
lohetaryl-C210alkyny1, 

ioheterocyclyl, -C3-10 

-C3-10hetaryl-C3_10ary1, 	-C1 _lohetaryl-C340cycloalkyl, 	-C1 _ lohetaryl-C1 _ 

-C3.10cycloalkyl-C2.10alkenyl, -C3.10cycloalkyl-C240alkynyl, - 
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CLAIMS 

WHAT IS CLAIMED IS: 

1. 	A compound of Formula I: 

H 

0 )(60vvi 	)')(1  

5  X4 X3 

or a pharmaceutically acceptable salt or prodrug thereof; wherein: 

X 
X8 C 

X55 
10 

x 

16  
x5 

is or 

X1  is C=O, C=S, SO, SO2, or P02,-; Y is CR5; W is N or C; 

X2  is NR1  or CR1R1' and X3  is a bond, CR3R3' or C=O; X2-X3  is R11C=CR3  or R11C=N or 

NR3  or NR12-CR11=CR3; 

X4  is N, CR4, C=O; X5  is N or C; X6  is N or C; 

X7  is 0, N, NR72  or CR71; X8  is 0, N, NR82  or CR 

Xo  is 0, N, NR22  or CR21; X10  is 0, N, NR92  or R91; 

R1  is -CmoalkYl, -C2.10alkenyl, -C2_10a1k yl, -Cmoheteroalkyl, -C3_1oaryl, -Cmohetaryl, 

10CYCIOalkYl, -Cmoheterocyclyl, -Cmoallcyl-C 	I, -Cmoalkyl-Cmohetaryl, -C1oalkyl-Cmocycloalkyl, 

-CI _ ioalkyl -C loheteroc ycly1 	-C2_1 0.1 kenyl 3,10arYL 	-C2_10alkenyl -Ci _ lohetaryl, 	-C2_10  alken yl -C3_ 

10cYcloall(34, -C2-1 alkenyl-Ci.ioheterocyc 1, -C2_10alkynyl-C3 _10aryl, --C2 _10alkynyl-C1 _10hetaryl, -C2_ 

loalkYnYi-C3_ 1.0c ycloalkyl, -C24 0  alky 	C1.10heterocyclyl, -C1_10alkoxy-C3_loaryl, 	-C,_loalkoxy-C1_ 

10hetaryl, -Ci_walkoxy-C3_10cycloa 	--Cmoalkoxy-Ci_loheterocyclyi, -C1_10heteroalkyl-C3.10arY1, -Ci- 

wheteroalkyl-C1 ohetaryl, -Cu,eteroalkyl-C34ocycloalkyl, -Cmoheteroalkyl-Cmoheterocyclyi, -C3_ 

ioarY1-Ci_ioalkyl, --C340aryl-C loalkenyl, -C310aryl-C2,10alkynyl, -C3-1oarYl-C3_10hetaryl, -C3_10aryl-C3_ 

locycloalkyl, -C3.4oaryl-C .10heterocyclyl, 	 -C71,10hetaryl-C2_10alkenyl, -C1_ 

C3_10eyeloalkyl-C oaryl, 	-C3_ iocycloalkyl-C whetaryt, 	-C3_ locyeloalkyl-Cmoheterocyclyl, 	-CI- 

loheterocyclyl- 	°alkyl, 	-CI _ i oheterocyclyl-C2,1 oalkenyl, 	-C1 _loheterocyclyl-C2_10a1kynyl, 	-Ci_ 

ioheterocycl C3_10aryl, -Ci _ loheterocyclyl-Ci.lohetaryl, or -C1 _ lobeterocyclyl-C3_10cycloalkyl, each of 

which is substituted or substituted by one or more independent R10 or R11 substituents; 

R1 ' is hydrogen, -Ci_ioaLkyl, -C2.10a1kenyl, 	 --Ci_wheteroalkyl, -C3-warYI, -Ci- 

h 	yl, -C3.10cycloalkyl, -Cmoheterocyclyl, - 1- ioalkYl-C3-toarYL -CI-toalkyl-Cmohetaryl, -Cmoalky1-

3_10eyeloalkyl, -Cimalkyl-Ci _wheterocyclyl, -C2_10alkenyl-C340ary1, -C2_10alkenyl-C1_lohetaryl, -C2_ 

1oalkenyl-C340cycloalkyl, -C24 oalkenyl-Ci oheterocyclyl, -C2_ i 0  alkynyl-C3 _10  aryl, -C2.ioalkynyl-C1_ 
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loarYl-Ci_loheterocyclyl, -L-C 

ioalkynyl, -L-Ct _ tohetaryl-C 

L-C3_10cycloalkyl-C1_10alkyl 

loeycloalkyl-C3_1oaryl, 

ioheterocyclyl-Ci_ loalk 

ioheterocyclyl-C3  

of which is unsu s ttuted or substituted by one or more independent R12  substituents; 

0 I L-Ci_ joheterocyclyl-Ci_iohetaryl, or 

-L--C1_10hetaryl-C2_10alkenyL 	40hetaryl-C2- 

1.lobetaryl-C340cycloalkyl, -L-C1 _10hetaryl-C1 _10heterocyclyl, - 

-L-C3_1ocycloalkyl-C210alkenyi, -L-C3.10cycloalkyl-C2.10alkynyl, -L-C3_ 

3-10CYCIMIkYl-C 11 ohetaryl, -L-C3.10cycloalkyl-C1 _10heterocyclyl, 

-L-C1_ wheterocyclyl-C2_10alkenyl, -L-C1_ toheterocyclyl-C2.101kynyl, 

1_loheterocyclyl-C3_10cycloalkyl, each 
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lobe taryl, -C2. toalkynyl-C3_10cycloalkyl, -C2_10alkynyl -C1_, oheterocyclyl, -C1 _, oalkoxy -C3_10  aryl, -C1  

t  alkoxy -Ct _ whet aryl, -C1.10alkoxy-C3-1ocycloalkyl, -Ci_loalkoxy-Ci _ toheterocyclyl, -C1.1oheteroallcyl- 

ioaryl, 	-C1_ toheteroalky1-C1 _ ohet aryl, 	-C1 _1 o he teroalkyl -C34 ocyc loalky1, 	--C1-10heteroalk 

toheterocyclyl, -C3-ioaryl-C1_10a1ky1, -C3-10aryl-C2_10alkenyl, -C3-loaryl-C2_10alkynyl, -C3_ 

whetaryl, -C340aryl-C3.10cycloalkyl, -C3-10ary1-C1-1oheterocyclyl, 

C2_ loalkenyl, -C1_10hetaryl-C2_10alkynyl, -C3_10hetaryl-C3.10ary1, --C1-10hetaryl-C3_10cyc 

1ohetarYl-C1_10heterocyclyl, -C3_10  cycloaikyl-C1_ioalkYl, -C3- iocycloalkyl-C 2.10alkenyl, - 

loalkynyl, -C34.0cycloalkyl-C3_10arY1, -C3_10cycloalkyl-C1 _iohetaryl, -C3.10cycloalkyl- 

Cmoheterocyclyi-Cmoalkyt, -C1-loheterocyclyl-C2-10alkellY1, --Ci_loheterocyc 1-C2.10alkynyl, -C1-

0heterocyclyi-C3_10ary1, -C1.10heterocyclyl-C1.iohetaryl, or -Ci _loheterocycly mocycloalkyl, each of 

which is unsubstituted or substituted by one or more independent R10  or R11  bstituents; 

R21  is hydrogen, halogen, -OH, -CF3, -OCF3, -0R31, -NR31R32, -C )R31, -CO21231, -C(=0)NR31, -

NO2, -CN, -S(0)o_2R31, -S02NR31R32, -NR31C(=O)R32, -NR31C( )0R32, -NR31C(.0)NR32R33, - 

NR"S(0)0_2R32, -C(=S)0R31, -C(=O)SR31, -NR31C(=NR32) R32R33, -NR31C(=NR32)0R33 , 

NR31C(=NR32)SR33, -OC(=O)0R33, -OC(=O)NR31R32, -OC( 	R31, -SC(=O)SR31, -P(0)0R310R32, - 

SC(=0)NR311232, -L-C1.10alky1, -L-C2.10alkenyl, -L-C2_10alk yl, -L-Ci_ loheteroalkyl, -L-C3_10ary1, -L- 

C1 _10hetaryl, -L-C3_10cycloalkyl, -L-Ct _ioheterocyclyl, -L 	loalkyl-C3_1oaryl, -L-C1-10alkyl-C1.10hetaryl, 

-L-Ct.io  alkyl-Cmocycloalkyl, 	-L-Ct _ioalkyl-Ct_iohe rocyclyl, 	-L-C2_ 0  alkenyl-C3.10aryl, 

loalkenyl-Ci _ lohetaryl, -L-C2_10alkenyl-C3.10cyclo yl, 	1-10alkenyl-C1.10heterocyclyi, 

loalkynyl-C3_10aryl, -L-C2_10al1cynyl-C1_1ohetaryl -L-C2.10alkynyl-C34ocycloallcyl, -L-C2.10alkynYl-C1. 

toheterocyc1y1, -L-C1.10alkoxy-C3 _10aryl, -L- 1-10alkoxy-C1 _10hetaryl, -L-C1 _10alkoxy-C3.10cycloalkyl, - 

L-Ct _ toalkoxy-Cmoheterocyclyl, -L-C1.10  teroalkyl-C3.10ary1, -L-C1 _10heteroalkyl-C1 _10hetaryt, -L-C1 _ 

toheteroalkyl-C 3-1 ocycloalkyl, -L-C1 _1 oh eroalkyl-C1 _1 oheterocycl yl, -L-C3.1oaryl-C1 _10a1ky1, -L-C3_ oaryl- 

C2- loalkenyt, -L-C3.10ary1-Cmoalky 	-L-C3_10ary1-C1_10hetaryl, -L-C3_10ary1-C3.1ocycloalkyl, -L-C3. 

-C1 _ 

yl-C3_ 

-iohetaryl- 

alkyl, -C1_ 

oeycloalkyl-C2- 

oheterocyclyl, - 

R22 	hydrogen, -OH, -CF3, -C(0)R31, -CO2R31, -C(=O)NR31 , -S(0)0_2R31, -C(=S)0R31, - 

C(=0)SR 	 -L-C2_10alkenyl, -L-C210alkynyl, -L-Ct _ioheteroalkyl, -L-C3_10ary1, -L- C1. 

10het 	-L-C3_10cycloalkyl, -L-C1_10heterocyclyl, 	 - 	_loalkyl-Ci.lohetaryl, - 

L-C oalkyl-C340cycloalkyl, -L-Ci_loalkyl-Cmoheterocyclyl, -L-C2.10alkenyl-C3_10aryl, -L-C2.10alkenyl-

ohetaryl, -L-C2_1oalkenyl-C3_10eyeloalkyl, -L-C2_10alkenyl-C1 _1Dheterocyclyl, -L-C2_10alkynyl-C3. 

10  aryl, -L-C 2-10  alkyn yl-C1_1  ohet aryl, -L-C2._10alkynyl-C3_10cycloalkyl, -L-C2_10alkynyl-C1_1oheterocyclyl, - 
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L-Ci. oalkoxy-Cmoaryl, 	0 alkoxy-Cl_iohetaryl, -L-Ci_ to alkoxy-Cmocycloalkyl, -L-Ci_ loalkoxy-C1. 

wheterocyclyl, 	 -L -Ci_loheteroalkyl-Cmohetaryl, -L -Ci_wheteroalkyl 

ocycloalkyl, -L -Ci _ toheteroalkyl-Ci_ioheterocyclyl, -L-C3_io aryl-C _1 	-L-C 3- oaryl-C24 oalke 1, - 

L-C3_10aryl-C2.10alkynyl, 	-L-C3-ioaryl-C, 40hetaryl, 	-L-C3-loaryl-C3.10cycloalkyl, 	-L-C 	Yl-C1- 

toheterocYclY1, -1,-Cmohetaryl-C1_loallcyl, -L-C1_ johetaryl-C2_10allcenyl, -L-Cmohetaryl-C2.40• ynyl, -L- 

Ci_ lohetaryl-C3_10aryl,-L-Ci_10hetaryl -C34 °eye] °alkyl, 	-L-Ci _ i ohetaryl-Ci _ oheterocycly 	-L-C3_ 

locycloalkyl-C1.1 °alkyl, 	-L-C34 ocycloalkyl-C2.10alkenyl, 	-L-C3_ locycloalkyl-C2_10  a ynyl, 	-L-C3_ 

10cycloalkyl-C3_10ary1, -L-Cmocycloalkyl-Cmohetaryl, -L-C3_10cycloalkyl-C1_lohet ocyclyl, 

oheterocyclyl-Ci _ ioalkyl, -L-C1.1 oheterocyclyl-C2- ioalkenyl, -L-Ci _ i oheterocycly -C2_1 oalkyuyl, -L-Ct-

ioheterocyclyl-C3.10aryl, -L-Ci_l0heterocyclyl-C1_10hetaryl, or -L-Ci _ioheteroc lyl-Ci_locycloalkyl, each 

of which is unsubstituted or substituted by one or more independent R12  subs tuents; 

L is a bond, -0-, -N(R31)-, -S(0)0_2-, -C(=0)-, -C(=0)0- -0C(=0)-, -C(=0)N(R31)-, - 

N(R31)C(=0)-, -NR31C(=0)0-, -NR31C(=0)NR32  -NR31S(0) 2  -S(0)0-2N(R31)-, -C(=S)O-, 

C(=0)S-, -NR31C(=NR32)NR32-, -NR31C(=NR32)0-, -NR31C(= 	)S-, -0C(=0)0-, -0C(=0)NR31-, 

-0C(=0)S-, -SC(=0)S-, -P(0)OR310-, -SC(=0)NR31-; 

each of R3, R3' and R4  is independently hydrogen, hal gen, -OH, -CF3., -OCF3, -0R31, -NR31R32, -

C(0)R31, -CO2R31, -C(=-0) 3  , -NO2, -CN, -S( _2R31, -S02NR31R32
,  _ NR31C(=0)R32, - 

NR31C(=0)0R32, -NR31C(=0)NR32R33, -NR31S )0-2R32, -C(=S)0R31, -C(.0)SR31, - 

NR31C(=NR32)NR32R33, -NR31C(=NR32)0R33, -NR (=NR32)SR33, -OC(=O)0R33, -0C(=0)NR31R32, - 

OC(=0)SR31, -SC(=0)SR31, -P(0)OR310R32, -S =0)NR31R32, -Ci-loalkYl, -C2.walkenyl, -C2.40alkynyl, 

-Ci _ ioheteroalkyl, -C3_1 o  aryl, -C1 _1 ohetaryl, -C locycloaltyl, -Ci_i ohe terocyclyl, 	 -Ca _ 

to  alkyl-C i _ johetaryl, -C 1_ io  alkyl-C3.1ocycloal 1, 	alkyl-C _ ioheterocyclyl, -C2_ioalkenyl-C3_loaryl, 

malkehYl-Cmohetaryl, --C240alkenyl-C3  ocycloalkyl, -C2_10allcenyl-C1 _10heterocyclyl, -C2_10alkynyl-C3. 

10 aryl, -C2_10alkynyl-C1 _lohetaryl, 	r 2_loalkynyl-C3_10cycloalkyl, -C2_1 oalkynyl-Ci_i oheterocyclyl, -C1_ 

toalkoxy-C3_10aryl, -C1.1 oalkoxy-C ohetaryl, -Cr_1oalkoxy-C3_locycloalkyl, -Cl_ loalkoxy-C1_ toheterocyclyl, 

--C 1- wheteroaLkyl-C3.10aryl, 	140heteroallcyl-C1 _1ohetaryl, 	-Cmoheteroalkyl-C3.10cycloalkyl, 	-CI- 

iohctcroalkyl -C 1.1 ohetcrocyc 	--C3- toarYI-C _io  alkyl, -C3_ wary' -C2.4 o  alkcnyl, -C% oaryl-C2_10allynyl, -C3_ 

ioaryl-Cmohetaryl, 	o yl-C3_10cycloalkyl, -C3-10arYI-Ci_loheterocyclyl, -Ci _ lohetaryl-CmoalkYl, -C1- 

lohetaryl-Cmogkenyl, 	1 _lohetaryl-C240alkynyl, -C3.10hetaryl-C3_loaryl -C1_lohetaryl-C340cycloalkyl, -C1. 

iohetaryl-Ci _i ohetero yclyl , --C3- tocycl oalkyl -C1 _10  al kyl, - C3_ locycl °alkyl -C2_ ioalkenyl , -C3_10cycloalkyl-C2- 

10alkynyl, -C3_10  cloalkyl-Cmoaryl, -Cmocycloalkyl-Cmohetaryl, -C3_10cycloalkyl-C1 _ loheterocyclyl, - 

Ci_ wheterocy 	 --C1 _loheterocyclyl-C2.10alkenyl, --C1-loheterocyclyl-C2_10allrynYI, -C1- 

loheterocy 1-C3_ ioaryl, -Ci _ loheterocyclyl-Cmohetaryl, or -Cmoheterocyclyl-Cmocycloalkyl, each of 

which i unsubstituted or substituted by one or more independent R13  substituents; or R3' is -0R6, - 

NR5 	-S(0)0.2R6, -C(=0)R6, -C(=0)0R6, -0C(=0)R6, --C(=0)N(R34)R6, or -N(R34)C(=0)R6, 

w ercin R6  together with R34  can optionally form a heterocyclic ring; 
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each of R5, R71, R81 and R91  is independently hydrogen, halogen, -C1 _10  alkyl, -C2.10alkenyl, -C2_10 

alkynyl, -Cmoheteroalkyl, --C3_ ioaryl, -Cmohetaryl, -C3_iocycloalkyl, -Cmoheterocyclyl, -OH, -CF3, 

OCF3, -OR31, -NR31R32, -C(0)R31, -CO2R31, -C(=O)NR31, -NO2, -CN, -S(0)0_21231, -SO2NR" 

NR31C(=0)R32, -NR31C(=O)0R32, -NR31C(=O)NR32R33,  -NR31S(0)o_2R32, -C(=S)OR", -C(=0 R31, - 

NR3 c(=NR32)NR32R33 -NR31C(=NR32)0R33, -NR31C(=NR32)SR33, -0C(=0)0R33, -0C(=0) 31R32, 
 

OC(=O)SR31, -SC(=O)SR31, -P(0)0R31OR32, or -SC(=O)NR31NR32; 

R6  is hydrogen, -Ct_toalkyl, -C2_10alkenyl, -C2.1oalkynyl, -Cmobeteroalkyl, -C3_10aryl, 

whetaryl, -C3.10cycloalkyl, -Ci _ loheterocyclyl, -C1_ loalkyl-C3_10aryl, -C1 _10alkyl-C1 	etaryl, -C1_loalkyl- 

C3.10cycloalkyl, -C1-loalkyl-C1_10heterocyclyl, -C240alkenyl-C3.10aryl, -C2.10alk yl-Cmohetaryl, 

oalkenyl-C340cycloalkyl, --C2-loalkenYl-C1_10heterocyclyl, --C2-ioalkynyl-C3aryl, -C240allcynyi-C1- 

lobe taryl, -C 2-10 alkynyl-C3_10cy cloalkyl, -C2_10  alkyn yl-Ci _ioheterocyclyl, 	Cmoalkoxy-C nrvi - 

10alkoxy-C1_10hetaryl, -C1.10alkoxy-C3.10cycloalkyl, -C1_10aLkoxy-C1.10het•rocyclyl, -C1 _10heteroalkyl-C3_ 

toarY1, 	-C1 _ loheteroalkyl-C1 _10hetaryl, 	-CI  _1 ohetero alkyl-C3_10  cy lo alkyl, 	-C _ioheteroalkyl-C1  - 

oheterocyclyl, 	 -C3_10aryl-C2_10alkenyl, 	3-toaryl-C2.10alkynyl, -C3-toaryl-C3_ 

iohetaryl, -C3-1oarYl-C3-locycloalkyl, -C3-10aryl-Ci_wheterocycly 	 --Cl_iohetaryl- 

C2-1 oalkenyl, -Ci_t ohetaryl-C24 0  alkynyl, -C,3_10hetaryl-C3 	yl, -C1_ tohetaryl-C3.1ocycloalkyl, -C1_ 

tohetarY1-Ct_ioheterocyclyl, 	 -C tocycloalkyl-C2.10alkenyl, -C3-10cycloalkyl-C2. 

ioalkynyl, -C3_10cycloalkyl-C3_10aryl, -C3 ocycloalkyl- _iohetaryl, -C3_10cycloalkyl-C1_10heterocyclyl, - 

Cmoheterocyclyl-C1.10alkyl, -Cmoheterocyclyl-C oalkenyl, -C1_toheterocyclyl-C2.10alkynyl, 

loheterocyclyl-C3.1oaryl, -C1-loheterocyclyl-C1_10 taryl, or -C1_loheterocyclyl-C340cycloalkyl, each of 

which is unsubstituted or substituted by one or, ore independent R14  or R15  substituents; 

each of R72, R82 and R92  is indepe ently hydrogen, -C1-10  alkyl, -C210alkenyl, -C2.10  alkynyl, - 

Ci_ioheteroalkyl, -C3_ to aryl, -Cm ohetary , -C340cycloalkyl, -Cm oheterocycl yl, -OH, -CF3, -C(0)1231, - 

CO2R", -C(=0)NR31, -S(0)0_2R31  -C S)OR31, -C(=0)SR37 ; 

each of R10  and R14 is -Cl_alkyl, -C2_ oalkenyl, -C2-to  alkynyl, -Cl_ioheteroalkyl, -C3-toarY1, -CI-

lohetarY1, -C3_10cycloalkyl, -C 10heterocyclyl, optionally substituted by one or more independent R11 

substituents; 

each of R11, R1,, 13 and R15  is independently hydrogen, halogen, -C1 _10  alkyl, -C2.10alkenyl, 

10  alkynyl, -Cmoheter lkyl, -C3_10aryl, -Cmohetaryl, -C3_10cycloalkyl, -Ci _ loheterocyclyl, -OH, -CF3, - 

OCF3, -0R31 	R32, -C(0)R31, -CO2R31, -C(=O)NR31, -NO2, -CN, -S(0)0_2R31, -SO2NR31R32, - 

NR31C(=0)R32 	I  C(=0)0R32, -NR" C(=0)NR32R33  -NR31S(0)0_2R32, -C(=S )0R31  , -C(=0)SR31, - 

NR31C(=NR32  R3210, -NR31C(=NR32)01e, -NR31C(=NR32)SR33, -0C(=0)0R33, -0C(=0)NR31R32, 

OC(=0)S , -SC(=0)SR" , -P(0)OR310R32, or -SC(=0)NR31NR32; 

ach of R31, R32, R33  and R34  is independently hydrogen, halogen, -C1-10 alkyl, -C2_10alkenyl, -C2- 

to 	yl, -Cl_wheteroalkyl, -C3-10a y1, -Cl_whetaryl, -Cmocycloalkyl, -Ci_ mheterocyclyl, or wherein R31  

ether with R32  form a heterocyclic ring; 

wherein ring A comprises one or more heteroatoms selected from N, 0, or S; and 
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wherein if X7  is 0 or X2-X3  is R1 C=CR3, ring A comprises at least two heteroatoms selected from 

N, 0, or S; and 

wherein if X3  is 0 or N, or X2-X3  is R1C=N, at least one of X7  or X9  is not N. 

2. 	The compound, pharmaceutically acceptable salt, or prodrug of claim 1, 	rein the 

compound is of Formula I-A: 

H 
N . 

0X60 )(1 
5 	X2  

A4 A3  

3. The compound, pharmaceutically acceptable salt, or prodrug f claim 1, wherein the 

compound is of Formula I-B: 

-1( N 0 

X5  ,VV„ X2 
X4  X3  

4. The compound, pharmaceutically acceptab salt, or prodrug of claim 1, wherein the 

compound is of Formula II: 

X8.  

X 

5. The compound, 

6. The compound, 

NR1 . 

7. The compound 

and X6  is C. 

8. The com .r,ound, 

and X6  is C. 

9. Th compound,  

pharmace ically acceptable salt, or prodrug of claim 4, wherein X1  is 

phar aceutically acceptable salt, or prodrug of claim 4, wherein X2  is 

pharmaceutically acceptable salt, or prodrug of claim 4, wherein X5  is N 

pharmaceutically acceptable salt, or prodrug of claim 4, wherein X5  is C 

pharmaceutically acceptable salt, or prodrug of claim 4, wherein X9  is 

C=0. 

CR21. 

10. 	The compound, pharmaceutically acceptable salt, or prodrug of claim 4, wherein the 

compound s of Formula II-A: 

H 
y0 

8 )60 xrx5
X4 	R1 
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11. 	The compound, pharmaceutically acceptable salt, or prodrug of claim 4, wherein the 

compound is of Formula II-13: 

RN 	- 
N 	I 

X2 
X4  X3  

R21 

6. 	The compound, pharmaceutically acceptable salt, or prodrug of claim 13, wherein the 

compound is of Formula II-G: 

R72  

, 	, 
N \ 	I 

R21 

H 

12. 	The compound, pharmaceutically acceptable salt, or prodrug of clai 	, wherein the 

compound is of Formula II-C: 

R72 
Ne 	N 

NI 	I 
X4  

R21 

13. 	The compound, pharmaceutically acceptable salt or prodrug of claim 4, wherein the 

compound is of Formula II-D: 

14. 	The compound, pharmaceuti lly acceptable salt, or prodrug of claim 4, wherein the 

compound is of Formula II-E: 

R72 

N 	 yO 

N 

R21 

15. 	The compo d, pharmaceutically acceptable salt, or prodrug of claim 4, wherein the 

compound is of Formula -F: 
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R21 

17. The compound, pharmaceutically acceptable salt, or prodrug of any one of dal 14-16, 

wherein R21 is selected from the group consisting of -L-Ci_i 0heteroalkyl, -L-C3_10aryl, -L- _° or 

no

heta
.
ry

l

l,

r

-

e 

 

L-Cmocycloalkyl, and -L-Ci.ioheterocyclyl, each of which is unsubstituted or substitutes.y onei  

independent R12 substituents; and L is bond. 

18. The compound, pharmaceutically acceptable salt, or prodrug of cl m 17, wherein R21 is 

-L-Ci_10hetaryl unsubstituted or substituted by one or more independent R12 sub ituents; and L is bond. 

19. The compound, pharmaceutically acceptable salt, or prodrug .f claim 18, wherein the C1. 

iohetaryl of R21 comprises one or more nitrogen atoms. 

20. The compound, pharmaceutically acceptable salt, or prodrug of claim 19, wherein the C1-

whetaryl of R21 is selected from the group consisting of pyrazolyl, ridinyl, pyrazinyl, pyrimidinyl, and 

pyridazinyl. 

21. The compound, pharmaceutically acceptable It, or prodrug of claim 20, wherein the Cl _ 

iohetaryl of R21 is unsubstituted. 

22. The compound, pharmaceutically accept.ble salt, or prodrug of claim 20, wherein the C1_ 

10hetaryl or R21 is substituted with one, two, or three dependent R1, substituents. 

23. The compound, pharmaceutically cceptable salt, or prodrug of any one of claims 17-20 

or 22, wherein each R12 substituent is indepen ntly selected from the group consisting of -C1_10  alkyl, — 

C2-ioalkenyl, -C2.10  alkynyl, -Ci_iohete salkyl, -C3.1oaryl, -C1.10hetaryl, -C3.10cycloalkyl, -C1 _ 

wheteroeyclyl, -OH, -CF3, 	-0R31  herein each R31 is independently hydrogen or -Ci_10 alkyl. 

24. The compound, phar aceutically acceptable salt, or prodrug of claim 23, wherein each 

R12 substituent is independently s= ected from the group consisting -Me, -Et, -i-Pr, -n-Pr, 0II, -OMe, - 

OEt, -OPr. 

25. The compou d, pharmaceutically acceptable salt, or prodrug of any one of claims 14-24, 

wherein R1 is -CI-walk 	-C1-10heterocyclyl, -C1_ loalkyl-C3 _10heterocyclyl, -C1.10alkyl-C3-1oarY1, -C1- 

1oalkyl -C1-10hetarYl  --Ci_loheterocyclyl-Ci_loallcyl, or -C1.loheterocyclyl-C3_10aryl, unsubstituted or 

substituted by one more independent R10  or R11  substituents. 

26. e compound, pharmaceutically acceptable salt, or prodrug of claim 25, wherein R1  is - 

Ci-loalkYl-C ,aryl, -C1_10alkyl-C1-10hetarY1, --Ci_ioheterocyclyl-Ci_ioalkyl, or --C1_loheterocyclyl-C3_10aryl, 

unsubstitu d or substituted by one or more independent R10  or R11  substituents. 

7. 	The compound, pharmaceutically acceptable salt, or prodrug of claim 26, wherein R1  is - 

C1.1,1-C3_10aryl or -Ci_10heterocyclyl-C3_10aryl, unsubstituted or substituted by one or more 

ependent R10  or R11  substituents. 
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33. The compound, pharmace cally acceptable salt, or prodrug of claim 32, wherein X1  is 

C=0. 

34. The compound, phar taceutically acceptable salt, or prodrug of claim 32, wherein X2  is 

NR1 . 

39. 	The compound, pharmaceutically acceptable salt, or prodrug of claim 32, wherein the 

and is of Formula 

-424- 

28. The compound, pharmaceutically acceptable salt, or prodrug of claim 26, wherein R1  is 

, unsubstituted or substituted by one or more independent R10  or R11  substituents. 

29. The compound, pharmaceutically acceptable salt, or prodrug of claim 25, where' R 

Ci_ wheterocyclyl, —Cmoheterocyclyl-Ci _loalkyl, or —Ci_10heterocyclyl-C3.10aryl, unsub ituted or 

substituted by one or more independent R10  or R11  substituents. 

30. The compound, pharmaceutically acceptable salt, or prodrug of claim 9, wherein R1  is 

independent R10  or R11  substituents. 

31. The compound, pharmaceutically acceptable sal or prodrug of any preceding claim, 

wherein R72  is H. 

32. The compound, pharmaceutically acceptab salt, or prodrug of claim 1, wherein the 

compound is of Formula III: 

35. The compou 

and X6  is C. 

36. The co pound, 

and X6  is C. 

37. compound, 

and X10  is N. 

38. The compound, 

CR21. 

pharmaceutically acceptable salt, or prodrug of claim 32, wherein X5  is C 

pharmaceutically acceptable salt, or prodrug of claim 32, wherein Xg  is N 

pharmaceutically acceptable salt, or prodrug of claim 32, wherein X, is 

,pharmaceutically acceptable salt, or prodrug of claim 32, wherein X5  is N 

Xi  
X9 	.X2  

0 X4 X3  

X7, 
XRh  

H 
N. 

R10 , 
N 	N, 

R1 or unsubstituted o substituted by one or more 
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H 
7, 

X8 X  
•••• 	N. 

Xi° A-4 	Ri 
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40. 	The compound, pharmaceutically acceptable salt, or prodrug of claim 3 wherein the 

compound is of Formula III-B: 

X7, 
X8  0 ) 80  -"" 
)(9; ..,X5  

X10 X4 	Ri.  

41. The compound, pharmaceutically acceptable salt, or p odrug of any of the preceding 

claims, wherein R5  is hydrogen. 

42. The compound, pharmaceutically acceptable salt or prodrug of any of the preceding 

claims, wherein X4  is CR4. 

43. The compound, pharmaceutically acceptabl• salt, or prodrug of claim 42, wherein R4  is 

hydrogen. 

44. The compound, pharmaceutically ace, ptable salt, or prodrug of any of the preceding 

claims, wherein X4  is N. 

45. The compound, pharmaceutical acceptable salt, or prodrug of any of the preceding 

claims, wherein X9  is CR21  or NR22, wherein 	or R22  is halogen, -CN, —L—C3_10arY1, 	 — 

L—Cmocycloalkyl, or —L—C1 _ joheterocycly1 unsubstituted or substituted by one or more independent R12  

substituents. 

46. The compound, ph 	aceutically acceptable salt, or prodrug of claim 45, wherein X9  is 

CR21  and R21  is halogen or —CN. 

47. The compoun , pharmaceutically acceptable salt, or prodrug of claim 45, wherein X9 is 

CR21  and R21  is —L—C3-10arY —L—Ci_ lohetaryl, —L—C3.10cycloalkyl, or —L—C3_10heterocyclyl, unsubstituted 

or substituted by one or ►ore independent R12  substituents. 

48. The compound, pharmaceutically acceptable salt, or prodrug of claim 47, wherein X9 is 

CR21  and R2  is — 	iohetaryl or —L—C3_10heterocyclyl, unsubstituted or substituted by one or more 

independent R ubstituents. 

49. A method of inhibiting activity of a protein kinase present in a cell, comprising 

contacting said cell with an effective amount of a compound, pharmaceutically acceptable salt, or prodrug 

of any of the preceding claims. 

50. The method of claim 49, wherein the protein kinase is ERK. 

51. The method of claim 49, wherein the compound, pharmaceutically acceptable salt, or 

prodrug inhibits ERK at an 1050 value of less than about 1000 nM. 
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52. The method of claim 49, wherein the compound, pharmaceutically acceptable salt, or 

prodrug inhibits ERK at an IC50 value of less than about 100 nM. 

53. The method of claim 49, wherein the compound, pharmaceutically acceptable sa or 

prodrug inhibits ERK at an 1050 value of less than about 10 nM. 

54. The method of claim 49, wherein the contacting step takes place in vitro. 

55. The method of claim 49, wherein the contacting step takes place in vivo. 

56. A method of ameliorating a disorder comprising administering to a subject in need 

thereof an effective amount of a compound, pharmaceutically acceptable salt, or prop g of a compound 

of any of the preceding claims, wherein the disorder is selected from the group co 'sting of cancer, bone 

disorder, inflammatory disease, immune disease, nervous system disease, met colic disease, respiratory 

disease, and cardiac disease. 

57. The method of claim 56, wherein the disorder is c. cer selected from the group 

consisting of breast cancer, pancreatic cancer, non-small cell lung ancer (NSCLC), thyroid cancer, 

seminomas, melanoma, bladder cancer, liver cancer, kidney cane , myelodysplastic syndrome (MDS), 

acute myelogenous leukemia (AML), and colorectal cancer. 

58. The method of claim 57, wherein the cancer melanoma or colorectal cancer 

59. The method of claim 56, wherein the disorder is mediated by ERK 1 and/or ERK2. 

60. The method of claim 56, further comprising administering another anti-cancer agent. 

61. A pharmaceutical composition co rising the compound, pharmaceutically acceptable 

salt, or prodrug of any of the preceding claims an a pharmaceutically acceptable excipient. 

62. The pharmaceutical composit' en of claim 61, wherein the compound, pharmaceutically 

acceptable salt, or prodrug is present in a th rapeutically effective amount. 

63. The pharmaceutical co esition of claim 61, wherein said composition is formulated in 

an oral dosage. 

64. The pharmaceutic composition of claim 61, wherein said composition is formulated as 
a tablet or a capsule. 
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CLAIMS 

1. 	A compound of Formula II-E: 

R72  
N 

N 

R21  N.(H-E 

or a pharmaceutically acceptable salt or prodrug thereof; wherein: 

R, is -Ci _ lobeterocyclyl, -C1 _10heterocyclyl-C1 _10alkyl, or -C1 _10heterocyclyl-C3_10aryl, each of 

which is unsubstituted or substituted by one or more independent R,0 or R11  substituents; 

R2, is hydrogen, halogen, -OH, -CF3, -0CF3, -0R31, -NR31R32, -C(0)R31, -CO2R31, -C(=0)NR31, -

NO2, -CN, -S(0)0_2R31, - SO2NR31R32, -NR31C(=0)R32, -NR31C(=0)0R32, -NR31C(=0)NR32R33, - 

NR31S(0)0_2R32, -C(=S)0R31, -C(=0)SR31, - NR31C(=NR32)NR32R33, -NR31C(=NR32)0R33, - 

NR31C(=NR32)SR33, -0C(=0)0R33, -0Q=0)NR31R32, -0C(=0)SR31, -SC(=0)SR31, -P(0)0R310R32, - 

Sq=0) 	IR32, 	 -L-C2_10alkenyl, -L-C2_10alkYnYl, -L-Ci_loheteroalkyl, -L-C3.10aryl, -L- 

Ci _iohetaryl, -L-C3_10cycloalkyl, -L-Ci_ioheterocyclyl, 	 -L-Ci _loalkyl-Ci_ lohetaryl, 

-L-C240alkenyl-C3 _10aryl, 

loalkenyl-C1 _10hetaryl, -L-C240alkenyl-C340cycloalkyl, -L-C2 _10alkenyl-C1 _10heterocyclyl, -L-C2 _ 

loalkynyl-C340aryl, -L-C2.10alkynyl-C1 _ lobetaryl, -L-C2_10alkYnyl-C 3 -locycloalkyl, 

loheterocyclyl, -L-C1 _10alkoxy-C3_10aryl, -L-C1 _10alkoxy-C1_tohetaryl, -L-Ci_loalkoxy-C 3 _locycloalkyl, - 

L-C 1 _ loalkoxy-C 1 _10heterocycly1 , -L-C1 _ loheteroalkyl-C3 _10aryl, -L-C 1 _ loheteroalkyl-C 1 _,ohetaryl, -L-C 1 _ 

wheteroalkyl-Cmocycloalkyl, -L-Ci _wheteroalkyl-Ci_wheterocyclyl, -L-C3_10aryl-C1_10alkyl, -L-C3.10aryl- 

C2_10alkenyl, -L-C3_10arY1-C2-ioalkynYl, 	 -L-C3_10aryl-C340cycloalkyl, -L-C3_ 

loarYl-C,_10heterocyclyl, 	 -L-C1.10hetaryl-C2_10alkenyl, -L-C1_lohetaryl-C2-

ioalkYnY1, -L--C1 _10hetaryl-C3 _10aryl,-L-C1 _lohetaryl-C3_10cycloalkyl, -L-Cmohetaryl-Cmoheterocyclyl, - 

L-C3_,Ocycloalkyl-C1 _10alkyl, -L-C3 _10cycloalkyl-C2_10alkenyl, -L-C3_10cycloalkyl-C2 _10alkynyl, -L-C3. 

locycloalkyl-C3 _10aryl, -L-C3 _10cycloalkyl-C1 _10hetaryl, -L-C3.10cycloalkyl-Ci _ loheterocyclyl, -L-C,_ 

loheterocyclyl-C1 _10alkyl, -L-C1 _10heterocyclyl-C2 _10alkenyl, -L-C1Aoheterocyclyl-C2 _10alkynyl, -L-C,_ 

10heterocyclyl-C340ary1, -L-C1 _10heterocyclyl-C1 _10hetaryl, or -L-C1.j0heterocyclyl-C3.10cycloalkyl, each 

of which is unsubstituted or substituted by one or more independent R12  substituents; 

L is a bond, -0-, -N(R3I)-, -S(0)0_2-, -C(=0)-, -C(=0)0-, -0C(=0)-, -C(=0)N(R)-, - 

N(R31)C(=0)-, -NR31C(=0)0-, -NR31C(=0)NR32-, -NR31  S(0)0_2-, -S(0)0_2N(R31)-, -C(=S)O-, - 

C(=0)S-, -NR31C(=NR32)NR32-, -NR31C(=NR32)0-, -NR31C(=NR32)S-, -0C(=0)0-, -OC(=O)NR31-, 

-OC(=O)S-, -SC(=0)S-, -P(0)OR310-, or -SC(=0)NR31-; 
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R72 is hydrogen, -C1_10 alkyl, -C2 _10alkenyl, -C2_10 alkynyl, -Ci _ loheteroalkyl, -C3.10aryl, -CI-

iohetaryl, -C3_iocycloalkyl, -Ci _ loheterocyclyl, -OH, -CF3, -C(0)R31, -CO2R31, -C(=0)NR31, -S(0)02R31, - 

C(=S)0R31, or -C(=O)SR31; 

R,0 is -C1.10  alkyl, -C2 _ ioalkenyl, -C2.10  alkynyl, -Ci _ ioheteroalkyl, -C3_10aryl, -Ci _ lohetaryl, -C3 _ 

looycloalkyl, or -Ci _ wheterocyclyl, each of which is unsubstituted or substituted by one or more 

independent R11  substituents; 

Ril  and R12  are independently hydrogen, halogen, -C1.40  alkyl, -C2_10alkenyl, -C2..10  alkynyl, -CI _ 

wheteroalkyl, -C3..ioarY1, -Ci_i0hetaryl, -C3_10cycloalkyl, -C1.10heterocyclyl, -OH, -CF3, -OCF3, -0R31  

NR31R32, -C(0)R31, -CO2R31, -C(=O)NR31, -NO2, -CN, -S(0)0 _2R31, -SO2NR31R32, -NR31C(=O)R32, - 

NR3IC(=0)0R32, -NR3IC(=0)NR32R33, -NR3IS(0)0_2R32, -C(=S)0R31, -C(=O)SR31, - 

NR31C(=NR32)NR32R33, -NR31C(=NR32)0R33, -NR31C(=NR32)SR33, -OC(=O)OR33, -0C(=0)NR31R32, - 

0C(=0)SR31, -SC(=0)SR31, -P(0)0R310R32, or -SC(--.0)NR31NR32; 

each of R31, R32, and R33  is independently hydrogen, halogen, -C1 _10  alkyl, -C2_ ioalkenyl, 

alkynyl, -C1 _10heteroalkyl, -C3_10ary1, -Ci_whetaryl, -C3_10cycloalkyl, or -Ci_wheterocyclyl, or R31  

together with R32  form a heterocyclic ring. 

2. The compound of claim 1, wherein R2, is selected from the group consisting of -L-C1-

10heteroalkyl, -L-C3 _10aryl, -L-Ci _ lohetaryl, -L-C3 _10cycloalkyl, and -L-Ci _ loheterocyclyl, each of which 

is unsubstituted or substituted by one or more independent R12 substituents; and wherein L is a bond. 

3. The compound of claim 2, wherein R2, is -L-Ci _ lohetaryl unsubstituted or substituted by 

one or more independent R12 substituents; and wherein L is a bond. 

4. The compound of claim 3, wherein the Ci _ lohetaryl of R2, comprises one or more nitrogen 

atoms. 

5. The compound of claim 4, wherein the Ci _i0hetaryl of R2, is selected from the group 

consisting of pyrazolyl, pyridinyl, pyrazinyl, pyrimidinyl, and pyridazinyl. 

6. The compound of claim 5, wherein the Ci _ lohetaryl of R2, is unsubstituted. 

7 	The compound of claim 5, wherein the Ci _ lohetaryl or R21 is substituted with one, two, or 

three independent R12 substituents. 

8. The compound of any one of claims 2-5 or 7, wherein each R12 substituent is 

independently selected from the group consisting of -C1 _10  alkyl, --C2-10alkenyl, -C2.40 alkynyl, -C I _ 

10heteroalkyl, -C3..loarY1, hetaryl, -C3.10cycloalkyl, -C1 _i0heterocyclyl, -OH, -CF3, -OCF3, and -0R31; 

wherein each R31  is independently hydrogen or -Ci _ io  alkyl. 

9. The compound of claim 8, wherein each R12 substituent is independently selected from 

the group consisting -Me, -Et, -i-Pr, -n-Pr, -OH, -OMe, -OEt, and -OPr. 
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d , Or 10. 	The compound of any one of claims 1-9, wherein R1  is 

, each of which is unsubstituted or substituted by one or more independent R10  or R11  

substituents. 

11. The compound of any one of claims 1-10, wherein R72 is H. 

12. A method of inhibiting activity of a protein kinase present in a cell, comprising 

contacting said cell with an effective amount of the compound of any one of claims 1-11. 

13. The method of claim 12, wherein the protein kinase is ERK. 

14. Use of the compound of any one of claims 1-11 for the manufacture of a medicament for 

treatment of cancer, optionally wherein the cancer is selected from the group consisting of breast cancer, 

pancreatic cancer, non-small cell lung cancer (NSCLC), thyroid cancer, seminomas, melanoma, bladder 

cancer, liver cancer, kidney cancer, myelodysplastic syndrome (MDS), acute myelogenous leukemia 

(AML), and colorectal cancer. 

15. A pharmaceutical composition comprising the compound of any one of claims 1-11 and a 

pharmaceutically acceptable excipient, optionally wherein the composition is formulated in an oral 

dosage. 

16. The compound of claim 1, wherein the compound is selected from: 
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