR®S(0)2R", NRS(0),NRR, and S(0),NR®R%;
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or any R® and R® together with the N atom to which they are attached form a 4-, 5-,
6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3 substituents
independently selected from C,.¢ alkyl, Cs.7 cycloalkyl, 4-7 membered heterocycloalkyl, Cs-10
aryl, 5-6 membered heteroaryl, Ci.¢ haloalkyl, halo, CN, OR?, SR, C(O)RY, C(O)NRR4,
C(O)OR™*, OC(O)RY, OC(O)NRRY, NRCRY, NR®C(O)R?, NRC(O)NRR®,
NR®C(Q)OR®, C(=NR®)NR®R, NR®C(=NR*)NR*R%, S(O)R", S(O)NRR%, S(0),R?®,
NR®S(0);R?, NR®S(0)NR®R, and S(0),NR®R%, wherein said C-¢ alkyl, C37
cycloalkyl, 4-7 membered heterocycloalkyl, Cs-10aryl, and 5-6 membered heteroaryl are
optionally substituted by 1, 2, or 3 substituents independently selected from halo, CN, OR%,
SR, C(O)RY, C(O)NR®R%, C(OYOR?, OC(O)R", OC(O)NR®URY, NRR®, NRC(O)R?,
NRSGC(OINRPRY, NROUC(O)OR, C(=NRENROR®, NREC(=NRENRORS, S(OIR,
S(O)NRORY, S(0),R?, NRS(0),R?, NR®S(0);NR®R, and S(O)NR®R%;

each R%, R, R, and R® is independently selected from H, Ci alkyl, CN, OR%,
SR, S(0)R", C(O)R®, S(O)NR®R%, and C(O)NRR%;

each R%, R%, R%, and R% is independently selected from H, Ci alkyl, Ci4 haloalkyl,
Cz-4 alkenyl, and Cz.4 alkynyl, wherein said Ci4 alkyl, C24 alkenyl, and Cz.4 alkynyl, is
optionally substituted with 1, 2, or 3 substituents independently selected from OH, CN,
amino, halo, Ci4alkyl, Ci4alkoxy, Ci4 alkylthio, Ci4alkylamino, di(Ci-4 alkyl)amino, Ci4
haloalkyl, and C14 haloalkoxy;

or any R and R% together with the N atom to which they are attached form a 4-, 5-,
6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3 substituents
independently selected from OH, CN, amino, halo, Ci.¢ alkyl, Ci4alkoxy, Ci4alkylthio, C;4
alkylamino, di(Ci-4 alkyl)amino, Ci.4 haloalkyl, and Ci.4 haloalkoxy; and

each R is independently selected from H, Ci4 alkyl, and CN.

2. The compound of claim 1, or a pharmaceutically acceptable salt thereof, wherein:-
a) R? is H, C1. alkyl, Cs-10 aryl, Ci-10cycloalkyl, 5-10 membered heteroaryl, 4-10 membered
heterocycloalkyl, Cs-10aryl-Ci4 alkyl, Cs.10 cycloalkyl-Cy4 alkyl, (5-10 membered
heteroary!)-C« alkyl, or (4-10 membered heterocycloalkyl)-Ci-4 alkyl, wherein said Ci-¢
alkyl, Ce-10 aryl, Cs.10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered
heterocycloalkyl, Ce-10 aryl-Ci.4 alkyl, Cs.10 cycloalkyl-Ci4 alkyl, (5-10 membered
heteroaryl)-C.4 alkyl, and (4-10 membered heterocycloalkyl)-Ci.4 alkyl are each optionally

substituted with R*; or
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b) R% is H, Ci6 alkyl, C3.10 cycloalkyl, 4-10 membered heterocycloalkyl, Cg.10 aryl-C-
s alkyl, or Cs.jo cycloalkyl-Ci.4 alkyl; or

¢) R® is Cy.¢ alkyl: or

d) R is methyl.

3. The compound of claim 1 or 2, or a pharmaceutically acceptable salt thereof, wherein

each of R', R?, and R? is H.

4. The compound of any one of claims 1 to 3, or a pharmaceutically acceptable salt
thereof, wherein:-
a) R%, R3, R®, R7, and R® are each independently selected from H, halo, Ci-¢ alkyl, Ci-
haloalkyl, CN, and OR%; or

b) R*, R, R%, R7, and R® are each independently selected from H, halo, and methoxy;

or

¢) R? and R’ are both methoxy and R¥, R®, and R® are each independently selected

from H and halo; or

d) R*is halo, R? is methoxy, R® is H, R” is methoxy, and R® is halo.
5. The compound of any one of claims 1 to 4, or a pharmaceutically acceptable salt
thereof, wherein:-

a) X is CR'; or

b) X is CH.

6. The compound of any one of claims 1 to 5, or a pharmaceutically acceptable salt

thereof, wherein R is H or 5-10 membered heteroaryl optionally substituted by Cj.s alkyl.
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7. The compound of any one of claims 1 to 6, or a pharmaceutically acceptable salt
thereof, wherein R'? is C|.¢ alkyl optionally substituted with 4-7 membered heterocycloalky!
wherein said 4-7 membered heterocycloalkyl is selected from morpholinyl, piperazinyl,
piperidinyl, pyrrolidinyl, tetrahydrofuranyl, and azetidinyl, and wherein said 4-7 membered
heterocycloalkyl is optionally substituted by 1, 2, or 3 substituents independently selected
from halo, Ci.6 alkyl, C1.6 haloalkyl, CN, OR®, C(O)R%, C(O)NR®R® C(O)OR™,
OC(O)RY, NR¥R%, and NR®C(O)RY.

8. The compound of claim 1, or a pharmaceutically acceptable salt thereof, having
Formula Ila:
R7
R8 R®
O
)l\ R
RS N~ N7
R4
= \
[ R10
A
N
N"
[lTa.
9. The compound of claim 8, or a pharmaceutically acceptable salt thereof, wherein R* is

halo, R® is methoxy, R®is H, R7 is methoxy, and R?® is halo.

10.  The compound of claim 8 or 9, or a pharmaceutically acceptable salt thereof, wherein
R’ is C1.¢ alkyl.

11.  The compound of any one of claims 8 to 10, or a pharmaceutically acceptable salt
thereof wherein R'? is Cj.¢ alkyl optionally substituted with 4-7 membered heterocycloalkyl
wherein said 4-7 membered heterocycloalkyl is selected from morpholinyl, piperazinyl,
piperidinyl, pyrrolidinyl, tetrahydrofuranyl, and azetidinyl, and wherein said 4-7 membered
heterocycloalkyl is optionally substituted by 1, 2, or 3 substituents independently selected
from halo, C1.6 alkyl, Ci.¢ haloalkyl, CN, OR®, C(O)R?’, C(O)NR®R%, C(O)OR?,
OC(O)R", NR®R®, and NR®C(O)RY.

12. The compound of claim 1 which is selected from:
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3-(3,5-Dimethoxyphenyl)-1-methyl-8-(1-methyl-1H-pyrazol-4-yl)-1,3,4,7-tetrahydro-
2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(3,5-Dimethoxyphenyl)-N,1-dimethyl-2-0x0-2,3,4,7-tetrahydro-1H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidine-8-carboxamide;
3-(2-Chloro-3,5-dimethoxyphenyl)-1-methyl-8-(1-methyl-1H-pyrazol-4-yl)-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2-Chloro-3,5-dimethoxyphenyl)-8-[ 1-(2-hydroxyethyl)-1H-pyrazol-4-yl]-1-
methyl-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6 Jpyrido[4,3-d]pyrimidin-2-one;
3-(2-Chloro-3,5-dimethoxyphenyl)-1-methyl-8-(1-methyl-1H-pyrazol-5-y1)-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2-Chloro-3,5-dimethoxyphenyl)-1-methyl-2-0x0-2,3,4,7-tetrahydro-1H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidine-8-carbonitrile;
3-(3,5-Dimethoxyphenyl)-1-methyl-8-(1-methyl-1,2,3,6-tetrahydropyridin-4-yl)-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(3,5-Dimethoxyphenyl)-1-methyl-8-(1-methylpiperidin-4-yl)-1,3,4,7-tetrahydro-
2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(3,5-Dimethoxyphenyl)-N,N, I -trimethyl-2-0x0-2,3,4,7-tetrahydro-1H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidine-8-carboxamide;
3-(3,5-Dimethoxyphenyl)-8-[(3-hydroxyazetidin-1-yl)carbonyl]-1-methyl-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(3,5-Dimethoxyphenyl)-8-[(3-hydroxypyrrolidin-1-yl)carbonyl}-1-methyl-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2":5,6}pyrido[4,3-d]pyrimidin-2-one;
3-(3,5-Dimethoxyphenyl)-1-methyl-8-[ (4-methylpiperazin-1-yl)carbonyl}-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2-Chloro-3,5-dimethoxyphenyl)-N,1-dimethyl-2-ox0-2,3,4,7-tetrahydro-1H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidine-8-carboxamide;
3-(2-Chloro-3,5-dimethoxyphenyl)-N,N, 1 -trimethyl-2-0x0-2,3,4,7-tetrahydro-1 H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidine-8-carboxamide;
3-(2-Chloro-3,5-dimethoxyphenyl)-8-[(3-hydroxyazetidin-1-yl)carbonyl ]-1-methyl-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2-Chloro-3,5-dimethoxyphenyl)-1-methyl-8-[(4-methylpiperazin-1-yl)carbonyl]-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-dJpyrimidin-2-one;
N-Cyclopropyl-3-(2-fluoro-3,5-dimethoxyphenyl)-1-methyl-2-0x0-2,3,4,7-tetrahydro-
1H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidine-8-carboxamide;
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3-(2-Fluoro-3,5-dimethoxyphenyl)-8-[(3-hydroxyazetidin-1-yl)carbonyl] - 1-methyi-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
1-{[3-(2-Fluoro-3,5-dimethoxyphenyl)-1-methyl-2-ox0-2,3,4,7-tetrahydro-1H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-8-yl]carbonyl} pyrrolidine-3-carbonitrile;
3-(2-Fluoro-3,5-dimethoxyphenyl)-1-methyl-8-[(4-methylpiperazin-1-yl)carbonyl]-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]]pyrido[4,3-d]pyrimidin-2-one;
3-(2-Fluoro-3,5-dimethoxyphenyl)-8-[(3-hydroxypiperidin-1-yl)carbonyl]-1-methyl-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]]pyrido[4,3-d]pyrimidin-2-one;
3-(2-Fluoro-3,5-dimethoxyphenyl)-N,N, 1 -trimethyl-2-ox0-2,3,4,7-tetrahydro-1H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidine-8-carboxamide;
3-(2,6-Difluoro-3,5-dimethoxyphenyl)-N,N, 1 -trimethyl-2-0x0-2,3,4,7-tetrahydro-1H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidine-8-carboxamide;

or a pharmaceutically acceptable salt of any of the aforementioned.

13.  The compound of claim 1:-
a) selected from:
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-8-(tetrahydro-2H-pyran-4-yl)-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)- 1 -methyl-8-[(4-methylpiperazin-1-
yDcarbonyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-8-(morpholin-4-ylcarbonyl)-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2":5,6 |pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4,4-difluoropiperidin-1-yl)carbonyl]-1-
methyl-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6Jpyrido[4,3-d]pyrimidin-2-one;

or a pharmaceutically acceptable salt of any of the aforementioned; or

b) selected from:
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4-ethylpiperazin-1-yl)methyl]-1-methyl-
1,3.,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[2-(4-ethylpiperazin-1-yl)ethyl]-1-methyl-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[3-(4-ethylpiperazin-1-yl)propyl]-1-methyl-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
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3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(1-ethylpiperidin-4-yl)methyl]-1-methyl-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-8-(morpholin-4-ylmethyl)-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4-hydroxypiperidin-1-yl)methyl]-1-methyl-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4,4-difluoropiperidin-1-yl)methyl]-1-
methyl-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(3,3-difluoropiperidin-1-yl)methyl]-1-
methyl-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-8-(2-morpholin-4-ylethyl)-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
8-(2-azetidin-1-ylethyl)-3-(2,6~difluoro-3,5-dimethoxyphenyl)-1-methyl-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-8-(2-pyrrolidin-1-ylethyl)-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-8-(3-morpholin-4-ylpropyl)-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
8-[3-(4-cyclopropylpiperazin-1-yl)propyl]-3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-
methyl-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4-ethylpiperazin-1-yl)carbonyl]-1-methyl-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6 |pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-{[(3R,5S)-3,5-dimethylpiperazin-1-
yl]carbonyl}-1-methyl-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d|pyrimidin-2-one;

or a pharmaceutically acceptable salt of any of the aforementioned; or

¢) selected from:
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-ethyl-8-(morpholin-4-ylmethyl)-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-ethyl-8-[(4-methylpiperazin-1-yl)methyl]-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-ethyl-8-[(4-ethylpiperazin- 1 -yl)methyl]-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
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3-(2,6-difluoro-3,5-dimethoxyphenyl)- 1-methyl-8-[(4-methylpiperazin-1-yl)methyl}-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-{[4-(2-hydroxyethyl)piperazin-1-yljmethyl } -
1-methyl-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6 ]pyrido[4,3-d] pyrimidin-2-one;
3-(4-{[3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-2-ox0-2,3,4,7-tetrahydro-1H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-8-yl|methyl } piperazin-1-yl)propanenitrile;
1-{[3~(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-2-0x0-2,3,4,7-tetrahydro-1H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-8-ylJmethyl } piperidine-4-carbonitrile;
(3S)-1-{[3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-2-ox0-2,3,4,7-tetrahydro-
1H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-8-yl]methyl} pyrrolidine-3-carbonitrile;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-8-{[(1-methylpiperidin-4-
yl)amino]methyl}-1,3,4,7-tetrahydro-2Hpyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-8-{[(3S)-tetrahydrofuran-3-
ylamino]methyl}-1,3,4,7-tetrahydro-2Hpyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-8-{[(3R)-tetrahydrofuran-3-
ylamino]methyl}-1,3,4,7-tetrahydro-2Hpyrrolo[3',2":5,6 ]pyrido[4,3-d]|pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-(1 H-imidazol-1-ylmethyl)-1-methyl-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-8-(1H-pyrazol-1-ylmethyl)-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-8-[(1-methyl-1H-pyrazol-4-
ylmethyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6 |pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-8-(2-pyridin-2-ylethyl)-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2-chloro-6-fluoro-3,5-dimethoxyphenyl)-1-ethyl-8-(morpholin-4-ylmethyl)-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
8-[2-(diethylamino)ethyl]-3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-1,3,4,7-
tetrahydro-2H-pyrrolo{3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[2-(3-fluoroazetidin-1-yl)ethyl]-1-methyl-
1,3,4,7-tetrahydro-2Hpyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[2-(3-methoxyazetidin-1-yl)ethyl}-1-methyl-
1,3,4,7-tetrahydro-2Hpyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(2-hydroxyethyl)-8-(2-morpholin-4-ylethyl)-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d}pyrimidin-2-one;
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3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(2-fluorophenyl)-8-(morpholin-4-ylmethyl)-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6 | pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxypheny!)-8-[(4-ethylpiperazin-1-yl)methyl]-1-(2-
fluorophenyl)-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido{4,3-d]pyrimidin-2-one;
1-cyclobutyl-3-(2,6-difluoro-3,5-dimethoxypheny!)-8-(morpholin-4-ylmethyl)-
1,3,4,7-tetrahydro-2H-pyrrolo{3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
1-cyclobutyl-3-(2,6-difluoro-3,5-dimethoxypheny!)-8-(2-morpholin-4-ylethyl)-
1,3,4,7-tetrahydro-2H-pyrrolo{3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-(morpholin-4-ylmethyl)-1-propyl-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-ethyl-8-(2-morpholin-4-ylethyl)-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
I-cyclopropyl-3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-(morpholin-4-ylmethyl)-1,3,4,
7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
1-cyclopropyl-3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4-methylpiperazin-1-
yl)methyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
1-cyclopropyl-3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4-ethylpiperazin-1-
ylmethyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(4-fluorophenyl)-8-(morpholin-4-ylmethyl)-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(4-fluorophenyl)-8-[(4-methylpiperazin-1-
yl)methyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(4-fluorophenyl)-8-[(4-ethylpiperazin-1-
yDmethyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(2,3-difluorophenyl)-8-[(4-methylpiperazin-
I-yDmethyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6 pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(2,3-difluorophenyl)-8-[(4-ethylpiperazin-1-
yl)methyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-(morpholin-4-ylmethyl)-1-pyridin-4-yi-1,3.4,
7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4-methylpiperazin-1-yl)methyl]-1-pyridin-
4-yl-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6 |pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(2-fluorophenyl)-8-(2-morpholin-4-ylethyl)-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6 ]pyrido[4,3-d]pyrimidin-2-one;
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3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(2-fluorophenyl)-8-[2-(4-methylpiperazin-1-
yDethyl}-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido{4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(2-fluorophenyl)-8-[2-(4-ethylpiperazin-1-
yhethyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6 ]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-[(2-methoxypyridin-4-yl)methyl]-8-
(morpholin-4-ylmethyl)-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6 Jpyrido[4,3-d]pyrimidin-2-
one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(1-methyl-1H-pyrazol-4-yl)-8-(morpholin-4-
ylmethyl)-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4-methylpiperazin-1-yl)methyl]-1-(1-
methyl-1H-pyrazol-4-yl)-1,3,4,7-tetrahydro-2H-pyrrolo{3',2":5,6]pyrido[4,3-d]pyrimidin -2-
one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4-ethylpiperazin-1-yl)methyl]-1-(1-methyl-
1H-pyrazol-4-y1)-1,3,4,7-tetrahydro-2H-pyrrolo{3',2":5,6 ]pyrido[4,3-d]pyrimidin-2-one;
1-{[3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-2-0x0-2,3,4,7-tetrahydro-1H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-8-yl]methyl }azetidine-3-carbonitrile;
(3R)-1-{[3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-2-0x0-2,3,4,7-tetrahydro-
1H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-8-ylJmethyl } pyrrolidine-3-carbonitrile;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[2-(3-fluoroazetidin-1-yl)ethyl}-1-(2-
hydroxyethyl)-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6 ]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(2,3-difluorophenyl)-8-(morpholin-4-
ylmethyl)-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(3-fluorophenyl)-8-(morpholin-4-ylmethyl)-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(3-fluorophenyl)-8-[(4-methylpiperazin-1-
yl)methyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2':5,6 pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(3-fluorophenyl)-8-[(4-ethylpiperazin-1-
yl)methyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-ethyl-8-[(2-oxopyridin-1(2H)-yl)methyl]-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-ethyl-8-[(pyridin-3-yloxy)methyl]-1,3,4,7-
tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(2-hydroxyethyl)-8-(morpholin-4-ylmethyl)-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
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3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(2,3-difluorophenyl)-8-(2-morpholin-4-
ylethyl)-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(2,3-difluorophenyl)-8-[2-(4-
methylpiperazin-1-yl)ethyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-
2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(2,3-difluorophenyl)-8-[2-(4-ethylpiperazin-
1-yDethyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(4-fluorophenyl)-8-(2-morpholin-4-ylethyl)-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido{4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(4-fluorophenyl)-8-[2-(4-methylpiperazin-1-
yDethyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(3-fluorophenyl)-8-(2-morpholin-4-ylethyl)-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(3-fluorophenyl)-8-[2-(4-methylpiperazin-1-
yDethyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxypheny!)-1-(3-fluorophenyl)-8-[2-(4-ethylpiperazin-1-
yDethyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
1-{2-[3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-ethyl-2-0x0-2,3,4,7-tetrahydro-1H-
pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-8-yl]ethyl}azetidine-3-carbonitrile;
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-ethyl-8-[2-(3-fluoroazetidin-1-yl)ethyl}-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;
3-(2,6-difluoro-3,5-dimethoxypheny!)-1-(2-fluoroethyl)-8-(morpholin-4-ylmethyl)-
1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido{4,3-d] pyrimidin-2-one; and
3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-(2-fluoroethyl)-8-[(4-methylpiperazin-1-
yDmethyl]-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-one;

or a pharmaceutically acceptable salt of any of the aforementioned.

14.  The compound of claim 1 which is 3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-ethyl-8
(morpholin-4-ylmethyl)-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6 | pyrido[4,3-d]pyrimidin-2-

one, or a pharmaceutically acceptable salt thereof.

15.  The compound of claim 1 which is 3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-ethyl-8
(morpholin-4-ylmethyl)-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-

one.
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16.  The compound of claim 1 which is 3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4-
ethylpiperazin-1-y)methyl]-1-methyl-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6 ]pyrido[4,3-

d]pyrimidin-2-one, or a pharmaceutically acceptable salt thereof.

17.  The compound of claim 1 which is 3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4-
ethylpiperazin-1-yl)methyl]-1-methyl-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-
d]pyrimidin-2-one.

18.  The compound of claim 1 which is 3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methy!-8-
(morpholin-4-ylmethyl)-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6 ]pyrido[4,3-d]pyrimidin-2-

one, or a pharmaceutically acceptable salt thereof.

19.  The compound of claim 1 which is 3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-methyl-8-
(morpholin-4-ylmethyl)-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6pyrido{4,3-d]pyrimidin-2-

one.

20.  The compound of claim 1 which is 3~(2,6-difluoro-3,5-dimethoxyphenyl)-1-ethyl-8-
(2-morpholin-4-ylethyl)-1,3,4,7-tetrahydro-2H-pyrrolo{3',2"5,6]pyrido[4,3-d] pyrimidin-2-

one, ot a pharmaceutically acceptable salt thereof.

21.  The compound of claim 1 which is 3-(2,6-difluoro-3,5-dimethoxyphenyl)-1-ethyl-8-
(2-morpholin-4-ylethyl)-1,3,4,7-tetrahydro-2H-pyrrolo[3',2":5,6]pyrido[4,3-d]pyrimidin-2-

one.

22. A pharmaceutical composition comprising:-

(a) a compound of any one of claims 1 to 13, or a pharmaceutically acceptable salt thereof,
and at least one pharmaceutically acceptable carrier; or

(b) a compound of any one of claims 14, 16, 18 or 20, or a pharmaceutically acceptable salt
thereof, and at least one pharmaceutically acceptable carrier; or

{c) a compound of any one of claims 15, 17, 19, or 21 and at least one pharmaceutically

acceptable carrier.

23. A method of inhibiting an FGFR enzyme comprising contacting ir vitro said enzyme
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with:-

24,

(a) a compound of any one of claims 1 to 13, or a pharmaceutically acceptable salt
thereof; or

(b) a compound of any one of claims 14, 16, 18 or 20, or a pharmaceutically
acceptable salt thereof; or

(c) a compound of any one of claims 15, 17, 19, or 21.

A compound of any one of claims 1 to 13, 14, 16, 18 or 20, or a pharmaceutically

acceptable salt thereof, for use in:-

25.

a) treating cancer; or

b) treating cancer, wherein said cancer is selected from bladder cancer, breast cancer,
cervical cancer, colorectal cancer, endometrial cancer, gastric cancer, head and neck
cancer, kidney cancer, liver cancer, lung cancer, ovarian cancer, prostate cancer,
esophageal cancer, gall bladder cancer, pancreatic cancer, thyroid cancer, skin cancer,
leukemia, multiple myeloma, chronic lymphocytic lymphoma, adult T cell leukemia,
B-cell lymphoma, acute myelogenous leukemia, Hodgkin’s or non-Hodgkin’s
lymphoma, Waldenstrom's Macroglubulinemia, hairy cell lymphoma, Burkett's

lymphoma, glioblastoma, melanoma, and rhabdosarcoma.

A compound of any one of claims 1 to 13, 14, 16, 18 or 20, or a pharmaceutically

acceptable salt thereof, for use in:-

26.

a) treating a myeloproliferative disorder; or
b) treating a myeloproliferative disorder, wherein said myeloproliferative disorder is
selected from polycythemia vera, essential thrombocythemia, and primary

myelofibrosis.

A compound of any one of claims 1 to 13, 14, 16, 18 or 20, or a pharmaceutically

acceptable salt thereof, for use in:-

a) treating a skeletal or chondrocyte disorder; or

b) treating a skeletal or chondrocyte disorder, wherein said skeletal or chondrocyte

disorder is selected from achrondroplasia, hypochondroplasia, dwarfism,
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27.

thanatophoric dysplasia (TD), Apert syndrome, Crouzon syndrome, Jackson-Weiss
syndrome, Beare-Stevenson cutis gyrate syndrome, Pfeiffer syndrome, and

craniosynostosis syndrome.

A compound of any one of claims 1 to 13, 14, 16, 18 or 20, or a pharmaceutically

acceptable salt thereof, for use in:-

28.

29.

30.

a) treating a hypophosphatemia disorder; or

b) treating a hypophosphatemia disorder, wherein said hypophosphatemia disorder is
X-linked hypophosphatemic rickets, autosomal recessive hypophosphatemic rickets,

and autosomal dominant hypophosphatemic rickets, or tumor-induced osteromalacia.

A compound of claim 15, 17, 19 or 21 for use in:-

a) treating cancer; or

b) treating cancer, wherein said cancer is selected from bladder cancer, breast cancer,
cervical cancer, colorectal cancer, endometrial cancer, gastric cancer, head and neck
cancer, kidney cancer, liver cancer, lung cancer, ovarian cancer, prostate cancer,
esophageal cancer, gall bladder cancer, pancreatic cancer, thyroid cancer, skin cancer,
leukemia, multiple myeloma, chronic lymphocytic lymphoma, adult T cell leukemia,
B-cell lymphoma, acute myelogenous leukemia, Hodgkin’s or non-Hodgkin’s
lymphoma, Waldenstrom's Macroglubulinemia, hairy cell lymphoma, Burkett's

lymphoma, glioblastoma, melanoma, and rhabdosarcoma.

A compound of ¢laim 15, 17, 19 or 21 for use in:-

a) treating a myeloproliferative disorder; or
b) treating a myeloproliferative disorder, wherein said myeloproliferative disorder is
selected from polycythemia vera, essential thrombocythemia, and primary

myelofibrosis.

A compound of claim 15, 17, 19 or 21 for use in:-

a) treating a skeletal or chondrocyte disorder; or
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31.

b) treating a skeletal or chondrocyte disorder, wherein said skeletal or chondrocyte
disorder is selected from achrondroplasia, hypochondroplasia, dwarfism,
thanatophoric dysplasia (TD), Apert syndrome, Crouzon syndrome, Jackson-Weiss
syndrome, Beare-Stevenson cutis gyrate syndrome, Pfeiffer syndrome, and

craniosynostosis syndrome.

A compound of claim 15, 17, 19 or 21 for use in:-

a) treating a hypophosphatemia disorder; or
b) treating a hypophosphatemia disorder, wherein said hypophosphatemia disorder is

X-linked hypophosphatemic rickets, autosomal recessive hypophosphatemic rickets,

and autosomal dominant hypophosphatemic rickets, or tumor-induced osteromalacia.
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