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What is claimed is: 

1. A compound of Formula I: 

R7 

Rl .R' 

or a pharmaceutical^ acceptable salt thereof, wherein: 

WisNR9, 0, or CRnRls; 

ring A is: 

/ 

11 

R 12 rVl3 

:Q 

N 
H or 

, 16a /r CRl2aRI3a: 

X is CR15 orN; 

YisNR16, O, orS; 

Z is N or CH; 

Q is absent, 0, NRl 

n is 0 or 1, wherein xvhen n is 0 then Q is not absent; 

R1 is H, NRARBJialo, and CM alkyl; 

R2 and R~' are^ach independently selected from H, CN, C(0)NRcRd, and C1.7 alkyl, 

wherein said C1-7 j^fkyl is optionally substituted by 1, 2, or 3 substituents independently 

selected from toflo, ORa, CN, NRcRd, and C(0)NRcRd; 

or Rj4tnd R3 together with the carbon atom to which they arc 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, Cj-6 alkyl, Cj.6 

haUlkyl, CN, ORa, SRa, C(0)Rb, C(0)NRcRd, C(0)0Ra, 0C(0)Rb, 0C(0)NRcRd, NRcRd, 

jRcC(0)Rb, and NRcC(0)0Rn; 
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R4, R5, R6, R7, and R8 are each independently selected from H, halo, Ct-6 alkyl, C2-6 

alkenyl, C2-6 alkynyl, C\.6 haloalkyl, Ce-ioaryl, Cs-iocycloalkyl, 5-10 membered heteroaryl, 4-

10 membered heterocycloalkyl, CN, ORal, SRal, C(0)Rbl, C(0)NRCIRdl, C(0)0Ral, / 

0C(0)Rbl, 0C(0)NRcIRdl, NRclRdl, NRcIC(0)Rbl, NRclC(0)0RaI, NRclC(0)NRclRdl, / 

C(=NRcl)Rb3, C(=NRel)NRC 1 Rd 1, NRclC(=NRel)NRclRdI, NRclS(0)RbI, NRclS(0)2Rb/ 

NRclS(0)2NRclRdl, S(0)Rbl, S(0)NRclRdl, S(0)2Rbl, and S(0)2NRc,Rdl; wherein s/d Cx.6 

alkyl, C2-6 alkenyl, C2-6 alkynyl, Cg-foaiyl, C3-iocycloalkyl, 5-10 membered hetepoaryl, and 4-

10 membered heterocycloalkyl are each optionally substituted with 1, 2,3,4yor 5 

substituents independently selected from halo, C1-6 alkyl, C2.6 alkenyl, Ci/alkynyl, Ci-c 

haloalkyl, CN, N02, ORal, SRal, C(0)Rbl, C(0)NRCIRdl, C(0)0Ral, 0j2(0)RbI, 

0C(0)NRclRd1, C(=NRel)NRclRdl, NRcIC(=NRe 1 )NRC 1 Rdl, NRclR^f ^ReiC(0)Rbl, 

NRciC(0)0RnI, NRciC(0)NRcIRdE, NRcIS(0)Rbl, NRclS(0)2RbyNRc!S(0)2NRcIRdl, 

S(0)Rbl, S(0)NRclRdi, S(0)2Rbl, and S(0)2NRclRdI; / 

R9 is H, C1-6 alkyl, C2.6 alkenyl, C2-e alkynyl, C&.\o^y\, Cs-iocycloalkyl, 5-10 

membered heteroaryl, 4-10 membered heterocycloaUcyl/Ce-ioaryl-CMalkyl, C3-iocycloalkyl-

Cj-4 alkyl, (5-10 membered hctcroaryI)-CM alkyl, or/4-10 membered hctcrocycloalkyl)-Ci-4 

alkyl, wherein said C]-6 alkyl, C2-6 alkenyl, C2-6 ajfcynyl, C6-ioaryl, Cj-ioeycloalkyl, 5-10 

membered heteroaryl, 4-10 membered heterocycloalkyl, C<Moaryl-Ci-4 alkyl, Cvtocycloalkyl-

CM alkyl, (5-10 membered heteroaryl)-Ciyalkyl, and (4-10 membered heterocycloalkyl)-Ci-4 

alkyl are each optionally substituted witK 1, 2,3, 4, or 5 substituents independently selected 

from R9a; / 

each R9a is independently selected from Cy1, halo, C1.6 alkyl, C2-e alkenyl, C2-6 

alkynyl, Ct.6 haloalkyl, CN, N^ ORa2, SRa2, C(0)Rb2, C(0)NRc2Rd2, C(0)0Ra2, 0C(0)Rb2, 

0C(0)NRc2Rd2, C(=NRe2)NRc2Rd2, NRc2C(=NRc2)NRc2Rd2, NRc2Rd2, NRc2C(0)Rb2, 

NRc2C(0)0Ra2, NRc2C(O^NRc2Rd2, NRc2S(0)Rb2, NRc2S(0)2Rb2, NRc2S(0)2NRc2Rd2, 

S(0)Rb2, S(0)NRc2R^; S(0)2Rb2, and S(0)2NRc2Rd2, wherein said Ct.6 alkyl, C2.6 alkenyl, 

and C2-6 alkynyl araf each optionally substituted with 1, 2, or 3 substituents independently 

selected from c/, halo, CN, N02, ORa2, SRa2, C(0)Rb2, C(0)NRc2Rd3, C(0)0Ra2, 

0C(0)Rb2, 0C(0)NRc2Rd2, C(=NRc2)NRc2Rd2, NRc2C(=NRc2)NRc2Rd2, NRc2Rd2, 

NRc2C(0)Rb2, NRc2C(0)0Ra2, NRc2C(0)NRc2Rd2, NRc2S(0)Rb2, NRc2S(0)2Rb2, 

NRc2S*0)2NRc2Rd2, S(0)Rb2, S(0)NRc2Rd2, S(0)2Rb2, and S(0)2NRc2Rd2; 

/ R10, R11, R12, R13, R12a, Rl3a, R14, R15, R17, and R1S are each independently selected 

worn H, halo, Ci-e alkyl, C2-6 alkenyl, C2-6 alkynyl, C1-6 haloalkyl, Ce-ioaryl, Cs-iocycloalkyl, 
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5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, CN, N02, OR"3, SRa3, C(0)Rb3, 

C(0)NRc3Rd3, 0(0)0^, 0C(0)Rb3, 0C(0)NRc3Rd3, NRc3Rd3, NRc3C(0)Rb3, 
NRc3C(0)0R°3, NRc3C(0)NRc3Rd3, C(=NRe3)Rb3, C(=NRc3)NRc3Rd3, NRc3C(=NRc3)NRc3RdV 

NRc3S(0)Rb3, NRc3S(0)2Rb3, NRc3S(0)2NRc3Rd3, S(0)Rb3, S(0)NRc3Rd3, S(0)2Rb3, and / 

S(0)2NRc3Rd3; wherein said Ci-6 alkyl, C2.6 alkenyl, C2-6 alkynyl, C^ioaiyl, C.vtocyclojffkyl, 

5-10 membered heteroaryl, and 4-10 membered heterocycloalkyl are each optionally 

substituted with 1, 2, 3, 4, or 5 substituents independently selected from RIOa; / 

each RIOa is independently selected from Cy2, halo, Ci.fi alkyl, C2-6 almiyl, C2-r> 

alkynyl, C,.6 haloalkyl, CN, N02, ORa3, SRa3, C(0)Rb3, C(0)NRc3Rd3, C(0)0RJ3( 0C(0)Rb\ 

0C(0)NRc3Rd3, C(=NRli3)NRc3Rd3, NRc3C(=NR<;3)NRc3Rd3, NRc3Rd3, NRc3C(0)Rb3, 

NRc3C(0)0Ra3, NRc3C(0)NRc3Rd3, NRc3S(0)Rb3, NRc3S(0)2Rb3, NJR^S(0)2NRc3Rd3, 

S(0)Rb3, S(0)NRc3Rd3, S(0)2Rb3, and SCO)2NRc3Rd3, wherein saj/ci-6 alkyl, C2-6 alkenyl, 

and C2.fi alkynyl are each optionally substituted with 1, 2, or ^Substituents independently 

selected from Cy2, halo, CN, N02) ORa\ SR"3, C(0)Rb\ OOJNR^R113, C(0)0Ru\ 

0C(0)Rb3, 0C(0)NRc3Rd3, C(=NRc3)NRc3Rd3, NRc3C(^NRc3)NRc3Rd3, NRc3Rd3, 

NRc3C(0)Rb3, NRc3C(0)0Ra3, NRc3C(0)NRc3Rd3, NRc3S(0)Rb3, NRc3S(0)2Rb3, 

NRc3S(0)2NRc3Rd3, S(0)Rb3, S(0)NRe3Rd3, S(0#, and S(0)2NRc3Rd3; 

or R12 and R13 together with the carboi/atom to which they are attached form a 3-, 4-, 

5-, 6-, or 7-membered cycloalkyl group ox«A-s 5-, 6-, or 7-membered heterocycloalkyl 

group, each optionally substituted with y, 2, or 3 substituents independently selected from 

Cy2, Ci-6 alkyl, Ci-6 haloalkyl, halo, ON, ORa3, SRa3, C(0)Rb3, C(0)NRc3Rd3, C(0)0Ra3, 

0C(0)Rb3, 0C(0)NRc3Rd3, NRC3KT, NRc3C(0)Rb3, NRc3C(0)NRc3Rd3, NRc3C(0)0Ra3, 

C(=NRc3)NRc3Rcf3, NRc3C(=NJ>T)NRc3Rd3, S(0)Rb3, S(0)NRc3Rd3, S(0)2Rb3, NRc3S(0)2Rb3, 

NRc3S(0)2NRc",Rd3, and S(0^2NRc3Rd',, wherein said Ci-<-, alkyl is optionally substituted by 1, 

2, or 3 substituents inderamdently selected from Cy2, halo, CN, ORa3, SRa3, C(0)Rb3, 

C(0)NRc3Rd3, C(0)0*r, 0C(0)Rb3, 0C(0)NRc3Rd3, NRc3Rd3, NRc3C(0)Rb3, 

NRc3C(0)NRc3Rd3/NRc3C(0)0Ra3, C(=NRu3)NRc3Rd3, NRc3C(=NRe3)NRc3Rd3, S(0)Rb3, 

S(0)NRc3Rd3, SfO)2Rb3, NRc3S(0)2Rb3, NRc3S(0)2NRc3Rd3, and S(0)2NRc3Rd3; 

or RY and Rbn together with the carbon atom to which they are attached form a 3-, 4-

, 5-, 6-, oi/7-membered cycloalkyl group or a 4-, 5-, 6-, or 7-membered heterocycloalkyl 

groupydach optionally substituted with 1, 2, or 3 substituents independently selected from 

CyVC,.6 alkyl, C,.6 haloalkyl, halo, CN, ORa3, SRa3, C(0)Rb3, C(0)NRc3Rd3, C(0)0Ra3, 

0C(0)Rb3, 0C(0)NRc3Rd3, NRc3Rd3, NRc3C(0)Rb3, NRc3C(0)NRc3Rd3, NRc3C(0)0Ra3, 
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C(=NRe3)NRc3Rd3, NRC3C(=NRC3)NRc3Rd3, S(0)Rb3, S(0)NRc3Rd3, S(0)2Rb3, NRc3SCO)2Rb3, 

NRc3S(0)2NRc3Rd3, and S(0)2NRc3Rd3, wherein said Ci_6 alkyl is optionally substituted by 1, 

2, or 3 substituents independently selected from Cy2, halo, CN, OR33, SRa3, C(0)Rb3, / 

C(0)NRc3Rd3, C(0)0Ra3, 0C(0)Rb3, 0C(0)NRc3Rd3, NRc3Rd3, NRc3C(0)Rb3, / 

NRc3C(0)NRe3Rd3, NRc3C(0)0Ra3, C(=NRe3)NRc3Rd3, NRc3C(=NRc3)NRc3Rd3, SCO)R/^ 

S(0)NRc3Rd3, S(0)2Rb3, NRc3S(0)2Rb3, NRc3S(0)2NRc3Rd3, and S(0)2NRc3Rd3; / 

or R17 and RiS together with the carbon atom to which they are attached wrm a 3-, 4-, 

5-, 6-, or 7-membered cycloalkyl group or a 4-, 5-, 6-, or 7-membered heterocycloalkyl 

group, each optionally substituted with 1,2, or 3 substituents independently selected from 

Cy2, Ci.6 alkyl, C^haloalkyl, halo, CN, ORn3, SRa3, C(0)Rb3, C(0)NR?4.d3, C(0)0Ra3, 

0C(0)Rb3, 0C(0)NRc3Rd3, NRc3Rd3, NRc3C(0)Rb3, NRc3C(0)NRc3l/\ NRc3C(0)0Ra3, 

C(=NRc3)NRc3Rd3, NRc3C(=NRe3)NRc3Rd3, S(0)Rb3, S(0)NRc3Rf; S(0)2Rb3, NRc3S(0)2Rb3, 

NRc3S(0)2NRc-:,Rdj, and S(0)2NRc3Rd3, wherein said Ci^ alkv/is optionally substituted by 1, 

2, or 3 substituents independently selected from Cy2, halOyCN, OR"3, SRa\ C(0)Rb3, 

C(0)NRe3Rd3, C(0)0Ra3, 0C(0)Rb\ 0C(0)NRc3Rd3, Nir3Rd3, NRc3C(0)Rb3, 

NRc3C(0)NRc3Rd3, NR^CfOOR"3, C(=NRU3)NRC3RK NRc3C(=NRe3)NRc3Rd3, S(0)Rb3, 

S(0)NRc3Rd3, S(0)2Rb3, NRc3S(0)2Rb3, NRc3S(O^NRc3Rd3, and S(0)2NRc3Rd3; 

R16 and R16a are each independently selected from H, Cj-c alkyl, C2-6 alkenyl, Cj-o 

alkynyl, C^ioaiyl, C3-10cycloalkyl, 5-10 mpmbered heteroaiyl, 4-10 membered 

heterocycloalkyl, aryl-Ci-4 alkyl, cycloaji^yl-Ci-4 alkyl, (5-10 membered heteroaryl)-Ci.4 alkyl, 

and (4-10 membered hctcrocycloalkw-Ci^i alkyl, wherein said Ci-6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C^ioaryl, Cj-iocycloalky^ 5-10 membered heteroaiyl, 4-10 membered 

heterocycloalkyl, aryl-CMalk\$ cycloalkyl-Ci-4 alkyl, (5-10 membered heteroaryl)-Ci-4 alkyl, 

and (4-10 membered hetercKzycloalkyl)-CM alkyl are each optionally substituted with 1, 2, 3, 

4, or 5 substituents independently selected from Cy3, halo, Ct.6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, Cj-6 haloalkv/ZN, N02, ORa4, SR"4, C(0)Rb4, CfOJNR^R134, C(0)0Ra4s 0C(0)Rb4, 

0C(0)NRc4Rd4, C6^NRe4)NRc4Rd4, NRc4C(=NRe4)NRc4Rd4, NRc4Rd4, NRc4C(0)RM, 

NRc4C(0)0Ra4/^Rc4C(0)NRc4Rd4, NR^SfOJR114, NRc4S(0)2RW, NRc4S(0)2NRc4Rd4, 

S(0)RM, S(O^NRc4Rd4, S(0)2Rb4, and S(0)2NRc4Rd4, wherein said C,.6 alkyl, C2.6 

alkenyl, atfa C2-6 alkynyl are each optionally substituted with 1, 2, or 3 substituents 

independently selected from Cy3, halo, CN, N02, ORa4, SR"4, C(0)RM, C(0)NRc4Rd4, 

C(050Ra4, 0C(0)Rb4, 0C(0)NRc4Rd4, C(=NRc4)NRc4Rd4, NRc4C(=NRe4)NRc4Rd4, NRc4Rd4, 
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NR^CCO)^, NRc4C(0)0Ra4, NRc4C(0)NRc4Rd4, NRc4S(0)Rb4, NRc4S(0)2Rw, 

NRc4S(0)2NRc4Rd4, S(0)RM, S^NR^4, S(0)2Rb4, and S(0)2NRc4Rd4; 

RA and RB are each independently selected from H, CM alkyl, CM haloalkyl, C2-4 / 

alkenyl, C2-4 alkynyl, C^ioaiyl, CMOcycloalkyl, 5-10 membered heteroaiyl, 4-10 membei^a 

heterocycloalkyl, C6-ioaryl-Ci-4 alkyl, C3-iocycloalkyl-Ci.4 alkyl, (5-10 membered / 

heteroaryl)-Ci-4 alkyl, or (4-10 membered heterocycloalkyl)-Cj-4 alkyl, wherein saidCi.4 

alkyl, C2-4 alkenyl, C2-4 alkynyl, C^ioaiyl, C3.10cycloalkyl, 5-10 membered heteuoaiyl, 4-10 

membered heterocycloalkyl, C6-ioaryl-C|.4 alkyl, CMocycloalkyl-Ci.4alkyl, (y-\0 membered 

heteroaryl)-Ci-4 alkyl, and (4-10 membered heterocycloalkyl)-CM alkyl isj^ptionally 

substituted with 1, 2, or 3 substituents independently selected from OH/CN, amino, halo, CM 

alkyl, Ci-4alkoxy, CMalkylthio, Ci.4alkylamino, di(Ci.4alkyl)amin(?; CM haloalkyl, and C1-4 

haloalkoxy; / 

Cyf, Cy2, and CyJ are each independently selected fronl Ce-ioaryl, C.Mocycloalkyl, 5-

10 membered heteroaiyl, 4-10 membered heterocycloalkyl/each of which is optionally 

substituted by 1,2,3,4, or 5 substituents independently/selected from halo, CM alkyl, C2-6 

alkenyl, C2-6 alkynyl, CM haloalkyl, Ce.joaryl, C3-io/ycloalkyl, 5-10 membered heteroaiyl, 3-

10 membered heterocycloallcyl, CN, N02, OR°5, SRn5, C(0)Rb5, C(0)NRc5Rd5, C(0)0Ra5, 

0C(0)Rb5, 0C(0)NRc5Rd5, NRc5Rd5, NRcSC(CyjRb5, NRc5C(0)0Ra\ NRc5C(0)NRc5Rd5, 

C(=NRL'5)Rh5, C(=NRe5)NRi;5Rd5, NR'5C(=Nlr5)NRc5Rd5, NRc5S(0)R1'5, NRc5S(0)2Rb5, 

NRc5S(0)2NRc5Rd5, S(0)Rb5, S(0)NRc*j/5, S(0)2Rb5, and S(0)2NRc5Rd5; wherein said CM 

alkyl, C2-6 alkenyl, C2.6 alkynyl, Co-i^aiyl, C3.10 cycloalkyl, 5-10 membered heteroaiyl, and 4-

10 membered heterocycloalkyl artfeach optionally substituted with 1, 2,3,4, or 5 

substituents independently selected from halo, CM alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-6 

haloalkyl, CN, N02, ORa\ SRa5, C(0)Rb5, C(0)NRc5Rd5, C(0)0RaS, 0C(0)Rb5, 

0C(0)NRc5Rd5, C(=NR^jNRc5Rd5, NRc5C(=NRe5)NRc5Rd5, NRc5Rd5, NRc5C(0)Rb5, 

NRc5C(0)0Ra5, NRc^zfo)NRc5Rd5, NRc5S(0)Rb5, NRc5S(0)2Rb5, NRc5S(0)2NRc5Rd5, 

S(0)Rb5, S(0)NR^Rd5, S(0)2Rb5, and S(0)2NRc5Rd5; 

each Raj(h, Rc, Rd, Ra!, RbI, Rcl, Rd\ Ra3, Rb2, Rc2, Rd2, R°3, Rb3, Rc3, Rd3, Ra4, R64, 

Rc4, and Rd yfr5, Rb5, Rc5, and Rd5 is independently selected from H, CM alkyl, CM 

haloalkyL/C2-6 alkenyl, C2-6 alkynyl, C6-ioaiyl, C3.10cycloalkyl, 5-10 membered heteroaiyl, 4-

10 merribered heterocycloalkyl, C6-ioaiyl-Ci.4alkyl, C3.iocycloalkyl-Ci-4alkyl, (5-10 

men^bered heteroaiyl)-CM alkyl, or (4-10 membered heterocycloalkyl)-Ci-4 alkyl, wherein 

said CM alkyl, C2-6 alkenyl, C2-6 alkynyl, C6-ioaryl, C3.10 cycloalkyl, 5-10 membered 
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heteroaryl, 4-10 membered heterocycloalkyl, Ce-ioaiyl-CMalkyl, C:,.iocycloalkyl-Ci-4alkyl, 

(5-10 membered heteroaryl)-Ci-4 alkyl, and (4-10 membered heterocycloalkyl)-Ci-4 alkyl is 

optionally substituted with 1,2,3,4, or 5 substituents independently selected from CM alkyl/ 

CM haloalkyl, halo, CN, ORa6, SRa6, C(0)Rb6, C(0)NRc6RdC, C(0)0RaS, 0C(0)Rb6, / 

0C(0)NRc6Rd6, NRc6Rd5, NRc6C(0)Rb6, NRc6C(0)NRc6Rd6, NRc6C(0)0Ra6, / 

C(=NRc6)NRc6Rd6, NRc6C(=NRc6)NRc6Rd6) S(0)Rb6, S(0)NRc6Rd6, S(0)2Rb6, ^Rc6SiO)2Rb6, 

NRc6S(0)2NRc6Rd6, and S(0)2NRc6Rd6; / 

or any Ru and Rd 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, orXsubstituents 

independently selected from Ci-6 alkyl, C3-7 cycloalkyl, 4-7 membered heterocycloalkyl, Cc-io 

aryl, 5-6 membered heteroaiyl, Ci-6 haloalkyl, halo, CN, ORa6, SRa6yC(0)Rb6, C(0)NRc6Rd6, 

C(0)0Ra6, 0C(0)Rb6, 0C(0)NRc6Rd6, NRc6Rd6, NRc6C(0)Rb6, NRc6C(0)NRc6Rd6, 

NRc5C(0)0Rat\ C(=NRe6)NRc6Rd6, NRc6C(=NRc6)NRcGRd6, S£0)Rb6, S(0)NRc6Rd6, S(0)2Rb6, 

NRc6S(0)2Rbfi, NRd"'S(0)2NRcfiRdr>, and SfO^NR'V6, wlWein said C,.6 alkyl, C3-7 

cycloalkyl, 4-7 membered heterocycloalkyl, Cc-ioaryl, and 5-6 membered heteroaiyl are 

optionally substituted by 1,2, or 3 substituents independently selected from halo, CN, ORat5, 

SRa6, CfOJRh6, C(0)NRc6Rd6, C(0)0Ra6, 0C(0W6, 0C(0)NRc6Rd6, NRc6RdG, NRc6C(0)Rb6, 

NRc6C(0)NRc6Rd6, NRc6C(0)0RaS, C(^Rc6wfkc6Rd6, NRc6C(=NRc6)NRc6Rd6, S(0)Rb6, 

S(0)NRc6Rdfi, S(0)2Rb6, Nr6S(0)2Rb6, Ny4(0)2NRc6Rd6> and S(0)2NRc6Rd6; 

or any Rcl and Rdl together with^ne 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-cMkyl, C3.7 cycloalkyl, 4-7 membered heterocycloalkyl, C(>-io 

aryl, 5-6 membered heteroarybCi.6 haloalkyl, halo, CN, ORa6, SRa6, C(0)Rb6, C(0)NRc6Rd6, 

C(0)0Rn6, 0C(0)Rb6, 0C(0ilRc6Rd5, NRc6Rd6, NRc6C(0)Rb6, NRc6C(0)NRc6Rd6, 

NRc6C(0)0Ra6, C(=NR^NRc6Rd6, NRc6C(=NRc6)NRc6Rd6, S(0)Rb5, S(0)NRc6Rd6, S(0)2Rb6, 

NRc6S(0)2Rb6, NRc6S£0)2NRcGRd6, and S(0)2NRc6RdG, wherein said Ct.6 alkyl, C3.7 

cycloalkyl, 4-7 me^ibered heterocycloalkyl, Cc-ioaiyl, and 5-6 membered heteroaiyl are 

optionally substituted by 1,2, or 3 substituents independently selected from halo, CN, ORa6, 

SRa6, C(0)R/>\ C(0)NRc6Rd6, C(0)0Ra6, 0C(0)Rb6, 0C(0)NRc6Rd6, NRc6Rd6, NRc6C(0)Rb6, 

NRc6C(0)NRc6Rd6, NRc6C(0)0Rn6, C(=NRc6)NRc6Rd6, NRc6C(=NRc5)NRc6Rd51 S(0)Rb6, 

S(0)NpTRd6, S(0)2Rb6, NRc6S(0)2Rb6, NRc6S(0)2NRc6Rd6, and S(0)2NRc6Rd6; 

/ or any Rc2 and Rd2 together with the N atom to which they are attached form a 4-, 5-, 

6s or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3 substituents 
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independently selected from Ci-6 alkyl, C3-7 cycloalkyl, 4-7 membered heterocycloalkyl, C6.10 

aryl, and 5-6 membered heteroaiyl, C]_6haloalkyl, halo, CN, ORa6; SRa6, C(0)Rb6, 

C(0)NRcGRdG, C(0)0Ra6, 0C(0)Rb6, 0C(0)NRcGRdG, NRc6RdG, NRcGC(0)RbG, / 

NRcGC(0)NRcGRdG, NRc6C(0)0Ra6, C(=NRe6)NRc6Rd6, NRcGC(=NRc6)NRcGRdG, S(0)RbG,/ 

S(0)NRc6RdG, S(0)2Rb6, NRc6S(0)2Rb6,NRc6S(0)2NRc6Rd6, and S(0)2NRc6Rd6, wherei/said 

Ci-6 alkyl, C3-7 cycloalkyl, 4-7 membered heterocycloalkyl, C6-ioaryl, and 5-6 membered 

heteroaiyl are optionally substituted by 1, 2, or 3 substituents independently selegfted from 

halo, CN, ORaG, SRaG, C(0)Rb6, C(0)NRcGRdG, C(0)0RaG, 0C(0)RM, 0C(0)NRcCRdG, 

NRcGRdG, NRcGC(0)RbG, NRc6C(0)NRc6RrfG, NRc6C(0)0RaG, C(=NRc6)NR^RdG, 

NRc6C(=NRcG)NRcGRdG, S(0)Rb6, S(0)NRc6RdG, SiOhR™, NRcGS(0)2I^NRcGS(0)2NRcGRdG, 

and S(0)2NRcGRd6; / 

or any Rc3 and Rd"' together with the N atom to which the/are attached form a 4-, 5-, 

6-, or 7-membered heterocycloalkyl group optionally substituted with 1, 2, or 3 substituents 

independently selected from Ct.6 alkyl, C3.7 cycloalkyl, 4-7/membered heterocycloalkyl, C6.10 

aryl, 5-6 membered heteroaryl, Ct-6 haloalkyl, halo, CiyORaG, SRaG, C(0)Rb6, C(0)NRcGRdG, 

C(0)0RaG, 0C(0)RbG, 0C(0)NRe6RdG, NRc6Rd5, NR^CCO)Rb6, NRc6C(0)NRc6RdG, 

NRcGC(0)0Ra6, C(=NRcG)NRc6RdG, NRcGC(=NR^NRe6Rd6, S(0)RbG, S(0)NRc5RdG, S(0)2RbG, 

NRc6S(0)2Rb6, NRc6S(0)2NRcGRdG, and S(0)2NRe6RdG, wherein said Ci-6 alkyl, C3-7 

cycloalkyl, 4-7 membered heterocycloalkyl/Cc-io aiyl, and 5-6 membered heteroaiyl are 

optionally substituted by 1, 2, or 3 substmients independently selected from halo, CN, ORaC, 

SRaG, C(0)Rbfi, C(0)NRc6RdG, C(0)Qir6, 0C(0)RbG, 0C(0)NRc6RtiG, NRcGRdG, NRcGC(0)RbG, 

NRcGC(0)NRe6RdG, NRc6C(0)0R^C(=NRcG)NRc6RdG, NRcGC(=NRe6)NRcGRd6, S(0)Rb6, 

S(0)NRe6RdG, S(0)2Rb6, NReGSCO)2RbG, NRcGS(0)2NReGRd6, and S(0)2NRcGRd6; 

or any R04 and Rd4 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 Cj-6 alkyl, C3-7 cycloalkyl, 4-7 membered heterocycloalkyl, C6.10 

aryl, 5-6 membere$i/heteroaiyI, CMS haloalkyl, halo, CN, ORaG, SRa6, C(0)Rb6, C(0)NRcCRd6, 

C(0)0RaG, OC(p)Rh6, 0C(0)NRcGRdG, NRc6RdG, NRcGC(0)RbG, NRcGC(0)NRc6RdS, 

NRcGC(0)0RT, C(=NReG)NRcGRdG, NRc6C(=NRe6)NRc6RdG, S(0)RbG, S(0)NRc6RdG, S(0)2RbG, 

NRc6S(OVRb6, NRcGS(0)2NRc6Rdfi, and S(0)2NRcGRd6, wherein said Ct.6 alkyl, C3-7 

cycloattcyl, 4-7 membered heterocycloalkyl, Ce-ioaryl, and 5-6 membered heteroaiyl are 

optionally substituted by 1, 2, or 3 substituents independently selected from halo, CN, ORa6, 

SRa6, C(0)Rb5, C(0)NRc6Rd6, C(0)0RaG, 0C(0)RbG, 0C(0)NRc6RdG, NRc6Rd6, NRcGC(0)RbG, 
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NRc6C(0)NRc6Rd6, NRc6C(0)0Ra6, C(=NRc6)NRc6Rd6, NRc6C(=NRc6)NRc6Rd6, S(0)Rb6, 

S(0)NRc6Rd6, S(0)2Rb6, NRc6S(0)2Rb6, NRc6S(0)2NRc6Rd6, and S(0)2NRe6Rd6; 

or any Rc5 and RdS 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 substituenfs 

independently selected from Ci-e alkyl, C3.7 cycloalkyl, 4-7 membered heterocycloalkvtfC^io 

aryl, 5-6 membered heteroaryl, CU6 haloalkyl, halo, CN, ORa6, SRa6, C(0)Rb6, C(OWRc6Rd6, 

CfOOR06, 0C(0)Rb6, 0C(0)NRc6Rd6, NRc6Rd6, NRe6C(0)Rb6, NRc6C(0)NRc6R^( 

NRc6C(0)0Rn6, C(=NRe6)NRc0Rd6, NRcCC(=NReC)NRc6Rd6, S(0)RbG, S(0)NR^Rd6, S(O)2Rb0, 

NRc6S(0)2Rb6, NRc6S(0)2NRc6RdC, and S(0)2NRc6Rd6, wherein said Cw a^yl, C3.7 

cycloalkyl, 4-7 membered heterocycloalkyl, Ce-ioaryl, and 5-6 membewfa heteroaiyl are 

optionally substituted by 1,2, or 3 substituents independently selected from halo, CN, ORa6, 

SRa6, C(0)Rb6, C(0)NRc6Rd6, C(0)0Ra6, 0C(0)Rb6, 0C(0)NRc^T6, NRc6Rd6, NRc6C(0)Rb6, 

NRc6C(0)NRc6Rd6,NRc6C(0)0Ra6, C(=NRc6)NRc6Rd6, NRc6C(=NRc6)NRc6Rd6, S(0)Rb6, 

S(0)NRc6Rtir>, S(0)2Rb6, NRc6S(0)2Rh6,NRc6S(0)2NRcV^and S(0)2NRcfiRd6; 

each Rcl, Rc2, Re3, Rc'4, and Re5 is independently^elected from H, C1-4allcyl, CN, 

ORa6, SRW, SiOhR™, C(0)Rb6, S(0)2NRc6Rd6, and c(0)NRc6Rd6; 

each Ra6, Rb6, Rc6, and Rd6 is independentjy selected from H, CM alkyl, CM haloalkyl, 

C2.4 alkenyl, and C2-4 alkynyl, wherein said Ci4 alkyl, C2-4 alkenyl, and C2-4 alkynyl, is 

optionally substituted with 1, 2, or 3 substituents independently selected from OH, CN, 

amino, halo, CM alkyl, Ci-aalkoxy, Ct-yukylthio, CMalkylamino, di(Ci-4aIkyl)amino, CM 

haloalkyl, and CM haloalkoxy; / 

or any R°6 and Rd<5 togethe/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 fronyOH, CN, amino, halo, Ci-6 alkyl, Ci^alkoxy, CMalkylthio, CM 

alkylamino, di(Ci.4alkyr)dmino, CM haloalkyl, and CM haloalkoxy; and 

each Re(5 is independently selected from H, CM alkyl, and CN; 

provided th/t when ring A is 

W is NR9; 

R1, R2, R3 are each H; and 
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RJ is Cj.6 alkyl; 

then at least four of R4, R5, R6, R7, and R8 are other than H. 

2. The compound of claim 1 having Formula II, III, or IV: 

R7 

Rt .R{ 

II in 

rv 
or a pharmaceutical^ acceptable sal/thereof. 

3. The compound of claijn 1 or 2, or a pharmaceutical^ acceptable salt thereof, wherein 

W is O. 

4. The compoui}<f of claim 1 or 2, or a pharmaceutical^ acceptable salt thereof, wherein 

W is NR9. 

5. The /ompound of any one of claims 1, 2 and 4, or a pharmaceutical^ acceptable salt 

thereof, v/nerein R9 is H, Ci-r> alkyl, Cr>-ioaryl, C3.10cycloalkyl, 5-10 membered heteroaryl, 4-

10 membered heterocycloalkyl, Ce-ioaryl-CM alkyl, C3.iocycloalkyl-Ci-4 alkyl, (5-10 

membered hctcroaryl)-CM alkyl, or (4-10 membered hctcrocycIoalkyl)-CM alkyl, wherein 

md C|.6 alkyl, C6-ioaryl, C3-10 cycloalkyl, 5-10 membered heteroaiyl, 4-10 membered 
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heterocycloalkyl, Ce-ioaryl-CMalkyl, C3.iocycloalkyl-Ci-4alkyl, (5-10 membered 

heteroaryl)-C]-4 alkyl, and (4-10 membered heterocycloalkyl)-CM alkyl are each optionally 

substituted with R9a. / 

6. The compound of any one of claims 1, 2 and 4, or a pharmaceutical^ acceptable; salt 

thereof, wherein R9 is H, Ci-6 alkyl, C3.iocycloalkyl, 4-10 membered heterocycloalkyl, Ce-io 

aryl-Ci-4 alkyl, or C3-iocycloalkyl-Ci-4 alkyl. / 

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

thereof, wherein R9 is C|.s alkyl. / 

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

thereof, wherein R9 is methyl. / 

9. The compound of claim 1 or 2, or a pharmaceutical^ acceptable salt thereof, where 

W is CR17RIS. / 

10. The compound of any one of claims 1 and 9, or a pharmaceutical^ acceptable salt 

thereof, wherein R17 and R,s are each independently selected from H, halo, Ci-6 alkyl, C2-6 

alkenyl, C2-6 alkynyl, Ci-6 haloalkyl, C<sj6aryl, C3.10 cycloalkyl, 5-10 membered heteroaryl, 4-

10 membered heterocycloalkyl, and ON, wherein said Ci-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, 

C6-ioaryI, C3-tocycloalkyl, 5-10 m*$mbered heteroaiyl, and 4-10 membered heterocycloalkyl 

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

R10a. / 

11. The compound'of any one of claims 1, 2, and 9, or a pharmaceutical^ acceptable salt 

thereof, wherein R/ and R18 are each independently selected from H, halo, Ci-6 alkyl, C2-6 

alkenyl, C2.6 alkynyl, and Ci-6 haloalkyl, wherein said Ci-6 alkyl, C2-6 alkenyl, C2.6 alkynyl, 

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

R10a. / 

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

hereof, wherein R17 and R18 are each independently selected from H and Ci-e alkyl. 
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13. The compound of any one of claims 1, 2, and 9, or a pharmaceutically acceptable salt 

thereof, wherein R17 and R18 together with the carbon atom to which they are attached form 

C3.7 cycloalkyl. / 

14. The compound of any one of claims 1 to 13, or a pharmaceutical^ acceptable salt 

thereof, wherein each of R1, R2, and R3 is H. / 

15. The compound of any one of claims 1 to 14, or a pharmaceuticalWcceptable salt 

thereof, wherein R4, R5, R6, R7, and R8 are each independently selected/from H, halo, Ci-6 

alkyl, Ci„6 haloalkyl, CN, and ORal. / 

16. The compound of any one of claims 1 to 14, or a pharramceutically acceptable salt 

thereof, wherein R4, R5, R6, R7, and Rs are each independently selected from H, halo, and 

methoxy. / 

17. The compound of any one of claims 1 to 14, or a pharmaceutically acceptable salt 

thereof, wherein R5 and R7 are both methoxy and R4, R6, and R8 are each independently 

selected from H and halo. / 

18. The compound of any one of minis 1 to 14, or a pharmaceutically acceptable salt 

thereof, wherein R4 is halo, R5 is rcfethoxy, R6 is H, R7 is methoxy, and R8 is halo. 

19. The compound of any one of claims 1 to 14, or a pharmaceutically acceptable salt 

thereof, having Formula II. 

20. The compojnid of any one of claims 1 to 19, or a pharmaceutically acceptable salt 

thereof, whereiiyX is CR15. 

21. The compound of any one of claims 1 to 19, or a pharmaceutically acceptable salt 

thereof/wherein 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 R15 is H or 5-10 membered heteroaiyl optionally substituted by Ci-6 alkyl. 

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

thereof wherein R10 is H, Ci-6 alkyl, C<5.ioaryl, C3-10 cycloalkyl, 5-10 membered heteroaiyl, 4-

10 membered heterocycloalkyl, CN, or C(0)NRc3Rd3, wherein said Ci-6 alkyl, C^n^ry], C3.10 

cycloalkyl, 5-10 membered heteroaiyl, and 4-10 membered heterocycloalkyl are/each 

optionally substituted with 1, 2, 3,4, or 5 substituents independently selected/from Cy2, halo, 

Ci-6 alkyl, C2.fi alkenyl, C2-6 alkynyl, C\.& haloalkyl, CN, NO2, ORa3, SRayC(0)Rb3, 

C(0)NRc3Rd3, C(0)0Ra3, 0C(0)Rb3, 0C(0)NRc3Rd3, C(=NRe3)NRc3Rff 

NRc3C(=NRe3)NRc3Rd3, NRc3Rd3, NRc3C(0)Rb3, NRc3C(0)0R;,\ NR^C(0)NRc3Rd3, 

NRc3S(0)Rb3, NRc3S(0)2Rb3, NRc3S(0)2NRc3Rd3, S(0)Rb3, S(0]MRc3Rd3, S(0)2Rb3, and 

S(0)2NRc"Rd3, wherein said CJ.G alkyl, C2-6 alkenyl, and C2-6 a&ynyl are each optionally 

substituted with 1, 2, or 3 substituents independently selected from Cy2, halo, CN, N02, 

ORa3, SRa3, CfO)Rb\ C(0)NRc?Rd:\ C(0)0Ra3, 0C(0W\ 0C(0)NRc3Rd3, 

C(=NRe3)NRc3Rd\ NRc3C(=NRc3)NRc3Rd3, NRc3RdVNRc3C(0)Rb3, NRc3C(0)0Ra3, 

NRc3C(0)NRe3Rd3, NRc3S(0)Rb3, NRc3S(0)2Rb3/NRc3S(0)2NRc3Rd3, S(0)Rb3, S(0)NRc3Rd3, 

S(0)2Rb3, and S(0)2NRc3Rd3. / 

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

thereof, wherein R10 is H, methyl, ethyl, phenyl, pyrazolyl, pipcridinyl, tetrahydropyridinyl, 

CN, or C(0)NRc:,Rd3, wherein saicj methyl, ethyl, phenyl, pyrazolyl, piperidinyl, and 

tetrahydropyridinyl are each optionally substituted with 1,2, or 3 substituents independently 

selected from Cy2, NRc3Rd:Vand Cue, alkyl optionally substituted with OR113. 

25. The compouncfof any one of claims 1 to 22, or a pharmaceutically acceptable salt 

thereof, wherein Rs is H, (4-methylpiperazin-l-yl)phenyl, 1-methyl-lH-pyrazolyl, l-(2-

hydroxyethyl)-lfl-pyrazolyl, methylaminocarbonyl, cyano, 1-methyl-1,2,3,6-

tetrahydropyndiny 1, 1 -methylpiperidin-4-yl, dimethylaminocarbony 1, (3-hydroxyazetidin-1 -

yl)carbonyl, (3-hydroxypyrrolidin-1 -yl)carbonyl, (4-methylpiperazin-1 -yl)carbonyl, 

cyclopyopylaminocarbonyl, (3-cyanopyrrolidin-1 -yl)carbony 1, (3-hydroxypiperidin-1 -

yl)cm'bonyl, tetrahydro-2H-pyran-4-yl, (4-methylpiperazin-l-yl)carbonyl, morpholin-4-

yfcarbonyl, or (4,4-difluoropiperidin-l-yl)carbonyl. 

296 



WO 2014/007951 PCT/US2013/045309 

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

thereof, wherein R10 is Cj.& alkyl optionally substituted with 4-7 membered heterocycloalkyl/ 

wherein said 4-7 membered heterocycloalkyl is selected from morpholinyl, piperazinyl, / 

pipcridinyl, pyrrolidinyl, tctrahydrofiiranyl, and azctidinyl, and wherein said 4-7 membered 

heterocycloalkyl is optionally substituted by 1,2, or 3 substituents independently selected 

from halo, C,.6 alkyl, Cw haloalkyl, CN, ORa\ C(0)Rb5, C(0)NRc5Rd\ C(0)0RK 

OC(0)Rb5, NRc5Rd5, and NRc5C(0)Rb5. / 

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

thereof, wherein R10 is H, (4-methylpiperazin-l-yl)phenyl, 1 -methyH-pyrazoly 1, l-(2-

hydroxyethyl)-lH-pyrazolyl, methylaminocarbonyl, cyano, 1-memyl-l,2,3,6-

tetrahydropyridinyl, 1 -methylpiperidin-4-y 1, dimethylaminocarbonyl, (3-hydroxyazetidin-1 -

yl)carbonyl, (3-hydroxypyrrolidin-l-yl)carbonyl, (4-methw>iperazin-l-yl)carbonyl, 

cyclopropylaminocarbonyl, (3-cyanopyrrolidin-1 -yl)caroonyl, (3-hydroxypiperidin-1 -

yl)carbonyl, morpholin-4-ylmethy 1, (4-methyIpipera^in-1 -yl)methyl, 4-ethylpiperazin-1 -

yl)methy 1,4-(2-hydroxyethy l)piperazin-1 -yljmethyl, cy anoethy Ipiperazinylmethyl, 

cyanopiperidinylmethy 1, cyanopyrolidinylmetKyl, (1 -methylpiperidin-4-yl)aminomethyl, 

(tetrahydrofuran-3-ylamino)methyl, 1 H-imjdazoI-1 -ylmethyl, 1 H-pyrazol-1 -ylmethy 1, (1 -

methyl-lH-pyrazol-4-yl)mcthyl, 2-pyridm-2-ylcthyl, 2-morpholin-4-ylcthyl, 2-

(diethylamino)ethyl, 2-(3-fluoroazetimn-1 -yl)ethy 1, 2-(3-methoxyazetidin-1 -yl)ethyl, (4-

ethyIpiperazin-1 -yl)methyl, 3-(dimethylamino)pyrrolidin-1 -yljmethy 1, 2-(4-ethylpiperazin-1 -

yl)ethy 1,2-(4-methylpiperazin-/-yl)ethy 1, (pyridin-3-yloxy)methyl, (2-oxopyridin-1 (2H)-

yl)methyl, (3-cyanoazetidii]/l-yl)methyl, (S-fluoroazetidin-l-yOmethyl, or (3-

hydroxyazetidin-l-yl)me,myl. 

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

thereof, whereir/R10 is H. 

29. The compound of any one of claims 1 to 18, or a pharmaceutically acceptable salt 

thereoftnaving Formula III. 
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30. The compound of any one of claims 1 to IB 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 pharmaceutically 

acceptable salt thereof, wherein R11 is H. / 

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

thereof, having Formula IV. / 

34. The compound of any one of claims 1 to 18 and 33, oi/a pharmaceutically acceptable 

salt thereof, wherein R14 is H, Ci-6 alkyl, 4-10 membered heterocycloalkyl, or CN; wherein 

said Cj.6 alkyl and 4-10 membered heterocycloalkyl ar©4ach optionally substituted with 1, 2, 

3, 4, or 5 substituents independently selected from 1y*a. 

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

salt thereof, wherein R14 is H, methyl, 1-methylpiperidinyl, CN, cyanomethyl, or 2-

hydroxyethyl. / 

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

salt thereof, wherein R14 is phenyl optionally substituted with R10a. 

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

salt thereof, wherein I* is (4-ethylpiperazin-l-yl)phenyl. 

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

Formula Ila:/ 
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0 

A„,^R9 

R10 

N N 
H 

Ila. 

39. The compound of claim 38, or a pharmaceutically acceptable salt/thereof, wherein R4 

is halo, R5 is methoxy, R6 is H, R7 is methoxy, and R8 is halo. / 

40. The compound of claim 38 or 39, or a pharmaceuticallwcceptable salt thereof, 

wherein R9 is Ci-e alkyl. / 

41. The compound of any one of claims 38 to 40, m a pharmaceutically acceptable salt 

thereof wherein R10 is H, Ci.6 alkyl, C<Moaryl, Cj.j/cycloalkyl, 5-10 membered heteroaryl, 4-

10 membered heterocycloalkyl, CN, or C(0)NRr Rd3, wherein said C\.G alkyl, Ce-io aryl, C3.10 

cycloalkyl, 5-10 membered heteroaiyl, and 4*10 membered heterocycloalkyl arc each 

optionally substituted with 1, 2, 3,4, or ^substituents independently selected from Cy2, halo, 

Ci-6 alkyl, q>-6 alkenyl, C2-6 alkynyl, GU haloalkyl, CN, N02, ORa3, SRa3, C(0)Rb3, 

C(O)NR^R*53, C(0)0Ra3, 0C(0)R% 0C(0)NRc3Rd3, C(=NRc3)NRc3Rd3, 

NRc3C(=NRe3)NRc3Rd3, NRc3R^NRc3C(0)Rb3, NRc3C(0)0Ra3, NRc3C(0)NRc3Rd3, 

NRc5S(0)Rb3,NRc3S(0)2Rb^Rc3S(0)2NRc3Rd3, S(0)Rb3, S(0)NRc3Rd3, S(0)2Rb3, and 

S(0)2NRc3Rd3, wherein sa$ Ci-e alkyl, C2.6 alkenyl, and C2-6 alkynyl are each optionally 

substituted with 1, 2, oj/3 substituents independently selected from Cy2, halo, CN, N02, 

ORa3, SR*3, C(0)R/C C(0)NRc3Rd\ C(0)0Ra3, 0C(0)Rb3, 0C(0)NRc3Rd3, 

C(=NRe3)NRc3FyvNRc3C(=NRt:3)NRc3Rd3, NRc3Rd\ NRc3C(0)Rb3, NRc3C(0)0Ra3, 

NRc3C(0)NR^Rd3, NRc3S(0)Rb3, NRc3S(0)2Rb3, NRc3S(0)3NRc3Rd3, S(0)Rb3, S(0)NRc3Rd3, 

S(0)2Rb3,^d S(0)2NRc3Rd3. 

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

thereof, wherein R10 is Ci-6 alley 1 optionally substituted with 4-7 membered heterocycloalkyl 

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 

heterocycloalkyl is optionally substituted by 1, 2, or 3 substituents independently selected 

from halo, Ci.fi alkyl, Cue haloalkyl, CN, OR"5, C(0)R1>5, CfOJNR^R115, C(0)0R115, 

0C(0)Rb5, NRc5Rd5, and NRc5C(0)Rb5. / 

43. The compound of claim 1, or a pharmaceutically acceptable salt thereof, haying 

Formula lib: / 

R7 

lib. 

44. The compound of claim 43, or a pharmaceutically acceptable salt thereof, wherein R4 

is halo, R5 is methoxy, R6 is H, R7 is methoxy, and Rs is halo. 

45. The compound of claim 43 or/f4, or a pharmaceutically acceptable salt thereof, 

wherein R17 and Rts are each independently selected from H, halo, C\.c, alkyl, C2-6 alkenyl, 

C2-6 alkynyl, and C1.6 haloalkyl/wherein said Ci-6 alkyl, C2-6 alkenyl, C2.c alkynyl, are each 

optionally substituted with 1/2,3,4, or 5 substituents independently sclcctcd from Rl0a. 

46. The compound/of claim 43 or 44, or a pharmaceutically acceptable salt thereof, 

wherein R17 and R^are both C\.G alkyl. 

47. The compound of any one of claims 43 to 46, or a pharmaceutically acceptable salt 

thereof wherein R10 is H, Cj-6 alky], C^ioaryl, C3.10 cycloalkyl, 5-10 membered heteroaiyl, 4-

10 membered heterocycloalkyl, CN, or C(0)NRc3Rd3, wherein said Ci-6 alkyl, C6-io aryl, C340 

cyclcfalkyl, 5-10 membered heteroaryl, and 4-10 membered heterocycloalkyl are each 

optionally substituted with 1, 2, 3, 4, or 5 substituents independently selected from Cy2, halo, 

Cue alkyl, C2-6 alkenyl, C2.6 alkynyl, Ci.6 haloalkyl, CN, N02, ORa3, SR33, C(0)RM, 
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C(0)NRc3Rd3, C(0)0Ra"\ 0C(0)Rb3, 0C(0)NRc3Rd3, C(=NRe3)NRc3Rd3, 

NRc3C(=NRc3)NRc3Rd3, NRc3Rd3, NRc3C(0)Rb3, NRc3C(0)0Ra3, NRc3C(0)NRc3Rd3, 

NRc3S(0)Rb3, NRc3S(0)2Rb\ NRc3S(0)2NRc3Rd3, S(0)Rb\ S(0)NRc3Rd3, S(0)2Rb3, and 

S(0)2NRc'Rd"\ wherein said Ci-6 alkyl, C2-6 alkenyl, and C2-6 alkynyl are each optionally / 

substituted with 1, 2, or 3 substituents independently selected from Cy2, halo, CN, NCh< 

ORa3, SRa3, C(0)Rb3, C(0)NRc3Rd3, C(0)0Ra3, 0C(0)Rb3, 0C(0)NRc3Rd3, / 

C(=NRc3)NRc3Rd3, NRc3C(=NRc3)NRc3Rd3, NRc3Rd3, NRc3C(0)Rb3, NRc3C(0)05T, 

NRc3C(0)NRc3Rd3, NRc3S(0)Rb3, NRc3S(0)2Rb3, NRc3S(0)2NRc3Rd3, S(0)Rb^S(0)NRc3Rd3, 

S(0)2Rb3, and S(0)2NRc3Rd3. / 

48. The compound of claim 1, or a pharmaceutically acceptable aalt thereof, having 

formula IVa: / 

/ IVa. 

49. The compound of claim 48, or a pharmaceutically acccptablc salt thereof, wherein R4 

is halo, R5 is methoxy, R6 is H, R/is methoxy, and R8 is halo. 

50. The compound of cjaim 48 or 49, or a pharmaceutically acceptable salt thereof, 

wherein R9 is H, Ci-6 alkyl, C<MO aryl, C3-10cycloalkyl, 5-10 membered heteroaiyl, 4-10 

membered heterocycloalkyl, C6-ioaiyl-Cj.4alkyl, C3-iocycloalkyl-Cf.4alkyl, (5-10 membered 

heteroaryl)-Ci-4 alj<yl, or (4-10 membered heterocycloalkyl)-CM alkyl, wherein said Ci-6 

alkyl, C6-ioaryl<C3.iocycloalk>rl, 5-10 membered heteroaiyl, 4-10 membered 

heterocyclo^ikyl, Cfi.ioaryl-Ci-4 alkyl, C3_iocycloalkyl-Ct.4 alkyl, (5-10 membered 

heteroaw-CM alkyl, and (4-10 membered heterocycloalkyl)-Ci-4 alkyl are each optionally 

substituted with 1, 2, or 3 substituents independently selected from R9a. 
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51. The compound of any one of claims 47 to 49, or a pharmaceutically acceptable salt 

thereof, wherein R14 is selected from H, C\.(, alkyl, Ce-ioaryl, C3.10cycloalkyl, 5-10 

membered heteroaryl, 4-10 membered heterocycloalkyl, and CN; wherein said Ct-6 alkyl, Ccy 

ioaryl, C3.10cycloalkyl, 5-10 membered heteroaryl, and 4-10 membered heterocycloalkyl^e 

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

52. The compound of claim 1 having Formula V: 

R7 

Rl . 
O 

A 
R?2 R13 

fQ 

o 
v 

or a pharmaceutically acceptable salt thereof. 

53. The compound of any one of clain)/1 and 52, or a pharmaceutically acceptable salt 

thereof, wherein W is NR9 or CR!7R1S. 

54. The compound of any on^of claims 1, 52, and 53, or a pharmaceutically acceptable 
salt thereof, wherein W is NRV 

55. The compound 01any one of claims 1 and 52 to 54, or a pharmaceutically acceptable 

salt thereof, wherein W is H, Ci-6 alkyl, C3.10 cycloalkyl, 3-10 membered heterocycloalkyl, 

C6-ioaryl, C6-ioan^-CM alkyl, or C3-iocycloalkyl-Ci-4 alkyl, each optionally substituted with 

with 1, 2, or 3 substituents independently selected from R9a. 

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

salt thereof, wherein R9 is C1.6 alkyl. 
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57. The compound of any one of claims 1 and 52 to 54, or a pharmaceutically acceptable 

salt thereof, wherein R9 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 accej/able 

salt thereof, wherein R9 is methyl. / 

59. The compound of claim 1 and 52, or a pharmaceutically acceptable saK thereof, 

wherein W is CR1?R1S. / 

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

salt thereof, wherein each of R\ R2, and R3 is H. / 

61. The compound of any one of claims 1 and 52 to 60/or a pharmaceutically acceptable 

salt thereof, wherein R4, R5, R6, R7, and R8 are each independently selected from H, halo, CI-G 

alkyl, CI-G haloalkyl, CN, and ORal. / 

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

salt thereof, wherein R4, R5, R6, R7, and Rstfre each independently selected from H, halo, and 

methoxy. / 

63. The compound of any one/>f claims 1 and 52 to 60, or a pharmaceutically acceptable 

salt thereof, wherein R5 and R/are both methoxy and R4, R6, and Rs are each independently 

selected from H and halo. / 

64. The compound'of any one of claims 1 and 52 to 60, or a pharmaceutically acceptable 

salt thereof, wherein R4 is halo, R5 is methoxy, R6 is H, R7 is methoxy, and Rs is halo. 

65. The compound 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 

s^ft thereof, wherein Q is O, NRI6a, or CR12aRL,a. 
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67. The compound of any one of claims 1 and 52 to 66, or a pharmaceutically acceptable 

salt thereof, wherein R12 and R1? are each H. , 

68. The compound of any one of claims 1 and 52 to 66, or a pharmaceutically accegnable 

salt thereof, wherein R12 and Rn together with the carbon atom to which they are attached 

form C3-7 cycloalkyl. / 

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

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

70. The compound of claim 1 or 52, or a pharmaceutically ace^ptable salt thereof, having 

Formula Va: / 

/ Va. 

71. The compound of claim 70, or a pharmaceutically acceptable salt thereof, wherein R4 

is halo, R5 is methoxy, R6 is R7 is methoxy, and Rs is halo. 

72. The compound 01 claim 70 or 71, or a pharmaceutically acceptable salt thereof, 

wherein R9 is H, Ci^lkyl, C3-10 cycloalkyl, 3-10 membered heterocycloalkyl, C<Moaryl-Ci-4 

alkyl, or C3-10 cycK>aIkyl-Ct-4 alkyl. 

73. The/ompound of claim 1 which is selected from: 

3/f3,5-Dimethoxyphenyl)-l,3,4,7-tetrahydro-2H-pyiTolo[3,,2':5,6]pyrido[4,3-

d]pyrjmidin-2-one; 

/ l-CycIopropyl-3-(3,5-dimethoxyphenyl)-l,3,4,7-tetrahydro-2H-pyrrolo 

{3\2':5,63pyrido[4,3-d]pyrimidin-2-one; 
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l-(Cyclopropylmethyl)-3-(3,5-dimethoxyphenyl)-l,3,4,7-tetrahydro-2H-

pyiTolo[3,,2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

l-Benzyl-3-(3,5-dimethoxyphenyl)-l,3,4,7-tetrahydro-2H- / 

pyiTolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; / 

3-(2,6-Dichloro-3,5-dimethoxyphenyl)-l-methyl-l,3,4,7-tetrahydro-2H- / 

pyrrolo[3\2':5,6]pyrido[4,3-d]pyrirmdin-2-one; / 

3-(2,4-Dichloro-3,5-dimethoxyphenyl)-l-methyl~l,3,4,7-tetrahydro-2H-/ 

pyiTolo[3',2,:5,6]pyrido[4,3-d]pyrimidin-2-one; / 

3-(3,5-Dimethoxyphenyl)-1 -methyl-8-[4-(4-methylpiperazln-1 -yltonenyl]-1,3,4,7-

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

3-(3,5-Dimethoxyphenyl)-1 -methy l-8-(l -methy 1-1 H-pyrazol/4-yl)-1,3,4,7-tetrahy dro-

2H-pyrrolo[3',2,:5,6]pyrido[4,3-d]pyrimidin-2-one; / 

3-(3,5-Dimethoxypheny 1)-N, 1 -dimethy l-2-oxo-2,3,4,7/etrahydro-1H-

pyiToloP'^'^^lpyridoj^-djpyrimidine-S-carboxamide; / 

3-(2-Chloro-3,5-dirnethoxyphenyl)-1 -methyl-8-jJa-methy I-1 H-pyrazoI-4-y 1)-1,3,4,7-

tetrahydro-2H-pyiTolo[3',2':5,6]pyndo[4,3-d]pyrimicHii-2-onc; 

3-(2-Chloro-3,5-dimethoxyphenyI)-8-[l-C^-hydroxyethyl)-1 H-pyrazoI-4-yl]-1-

methyl-1,3.4,7-tetrahydro-2H-pyrrolo[3,,2,:5,^pyrido[4,3-d]pyrimidin-2-one; 

3-(2-Chloro-3,5-dimethoxyphenylW-methyl-8-(l-methyl-lH-pyrazol-5-yl)-l,3,4,7-

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

3-(2-Chloro-3,5-dimethoxyphcmyl)-1 -methyl-2-oxo-2,3,4,7-tetrahydro-1H-

pyiTolo^^'^^pyrido^-dJpyrimidine-S-carbonitrile; 

3-(3,5-Dimethoxyphenyl)-1 -methy l-8-( 1 -methyl-1,2,3,6-tetrahydropyridin-4-y I)-

l,3,4,7-tetrahydro-2H-pyn-al^[3',2l:5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(3,5-Dimethoxvphenyl)-l-methyl-8-Cl-methylpiperidin-4-yl)-l,3,4,7-tetrahydro-

2H-pyiTolo[3',2':5,6]D3(Tido[4,3-d]pyrimidin-2-one; 

3-(3,5-Dim^ioxyphenyl)-N,N,l-trimethyl-2-oxo-2,3,4,7-tetrahydro-lH-

pyiTolo[3',2':5,^pyrido[4,3-d]pyrimidine-8-carboxamide; 

3-(3,5^Dimethoxyphenyl)-8-[(3-hydroxyazetidin-1 -yl)carbonyl]-l -methyl-1,3,4,7-

tetrahydra^2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

X-(3,5-Dimethoxyphenyl)-8-[(3-hydroxypyiTolidin-l-yl)earbonyl]-l-methyl-1,3,4,7-

tetraftydro-2H-pyrrolo[3,,2':5,6]pyrido[4,3-d}pyrimidin-2-one; 
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3-(3,5-Dimethoxyphenyl)-l-methyl-8-[(4-methylpiperazin-l-yl)carbony]]-l,3,4,7-
tetrahydro-2H-pyrrolo[3,,2,:5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2-Chloro-3,5-dimethoxyphenyl)-N,l-dimethyl-2-oxo-2,3,4,7-tetrahydro-lH- / 
pyiTolo[3'!2':5,6]pyrido[4,3-d]pyrimidine-8-carboxamide; / 

3-(2-Chloro-3,5-dimethoxyphenyl)-N,N, l-trimethyl-2-oxo-2,3,4,7-tetrahydro-LH-
pyrrolo[3',21:5,6]pyrido[4,3-d]pyrimidine-8-carboxamide; / 

3-(2-Chloro-3,5-dimethoxyphenyl)-8-[(3-hydroxyazetidin-l-yl)carbonylXl-methyl-
l,3,4,7-tetrahydro-2H-pyirolo[3,,2,:5,6]pyrido[4,3-d]pyriniidin-2-one; / 

3-(2-Chloro-3,5-dimethoxyphenyl)-l-methyl-8-[(4-methylpiperazjtf-l-yl)carbonyl]-
l,3,4,7-tetrahydro-2H-pyiTolo[3,,2,:5,6]pyrido[4,3-d]pyrimidin-2-one; / 

N-Cyclopropyl-3-(2-fIuoro-3,5-dimethoxyphenyl)-l-methyk2-oxo-2,3,4,7-tetrahydro-
lH-pyiTolo[3',2':5,6]pyrido[4,3-d]pyrimidine-8-carboxamide; / 

3-(2-Fluoro-3,5-dimethoxyphenyl)-8-[(3-hydroxyazetiain-l-yl)carbonyl] -1-methyl-
l,3»4,7-tetrahydro-2H-pyiTolo[3',2':5,6]pyrido[4,3-d]pyrimrain-2-one; 

1 - {[3-(2-FIuoro-3,5-dimethoxyphenyl)-1 -methyJQ-oxo-2,3,4,7-tetrahydro- 3 H-
pyrrolop^'iS^pyrido^^-dJpyrimidin-S-yljcarbon/lJpyrrolidinc^-carbonitrilc; 

3-(2-Fhioro-3,5-dimethoxyphenyI)-l-methyl-8-[(4-methylpiperazin-l-yl)carbonyl]-
l^AT-tetrahydro^H-pyrroloCS'^'iS^pyridopi^-dlpyrimidin^-one; 

3-(2-Fluoro-3,5-dimethoxyphenyl)-£-[(3 -hydroxypiperidin-1 -y I)carbony 1]-1 -methyl-
l,3,4,7-tetrahydro-2H-pyrrolo[3^^5,6]Dyrido[4,3-d]pyrimidin-2-one; 

3-(2s6-Difluoro-3,5-dimethox^phenyl)-l-methyl-l,3,4,7-tetrahydro-2H-
pyiTolo[3,,2':5,6]pyrido[4,3-d]pyiiraidin-2-one; 

3-(2-Fluoro-3,5-dimetWxyphenyl)-N,N, 1 -trimethyl-2-oxo-2,3,4,7-tetrahydro- 1H-
pyrrolo[3\2':5,6]pyrido[4,3-4]pyrimidine-8-carboxamide; 

3-(2,6-Difluoro-3^5-dimethoxyphenyl)-N,N,l-trimethyl-2-oxo-2,3,4,7-tetrahydro-lH-
pyrrolo[3,,2':5,6]pyrido[4,3-d]pyrimidine-8-carboxamide; 

3-(2-ChlorpH>-fIuoro-3,5-dimethoxypheny 1)-1 -methyl-1,3,4,7-tetrahydro -2H-
pyrrolo[3,J2,:5,63pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6qDifluoro-3,5-dimethoxyphenyl)-1 -methyl-3,4-
dihydrothjaio[2's3':5,6]pyrido[4,3-d3pyrimidm-2(lH)-one, 

/or a pharmaceutically acceptable salt of any of the aforementioned. 

74. A compound selected from: 
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3-(3,5-Dimethoxyphenyl)-l-methyl-l,3,4,7-tetrahydro-2H-

pyrrolo[3\2^5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(3!5~Dimethoxyphenyl)-I"ethyl-l,3,4,7-tetrahydro-2H-pyiTolo[3,,2':5,6]pyrido[4,3-

d]pyrimidin-2-one; and / 

3-(2-Chloro-3,5-dimethoxyphenyl)-l-methyl-l,3,4,7-tetrahydro-2H- / 

pyrrolo[3',2,:5,6]pyrido[4,3-d3pyrimidin-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-dimethoxy#nenyl)-l-methyl-

3,4,7,9-tetrahydvo-lH-pyiTolo[3',2':5,6]pyrido[4,3-d]pyrimidme-2,8-dione, or a 

pharmaceutically acceptable salt thereof. / 

76. The compound of claim 1 selected from: / 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-methyl-8-fretrahydro-2H-pyran-4-yl)-

l,3,4,7-tetrahydro-2H-pyiTolo[3,,2,:5,6]pyrido[4,3-d]pwmiidin-2-one; 

3-(2,6-difIuoro-3,5-dimcthoxyphcnyl)-1-mctbyl-8-[(4-mcthylpipcrazin-l-

yl)carbonyl]-l,3,4,7-tetrahydro-2H-pyrrolo[3',2':5<o]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-^-methyl-8-(morpholin-4-ylcarbonyI)-1,3,4,7-

tetrahydro-2H-pyrrolo[3',2,:5,6]pyrido[4,3^Jpyrimidin-2-one; 

3-(2,6-difhioro-3,5-dimethoxyph£nyl)-8-[(454-difluoropiperidin-l-yl)carbonyl]-l-

methyl~l,3,4,7-tetrahydro-2H-pyrroIof3,,2':5!6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimeth^xypheny 1)-1 -methyl-9-( 1 -methyl-1 H-pyrazol-4-yl)-

l,3,4,7-tetrahydro-2H-pyiTolo[^,2':5,6]pyrido[4,3-d3pyrimidin-2-one; 

3-(2,6-djfluoro-3,5-d™ethoxyphenyl)-l-(2-hydroxyethyl)-l,3,4,7-tetrahydro-2H-

pyrrolo[3\2':5,6]pyrido[4<3-d]pyrimidin-2-one; 

l-cyclopropyl^-(2,6-difluoro-3,5-dimethoxyphenyl)-1,3,4,7-tetrahydro-2H-

pyrrolo[3\2':5,6]pyndo[4,3-d]pyrimidin-2-one; 

3-(2,6-dtfluoro-3,5-dimethoxyphenyl)-l-(tetrahydro-2H-pyran-4-yl)-l,3,4,7-

tetrahydro-2fcf-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-62,6-difluoro-3,5-dimethoxyphenyl)-1-phenyl-l,3,4,7-tetrahydro-2H-

pyiTolof3',2':5,6]pyrido[4,3-d3pyrimidin-2-one; 

/ 3-(2,6-difhiovo-3,5-dimethoxyphenyl)-l-methyM,3,4,7-tetrahydro-2H-

nyrazolo[4',3':5,6]pyrido[4,3-d]pyrimidin-2-one; 
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3-(2,6-difluoro-3,5-dimethoxyphenyl)-l,9-dimethyl-l,3,4,7-tetrahydro-2H-

pyi-azolo[4,,3':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxypheny 1)-1 -methyl-2-oxo-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)-l-methyl-2-oxo-2,3,4,7-tetrahydro-lH-/ 

pyrazolo[4,,3,:5,6]pyrido[4,3-d]pyrimidin-9-yl]acetonitrile; / 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-methyl-9-(l-methylpiperidin-4-vl)-l,3,4,7-

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

3-(2,6-difliioro-3,5-dimethoxyphenyl)-9-(2-hydroxyethyl)-l-methyM,3,4,7-

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

3-(2,6-difluoro-3,5-dimethoxypheny I)-1 -ethyl-1,3,4,7-tetrahvflro-2H-

pyrazolo[4,,3':5,6]pyrido[4,3-d]pyrimidin-2-one; and / 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(2-hydroxyethyl)-l,3,4,7-tetrahydro-2H-

pyrazolo^'^'^^jpyrido^^-djpyrimidin^-one, or a phamfaceutically acceptable salt of any 

of the aforementioned. / 

77. The compound of claim 1 selected from: / 

l-cyclopropyl-3-(2,6-difluoro-3,5-dim/fhoxyphenyl)-3,4,7,9-tetrahydro-lH-

pyrrololT^'^^jpyridot^-djpyrimidine-^-dione; 

3-(2,6-Difluoro-3,5-dimethoxyphenyl)-l-ethyI-3,4,7,9-tetrahydro-1H-

pyrrolo[3\2':5,6]pyrido[4,3-d]pyrimi#ne-2,8-dione; and 

l-(cyclopropylmethyl)-3-(2,6-difluoro-3,5-dimethoxyphenyl)-3,4,7,9-tetrahydro-lH-

pyrrolo[3\2':5,6]pyrido[4,3-d]pyrimidine-2,8-dione, or a pharmaceutically acceptable salt of 

any of the aforementioned./ 

78. The compounckof claim 1 which is selected from: 

3'-(2,6-DifhK)ro-3,5-dimethoxyphenyl)-r-methyl-4,,7,-dihydrospiro[cyclopropane-

l,9,-pyn-olo[3,,2^,63pyrido[4,3-d]pyrimidine]-2,,8,(rH!3,H)-dione; 

7-(2^difluoro-3,5-dimethoxyphenyl)-3,6,7,9-tetrahydro-8H-pyrrolo[2,3-c]-2,7-

naphthyri^in-8-one; 

/7-(2,6-difluoro-3,5-dimethoxyphenyl)-9-methyl-3,6,7,9-tetrahydro-8H-imidazo 

[4^5,6]pyrido[4,3-d]pyrimidin-8-one; 
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3-(2,6-difluoro-3,5-dimethoxyphenyl)-4,7-dihydropyrazolo[4,,3':5,6]pyrido [3,4-

e][l,3]oxazin-2(3H)-one, 

7,-(2,6-difluoro-3,5-dimethoxyphenyl)-6',7'-dihydrospiro[cyclopropane-l,9'-

pyrrolo[2,3-c][2,7]naphthyridin3-8'(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-ethy!pipei'azin-l-yl)phenvfl-l-methyl-

l^^J-tetrahydro^H-pyrazolo^'^'^^Jpyrido^^-djpyrimidin^-one; / 

or a pharmaceutically acceptable salt of any of the aforementioned/ 

79. The compound of claim 1 selected from: / 

3,-(2,6-Difluoro-3,5-dimethoxyphenyl)-r-methyl-4',7,-diJiydrospiro[cyclopropane-

l,9,-pyrrolo[3,,2,:5,6]pyrido[4,3-d]pyrimidine]-2',8'(rH,3,H)"^ione; 

3-(2-chloro-6-fluoro-3,5-dimethoxypheny 1)-1-ethyk3,4,7,9-tetrahydro-1H-

pyrrolo[3',2':5,6]pyrido[4,3~d]pyrimidine-2,8-dione; / 

l-cyclobutyl-3-C2,6-difluoro-3,5-dimetlioxynflenyl)-3,4,7,9-tctrahydro-lH-

pyiTolo[3,52':5,6]pyrido[4,3-d]pyrimidine-2,8-dio^e; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-/-(3-fluorobenzyl)-3,4,7,9-tetrahydro-lH-

pyrroloP'^'^^pyrido^-dJpyrimidine-^-dione; and 

l-(4-chloro-2-fluorophenyl)-3-(2^o-difluoro-3,5-dimethoxyphenyl)-3,4,7,9-

tetrahydro-lH-pyrrolo[3\2':5,6]pyrido[4,3-d]pyrimidine-2,8-dione; 

or a pharmaceutically acceptable salt of any of the aforementioned. 

80. The compound of cp 1 selected from: 

3-(2,6-difluoro-3/-dimethoxyphenyl)-8-[(4-ethy lpiperazin-1 -y l)methy I]-1 -methyl-

l,3,4,7-tetrahydro-2H/pyrrolo[3\2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluOro-3,5-dimethoxypheny l)-8-[2-(4-ethylpiperazin-1 -yl)ethy 1]-1 -methy 1-

lJ3,4)7-tetrahydro-2H-pyiToIo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2^-difluoro-3,5-dimethoxyphenyl)-8-[3-(4-ethylpiperazin-l-yl)propyl]-l-methyl-

l^^J-tejrahydro^H-pyrroloP'^'^^pyrido^-dJpyrimidin^-one; 

/3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(l-ethylpiperidin-4-yl)methyl]-l-methyl-

l,3X7-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

/ 3-(2,6-difluoro-3,5-dimethoxyphenyl)-1 -[(lR,2R)-2-hydroxycyclopentyl]-1,3,4,7-
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tetrahydro^H-pyrrolotS'^'^^Jpyridoj^-djpyrimidin^-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyI)-l-[(lR,2R)-2-liydroxycyclopentyl]-3,4,7,9-

tetrahydro-lH-pyiToloP'^'iS^Jpyridol/U-dlpyrimidine^B-dioiie; J 

3-(2,6-dif1uoro-3,5-dimethoxypheny3)-H2,3-difluorophenyl)-l,3,4,7-tetrahydro-3H-

pyiTolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; / 

3-(2,6-difluoro-3,5-dimethoxypheny3)-l-(2,3-difluorophenyl)-3,4,7,9-tetraWdro-lH-

pyiTolo[3',2,:5,6]pyrido[4,3-d]pyrimidine-2,8-dione; / 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-Hpyridin-2-ylmethyl)-l,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)-1-(pyridin-2-ylmethyl)-^;4,7,9-tetrahydro-1H-

pyrrolo[3,,2,:5,6]pyrido[4,3-d]pyrimidine-2,8-dione; / 

l-(4-chlorophenyi)-3-(2,6-difluoro-3,5-dimethoxyphenyPf-3,4,7,9-tetrahydro-lH-

pyrroio[3',2,:5,6]pyrido[4,3-d]pyrimidine-2,8-dione; / 

l-(5-chloropyridin-2-yl)-3-(2,6-difluoro-3,5-dimetKoxyphenyl)-3,4,7,9-tetrahydro-

lH-pyiTolo[3,,2':5,6]pyndo[4,3-d]pyrimidme-2,8-diono( 

3-[3-(2,6-difluoro-3,5-dimcthoxyphcnyl)-2-£!xo-2,3,4,7-tctrahydro-1H-

pyiTolo[3',2,:5,6]pyrido[4,3-d]pyrimidin-l-yl]bewzonitrile; 

3-(2,6-dif3uoro-3,5-dimethoxyphenyiyi-pyridin-3-yl-l,3,4,7-tetrahydro-2H-

pyiT0l0[3',2':5,6]pyrid0[4,3-d]pyrimidin-270ne; 

l-(3-chloro-2-fluorophenyl)-3-fA6-difluoro-3,5-dimethoxyphenyl)-l,3,4,7-

tetrahydro^H-pyiToloP'^^^pyridoj^-djpyrimidin^-one; 

3-(2,6-difluoro-3,5-dimetjraxypheny 1)-1 -(1 -methyl-1 H-pyrazol-4-y 1)-1,3,4,7-

tetrahydro-2H-pyrazolo[4,!3':^o]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5/iimethoxyphenyl)-l-(pyridin-2-ylmethyl)-l,3,4,7-tetrahydro-2H-

pyrazolo[4^':5,6]pyrido{4,3-d]pyrimidin-2-one; 

l-cyclopropyyj-(2,6-difluoro-3,5-dimethoxyphenyl)-l,3,4,7-tetrahydro-2H-

pyrazolo[4',3':5,61^yrido[4,3-d]pyrimidin-2-one; 

3-(2,6-dffluoro-3,5-dimethoxypheny3)-l-[(3S)-tetrahydro-2H-pyraii-3~yl]-l,3,4,7-

tetraliydro-^H-pyrazolo^'^'^^jpyridol/U-dJpyrimidin^-one; 

3^)6-difluoro-3,5-dimethoxypheiiyl)-l-[(3S)-tetrahydrofuran-3-yI]-l,3,4,7-

tetrahyaro-2H-pymzolo[4',3':5,6]pyrido[4,3-d]pyrimidin-2-one; 

/ 3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-[(3R)-tetraliydrofuran-3-yI]-l ,3,4,7-

/retrahydro-2H-pyrazolo[4',3':5,6]pyrido[4,3-d]pyrimidin-2-one; 
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3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-isopropyl-l,3,4,7-tetrahydro-2H-

pyrazolo[4',3':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxypheny 1)-1 -[2-(trifluoromethoxy)phenyl]-l ,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-oxo-2,3,4,7-tetrahydro-lH- / 

pyrazolo^'^'^^jpyrido^^-djpyrimidin-l-yljbenzonitrile; / 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-pyridin-3-yl-l,3,4,7-tetrahydro72H-

pyrazolo[4',3':5,6]pyrido[4,3-d]pyrimidin-2-one; / 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(2-methyl-2H-tetrazol-5-#d)-l,3,4,7-

tetrahydro-2H-pyi-azolo[4,,3':5,6]pyrido[4,3-d]pyrimidin-2-one; / 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-quinolin-8-yl-l,3,4w-tetrahydro-2H-

pyrazolo[4',3,:5,6]pyrido[4,3-d]pyrimidin-2-one; / 

l-cyclopropyl-3-(2,6-difluoro-3,5-dimethoxyphenyl)^-methyl-l,3,4,7-tetrahydro-2H-

pyrazolo[4',3':5,63pyrido[4,3-d]pyrimidin-2-one; / 

3-(256-difluoro-3,5-dimethoxyphenyl)-l-ethy!-9wnethyl-l,3,4,7-tetrahydro-2H-

pyrazo]o[4',3':5,6]pyrido[4,3-d]pyrimidin-2-one; / 

3-(2,6-difluoro-3,5-dimethoxypheny 1)-1 J^4,7-tetrahy dro-2H-

pyrazolo[4\3^5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphen^l)-1 -methyl-9-(2-morpholin-4-ylethyl)-1,3,4,7-

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

3-(2-chloro-6-fluoro-3,5-dimethoxyphenyl)-1 -eyclopropy 1-1,3,4,7-tetrahydro-2H-

pyrazolo[4',3':5,6]pyrido[4,3-d3pyrimidin-2-one; 

3-(2-chloro-6-fluoro-3/0-dimethoxyphenyl)-1 -cyclobutyl-1,3,4,7-tetrahydro-2H-

pyrazolo[4,,3':5,6]pyrido[4yS-d]pyrimidin-2-one; 

3-(2,6-difluoro-3p-dimethoxyphenyl)-1,3,4,7-tetrahydro-2H-

pyiTolo[3',2':5,6]pyri^o[4,3-d]pyrimidin-2-one; 

3-(2,6-difh*oro-3,5-dimethoxyphenyl)-l,9-dimethyl-l,3,4,7-tetrahydro-2H-

pyrrolo[3',2':5^jpyrido[4,3-d]pyrimidin-2-oiie; 

[3-(2<o-difluoro-3,5-dimethoxyphenyl)-1 -methyl-2-oxo-2,3,4,7-tetrahydro-1H-

pyrrolo[3^2':5,6]pyrido[4,3-d]pyrimidin-9-yl]acetonitrile; 

/3-(2-chloro-6-fluoro-3,5-dimethoxyphenyl)-l -cyclobutyl-3,4,7,9-tetrahydro- 1H-

pyrfolo[3',2':5,6]pyrido[4,3-d]pyrimidine-2,8-dione; 

/ 3-(2-chloro-6-fluoro-3,5-dimethoxyphenyl)-l-(l-methyl-lH-pyrazol-4-yl)-l, 3,4,7-
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tetrahydro-2H-pyrrolo[3,,2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2-chloro-6-fluoro-3,5-dimethoxyphenyl)-l-pyridin-3-yl-l,3,4,7-tetrahydro-2H-

pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; / 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-pyridazin-3-yl-l,3,4,7-tetrahydro-2H- / 

pyiTolo[3',2,:5,6]pyrido[4,3-d]pyrimidin-2-one; / 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-methyl-8-(morpholin-4-ylmethyl)-J/;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-l-yl)methyl]-l-methyl-

l,3,4,7-tetrahydro-2H--pyiTolo[3,!2,:5,6]pyrido[4!3-d]pyrimidin-2-one; / 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4,4-difluoropiperidinM-yl)methyl]-l-

methyl-l,3,4,7-tetrahydro-2H-pyrrolo[3',2,:5,6]pyrido[4,3-d]pyrimkfin-2-one; 

3-(256-difluoro-3,5-dimethoxyphenyl)-8-[(3,3-difluoropiperidin-l-yl)methyl]-l-

methyl-l,3,4,7-tetrahydro-2H-pyiTolo[3',2,:5,6]pyrido[4,3-d]i^rimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxypheny 1)-1 -methyl-8-^2-moipholin-4-y lethy 1)-1,3,4,7-

tetrahydro-2H-pyrrolo[3\2^5,6]pyyido[4,3-d]pyrimidiiy2-one; 

8-(2-azctidin-l-ylcthyl)-3-(2,6-difluoro-3,5-^nmcthoxyphcnyl)-l-mcthyl-l,3,4,7-

tetrahydro-2H-pyrrolo[3\2':5,6]pyrido[4,3-d]pynmidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxypheny lVi-methy l-8-(2-pyrrolidin-1 -y lethyl)-1,3,4,7-

tetrahydro^H-pyrrolotS'^'^^Jpyrido^^/uJpyrimidin^-one; 

3-(2,6-difluoro-3,5-dimethoxyp}aenyl)-l-methyl-8-(3-morpholin-4-ylpropyl)-l,3,4,7-

tetrahydro-2H-pyrrolo[3',2':5,6]pyridD[4,3-d]pyrimidin-2-one; 

8-[3-(4-cyclopropylpipera&n-l-yl)propyl]-3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-

methyl-l,3,4,7-tetrahydro-2H-pyrrolo[3',2,:5,63pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-j2imethoxyphenyl)-8-[(4-ethylpiperazin-l-yl)earbonyl]-l-methyl-

l,3A7-tetrahydro-2H-pyn"olo[3',2,:5,6]pyrido[4!3-d]pyrimidin-2-one; 

3-(2,6-difluorjiK3,5-dimethoxyphenyl)-8-{[(3R,5S)-3,5-dimethylpiperazin-l-

yl]carbonyl) -1 -mediyl-1,3 >4,7-tetrahydro-2H-pyrrolo[3,,2,:5,6]pyrido[453-d]pyrimidin-2-one; 

3-(2,6-dffluoro-3,5-dimethoxyphenyl)-l-ethyl-l,3,4,7-tetrahydro-2H-pyrrolo[3,,2,:5,63 

pyrido[4,3-d^pyrimidin-2-one; 

4?{3-C2,6-difluoro-3,5-dimethoxyphenyl)-2,8-dioxo-213,4,7,8,9-hexahydro-1H-

pyiTol0t3,,2,:5,6]pyrido[4,3-d]pyrimidin-l-yl]benzonitrile; 

/ 3- {[3-(2,6-difluoro-3,5-dimethoxypheny l)-2,8-dioxo-2,3,4,7,8,9-hexahydro-1H-

^lToloP'^'^^pyrido^^-dJpyrimidin-l-yljmethyljbenzonitrile; 
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3-(2-chloro-6-fluoro-3,5-dimethoxyphenyl)-l-(2,3-difluorophenyl)-3,4,7,9-

tetrahydro-lH-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-lH- / 

pyiTolo[3',2,:5,6]pyi'ido[4,3-d]pyrimidin-l-yl]-3-fluorobenzonitrile; / 

or a pharmaceutically acceptable salt of any of the aforementioned. / 

81. The compound of claim 1 selected from: / 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-ethyl-8-(morpholin-4-ylmethyI)-l,3,4,7-

tetrahydro-2H-pyrrolo[3,,2':5)6]pyrido[4,3-d]pyrimidin-2-one; / 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-ethyl-8-[(4-methylpiperazin-l-yl)methyl3-

l,3,4,7-tetrahydro-2H-pyiTolo[3,,2':5,63pyrido[4,3-d]pyrimidin-2-oije; 

3-(2,6-difliwro-3,5-dimethoxyphenyl)-l-ethyl-8-[(4-ethvipiperazin-l-yl)methyi]-

l,3,4,7-tetrahydro~2H-pyrrolo[3'J2,:5,6]pyrido[4,3-d]pyrimid>n-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-methyl-8^(4-methylpiperazin-l-yl)methyl]-

l,3,4,7-tetrahydro-2H-pyiTolo[3',2,:5,6]pyrido[4,3-d]pvnmidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxypheny l)-8- {[4<2-hydroxycthyl)pipcrazin-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 -methy I-2-oxo-2,3,4,7-tetrahydro-1H-

pyiTolo[3',2':5,6]pyrido[4,3-d]pyrimidin-8-^'l]methyl}piperazin-l-yl)propanenitrile; 

1 - {[3-(2,6-difluoro-3,5-dimethoxypheny 1)-1 -methyl-2-oxo-2,3,4,7-tetrahydro-1H-

pyiTolo[3',2,:5,6]pyrido[4,3-d]pyrintidin-8-yl]methyl}piperidine-4-carbonitrile; 

(3S)-l-{[3-(2,6-difluoro-3p-dimethoxyphenyl)-l-methyl-2-oxo-2,3,4,7-tetmhydro-

lH-pyiTolo[3',2':5,6]pyrido[4,3^d]pyrimidin-8-yl]methyl}pyrroIidine-3-carbonitrile; 

3-(2,6-difluoro-3,5-dimethoxypheny 1)-1 -methy 1-8- {[(1 -methy lpiperidin-4-

yl)amino]methyl}-l,3,4J7-tetrahydro-2Hpyrrolo[3,,2':5,63pyrido[4>3-d]pyrimidin-2-one; 

3-(2,6-difluoi^-3,5-dimethoxyphenyl)-l-methyl-8-{[(3S)-tetrahydrofuran-3-

ylamino]methyl}-X3,4,7-tetrahydro-2Hpyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-d6uoro-3,5-dimethoxypheny 1)-1 -methy 1-8- {[(3R)-tetrahydrofuran-3-

ylamino]meJnyl}-l,3,4,7-tetrahydro-2Hpyrrolo[3,,2':5,63pyrido[4,3-d]pyrimidin-2-one; 

3v(2,6-djfluoro-3,5-dimethoxypheny l)-8-( IH-imidazol-l -y Imethyl)-1 -methyl-1,3,4,7-

tetrahyaro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

/ 3-(2,6-difluoro-3,5-dimethoxyphenyl)-1 -methyl-8-(lH-pyrazol- 1-ylmethyl)-1,3,4,7-

^etrahydro^H-pyrroloP'^'^^Jpyi'ido^^-djpyrimidin^-one; 
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3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-methyl-8-[(l-methyl-1 H-pyrazol-4-

yl)methyl]-l,3,4,7-tetraliydro-2H-pyiTolo[3,,2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxypheny 1)-1 -methyl-8-(2-pyridin-2-y lethyl)-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-y lmethy \)y 

l,3,4,7-tetrahydro-2H-pyiTolo[3,,2,:5)63pyndo[4,3-d]pyrimidin-2-one; / 

8-[2-(diethylamino)ethyl]-3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-meth/f-1,3,4,7-

Jetrahydro-2H-pyrrolo[3,,2,:5,6]pyrido[4,3-d]pyrimidin-2-one; / 

3-(256-difluoro-3,5-dimedioxyphenyl)-8-[2-(3-fluoroazetidin-l-yl\enhyl]-l-methyl-

l,3,4,7-tetrahydro-2HpyiTolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; / 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[2-(3-methoxyazetidin-l-yl)etliyl]-l-methyl-

l,3,4,7-tetrahydro-2Hpyrrolo[3',2,;5,6]pyrido[4,3-d]pyrimidin-2/me; 

3-(2-chloro-6-fluoro-3,5-dimethoxypheny 1)-1 -(1 -methyl-1 H-pyrazol-4-yl)-1,3,4,7-

tetrahydro-2H-pyi-azolo[4,,3':5,6]pyrido[4,3-d]pyrimidin-24)ne; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(2-hyd/oxyethyl)-8-(2-morpholin-4-ylethyl)-

l,3,4!7-tctrahydro-2H-py]Tolo[3',2':5,63pyndo[4,3-d]pyrimidin-2-onc; 

l-(3-chloropyridin-2-yl)-3-(2,6-difluoro-3p-dimethoxyphenyl)-3,4,7,9-tetrahydro-

lH-pyiTolo[3,,2':5,6]pyrido[4,3-d]pyrimidine^,8-dione; 

7'-(2,6-difluoro-3,5-dimethoxyphenyl)-6',7,-dihydrospiro[cyclobutane-l,9'-

pyiTolo[2,3-c][2,73naphthyridin]-8,(3'H/one; 

7'-(2,6-difluoro-3,5-dimethoxyphenyl)-6,,7'-dihydrospiro[cyclopentane-l,9'-

pyiTolo[2,3-c][2,7]naphthyridin]-8X3'H)-one; 

7'-(2,6-difluoro-3,5-din^etlloxyphenyl)-2,3,5,616^7'-hexahydrospil•o[pyran-4,9,-

pyiTolo[2,3-c][2,7]naphthyr^ain]-8,(3'H)-one; 

7'-(2,6-difluoro-3<5-dimethoxyphenyl)-l-methyl-6,,7,-dihydrospiro[piperidine-4,9'-

pyiTolo[2,3-c][2,7]na^nthyridin]-8'C3'H)-one; 

7-(2,6-difliroro-3,5-dimethoxypheny l)-9,9-dimethyl-2-(morpholin-4-ylmethyl)-

3,6,7,9-tetrahydTO-8H-pyrrolo[2,3-c]-2)7-naphthyridin-8-one; 

7-(2j&-difluoro-3,5-dimethoxyphenyl)-9,9-dimethyl-2-[(4-methylpiperazin-l-

yl)methv^-3,6,7,9-tetrahydro-8H-pyrrolo[2,3-c3-2,7-naphthyridin-8-one; 

/7-(2,6-difluoro-3,5-dimethoxyphenyl)-2-[(4-ethylpiperazin-l-yl)methyl]-9,9-

dimethyI-3,6,7,9-tetrahydro-8H-pyrrolo[2,3-c]-2,7-naphthyridin-8-one; 

/ l-{[7-(2,6-difluoro-3,5-dimethoxyphenyl)-9,9-dimethyl-8-oxo-6,7,8,9-tetrahydro-3H-

314 



WO 2014/007951 PCT/US2013/045309 

pyrrolo[2,3-c]-2,7-naphthyridin-2-yl]methyl}piperidine-4-carbonitrile; 

7-(256-difluoro-3,5-dimethoxyphenyl)-2-{[(3S)-3-(dimethylamino)pyiTolidin-l-

yl]metIiyl}-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-(dimethylamlno)pyrrolidin-1 - / 

yl]methyl}-9,9-dimethyl-3,6,7,9-tetrahydro-8H-pyrrolo[2,3-c]-2,7-naphthyridin-8-onef 

7-(2,6-difluoro-3,5-dimethoxyphenyl)-9,9-dimethyl-2-(2-moiphoIin-4-ylethyl)-

3)6,7,9-tetrahydro-8H-pyiTolo[2,3-c]-2,7-naphthyridin-8-one; / 

7-(2,6-difluoro-3,5-dimethx)xyphenyl)-2-[2-(4-ethylpipei'aziii-l-yl)ethyI]-9,9-

dimethyl-3,6,7,9-tetrahydro-8H-pyiTolo[2,3-c]-2,7-naphthyridin-8-one; / 

7-(2,6-dif]uoro-3,5-dimethoxyphenyl)-9,9-dimethyl-2-[2-(4-m©fnylpiperazin-l-

yl)ethyl]-3,6,7,9-tetrahydro-8H-pyrrolo[2,3-c]-2,7-naphthyridin-8-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-1 -(1,3-oxazol-4-y}methy 1)-1,3,4,7-tetrahydro-

2H-pyrazolo[4,,3,:5,6]pyrido[4,3-d]pyrimidin-2-one; / 

3-(2,6-diflu0r0-3,5-dimeth0xyphenyl)-l-(is0xaz0l70-ylmethyl)-l,3,4,7-tetrahydr0-2H-

pyi-azolo[4',3,:5,6]pyrido[4,3-djpyrimidin-2-one; / 

3-(2,6-difluoro-3,5-dimcthoxyphcnyl)-l-(l,34hiazol-4-ylmcthyl)-1,3,4,7-tctrahydro-

2H-pyrazolo[4,,3':5,6]pyrido[4,3-d]pyrimidin-2-ane; 

3-(2,6-difluoro-3,5-dimethoxyphenylVl-[2-(difluoromethoxy)phenyl]-l,3,4,7-

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

3-(2,6-difluoro-3,5-dimethoxy^fenyl)-l-[2-(lH-pyrazol-l-yl)ethyI]-l,3,4,7-

tetrahydro-2H-pyrazolo[4',3':5,6]pyrfao[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimetJroxyphenyl)-1 -[(2R)-tetrahydrofuran-2-ylmethyl]-1,3,4,7-

tetrahydro-2H-pyrazolo[4',3':5<o]pyrido[4,3-d]pyrimidiii-2-one; 

3-(2,6-difluoro-3,5-jmmethoxyphenyl)-l-[(2S)-tetrahydrofuran-2-ylmethyl]-l,3,4,7-

tetrahydro-2H-pyi-azoloC4',3,:5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluon/3,5-dimethoxyphenyl)-l-(2-pyrazin-2-ylethyI)-l,3,4,7-tetrahydro-2H-

pyrazolo[4',3':5,61^yrido[4,3-d]pyrimidin-2-one; 

3-(2,6-dffluoro-3,5-dimethoxyphenyl)-1 -(2-pyridin-2-ylethy 1)-1,3,4,7-tetrahydro-2H-

pyrazolo[4\3*:5,6]pyrido[4,3-d]pyrimidm-2-one; 

3^2,6-difluoro-3,5-dimethoxyphenyl)-l-(2-pyridin-3-ylethyI)-l,3,4,7-tetrahydro-2H-

pyi'azp,lo[4',3,:5,6]pyrido[4,3-d3pyrimidin-2-one; 

/ 3-(2,6-difluoro-3,5-dimethoxyphenyl)-1 -(2-pyridin-4-y lethyl)-1,3,4,7-tetrahy dro-2H-

/p^yrazolo[4',3,:5,6]pyrido[4,3-d]pyrimidin-2-one; 
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3-(2,6-difluoro-3,5-dimethoxypheny 1)-1-(1-ethyl-lH-pyrazol-4-yl)-1,3,4,7-tetrahydro-

2H-pyrazolo[4'53':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-[l-(2-hydroxy-2-methyIpropyl)-lH-pyrazol/ 

4-yl]-l,3,4,7-tetrahydro-2H-pyrazolo[4',3l:5,6]pyrido[4,3-d]pyrimidin-2-one; / 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-1 -[ 1 -(2-methoxyethy 1)-1 H-pyrazol-4-yl]/ 

l53,4,7-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-difluoroethy 1)-1 H-pyrazm-4-yl]-

l,3,4,7-tetrahydro-2H-pyrazolo[4',3':5,6]pyrido[4,3-d]pyrimidin-2-one; / 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-[(6-methoxypyridm-2-yl\methyl]-l,3,4,7-

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

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-[(2-methoxypyridm^4-yl)methyl]-l,3,4,7-

tetrahydro^H-pyrazoIo^^'^^Jpyrido^^-djpyrimidin^-one; / 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-[(3R)-tetrahY^rofuran-3-ylmethyl]-l,3,4,7-

tetrahydro^H-pyrazolo^'^'^^Jpyrido^^-dJpyrimidin-^/one; 

3-(216-difluoro-3,5-dimethoxyphenyl)-l-[(3S)-tg!trahydrofuran-3-ylmethyl]-l,3,4,7-

tetrahydro-2H-pyi-azolo[41,3,:5,6]pyrido[4,3-d]pyrimuiin-2-onc; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(2-fluorophenyl)-8-(moipholin-4-ylmethyl)-

l,3,4,7-tetrahydro-2H-pyrrolo[3,,2,:5i6]pyridaf4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxypheiyi)-8-[(4-ethylpiperazin-l-yl)methy]]-l-(2-

fluorophenyl)-l,3,4,7-tetrahydro-2H-pyirolo[3,,2':556]pyrido[4,3-d]pyrimidin-2-oiie; 

l-cyclobutyl-3-(2,6-difluoro^,5-dimethoxyphenyI)-8-(moipholin-4-ylmethyl)-

l,3,4,7-tetrahydro-2H-pyirolo[3,^/:5>6]pyrido[4,3-d]pyrimidin-2-one; 

l-cyclobutyl-3-(2,6-difJuoro-3,5-dimethoxyphenyl)-8-(2-morpholin-4-ylethyl)-

13A7-tetrahydro-2H-pyrryTo[3,,2,:5,63pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3/5-dimethoxyphenyl)-8-(morpholin-4-ylmethyl)-l-propyl-l,3,4,7-

tetrahydro-2H-pyrrolo{3,,2,:5,6]pyrido[4,3-d]pyrimidin-2-oiie; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-1 -ethy l-8-(2-morpholin-4-y lethy 1)-1,3,4,7-

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

l-eyoiopropyl-3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-(morpholin-4-ylmethyl)-l,3,4, 

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

/l-cyclopropyl-3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4-methylpiperazin-l-

yl)rr{ethyl]-l,3,4,7-tetrahydro-2H-pyrrolo[3\2':5,6]pyrido[4,3-d]pyrimidin-2-oiie; 
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l-cyclopropyl-3-(2,6-difluoro-3,5-dimethoxyphenyI)-8-[(4-ethylpiperazin-l-

yl)methyl]-l,3,4,7-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(4-fluorophenyl)-8-(morpholin-4-ylmethyl)/ 

l,3,4,7-tetrahydro-2H-pyrrolo[3\2':5,6]pyrido[4,3-d]pyrimidin-2-one; / 

3-(256-difluoro-3,5-dimethoxyphenyl)-1 -(4-fluorophenyl)-8-[(4-methy lpiperazm-1 -

yl)methyl]-l,3,4,7-tetrahydro-2H-pyrrolo[3,,2,:5,6]pyrido[4,3-d]pyrimidin-2-one; / 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(4-fluorophenyl)-8-[(4-ethylpiperazin-l-

yl)methyl]-l^,4J-tetrahydix)-2H-pyrrolo[3\2,:5,6]pyrido[4,3-d]pyrimidin-2/{)ne; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(2,3-difluorophenyl)-8-[64-methylpiperazin-

l-yl)methyl]-l,3,4J-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pynmidm-2-one; 

3-(2,6-difluoro-3,5-dimethoxypheny 1)-1 -(2,3-difluoropheny?)-8-[(4-ethy Ipiperazin-1 -

yl)methyl]-l,3,4,7-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d#>yriniidin-2-one; 

3-(2,6-difluoro-3>5-dimethoxyphenyl)-8-(morpholin-4^ylmethyl)-l-pyridin-4-yl-l,3,4, 

7-tetrahydro-2H-pyrrolo[3',2,:5,6]pyrido[4,3-d]pyrimidin72-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4-mQThylpiperazin-l-yl)methyl]-l-pyridin-

4-yl-l,3,4,7-tctrahydro-2H-pyrroIo[3,,2':5)63pyndoP4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-^2-fluorophenyl)-8-(2-moipholin-4-ylethyl)-

l,3,4,7-tetrahydro-2H-pyrrolo[3,,2,:5,6]pyri(W4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(2-fluorophenyl)-8-[2-(4-methylpiperazin-l-

yOethylj-l^^J-tetrahydro^H-pyri'olop'^'^^Jpyrido^^-dJpyrimidin^-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyI)-l-(2-f!uorophenyl)-8-[2-(4-ethylpiperazin-l-

yl)ethyl]-l,3,4,7-tetrahydro-2H-p^ri-o]o[3',2':5,6]pyrido[4,3-d3pyrimidin-2-one; 

3-[3-(2>6-difliioro-3,5/limethoxyphenyl)-2-oxo-2,3,4,7-tetrahydro-lH-pyrazolo[4', 

3,:5,6]pyrido[4,3-d]pyrimicmi-l-yl]-2-fluoro-N-isopropylbenzamide; 

N-cyclopropyl-M3-(2,6-difluoro-3,5-dimethoxyphenyl)-2-oxo-2,3,4,7-tetrahydro-

lH-pyrazolo[4',3':5,6jpyrido[4,3-d]pyrimidin-l-yl]-2-fluorobenzamide; 

3-[3-(2,6-difluoro-3,5-dimethoxyphenyl)-2-oxo-2,3,4,7-tetrahydro-lH-pyrazolo[4', 

3':5,6]pyrido[4p-d]pyrimidin-l-yl]-N-ethyl-2-fluorobenzamide; 

3-(:Lo-difluoro-3,5-dimethoxyphenyl)-l-[(2-methoxypyridin-4-yl)methyl]-8-

(morphoJm-4-ylmethyl)-l,3,4}7-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-

one; / 

/ 3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(l-methyl-lH-pyrazol-4-yl)-8-(moipholin-4-

^lmethyl)-l,3,4,7-tetrahydro-2H-pyiTolo[3',2,:516]pyrido[4,3-d]pyrimidin-2-one; 
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3-(2,6-difluoro-3,5-dimethoxypheny l)-8-[(4-methylpiperazin-1 -y l)methyl]-1 -(1 -

methyl-lH-pyrazol-4-yl)-1,3,4,7-tetrahydro-2H-pyiTolo[3',2,:5,6]pyrido[4,3-d]pyrimidm -2-

one; / 

3-(2,6-difhioro-3,5-dimethoxyphenyl)-8-[(4-ethylpiperazin-l-yl)methyl]-l-(l-met}fyl-

lH-pyrazol-4-yl)-l,314,7-tetrahydro-2H-pyiTolo[3',2':5>6]pyrido[4,3-d]pynmidin-2-oiTj2f 

7-(2,6-difluoro-3,5-dimethoxyphenyl)-2-[(3-hydroxyazetidin-l-yl)methyl]-#9-

dimethyl-3,6,7,9-tetiahydro-8H-pyrrolo[2,3-c]-2,7-naphtIiyridin-8-one; / 

7-(2,6-difluoro-3,5-dimethoxyphenyl)-2-[(3-fluoroazetidin-l-yl)methyf]-9,9-

dimethyl-3,6,7,9-tetrahydro-8H-pyrrolo[253-c]-2,7-naphthyridm-8-one; / 

1-{[3-(2,6-difluoro-3,5-dimethoxypheny 1)-1-methyl-2-oxo-2,3 X7-tetrahydro-l H-

pyrrolo[3\2':5,6]pyrido[4,3-d]pyrimidin-8-yl]methyl}azetidine-3-caft)onitrile; 

(3R)-l-{[3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-methyj4-oxo-2,3,4,7-tetrahydro-

lH-pyiTolo[3\2,:5,6]pyrido[4,3-d]pyrimidin-8-yl]methyl}pyn>olidine-3-carbonitrile; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[2-(3-fluQ/oazetidin-l-yI)ethyl]-l-(2-

hydroxyethyl)-l,3,4,7-tetrahydro-2H-pyrrolo[3,,2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(2,34lifluorophcnyl)-8-(morpho3in-4-

ylmethyl)-l53,4,7-teti'ahydro-2H-pyrrolo[3,52':5,6^i)yrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyiyi-(3-fliiorophenyl)-8-(morpholin-4-ylmethyl)-

l,3,4,7-tetrahydro-2H-pyrrolo[3',2':5,6]pyH{lo[4,3-d3pyrimidin-2-one; 

3-(2,6-dif1uoro-3,5-dimethoxyphenyl)-l-(3-fluorophenyl)-8-[(4-methyl piperazin-1-

yl)methyl]-l,3,4,7-tetrahydro-2H-pwrolo[3,,2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(3-fluorophenyl)-8-[(4-ethyl piperazin-1-

yl)methyl]-l,3,4,7-tetrahydro-2H-pyiTolo[3',2':5,6]pyrido[4,3-d]pynmidm-2-one; 

3-(2,6-difluoro-3,5-d{methoxypheny 1)-1 -methyl-9-( 1-methyl-1 H-pyrazol-4-y 1)-1,3,4, 

7-tetrahydro-2H-pyrazoj/[4',3':5,6]pyrido[4)3-d]pyrimidin-2-one; 

3-(2,6-difluon/3,5-dimethoxyphenyl)-l-[(6-fluoropyridin-2-yl)methyl]-l,3,4,7-

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

3-(2,6-dnluoro-3,5-dimethoxyphenyl)-l-[(6-methyIpyridin-2-yl)methyl]-l,3,4,7-

tetrahydro-ZK-pyrazolo[4,,3':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3^2,6-Difluoro-3,5-dimethoxypheny 1)-1 -(3-fluoropyridin-2-yl)-1,3,4,7-tetrahydro-

2H-p\^azolo[4,,3,:5,6]pyrido[4,3-d]pyrimidin-2-one; 

/ 3-(2,6-difluoro-3,5-dimetlioxyphenyl)-l -ethyl-8-[(2-oxopyridin-1 (2H)-yl)methyl]-

X3,4,7-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)-l-ethyl-8-[(pyridin-3-yloxy)methyl]-l,3,4,7-
tetrahydro-2H-pyrrolo[3,,2t:5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(2-hydroxyethyl)-8-(moipholin-4-ylmethyiy 
l,3,4,7-tetrahydro-2H-pyrrolo[3,,2,:5,63pyrido[4,3-d]pyrimidin-2-one; / 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(2,3-difluorophenyl)-8-(2-moipholin-^-
ylethyl)-l,3,4,7-tetrahydro-2H-pyrro1o[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; / 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(2,3-difluorophenyl)-8-[2-(4- / 
methylpiperazin-l-yl)ethyl]-l,3,4,7-tetrahydro-2H-pyiTolo[3',2,:5,63pyrido['0-d]pyrimidin-
2-one; / 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(2,3-difluorophenyl)-842-(4-ethylpiperazin-
l-yl)ethyl]~l,3,4,7-tetrahydro-2H-pyrro]o[3',2,:5,6]pyrido[4,3-d]pyj?miidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(4-fluorophenyD<-8-(2-moipholin-4-ylethyl)-
l,3,4,7-tetrahydro-2H-pyn-olo[3',2,:5,6]pyrido[4,3-d]pyrimi(M-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(4-fluoroi?nenyl)-8-[2-(4-methylpiperazin-l-
yl)ethyI]-l,3,4,7~tetrahydro-2H-pyrro]o[3',2,:5)63pyrido(4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphcnyl)-l-(3-ffuorophcnyl)-8-(2-morpholin-4-ylcthyl)-
l,3,4,7-tetrahydro-2H-pyrrolo[3\2':5,6]pyrido[4i>-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyiyf-(3-fIuorophenyl)-8-[2-(4-methylpiperazin-l-
yl)ethyI]-l,3,4,7-tetrahydro-2H-pyrrolo[3'^:5,6jpyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxypJreny 1)-1 -(3-fluorophenyl)-8-[2-(4-ethylpiperazin-1 -
yl)ethyl]-l,3,4,7-tetrahydro-2H-py™o[3',2,:5,6]pyrido[4,3-d]pyrimidin-2-one; 

l-{2~[3-(2,6-difluoro-3,5/Iimethoxyphenyl)-l~ethyl-2-oxo-2)3,4,7-tetrahydro-lH-
pyn'olo[3,,2,:5,6]pyrido[4,3-dl}^rimidin-8-yl]ethyl}azetidine-3-carbonitrile; 

3-(2,6-difluoro-3,5-tfimethoxyphenyl)-l-ethyl-8-[2-(3-fIuoroazetidin-l-yl)ethyl]-
lJ3,4,7-tetrahydro-2H-pyiTolo[3',2,:5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluor*K3,5-dimethoxyphenyl)-1 -(2-fluoroethyl)-8-(moipholin-4-y Imethy 1)-
l,3,4,7-tetrahydro72H-pyiTolo[3',2,:5,6]pyrido[4,3-d]pyrimidin-2-one; and 

3-(2,6-dffluoro-3,5-dimethoxyphenyl)-l-(2-fluoroethy])-8-[(4-methylpiperazin-l-
yl)methyl]-K3,4,7-tetrahydro-2H-pyiTolo[3\2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

/or a pharmaceutically acceptable salt of any of the aforementioned. 

pi. 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 with/a 

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 saic^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 fron/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 canjrer, skin cancer, leukemia, 

multiple myeloma, chronic lymphocytic lymphoma, admt T cell leukemia, B-cell lymphoma, 

acute myelogenous leukemia, Hodgkin's or non-Bodkin's lymphoma, Waldenstrom's 

Macroglubulinemia, hairy cell lymphoma, Burkett's lymphoma, glioblastoma, melanoma, and 

rhabdosarcoma. / 

86. A method of treating a myeloproliferative disorder in a patient comprising 

administering to said patient a therapeutically effective amount of a compound of any one of 

claims 1 to 81, or a pharmaceuticafily acceptable salt thereof. 

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

polycythemia vera, essential thrombocythemia, and primary myelofibrosis. 

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

administering w said patient a therapeutically effective amount of a compound of any one of 

claims 1 to m, or a pharmaceutically acceptable salt thereof. 

89. /The method of claim 88 wherein said skeletal or chondrocyte disorder is selected 

frofli achondroplasia, hypochondroplasia, dwarfism, thanatophoric dysplasia (TD), Apert 
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The Claims defining the invention are as follows: 

1. A compound of Formula II: 

R7 

/R8 

II 

or a pharmaceutically acceptable salt thereof, wherein: 

W is NR9; 

X is CR15 orN; 

R1 is H, NRARB, halo, and C1-3 alkyl; 

R2 and R3 are each independently selected from H, CN, C(0)NRcRd, and Ci-7 alkyl, 

wherein said C1-7 alkyl is optionally substituted by 1, 2, or 3 substituents independently 

selected from halo, ORa, CN, NRcRd, and C(0)NRcRd; 

or R2 and R3 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-6alkyl, C1-6 

haloalkyl, CN, ORa, SRa, C(0)Rb, C(0)NRcRd, C(0)0Ra, 0C(0)Rb, 0C(0)NRcRd, NRcRd, 

NRcC(0)Rb, and NReC(0)0Ra; 

R4, R5, R6, R7, and R8 are each independently selected from H, halo, C1-6 alkyl, C2-6 

alkenyl, C2-6 alkynyl, Ci-6 haloalkyl, Ce-ioaryl, C3-10cycloalkyl, 5-10 membered heteroaryl, 4 

10 membered heterocycloalkyl, CN, ORat, SRal, C(0)Rbl, C(0)NRclRdi, C(0)0Ral, 

0C(0)Rbl, 0C(0)NRclRdl, NRciRdl, NRclC(0)Rbl, NRclC(0)0Ral, NR0lC(O)NRclRdl, 

C(=NRel)Rbl, C(=NRel)NRclRdi, NRclC(=NReI)NRclRdl, NRc,S(0)RbI, NRciS(0)2Rbl, 

NRclS(0)2NRcfRdl, S(0)Rbi, S(0)NRclRdl, S(0)2Rbl, and S(0)2NRclRdl; wherein said Ci-6 

alkyl, C2-6 alkenyl, C2-6 alkynyl, Ce-ioaryl, C3-!0cycloalkyl, 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-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-6 

haloalkyl, CN, N02, ORaI, SRal, C(0)Rbl, C(0)NRclRdI, C(0)0Ral, 0C(0)Rbi, 
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0C(0)NRclRdl, C(=NRe 1 )NRc 1 Rd 1, NRC1C(=NRe 1 )NRC 1 Rd 1, NRCIRdI, NRclC(0)Rbl, 

NRclC(0)0Ral, NRC'C(0)NRc 1 Rd 1, NRclS(0)Rbi, NRclS(0)2Rb\ NRCIS(0)2NRclRdl, 

S(0)RbI, S(0)NRciRdi, S(0)2Rbl, and S(0)2NRciRdl; 

R9 is H, Ci-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C6-ioaryl, C3-10cycloalkyl, 5-10 

membered heteroaryl, 4-10 membered heterocycloalkyl, Cs-ioaryl-CM alkyl, C3-iocycloalkyl-

C1-4 alkyl, (5-10 membered heteroaryl)-Ci-4 alkyl, or (4-10 membered heterocycloalkyl)-Ci-4 

alkyl, wherein said Ci-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C6-ioaryl, C3-10cycloalkyl, 5-10 

membered heteroaryl, 4-10 membered heterocycloalkyl, Ce-ioaryl-Ci^ alkyl, C3-iocycloalkyl-

Ci-4alkyl, (5-10 membered heteroaryl)-CM alkyl, and (4-10 membered heterocycIoaIkyl)-Ci-4 

alkyl are each optionally substituted with 1, 2, 3, 4, or 5 substituents independently selected 

from R9a; 
each R9a is independently selected from Cy1, halo, Ci-6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, Ct-6 haloalkyl, CN, N02, OR32, SR32, C(0)Rb2, C(0)NRc2Rd2, C(0)0Ra2, 0C(0)Rb2, 

0C(0)NRc2Rd2, C(=NRe2)NRc2Rd2, NRc2C(=NRc2)NRc2Rd2, NRc2Rd2, NRc2C(0)Rb2, 

NRc2C(0)0Ra2, NRc3C(0)NRc2Rd2, NRc2S(0)Rb2, NRc2S(0)2Rb2, NRc2S(0)2NRc2Rd2, 

S(0)Rb2, S(0)NRc2Rd2, S(0)2Rb2, and S(0)2NRc2Rd2, wherein said Ci-6 alkyl, C2-6 alkenyl, 

and C2-6 alkynyl are each optionally substituted with 1, 2, or 3 substituents independently 

selected from Cy1, halo, CN, N02, OR22, SR32, C(0)Rb2, C(0)NRc2Rd2, C(0)0Ra2, 

0C(0)Rb2, 0C(0)NRc2Rd2, C(=NRe2)NRc2Rd2, NRc2C(=NRc2)NRc2Rd2, NRc2Rd2, 

NRc2C(0)Rb2, NRc2C(0)0Ra2, NRc2C(0)NRc2Rd2, NRc2S(0)Rb2, NRc2S(0)2Rb2, 

NRc2S(0)2NRc2Rd2, S(0)Rb2, S(0)NRc2Rd2, S(0)2Rb2, and S(0)2NRc2Rd2; 

R10 is selected from halo, Ci-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-6 haloalkyl, C6-10 

aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, CN, NO2, 

OR33, SR03, C(0)RM, C(0)NRc3Rd3, C(0)0Ra3,0C(0)Rb3, 0C(0)NRc3Rd3, NRc3Rd3, 

NRC3C(0)RM, NRc3C(0)0Ra3, NRc3C(0)NRc3Rd3, C(=NRe3)Rb3, C(=NRe3)NRo3Rd3, 

NRc3C(=NRe3)NRc3Rd3, NRc3S(0)Rb3, NRc3S(0)2Rb3, NRc3S(0)2NRc3Rd3, S(0)Rb3, 

S(0)NRc3Rd3, S(0)2Rb3, and S(0)2NRc3Rd3; wherein said Ci-6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, C6-ioaryl, C3-10 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 R10a; 

R15 is selected from H, halo, Ci-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, Ci-6 haloalkyl, C6-io 

aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered heterocycloalkyl, CN, N02, 

OR33, SR33, C(0)Rb3, C(0)NRc3Rd3, C(0)0Ra3, 0C(0)Rb3, 0C(0)NRc3Rd3, NRc3Rd3, 

NRc3C(0)Rb3, NRc3C(0)0Ra3, NRc3C(0)NRc3Rd3, C(-NRe3)Rb3, C(-NRe3)NRc3Rd3, 

286 



NRc3C(=NRc3)NRc3Rd3, NRc3S(0)Rb3, NRc3S(0)2Rb3, NRc3S(0)2NRc3Rd3, S(0)Rb3, 

S(0)NRc3Rd3, S(0)2Rb3, and S(0)2NRc3Rd3; wherein said Cw alkyl, C2.6 alkenyl, C2.6 

alkynyl, C6-10 aryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, and 4-10 membered 

heterocycloalkyl are each optionally substituted with 1, 2, 3, 4, 01* 5 substituents 

independently selected from R10a; 

each R10a is independently selected from Cy2, halo, Ci-6 alkyl, C2-6 alkenyl, C2-6 

alkynyl, Ci-6 haloalkyl, CN, N02, OR33, SR33, C(0)Rb3, C(0)NRc3Rd3, C(0)0Ra3, 0C(0)Rb3, 

0C(0)NRc3Rd3, C(=NRe3)NRc3Rd3, NRc3C(=NRe3)NRc3Rd3, NRc3Rd3, NRc3C(0)Rb3, 

NRc3C(0)0Ra3, NRc3C(0)NRc3Rd3, NRc3S(0)Rb3, NRc3S(0)2Rb3, NRc3S(0)2NRc3Rd3, 

S(0)Rb3, S(0)NRc3Rd3, S(0)2Rb3, and S(0)2NRc3Rd3, wherein said Ci-6 alkyl, C2.6 alkenyl, 

and C2-6 alkynyl are each optionally substituted with 1, 2, or 3 substituents independently 

selected from Cy2, halo, CN, N02, OR33, SR*3, C(0)Rb3, C(0)NRc3Rd3, C(0)0Ra3, 

0C(0)Rb3, 0C(0)NRc3Rd3, C(=NRe3)NRc3Rd3, NRc3C(=NRc3)NRc3Rd3, NRc3Rd3, 

NRc3C(0)Rb3, NRc3C(0)0Ra3, NRc3C(0)NRc3Rd3, NRc3S(0)Rb3, NRc3S(0)2Rb3, 

NRc3S(0)2NRc3Rd3, S(0)Rb3, S(0)NRc3Rd3, S(0)2Rb3, and S(0)2NRc3Rd3; 

RA and RB are each independently selected from H, C1-4 alkyl, CM haloalkyl, C2-4 

alkenyl, C2-4 alkynyl, C6-ioaryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered 

heterocycloalkyl, Ce-ioaryl-CMalkyl, C3-iocycloalkyl-Ci-4alkyl, (5-10 membered 

heteroaryl)-C 1-4 alkyl, or (4-10 membered heterocycloalkyl)-Ci-4 alkyl, wherein said CM 

alkyl, C2-4 alkenyl, C2-4 alkynyl, C6-ioaryl, C3-10cycloalkyl, 5-10 membered heteroaryl, 4-10 

membered heterocycloalkyl, C6-ioaryl-CMalkyl, C3-iocycloalkyI-CM alkyl, (5-10 membered 

heteroaryl)-C M alkyl, and (4-10 membered heterocycloaIkyl)-CM alkyl is optionally 

substituted with 1, 2, or 3 substituents independently selected from OH, CN, amino, halo, CM 

alkyl, CM alkoxy, CM alkylthio, CM alkylamino, di(CM aIkyl)amino, CM haloalkyl, and CM 

haloalkoxy; 

Cy1 and Cy2 are each independently selected from C6-ioaryl, C3-10cycloalkyl, 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-6 alkyl, C2-6 

alkenyl, C2-6 alkynyl, Ci-6 haloalkyl, C6-ioaryl, C3-10cycloalkyl, 5-10 membered heteroaryl, 3-

10 membered heterocycloalkyl, CN, N02, ORa5, SR"5, C(0)Rb5, C(0)NRc5Rd\ C(0)0Ra5, 

0C(0)Rb5, OC(0)NRc5Rd5, NRc5Rd5, NRc5C(0)Rb5, NRc5C(0)0Ra5, NRc5C(0)NRc5Rd5, 

C(=NRe5)Rb5, C(=NRc5)NRc5Rd5, NRc5C(=NRe5)NRc5Rd5, NRc5S(0)Rb5, NRc5S(0)2Rb5, 

NR"S(0)2NRc5Rd5, S(0)Rb5, S(0)NRc5Rd5, S(0)2Rb5, and S(0)2NRc5Rd5; wherein said Ci-6 

alkyl, C2-6 alkenyl, C2-6 alkynyl, C6-ioaryl, 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, C2-6 alkenyl, C2-6 alkynyl, Ci-6 

haloalkyl, CN, N02, ORa5, SRa5, C(0)Rb5, C(0)NRc5Rd5, C(0)0Ra5, 0C(0)Rb5, 

0C(0)NRc5Rd5, C(=NRe5)NRc5Rd5, NRc5C(=NRe5)NRc5Rd\ NRc5Rd5, NRc5C(0)Rb5, 

NRc5C(0)0Ra5, NRc5C(0)NRc5Rd5, NRc5S(0)Rb5, NRc5S(0)2Rb5, NRc5S(0)2NRc5Rd5, 

S(0)Rb5, S(0)NRc5Rd5, S(0)2Rb5, and S(0)2NRc5Rd5; 

each Ra, Rb, Rc, Rd, Ral, Rbl, Rcl, Rdl, R32, Rb2, Rc2, Rd2, R33, Rb3, Rc3, Rd3, Ra5, Rb5, 

R", and Rd:> is independently selected from H, Ci-6 alkyl, CM haloalkyl, C2-6 alkenyl, C2.6 

alkynyl, C6-ioaryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 membered 

heterocycloalkyl, Ce-ioaryl-CM alkyl, C3-iocycloalkyl-CM alkyl, (5-10 membered 

heteroaryl)-CMalkyl, or (4-10 membered heterocycloalkyl)-CMalkyl, wherein said Ci-6 

alkyl, C2-6 alkenyl, C2-6 alkynyl, Cwoaryl, C3-10 cycloalkyl, 5-10 membered heteroaryl, 4-10 

membered heterocycloalkyl, C6-ioaryl-CM alkyl, C3-iocycloalkyl-CM alkyl, (5-10 membered 

heteroaryl)-Ci-4alkyl, and (4-10 membered heterocycloalkyl)-CM alkyl is optionally 

substituted with 1, 2, 3, 4, or 5 substituents independently selected from CM alkyl, CM 

haloalkyl, halo, CN, ORa6, SRa6, C(0)Rb6, C(0)NRc6Rd6, C(0)0Ra6, 0C(0)Rb6, 

0C(0)NRc6Rd6, NRc6Rd6, NRc6C(0)Rb6, NRc6C(0)NRc6Rd6, NRc6C(0)0Ra6, 

C(=NRc6)NRc6Rd6, NRc6C(=NRc6)NRc6Rd6, S(0)Rb6, S(0)NRc6Rd6, S(0)2Rb6, NRc6S(0)2Rb6, 

NRc6S(0)2NRc6Rd6, and S(0)2NRc6Rd6; 

or any Rc and Rd 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-6 alkyl, C3-7 cycloalkyl, 4-7 membered heterocycloalkyl, C6-10 

aryl, 5-6 membered heteroaryl, Ci-6 haloalkyl, halo, CN, ORa6, SRa6, C(0)Rb6, C(0)NRc6Rd6, 

C(0)0Ra6, 0C(0)Rb6, 0C(0)NRc6Rd6, NRc6Rd6, NRc6C(0)Rb6, NRc6C(0)NRc6Rd6, 

NRc6C(0)0Ra6, C(=NRc6)NRc6Rd6, NRc6C(-NRe6)NRc6Rd6, S(0)Rb6, S(0)NRc6Rd6, S(0)2Rb6, 

NRc6S(0)2Rb6, NRc6S(0)2NRc6Rd6, and S(0)2NRc6Rd6, wherein said Ci-6 alkyl, C3-7 

cycloalkyl, 4-7 membered heterocycloalkyl, Ce-ioaryl, and 5-6 membered heteroaryl are 

optionally substituted by 1, 2, or 3 substituents independently selected from halo, CN, ORa6, 

SRa6, C(0)Rb6, C(0)NRc6Rd6, C(0)0Ra6, 0C(0)Rb6, 0C(0)NRc6Rd6, NRc6Rd6, NRc6C(0)Rb5, 

NRc6C(0)NRc6Rd6, NRc6C(0)0Ra6, C(=NRe5)NRc6Rd6, NRc6C(=NRe6)NRc6Rd6, S(0)Rb6, 

S(0)NRc6Rd6, S(0)2Rb6, NRc6S(0)2Rb6, NRc6S(0)2NRc6Rd6, and S(0)2NRc6Rd6; 

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

6-, or 7-membered heterocycloalkyl group optionally substituted with I, 2, or 3 substituents 

independently selected from Ci-6 alkyl, C3-7 cycloalkyl, 4-7 membered heterocycloalkyl, C6-10 
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aryl, 5-6 membered heteroaryl, Ci-6 haloalkyl, halo, CN, ORa6, SRa6, C(0)Rb6, C(0)NRc6Rd6, 

C(0)0Ra6, 0C(O)Rb6, 0C(0)NRc6Rd6, NRc6Rd6, NRc6C(0)Rb6, NRc6C(0)NRc6R<i6, 

NRc6C(0)0Ra6, C(=NRc6)NRc6Rd6, NRc6C(=NRc6)NRc6Rd6, S(0)Rb6, S(0)NRc6Rd6, S(0)2Rb6, 

NRc6S(0)2Rb6, NR06S(O)2NRc6Rd6, and S(0)2NRc6Rd6, wherein said Ci-6 alkyl, C3.7 

cycloalkyl, 4-7 membered heterocycloalkyl, Ce-ioaryl, and 5-6 membered heteroaryl are 

optionally substituted by 1, 2, or 3 substituents independently selected from halo, CN, ORa6, 

SRa6, C(0)Rb6, C(0)NRc6R(i6, C(0)0Ra6, 0C(0)Rb6, 0C(0)NRc6Rd6, NRc6Rd6, NRc6C(0)Rb6, 

NRc6C(0)NRc6Rd6, NRc6C(0)0Ra6, C(=NRc6)NRc6Rd6, NRc6C(=NRc6)NRc6Rd6, S(0)Rb6, 

S(0)NRc6Rd6, S(0)2Rb6, NRc6S(0)2Rb6, NRc6S(0)2NRc6Rd6, and S(0)2NRc6Rd6; 

or any Rc2 and Rd2 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-6 alkyl, C3-7 cycloalkyl, 4-7 membered heterocycloalkyl, C6-10 

aryl, and 5-6 membered heteroaryl, C1-6 haloalkyl, halo, CN, ORa6, SRa6, C(0)Rb6, 

C(0)NRc6R'16, C(0)0Ra6, 0C(0)Rb6, 0C(0)NRc6Rd6, NRc6Rd6, NRc6C(0)Rb6, 

NRc6C(0)NRc6Rd6, NRc6C(0)0Ra6, C(=NRe6)NRc6Rd6, NRc6C(=NRe6)NRc6Rd6, S(0)Rb6, 

S(0)NRc6Rd6, S(0)2Rb6, NRc6S(0)2Rb6, NRc6S(0)2NRc6Rd6, and S(0)2NRc6Rd6, wherein said 

Ci-6 alkyl, C3-7cycloalkyl, 4-7 membered heterocycloalkyl, Ce-ioaryl, and 5-6 membered 

heteroaryl are optionally substituted by 1, 2, or 3 substituents independently selected from 

halo, CN, ORa6, SRa6, C(0)Rb6, C(0)NRc6Rd6, C(0)0Ra6, 0C(0)Rb6, 0C(0)NRc6Rd6, 

NRc6Rd6, NRc6C(0)Rb6, NRc6C(0)NRc6Rd6, NRc6C(0)0Ra6, C(=NRe6)NRc6Rd6, 

NRc6C(=NRe6)NRc6Rd6, S(0)Rb6, S(0)NRc6Rd6, S(0)2Rb6, NRc6S(0)2Rb6, NRc6S(0)2NRc6Rd6, 

and S(0)2NRc6Rd6; 

or any R°3 and Rd3 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-6 alkyl, C3-7 cycloalkyl, 4-7 membered heterocycloalkyl, C6-10 

aryl, 5-6 membered heteroaryl, Ci-6haloalkyl, halo, CN, ORa6, SRa6, C(0)Rb6, C(0)NRc6Rd6, 

C(0)0Ra6, 0C(0)Rb6,0C(0)NRc6Rd6, NRc6Rd6, NRc6C(0)Rb6, NRc6C(0)NRc6Rd6, 

NRc6C(0)0Ra6, C(=NRe6)NRc6R<16, NRc6C(=NRe6)NRc6Rd6, S(0)Rb6, S(0)NRc6Rd6, S(0)2Rb6, 

NRc6S(0)2Rb6, NRc6S(0)2NRc6Rd6, and S(0)2NRc6Rd6, wherein said Ci-6 alkyl, C3.7 

cycloalkyl, 4-7 membered heterocycloalkyl, C6-ioaryl, and 5-6 membered heteroaryl are 

optionally substituted by 1, 2, or 3 substituents independently selected from halo, CN, ORa6, 

SRa6, C(0)Rb6, C(0)NRc6Rd6, C(0)0Ra6, 0C(0)Rb6, 0C(0)NRc6Rd6, NRc6Rd6, NRc6C(0)Rb6, 

NRc6C(0)NRc6Rd6, NRc6C(0)0Ra6, C(=NRe6)NRc6Rd6, NRc6C(=NRc6)NRc6Rd6, S(0)Rb6, 

S(0)NRc6Rd6, S(0)2Rb6, NRc6S(0)2Rb6, NRc6S(0)2NRc6Rd6, and S(0)2NRc6Rd6; 
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or any R" and Rd5 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-6 alkyl, C3-7 cycloalkyl, 4-7 membered heterocycloalkyl, C6-10 

aryl, 5-6 membered heteroaryl, C,-6 haloalkyl, halo, CN, OR"6, SRn<s, C(0)Rb6, C(0)NRc6Rd6, 

C(0)0Ra6, 0C(0)Rb<s, 0C(0)NRc6Rd6, NRc6Rd6, NRc6C(0)Rb6, NRc6C(0)NRc6Rd6, 

NRc6C(0)0R°6, C(=NRc6)NRc6Rd6, NRc6C(=NRc6)NRc6Rd6, S(0)Rb6, S(0)NRc6Rd6, S(0)2Rb6, 

NRc6S(0)2Rb6, NRc6S(0)2NRc6Rd6, and S(0)2NRc6Rd6, wherein said Ci-6 alkyl, C3-7 

cycloalkyl, 4-7 membered heterocycloalkyl, C6-ioaryl, and 5-6 membered heteroaryl are 

optionally substituted by 1, 2, or 3 substituents independently selected from halo, CN, ORa6, 

SRa6, C(0)Rb6, C(0)NRc6Rd6, C(0)0Ra6, 0C(0)Rb6, 0C(0)NRc6Rd6, NRc6Rd6, NRc6C(0)Rb6, 

NRc6C(0)NRc6Rd6, NRc6C(0)0Ra6, C(=NRe6)NRc6Rd6, NRc6C(=NRe6)NRc6Rd6, S(0)Rb6, 

S(0)NRc6Rd6, S(0)2Rb6, NRc6S(0)2Rb6, NRc6S(0)2NRc6Rd6, and S(0)2NRc6Rd6; 

each Rcl, Rc2, R°3, and Rra is independently selected from H, CM alkyl, CN, ORa6, 

SRb6, S(0)2Rb6, C(0)Rb6, S(0)2NRc6Rd6, and C(0)NRc6Rd6; 

each Ra6, Rb6, Rc6, and Rd6 is independently selected from H, C1-4 alkyl, CM haloalkyl, 

C2-4 alkenyl, and C2-4 alkynyl, wherein said CM alkyl, C2-4 alkenyl, and C2-4 alkynyl, is 

optionally substituted with 1, 2, or 3 substituents independently selected from OH, CN, 

amino, halo, CM alkyl, CMalkoxy, CMalkylthio, CMalkylamino, di(CMalkyl)amino, CM 

haloalkyl, and CM haloalkoxy; 

or any Rc6 and Rd6 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-6 alkyl, CMalkoxy, CMalkylthio, CM 

alkylamino, di(Ci-4alkyl)amino, CM haloalkyl, and CM haloalkoxy; and 

each Re6 is independently selected from H, CM alkyl, and CN. 

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

a) R9 is H, Ci-6 alkyl, C6-ioaryl, C3-10cycloalkyl, 5-10 membered heteroaryl, 4-10 membered 

heterocycloalkyl, C6-ioaryl-CMalkyl, Cs-iocycloalkyl-CMalkyl, (5-10 membered 

heteroaryI)-CM alkyl, or (4-10 membered heterocycloalkyl)-Ci-4 alkyl, wherein said Ci-6 

alkyl, Ce-ioaryl, C3-10cycloalkyl, 5-10 membered heteroaryl, 4-10 membered 

heterocycloalkyl, C6-ioaryl-Ci-4 alkyl, C3-iocycloalkyl-CMalkyl, (5-10 membered 

heteroaryl)-CM alkyl, and (4-10 membered heterocycloalkyl)-CM alkyl are each optionally 

substituted with R9a; or 
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b) R9 is H, Ci-6 alkyl, C3-10 cycloalkyl, 4-10 membered heterocycloalkyl, C6-ioaryl-Ci-

4alkyl, or C3-iocycloalkyl-Ci-4 alkyl; or 

c) R9 is Ci-6 alkyl: or 

d) R9 is methyl. 

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

each of R1, R2, and R3 is H. 

4. The compound of any one of claims 1 to 3, or a pharmaceutically acceptable salt 

thereof, wherein:-

a) R4, R5, R6, R7, and R8 are each independently selected from H, halo, Ci-6 alkyl, Ci-6 

haloalkyl, CN, and ORaI; or 

b) R4, R5, R6, R7, and R8 are each independently selected from H, halo, and methoxy; 

or 

c) R3 and R7 are both methoxy and R4, R6, and R8 are each independently selected 

from H and halo; or 

d) R4 is halo, R3 is methoxy, R6 is H, R7 is methoxy, and R8 is halo. 

5. The compound of any one of claims 1 to 4, or a pharmaceutically acceptable salt 

thereof, wherein:-

a) X is CR15; or 

b) X is CH. 

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

thereof, wherein Rb is H or 5-10 membered heteroaryl optionally substituted by Ci-6 alkyl. 
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7. The compound of any one of claims 1 to 6, or a pharmaceutically acceptable salt 

thereof, wherein R10 is Ci-6 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, Ci-g alkyl, Ci-6 haloalkyl, CN, ORa5, C(0)Rb5, C(0)NRc5Rd5, C(0)0Ra5, 

0C(0)Rb5, NRc5Rd5, and NRc5C(0)Rb5. 

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

Formula Ila: 

R7 

R® Js. .R8 

0 

9. The compound of claim 8, or a pharmaceutically acceptable salt thereof, wherein R4 is 

halo, R3 is methoxy, R6 is H, R7 is methoxy, and R8 is halo. 

10. The compound of claim 8 or 9, or a pharmaceutically acceptable salt thereof, wherein 

R9 is Ci-6 alkyl. 

11. The compound of any one of claims 8 to 10, or a pharmaceutically acceptable salt 

thereof wherein R10 is Ci-6 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, Ci-6 alkyl, Ct-6 haloalkyl, CN, ORa5, C(0)Rb5, C(0)NRc5Rd5, C(0)0Ra5, 

0C(0)Rb5, NRc5Rd5, and NRc5C(0)Rb5. 

12. The compound of claim 1 which is selected from: 
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3-(3,5-Dimethoxyphenyl)-l-methyI-8-(l-methyl-lH-pyrazoI-4-yl)-l,3,4,7-tetrahydro-

2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pynmidin-2-one; 

3-(3,5-Dimethoxyphenyl)-N,l-dimethyl-2-oxo~2,3,4,7-tetrahydro-lH-

pyrrolo[3\2':5,6]pyrido[4,3-d]pyrimidine-8-carboxamide; 

3-(2-Chloro-3,5-dimethoxyphenyl)-l -methyl-8-(l -methyl-1 H-pyrazol-4-yl)-l ,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-hydroxyethyI)-1 H-pyrazol-4-yl]-1 -

methyI-l,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-(l -methyi-1 H-pyrazol-5-yl)-l ,3,4,7-

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

3-(2-Chloro-3,5-dimethoxyphenyl)~l-methyl-2-oxo-2,3,4,7~tetrahydro-lH-

pyrrolo[3',2':5,6]pyrido[4,3"d]pyrimidine-8-carbonitrile; 

3~(3,5-Dimethoxyphenyl)-l-methyl-8-(l-methyl-l,2,3,6-tetrahydropyridin-4~yl)~ 

l,3,4,7-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(3,5-Dimethoxyphenyl)-l-methyl-8-(l-methylpiperidin-4-yl)-l,3,4,7-tetrahydro-

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

3-(3,5-DimethoxyphenyI)-N,N,l-trimethyl-2-oxo-2,3,4,7-tetrahydro-lH-

pyrrolo[3',2':5,6]pyrido[4,3»d]pyrimidine-8-carboxamide; 

3-(3,5-Dimethoxyphenyl)-8-[(3-hydroxyazetidin-l-yl)carbonyl]-l-methyI-l,3,4,7-

tetrahydro-2H-pyrroIo[3',2':5,6]pyndo[4,3-d]pyrimidin-2-one; 

3-(3,5-Dimethoxyphenyl)-8-[(3-hydroxypyrrolidin-l-yl)carbonyl]-l-methyl-l,3,4,7-

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

3-(3,5-Dimethoxyphenyl)-l-methyl-8-[(4-methyIpiperazin-l-yl)carbonyl]-l,3,4,7-

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

3-(2-Chloro-3,5-dimethoxyphenyl)-N,l-dimethyl-2-oxo-2,3,4,7-tetrahydro-lH-

pyrrolo[3^2':5,6]pyrido[4,3-d]pyrimidine-8-carboxamide; 

3-(2-Chloro-3,5-dimethoxyphenyl)-N,N,l-trimethyl-2-oxo-2,3,4,7-tetrahydro~lH-

pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidine-8-carboxamide; 

3-(2-Chloro-3,5-dimethoxyphenyl)-8-[(3-hydroxyazetidin-l-yl)carbonyl ]-l-methyl-

l^^J-tetrahydro^H-pyrrolop'^'rS^Jpyrido^^-dJpyrimidin^-one; 

3-(2-Chloro-3,5-dimethoxyphenyl)-l-methyl-8-[(4-methylpiperazin-l-yl)carbonyl]-

l,3,4,7-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

N-CyclopropyI-3-(2-fluoro-3,5-dimethoxyphenyl)-l-methyl-2-oxo-2,3,4,7-tetrahydro-

lH-pyrrolo[3',2':5i6]pyrido[4,3-d]pyrimidine-8-carboxamide; 
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3-(2-Fluoro-3,5-dimethoxyphenyl)-8-[(3-hydroxyazetidin-l-yl)carbonyl] -1-methyi-

l,3,4,7-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

l-{[3-(2~Fluoro~3,5~dimethoxyphenyl)-l-methyl-2-oxo-2,3,4,7-tetrahydro-lH-

pyrroio[3,,2':5,6]pyrido[4,3-d]pyrimidin-8-yl]carbonyl}pyrrolidine-3-carbonitrile; 

3-(2-Fluoro-3,5-dimethoxyphenyl)-l-methyi-8-[(4-methylpiperazin-l-yl)carbonyl]-

l,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-l-yl)carbonyl]-l-methyl-

l,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,l-trimethyl-2-oxo-2,3,4,7-tetrahydro-lH-

pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidine-8-carboxamide; 

3-(2,6-Difluoro-3,5-dimethoxyphenyl)-N,N,l-trimethyl-2-oxo-2,3,4,7-tetrahydro-lH-

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)-l-methyl-8-(tetrahydro-2H-pyran-4-yl)-

l,3,4,7-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-methyl-8-[(4-methylpiperazin-l-

yl)carbonyl]-l,3,4,7-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-methyl-8-(morpholin-4-ylcarbonyl)-l,3A'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-l-yl)carbonyl]-l-

methyl-l,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 

b) selected from: 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4-ethylpiperazin-l-yl)methyl]-l-methyl-

l,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-l-yl)ethyl]-l-methyl-

l,3,4,7-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyI)-8-[3-(4-ethylpiperazin-l-yl)propyl]-l-methyl-

l,3,4,7-tetrahydro-2H-pyrrolo[3,J2':5s6]pyrido[4,3-d]pyrimidin-2-one; 
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3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(l-ethylpiperidin-4-yl)methyl]-l-methyl-

l,3,4,7-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difiuoro-3,5-dimethoxyphenyl)-l-methyl-8-(morpholin-4-ylmethyl)-l,3,4,7-

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

3-(2,6-dif!uoro-3,5-dimethoxyphenyl)-8-[(4-hydroxypiperidin-l~yl)methyl]-l-methyl-

l,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-l-yI)methyl]-l-

methyl-l,3,4,7-tetrahydro-2H-pyrrolo[3',2';5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyI)-8-[(3,3-difluoropiperidin-l-yl)methyl]-l-

methyl-l,3,4,7-tetrahydro-2H-pyrrolo[3',2!:5,6]pyrido[4,3"d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-methyl-8-(2-morpholin-4-ylethyl)-l,3,4,7-

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

8-(2-azetidin-l-ylethyl)-3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-methyI-l,3,4J" 

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

3-(2,6-difluoro~3,5~dimethoxyphenyl)-l-methyI-8-(2-pyrrolidin-l-yIethyl)-l,3,4,7-

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

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-methyl-8-(3-morphoIin-4-ylpropyl)-l,3,4,7-

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

8-[3-(4-cyclopropylpiperazin-l-yl)propyl]-3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-

methyl-l,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~l-yl)carbonyl]-l-methyl-

l,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-l-

yl]carbonyl}-l-methyl-l,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 

c) selected from: 

3-(2,6-difIuoro-3,5-dimethoxyphenyl)-l-ethyl-8-(morpholin-4-ylmethyl)-l,3,4,7-

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

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-ethyl-8-[(4-methylpiperazin-l-yl)methyl]-

l,3,4,7-tetrahydro-2H-pyrrolo[3',2,:5,6]pyrido[4,3-d3pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l -ethyl-8-[(4-ethylpiperazin-1 -yl)methyl]-

l^^J-tetrahydro^H-pyrrolop'^'^^Jpyrido^-djpyrimidin^-one; 
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3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-methyl-8-[(4-methylpiperazin-l-yl)methyl]-
l,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-l-yl]methyl}-
l-methyl-l,3,4,7-tetrahydro-2H-pyrrolo[3',2':5,6]pyndo[4,3-d]pyrimidin-2-one; 

3-(4-{[3-(2,6-difluoro~3,5-dimethoxyphenyl)-l-methyl-2-oxo-2,3,4,7-tetrahydro-lH-
pyrroloP'^'iS^pyrido^-dJpyrimidin-S-ylJmethylJpiperazin-l-yOpropanenitrile; 

l-{[3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-methyl-2-oxo-2,3,4,7-tetrahydro-lH-
pyrroloP'^'rS^pyrido^^-dJpyrimidin-S-ylJmethylJpiperidine^-carbonitrile; 

(3 S)-1 - {[3-(2,6-difluoro-3,5-dimethoxyphenyl)-1 -methyl-2-oxo-2,3,4,7-tetrahydro-
lH-pyrroIop^'iS^pyrido^^-dJpyrimidin-S-ylJmethylJpyrrolidine-^-carbonitrile; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-methyl-8-{[(l-methylpiperidin-4-
yl)amino]methyl}-l,3,4,7-tetrahydro-2Hpyrrolo[3',2':5,6]pyrido[4,3-d]pynmidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-methyl-8-{[(3S)-tetrahydrofuran-3-
ylamino]methyl}-l,3,4,7-tetrahydro-2Hpyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-methyl-8-{[(3R)-tetrahydrofuran-3-
ylaminoJmethylj-l^A^-tetrahydro^Hpyrrolop'^'tS^pyndo^^-dJpyrimidin^-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-(lH-imidazol-l-ylmethyl)-l-methyl-l,3,4,7-
tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)~l-methyl-8-(lH-pyrazol-l-ylmethyl)-l,3,4,7-
tetrahydro-2H-pyrroIo[3')2,:5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-methyl-8-[(l-methyl-lH-pyrazol-4-
yl)methyl]-l,3,4,7-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difIuoro~3,5-dimethoxyphenyl)-1 -methyl-8-(2~pyridin-2-y lethyl)-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)-l-ethyl-8-(morpholin-4-ylmethyl)-
l,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)-l-methyl-l,3,4,7-
tetrahydro-2H-pyrroIo[3,,2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[2-(3-fluoroazetidin-l-yI)ethyl]-l-methyl-
l,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-l-yl)ethyl]-l-methyl-
l,3,4,7-tetrahydro-2Hpyrrolo[3,,2,:5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(2-hydroxyethyl)-8-(2-morpholin-4-ylethyl)~ 
l,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-dimethoxyphenyI)-l-(2-fluorophenyl)-8-(morpholin-4-ylmethyl)-

l,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-l-yl)methyl]-l-(2-

fluorophenyl)-l,3,4,7-tetrahydro-2H-pyrrolo[3',2,:5,6]pyrido[4,3-d]pyrimidin-2-one; 

l-cyclobutyl-3-(2,6-difluoro-3,5-dimethoxyphenyI)-8-(morpholin-4-ylmethyl)-

l,3,4,7-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

l-cyclobutyl-3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-(2-morpholin-4-ylethyl)-

l,3,4,7-tetrahydro-2H-pyn*olo[3',2':5,6]pyrido[4,3-d]pynmidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-(morphoIin-4-ylmethyl)-l-propyl-l,3,4,7-

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

3-(2,6-difluoro~3,5-dimethoxyphenyl)-l-ethyl-8-(2-morpholin-4-ylethyI)-l,3,4,7-

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

l-cyclopropyl-3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-(morpholin-4-ylmethyl)-l,3,4, 

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

l-cyclopropyl-3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4-methylpiperazin-l-

yl)methyl]-l,3,4,7-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

l-cyclopropyl-3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[(4-ethylpiperazin-l-

yl)methyl]-13A7-tetrahydro-2H-pym}lo[3\2^5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(4-fluorophenyl)-8-(morpholin-4-ylmethyl)-

l,3>4,7-tetrahydro-2H-pyrrolo[3',2,:5,6]pyrido[4,3~d]pyrimidin-2-one; 

3-(2,6-difiuoro-3,5-dimethoxyphenyl)-l-(4-fluorophenyl)-8~[(4-methylpiperazin-l-

yl)methyl]-l,3,4,7-tetrahydro-2H-pyrrolo[3',2,:5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(4-fluorophenyl)-8-[(4-ethylpiperazin-l-

yl)methyl]-l,3,4,7-tetrahydro-2H-pyrrolo[3',2,:5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(2,3-difiuorophenyl)-8-[(4-methylpiperazin-

l-yl)methyl]-l,3,4,7-tetrahydro-2H-pyrroIo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(2,3-difluorophenyl)-8-[(4-ethylpiperazin-l-

yl)methyl]-l,3,4,7-tetrahydro-2H-pyrroIo[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-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-methylpiperazin-l-yl)methyl]-l-pyridin-

4-yl-l,3,4,7-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(2-fluorophenyl)-8-(2-morpholin-4-ylethyl)-

l,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)-l-(2-fluorophenyl)-8-[2-(4-methylpiperazin-l-

yl)ethyl]-l,3A7-tetrahydro-2H-pyirolo[3\2,:5,6]pyrido[4s3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(2-fluorophenyl)-8-[2-(4-ethyIpiperazin-l-

yl)ethyl]-l,3,4,7-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyI)-l-[(2-methoxypyridin-4-yl)methyl]-8-

(moi*pholin-4~ylme£hyl)-l,3,4,7-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-

one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(l~methyl-lH-pyrazol-4-yl)-8-(morpholin-4-

ylmethyl)-l,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-l-yl)methyl]-l-(l-

methyl-lH-pyrazol~4~yl)-l,3,4,7-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin -2-

one; 

3-(2,6-difhioro-3,5-dimethoxyphenyl)-8-[(4-ethyIpiperazin-l-yl)methyl]-l-(l-methyl-

lH-pyrazol-4-yl)-l,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-oxo-2,3,4,7-tetrahydro-1H-

pyrrolo[3,,2,:5,6]pyrido[4,3-d]pyrimidin-8-yl]methyl}azetidine-3-carbonitrile; 

(3R)-l-{[3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-methyl-2-oxo-2,3,4,7-tetrahydro-

lH-pyrrolo[3\2':5,6]pyrido[4,3-d]pyrimidin-8-yl]methyl}pyrrolidine-3~carbonitrile; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-8-[2-(3-fluoroazetidin-l-yl)ethyl]~l-(2-

hydroxyethyl)-l,3,4,7-tetrahydro-2H-pyrrolo[3',2,:5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(2,3-difluorophenyl)-8-(morpholin-4-

ylmethyO-l^A^-tetrahydro^H-pyrrolop'^'iS^jpyrido^^-djpyrimidin^-one; 

3-(2,6-difluoro~3,5-dimethoxyphenyI)-l-(3-fluorophenyl)-8-(morpholin-4-ylmethyl)-

l,3,4,74etrahydro-2H-pyrroIo[3^5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(3-fluorophenyl)-8-[(4-methylpiperazin-l-

yl)methyl]-l,3,4,7-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(3-fluorophenyl)-8-[(4-ethylpiperazin-l-

yl)methyl]-l,3,4,7-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoroo,5-dimethoxyphenyl)-l-ethyl-8-[(2-oxopyridin-l(2H)-yl)methyl]-

l,3,4,7-tetrahydro-2H-pyrrolo[3',2':5,6]pyndo[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)~l-ethyl-8-[(pyridin-3-yloxy)methyl]-l,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-y lmethyl)-

l^^J-tetrahydro^H-pyrrolop'^'^^lpyrido^-djpyrimidin^-one; 
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3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(2,3-difluorophenyl)-8-(2-morpholin-4-

ylethyl)-l,3,4,7-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(2,3-difluorophenyl)-8-[2-(4-

methylpiperazin-l-yl)ethyl]-l,3i4,7-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-

2-one; 

3-(2,6-difluoro-3,5~dimethoxyphenyl)-l-(2,3-difluorophenyl)-8-[2-(4-ethylpiperazin 

l-yl)ethyl]-l,3,4,7-tetraliydro-2H-pyrrolo[3,,2,:5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(4-fluorophenyl)-8-(2-morpholin-4-yIethyl) 

l,3>4,7-tetrahydro-2H-pyrrolo[3,,2':5,6]pyrido[4,3-d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(4-fluorophenyl)~8-[2-(4-methylpiperazin-l 

yl)ethyl]-l,3,4,7-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin~2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(3~fluorophenyl)-8-(2-morpholin-4-ylethyl) 

l,3,4,7-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pynmidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(3-fluorophenyl)-8-[2-(4-methylpiperazin-l 

yl)ethyl]-l,3?4,7-tetrahydro-2H-pyrrolo[3',2,:5,6]pyrido[4,3-d]pynmidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(3-fluorophenyl)-8-[2-(4-ethylpiperazin-l-

yl)ethyl]-l,3,4,7-tetrahydro-2H-pyrrolo[3',2,:5,63pyrido[4,3-d]pyrimidin-2-one; 

l-{2-[3-(2,6-difluoro~3,5-dimethoxyphenyl)-l-ethyl-2-oxo-2,3,4J-tetrahydro-lH-

pyrroloP'^'^^pyridol^U-djpyrimidin-S-ylJethylJazetidine-S-carbonitrile; 

3-(2,6~difluoro-3,5-dimethoxyphenyl)-l-ethyl-8-[2-(3-fluoroazetidin-l-yl)ethyl]-

l,3,4,7-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3~d]pyrimidin-2-one; 

3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-(2-fluoroethyl)-8-(morpholin-4-ylmethyl)-

l,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)-l-(2-fluoroethyl)-8~[(4-methyipiperazin-l-

yl)methyl]-l,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)-l-ethyl-8-

(morpholin-4-yImethyl)'l,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)-l-ethyl-8-

(morpholin-4-ylmethyl)"l,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-

ethyIpiperazin-l-yl)methyl]-l-methyl-l,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-l-yl)methyl]-l-methyl-l,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)-l-methyl-8 

(morpholin-4-ylmethyl)-l,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)-l-methyl-8 

(morpholin-4-ylmethyl)-l>3,4,7-tetrahydro-2H»pyrroIo[3',2,:5,6]pyrido[4,3-d]pyrimidin-2-

one. 

20. The compound of claim 1 which is 3-(2,6-difluoro-3,5-dimethoxyphenyl)-l-ethyl-8-

(2-morpholin-4-ylethyl)-l,3,4)7-tetrahydro-2H-pyrrolo[3',2':5,6]pyrido[4,3-d]pyrimidin-2-

one, or a pharmaceutically acceptable salt thereof. 

21. The compound of claim 1 which is 3-(2,6-difluoro-3,5-dimethoxyphenyI)-l-ethyl-8-

(2-morpholin-4-ylethyl)-l,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 earner. 

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

(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. 

24. 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 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. 

25. 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 myeloproliferative disorder; or 

b) treating a myeloproliferative disorder, wherein said myeloproliferative disorder is 

selected from polycythemia vera, essential thrombocythemia, and primary 

myelofibrosis. 

26. 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, 

301 



thanatophoric dysplasia (TD), Apert syndrome, Crouzon syndrome, Jackson-Weiss 

syndrome, Beare-Stevenson cutis gyrate syndrome, Pfeiffer syndrome, and 

craniosynostosis syndrome. 

27. 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 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. 

28. 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. 

29. A compound of claim 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. 

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

a) treating a skeletal or chondrocyte disorder; or 
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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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