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CLAIMS 

W it is claimed is: 

1. 	A method of inhibiting the replication of influenza viruses in a biological sample or 

patient, 	omprising the step of administering to said biological sample or patient an effective 

amount o • compound represented by the following structural formula (I): 

ZI 
Z2  

H 
\ 	N.

R
4 

\ I •••.,„ 	....„,..----- 
N 	N

I 
R1 	(IA), 

or a pharmaceutically accept. .le salt thereof, wherein: 

Zi  is —R*, —F, -CI, —C , 	OR*, —CO2R*, -NO2, or -CON(R*)2; 

Z2  is —R*, —OR*, —CO2R.' , NR*2, or -CON(R*)2; 

Z3  is -H, -OH, halogen, -NH 	-NH(C1-C4 alkyl); -N(C1-C4  alkyl)2, -0(Ci-C4 alkyl), or 

C1-C6  alkyl that is optionally substitute 	with one or more substituents independently selected 

from the group consisting of halogen, cya o, hydroxy, and -0(C1-C4  alkyl); 

R1  is —H or C1-C6  alkyl; 

R2  is —H; -F; -NH2; -NH(C1-C4  alkyl); ' (C1-C4 alkyl)2; -C=N-OH; cyclopropyl that 

is optionally substituted with one or more substitt nts independently selected from the group 

consisting of halogen, cyano, hydroxy, -OCH3, and 	H3; or CI-CI  alkyl that is optionally 

substituted with one or more substituents independent 	selected from the group consisting of 

halogen, cyano, hydroxy, and -0(C1-C4  alkyl); and 

R3  is —H, —Cl, —F, —OH, —O(C1-C4  alkyl), —NH2, — 	, (C1-C 4  alkyl), —N(CI-C4 alkyl)2, 

-Br, —CN, or C1-C4 aliphatic that is optionally substituted with . le or more substituents 

independently selected from the group consisting of halogen, cy • o, hydroxy, oxo, -NH2, 

-NH(Ci-C4 alkyl), -N(C1-C4  allcy1)2, -000(C1-C4 alkyl), -CO(C1- 	alkyl), -CO2H, -0O2(C1- 

C4 alkyl), and C1-C4  alkoxy; 

R4  is: 

T -(CRI3R14)t---
i
c 

i) 	 R9 	wherein ring T is a C3-C10  non-aromatic car , 'cycle 

optionally substituted with one or more instances of JA, or a 3-10 membered non-. •omatic 

heterocycle optionally substituted with one or more instances of JB, or ring T and R 
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+ptionally form a non-aromatic Cs-C10  membered carbocycle optionally substituted with one 

o 	ore instances of JA  or 5-10 membered non-aromatic heterocycle optionally substituted 

with . le or more instances of JB  ; 

J (CR13R14)j-N 
ii) wherein ring J is a 3-10 membered non-aromatic 

heterocycle o 	ionally substituted with one or more instances of JB; or 

1-(CR13R1  . 	Cs  

iii) 
IL 	

wherein ring D is a 4-10 membered non-aromatic heterocycle 

optionally substituted 	*th one or more instances of P; and 

each of JA  and JB 	independently selected from the group consisting of halogen, 

cyano, oxo, -NCO, and Q 	; or optionally two JA  and two JB, respectively, together with 

the atom(s) to which they are a. . ched, independently form a 4-8 membered ring that is 

optionally substituted with one o 	, ore instances ofJE1; 

Q1  is independently a bond, 	•-, -S-, -NR'-, -C(0)-, -C(=NR)-, -C(=NR)NR-, 

-NRC(NR)NR-, -0O2-, -0C(0)-, k 0)NR'-, -C(0)NRC(0)O-, -NRC(0)NRC(0)O-, 

-NRC(0)-, -NRC(0)NR'-, -NRCO2-, - liC(0)NR'-, -S(0)-, -SO2-, -SO2NR'-, 

-NRS02-, or -NRSO2NR'-, -P(0)(OR)O-, -1P(0)(0Ra)0-, -P(0)20-, -0O2S02-, or 

-(CR6R7)p-Y1-; 

Yi  is independently a bond, -O 	, 	S , 	' 	, 	C(0)-, -C(=NR)-, -C(=NR)NR-, 

-NRC(=NR)NR-„ -0O2-, -0C(0)-, -C(0)NR'-, k 0)NRC(0)O-, -NRC(0)NRC(0)O-, 

-NRC(0)-, -NRC(0)NR'-, -NRCO2-, -OC(0)NR'-, S(0)-, -SO2-, -SO2NR'-, 

-NRS02-, -NRSO2NR'-, -P(0)(0R)0-, -0P(0)(0Ra)0-, . (0)20-, or -0O2S02-; 

R5  is: i) -H; ii) a C1-C6 aliphatic group optionally silt, 'tituted with one or more 

instances of f i; iii) a C3-C10 non-aromatic carbocycle, or a 6-I, membered carbocyclic aryl 

group, each optionally and independently substituted with one or 	+re instances of Jc1; or iv) 

a 4-10 membered non-aromatic heterocycle, or a 5-10 membered het oaryl group, each 

optionally and independently substituted with one or more instances of D1; or 

R5, together with Q1, optionally forms a 4-8 membered, non-arom. c ring optionally 

substituted with one or more instances of JE1; and 

R6  and R7  are each independently -H or C1-C6 alkyl optionally substitut, 1  with one or 

more substitutents selected from the group consisting of halogen, cyano, hydroxy, ,xo, 

amino, carboxy, C1-C6  alkoxy, C1-C6 haloalkoxy, C1-C6 aminoalkoxy, C1-C6cyanoa 	• Y, 

C1-C6 hydroxyalkoxy and C2-C6 alkoxyalkoxy, or optionally R6  and R7, together with tl 
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bon atom to which they are attached, form a cyclopropane ring optionally substituted with 

on-  .r more instances of methyl; 

R9  is independently —H, halogen, cyano, hydroxy, amino, carboxy, C1-C6 alkyl, C1-C6 

haloalk 	C1-C6  cyanoalkyl, C2-C6 alkoxyalkyl, C1-C6 aminoalkyl, C1-C6 hydroxyalkyl, C1- 

C6 carbox - lkyl, C1-C6  alkoxy, C1-C6 haloalkoxy, C1-C6  aminoalkoxy, C1-C6cyanoalkoxy, 

C1-C6 hydro 	alkoxy and C2-C6alkoxyalkoxY; 

R13  and ' 14  are each independently —H, halogen, or C1-C6  alkyl optionally substituted 

with one or more 	bstituents independently selected from the group consisting of halogen, 

cyano, oxo, hydroxy, •xo, amino, carboxy, C1-C6 alkoxy, C1-C6  haloalkoxy, C1-C6 

aminoalkoxy, C1-C6cy. I oalkoxy, CI-C6  hydroxyalkoxy, and C2-C6alkoxyalkoxY; 

optionally, R13  an I 	14, together with the carbon atom to which they are attached, 

form a cyclopropane ring o 	onally substituted with one or more instances of methyl; 

R and R' are each inde. -ndently —H or C1-C6 alkyl optionally and independently 

substituted with one or more subs tuents independently selected from the group consisting of 

halogen, cyano, hydroxy, oxo, amin ' carboxy, C1-C6  alkoxy, C1-C6 haloalkoxy, C1-C6 

aminoalkoxy, Ct-C6 cyanoalkoxy, C1-k , hydroxyalkoxy and C2-C6alkoxyalkoxy; or 

optionally R', together with R5  and the n 	ogen atom to which they are attached, forms a 5-7 

membered non-aromatic heterocycle optioi lly substituted with one or more instances of J1 

R*  is independently: i)-H; ii) a C1-C6 	kyl group optionally substituted with one or 

more substituents independently selected from t - group consisting of halogen, cyano, 

hydroxy, oxo, amino, carboxy, C3-Cs  non-aromati. arbocycle, 5-6 membered non-aromatic 

heterocycle, phenyl, 5-6 membered heteroaryl, -0(C1 	6  alkyl), and -C(0)(Ci-C6-alkyl); 

wherein each of said alkyl groups in -0(C1-C6  alkyl), a 	-C(0)(Ci-C6-alkyl) is optionally 

and independently substituted with one or more substituei 	independently selected from the 

group consisting of halogen, cyano, hydroxy, oxo, -NH2, -N 	(C1-C4  alkyl), -N(C1-C4 alkyl)2, 

-000(C1-C4  alkyl), -CO(C1-C4  alkyl), -CO2H, -0O2(C/-C4  alk 	), and C1-C4  alkoxy; and 

wherein each of said carbocycle, heterocycle, phenyl, and hetero. N 1 is independently and 

optionally substituted with one or more instances ofJE1, or iii) a C3- s non-aromatic 

carbocycle, or a 4-8 membered non-aromatic heterocycle, each of whit 	is independently and 

optionally substituted with one or more instances ofJEl; and 

each ofJcl  and fi is independently selected from the group consist 	g of halogen, 

cyano, oxo, Ra, —ORb, _SRb, -S(0)Ra, —S021e, _NRbRC, —C(0)Rb, -C(NR) 

-C(=NR)NRbRc, -NRC(=NR)NRble, —C(0)0Rb, —0C(0)Rb, —NRC(0)Rb, —C( i. NRbRC, 

—NRC(0)NRbRc, —NRC(0)01e, —000NRbfe, -C(0)NRCO2Rb, -NRC(0)NRC(0 9 Rb, 
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-►  0)NR(ORb), —SO,NReRb, -NRSO2Rb, -NRSO2NleRb, -P(0)(0Ra)2, -0P(0)(0Ra)2, 

-13(c Ole and -CO2S02Rb, or optionally, two .1c1  and two JD% respectively, together with the 

atom(s 	o which they are attached, independently form a 4-8-membered ring that is 

optionall 	ubstituted with one or more instances of SE1; 

each ' El  is independently selected from the group consisting of halogen, cyano, 

hydroxy, oxo, 	, ino, carboxy, amido, C1-C6 alkyl, -0(C1-C6  alkyl), and -C(0)(C1-C6-alkyl), 

wherein each of s. 'd alkyl groups is optionally and independently substituted with one or 

more substituents in►  -pendently selected from the group consisting of halogen, cyano, 

hydroxy, oxo, -NH2, - 	(C1-C4 alkyl), -N(C1-C4 alkyl)2, -OCO(C1-C4  alkyl), -CO(C1-C4  

alkyl), -CO2H, -CO2(C1-1►  alkyl), and C1-C4  alkoxy; and 

Ra is independently: 	a C1-C6  aliphatic group optionally substituted with one or more 

substituents independently sele ted from the group consisting of halogen, cyano, hydroxy, 

oxo, amino, carboxy, amido, -O(♦ -C6  alkyl), —C(0)(C1-C6-alkyl), C3-C8 non-aromatic 

carbocycle, 4-8 membered non-aro 	,tic heterocycle, 5-10 membered heteroaryl group, and 

6-10 membered carbocyclic aryl group, wherein each of said alkyl groups for the substituents 

of the C1-C6 aliphatic group represented 	le is optionally and independently substituted 

with one or more substituents independentl 	elected from the group consisting of halogen, 

cyano, hydroxy, oxo, -NH2, -NH(C1-C4  alkyl), 	(C1-C4 alkyl)2, -000(C1-C4 alkyl), -CO(C1- 

c4  alkyl), -CO2H, -0O2(C1-C4  alkyl), and C1-C4  a 	oxy; and wherein each of said carbocycle, 

heterocycle, heteroaryl and carbocyclic aryl groups 	,r the substituents of the C1-C6  aliphatic 

group represented by Ra  is optionally and independent 	substituted with one or more 

instances of JE1; 

ii) a C3-C8  non-aromatic carbocycle, or a 4-8 membered no 	aromatic heterocycle, each of 

which is optionally and independently substituted with one or 	ore instances of JEl; or 

iii) a 5-10 membered heteroaryl, or 6-10 membered carbocyclic a 	1 group, each of which is 

optionally and independently substituted with one or more instances i f JE 1  ; and 

Rb  and Re  are each independently R3  or —H; or optionally, Rb  a , Re, together with the 

nitrogen atom(s) to which they are attached, each independently form a 5 T  membered non- 

aromatic heterocycle optionally substituted with one or more instances of .1-' 

p is independently 1, 2, 3 or 4; 

t is 0, 1 or 2; 

j is 1 or 2; and 

z is 1 or 2. 
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The method of claim 1, represented by Structural Formula (I): 

Z1  
Z2  

H 
N.

R4  
fN 

\ I 	
-7-----N N I 

R1 	 (I), 

or a pharmaceutic- ly acceptable salt thereof. 

3. The method of 	aim 1 or 2, wherein RI  is —H. 

4. The method of any 	e of claims 1-3, wherein R2  is —H, -F, —CH3, -CH2OH, or -NH2. 

5. The method of claim 4, , erein R2  is —H or —CH3. 

6. The method of any one of cla ns 1-5, wherein R3  is —H, —CI, —F, -Br, -CN, —CF3, 

-0(C1-C4  alkyl), -OH, —NH2, -NH(C1- 	alkyl) or —N(Ci-C4  alkyl)2. 

7. The method of any one of claims 1-6, wherein R4  is: 

A B 
c'S 	 c5 	R 

C 	R$ 

13 	
C 

R 13 	x 	 Q 
2 	 Y 	M 	Q3  

R14 	R1 	R12 	1 	 R14 	
R11 R12 	‘ 

R,5  R, 

0 
NR10  

C 
/ 	

A 
C Z k 	 N  
R11 
	R12 	

, R13  R14  or 	 ; and wherein: 

ring A is a C3-C10 non-aromatic carbocycle optionally fort -r substituted with one or 

more instances of JA  or a 3-10 membered non-aromatic heterocycle , itionally further 

substituted with one or more instances of J13; 

rings B and C are each independently a 4-10 membered non-aro 	tic heterocycle 

optionally and independently further substituted with one or more instances ,f .113; 

ring D is a 4-10 membered non-aromatic heterocycle optionally substi • ted with one 

or more instances of J°1; or 
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ring A and Rs  optionally form a non-aromatic, 5-10 membered, bridged carbocycle or 

heterocycle, or ring A and R9  optionally form a non-aromatic, 5-10 membered, bridged 

carbocycle or heterocycle, or ring A and R11  optionally form a non-aromatic, 5-10 membered, 

bridged carbocycle or heterocycle, wherein each carbocycle is optionally further substituted 

with one or more instances of JA, and wherein each heteroocycle is optionally further 

substituted with one or more instances of J8, 

Q2  is independently a bond, —0—, —S—, —NR'—, —C(0)—, -C(=NR)-, -C(=NR)NR- 

-NRC(=NR)NR-, —0O2—, —0C(0)—, —C(0)NR'—, —C(0)NRC(0)O—, -NRC(0)NRC '4)0—, 

—NRC(0)—, —NRC(0)NR'—, —NRCO2—, -0C(0)NR'—, -S(0)-, —SO2—, -SO2NR' 

—NRS02—, or -NRSO2NR'-, -P(0)(OR)O-, -0P(0)(0Ra)0-, -P(0)20-, -CO2S':‘ -, or 

-(CR6R7)p—Y1—; 

Q3  is independently a bond, —C(0)—, -C(NR)-, -C(NR)NR- 	CO2—, -C(0)NR'—, 

—SO2—, -SO2NR'—, -C(0)NRC(0)0—, or -(CR6R7)p—Y1 —; 

optionally, each Q2  and Q3, together with R5, independentl, form a 5-7 membered ring 

optionally substituted with one or more instances of JE1; 

R8  and R9  are each independently —H, halogen, , ano, hydroxy, amino, carboxy, Cl- 

C6  alkyl, C1-C6  haloalkyl, C1-C6 cyanoalkyl, C2-C6 • koxyalkyl, C1-C6 aminoalkyl, C1-C6 

hydroxyalkyl, C1-C6  carboxyalkyl, CI-C6 aIkox 	C1-C6  haloalkoxy, C1-C6aminoalkoxy, C1- 

C6 cyanoalkoxy, Cl-C6hydroxyalkoxy , or 	-C6 alkoxyalkoxy; or R8, together with Q2  and 

R5, optionally and independently forms • 	-7 membered, non-aromatic ring optionally 

substituted with one or more instant= of JE1; 

R1°  is independently —H • a C1-C6 alkyl group optionally substituted with one or 

more substituents independe 	y selected from the group consisting of halogen, cyano, 

hydroxy, oxo, amino, car..xy, C1-C6  alkoxy, C1 -C6  haloalkoxy, C1-C6 aminoalkoxy,  C1-C6 

cyanoalkoxy, C1-C6 h i roxyalkoxy, C2-C6  alkoxyalkoxy, C3-Cg non-aromatic carbocycle, 

phenyl, a 4-8 me 	iered non-aromatic heterocycle, and a 5-6 membered heteroaryl group, 

wherein each 	said carbocycle, phenyl, heterocycle and heteroaryl group is optionally and 

independei 	y substituted with one or more substituents independently selected from the 

group consisting of halogen, cyano, hydroxy, oxo, amino, carboxy, C1-C6  alkyl, Cl-C6  

halo • kyl, C1-C6  cyanoalkyl, C2-C6  alkoxyalkyl, CI-C6  aminoalkyl, C1-C6  hydroxyalkyl, CI- 

F 6  alkoxy, C1-C6 haloalkoxy, C1-C6  aminoalkoxy, Ci-C6 cyanoalkoxy, C1-C6  hydroxyalkoxy, 

and C2-C6  alkoxyalkoxy; 
Rii

,  R12, .K. — 13 and R14  are each independently —H, halogen, or C1-C6 alkyl optionally 

substituted with one or more substituents independently selected from the group consisting of 
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halogen, cyano, oxo, hydroxy, amino, carboxy, C1-C6 alkoxy, C1-C6 haloalkoxy, C1-C6 

aminoalkoxy, C1-C6  cyanoalkoxy, C1-C6  hydroxyalkoxy, and C2-06 alkoxyalkoxy; 

optionally, R13  and R14, together with the carbon atom to which they are attached, 

form a cyclopropane ring, optionally substituted with one or more instances of methyl; 

n, m and k are each independently 0, 1 or 2; 

x and y are each independently 0, 1 or 2; and 

z is 1 or 2. 

8. The method of claim 7, wherein: 

n and m are each independently 0 or 1 when rings A and B are 3-6 me. Dered; or n 

and m arc each independently 0, 1 or 2 when rings A and B are 7-10 mem. red; 

provided that if Y1  is a bond, then R5  is neither H nor a 01.6 ali • atic group; and 

provided that if each Q2  and Q3  independently is a bond, th 	R5  is neither -H nor a 

C1_6  aliphatic group. 

9. The method of claim 7 or 8, wherein: 

ring A is a C3-Cs non-aromatic carbocycle or eterocycle, the carbocycle and 

hetcrocylce ptionally further substituted with one 'ir more instances of JA  and J3, respectively; 

rings B and C are each independently • 4-8 membered non-aromatic heterocycle 

optionally and independently further subst. 	ted with one or more instances of J3; 

ring D is a 4-8 membered non-. omatic heterocycle optionally substituted with one or 

more instances of.TDI; 

Q1  is independently a be d, -0-, -S-, -NR'-, -C(0)-, -C(=NR)-, -0O2-, 

-0C(0)-, -C(0)NR'-, -C 	)NRC(0)0-, -NRC(0)NRC(0)0-, -NRC(0)-, 

-NRC(0)NR'-, -NRC P2-, -OC(0)NR'-, -S(0)-, -SO2-, -SO2NR'-, -NRS02-, or 

-NRSO2NR'-, or -( # 6R)p-Y1-; 

Q2  is ind 	endently a bond, 	0  , 	S , NR'-, -C(0)-, -C(=NR)-, -002-, 

-00(0)-, r (0)NR' -, -C(0)NRC(0)0-, -NRC(0)NRC(0)0-, -NRC(0)-, 

-NRC(0 	R'-, -NRCO2-, -OC(0)NR'-, -S(0)-, -SO2-, -SO2NR'-, -NRS02-, or 

-NR 42NR'-, or -(CR6R7)p-Y1-; 

Q3  is independently a bond, -C(0)-, -C(=NR)-, -0O2-, -C(0)NR'-, -SO2-, 

-SO2NR'-, -C(0)NRC(0)0-, or -(CR6R7)-Y1-; 

optionally, each of Q2  and Q3, together with R5, independently forms a 5-7 membered 

ring optionally substituted with one or more instances of JEI; 
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Y1  is independently a bond, 	0 	, 	S , NR' , 	C(0)—, -C(=NR)-, —0O2—, 

—0C(0)—, —C(0)NR'--, -C(0)NRC(0)O—, -NRC(0)NRC(0)0—, —NRC(0)—, 

—NRC(0)NR'—, —NRCO2—, —OC(0)NR'—, -S(0)-, --SO2--, -SO2NR'—, —NRS02—, or 

-NRSO2NR'-; 

R5  is: i) —H; ii) a Ci-C6 aliphatic group optionally substituted with one or more 

instances of Jc1; iii) a C3-C8  non-aromatic carbocycle, or a 6-10 membered carbocyclic • 	1 

group, each optionally and independently substituted with one or more instances of .lc  ; or iv) 

a 4-8 membered non-aromatic heterocycle, or a 5-10 membered heteroaryl group, ach 

optionally and independently substituted with one or more instances of P; or 

R5, together with Q1, optionally forms a 5-7 membered, non-aroma 	ring optionally 

substituted with one or more instances of .1E1; and 

R8  and R9  are each independently —H, halogen, cyano, hydro 	, amino, carboxy, C1- 

C6  alkyl, C1-C6  haloalkyl, C1-C6  cyanoalkyl, C2-C6  alkoxyalkyl, r -C6  aminoalkyl, C1-C6 

hydroxyalkyl, C1-C6  alkoxy, C1-C6 haloalkoxy, C1-C6  aminoa oxy, Ci-C6  cyanoalkoxy, Ci- 

C6  hydroxyalkoxy, or C2-C6  alkoxyalkoxy; 
R11, R12, R'3 and  — 14 x 	are each independently —. , halogen, or C1-C6  alkyl optionally 

substituted with one or more substituents independ; tly selected from the group consisting of 

halogen, cyano, oxo, hydroxy, amino, carboxy, ' -C6 alkoxy, C1-C6 haloalkoxy, C1-C6  

aminoalkoxy, C1-C6  cyanoalkoxy, C1-C6 by • oxyalkoxy, and C2-C6  alkoxyalkoxy; 

each of J`' and J13  is independent] 	selected from the group consisting of halogen, 

cyano, oxo, -NCO, and Q1—R5; or op onally two JA  and two J13, respectively, together with 

the atom(s) to which they are atta' led, independently form a 5-7 membered ring that is 

optionally substituted with on- or more instances ofJEl; and 

each of Jc1  and J1j1  . independently selected from the group consisting of halogen, 

cyano, oxo, R3, —ORb, 	Rb, -S(0)R3, —S021e, —NRbRc, —C(0)Rb, —C(0)0Rb, —0C(0)Rb, 

—NRC(0)Rb, —C(0 1RbRc, —NRC(0)NRbItc, —NRC(0)0Rb, —000NRbRc, -C(0)NRCO2Rb, 

-NRC(0)NRC(t ORb, -C(0)NR(ORb), —SO2NleRb, -NRSO2Rb, -NRSO2NRcle, and 

-P(0)(0Ra) 	•r optionally, two Jet  and two J1'1,  respectively, together with the atoms to 

which th. 	are attached, independently form a 5-7-membered ring that is optionally 

substi 	ted with one or more instances of JE1, and fused to the respective ring to which they 

ar. attached. 

10. 	The method of claim 9, wherein: 
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ring A is a C3-Cs non-aromatic carbocycle optionally and independently is further 

substituted with one or more instances of JA; 

rings B and C are each independently a 4-8 membered non-aromatic heterocycle 

optionally and independently further substituted with one or more instances of JB; 

ring D is a 4-8 membered non-aromatic heterocycle optionally substituted with one • 

more instances of PI; 

Q1  is independently a bond, -0-, -S-, -NR'-, -C(0)-, -0O2-, -0C(0)- 

-C(0)NR'-, -C(0)NRC(0)O-, -NRC(0)NRC(0)0-, -NRC(0)-, -NRC(0)N r -,  

-NRCO2-, -OC(0)NR'-, -S(0)-, -SO2-, -SO2NR'-, -NRSO2-, or -NRSO " R'-, or 

-(CR6R7)p-Y1-; 

Q2  is independently bond, -0-, -S-, -NR-, -C(0)-, -0O2- 	OC(0)-, -C(0)NR-, 

-C(0)NRC(0)0-, -NRC(0)NRC(0)0-, -NRC(0)-, -NRC(0)N,  - -NRCO2-, 

-OC(0)NR-, -8(0)-, -SO2-, -N(R)S02--, -SO2NR'-, -NRSO 	R'-, or -(CR6R)p-Y1-; 

Q3  is independently a bond, -C(0)-, -0O2-, -C(0 	R'-, -802-, -SO2NR'-, 

-C(0)NRC(0)O-, or -(CR6R7)p-Y'-; 

optionally, each of Q2  and Q3, together with ' , independently forms a 5-7 membered 

ring optionally substituted with one or more inst, ices of JEI; 

Y1  is independently a bond, -0-, -S , -NR'-, -C(0)-, -0O2--, -0C(0)-, 

-C(0)NR'--, -C(0)NRC(0)O-, -NRC(O 1  RC(0)0--, -NRC(0)-, -NRC(0)NR'-, 

-NRCO2-, -OC(0)NR'-, -S(0)-, -S ! 2-, -SO2NR'-, -NRSO2--, or -NRSO2NR'-; 

each of JA  and 3B  is indepe , i entIy selected from the group consisting of halogen, 

cyano, oxo, and Q1-R5; or opti,  sally two JA  and two JB, respectively, together with the 

atom(s) to which they are a ached, independently form a 5-7 membered ring that is 

optionally substituted w' 	one or more instances of.TEI  and fused to the ring to which they 

are attached; and 

each of Jc1  and JD1  is independently selected from the group consisting of halogen, 

cyano, oxo, 	a, -ORb, -SR", -S(0)Ra, -502R3, -NRbeRc, -C(0)Rb, -C(0)0Rb, -0C(0)Rb, 

-NRC(0) r ', -C(0)NRbRc, -NRC(0)NRbRc, -NRC(0)0Rb, -OCONRbRe, -C(0)NRCO2Rb, 

-NRC (i)NRC(0)0Rb, -C(0)NR(ORb), -SO2NReRb, -NRSO2Rb, and -NRSO2NRcRb, or 

optionally, two Jc1  and two JDI, respectively, together with the atoms to which they are 

: tached, independently form a 5-7-membered ring that is optionally substituted with one or 

more instances ofJE1, and fused to the respective ring to which they are attached. 
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11. 	The method of any one of claims 1-10, wherein: 

Z1  is -H, C1-06  alkyl, -0(01-C6  alkyl), —F, -Cl, -CN, —CO2H, —0O2(Ci-C6 alkyl), 

-CONH2, -CONH(C1-C6 alkyl), or -CON(C1-C6  alkyl)2, wherein each of said alkyl groups is 

optionally and independently substituted with one or more substituents independently 

selected from the group consisting of halogen, cyano, hydroxy, oxo, -NH2, -NH(C1-C4 alkyl 

-N(C1-C4  alkyl)2, -000(C1-C4  alkyl), -CO(C1-C4  alkyl), -CO2H, -0O2(C1-C4  alkyl), and ' 1- 

C4 alkoxy; and 

Z2  is —H, C1-C6 alkyl, -0(01-06  alkyl), -NH2, -NH(C1-C6  alkyl), or -N(C1-r6 alkyl)2, 

wherein each of said alkyl groups is optionally and independently substituted ‘ th one or 

more substituents independently selected from the group consisting of halo._ -n, cyano, 

hydroxy, oxo, -NH2, -NH(C1-C4  alkyl), -N(C1-C4 alkyl)2, -000(C1-C4  . 	1), -CO(C1-C4  

alkyl), -CO2H, -0O2(C1-C4 alkyl), and C1-04 alkoxy. 

12. 	The method of any one of claims 1-11, wherein: 

Z1  is —H, —F, -Cl, -CF3, -CH3, or —ON; and 

Z2  is —H or an optionally substituted C1-C6  alky 

13. 	The method of any one of claims 1-12, 	crein: 

R2  is —H; and 

R3  is —H, —F, —C1, —CF3, -CH3, - 	s, —NH2, —NH(CH3), or —N(CH3)2. 

14. 	The method of any one of • aims 1-13, wherein: 

Z1  is —H, —F, -Cl, -CF3, CH3, or —ON; 

Z2  is —H or C1-C6  al 	1 optionally substituted with one or more substituents 

independently selected 	om the group consisting of halogen, cyano, hydroxy, and -0(C1-04 

alkyl); 

Z3  is —H • C1-C6  alkyl optionally substituted with one or more substituents 

independently elected from the group consisting of halogen, cyano, hydroxy, and -0(C1-C4 

alkyl); 

' 1  is —H; 

R2  is —H; 

R3  is independently —H, —CI or —F; 

R6  and R7  are each independently —H or —CH3, or together with the carbon atoms to 

which they are attached they form a cyclopropane ring; 
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each R8  is independently —H, halogen, cyano, hydroxy, C1-C4  alkyl, C1-C4  haloalkyl, 

C1-C4  hydroxyalkyl, C2-C4  alkoxyalkyl, -O(Ci—C4alkyl), —NI-12, —NH(C1—C4  alkyl), or 

—N(Ci—C4  alkyl)2; 

each R9  is independently —H or —CH3; 

R11 and R12  are each independently —H or —CH3; and 

R13  and R14  are each independently —H or —CH3, or together with the carbon ato' s to 

which they are attached they form a cyclopropane ring. 

15. 	The method of any one of claims 9-11, wherein the compound is reps' ented by any 

one of the structural formulae below (II), (III), (IV) and (V): 
71 

Z2 	Zi 	 Z2 	"- 
/ \ 	NH 	R 	A -R8 	 / \ 	H 	Rst 

B 

y 
 

N 	R13 	14n 	c42 	 1 
	c 	N X03 

R14 RI 1R12 	
R 5 	R3 	

R 	R14ai 1  Rig 	'R5 
R3  

--. 	--:---- 	 111 
N 	N 	 N 	1 

H 	 • , 	 H 

(II) 	 (III) 

R10 

Z2 	R9 -1 	 Z2 	
Z1 

......0 

	

\ 
	

NH
.-  

R ii R12 	 / 	\ 	NH ..-- 

	

--N 	 N 	z 	N D 
R13 R14 

R3 	 R3  

--.. 	--:---- 
N 	Il  

H 	 and 	H 	 ; 

(IV 	 (V) 

or a pharmaceutically -cceptable salt thereof, wherein: 

R3  is —H„ —Cl, —CF3, —NH), —NH(CH3), or —N(CH3)2; 

Z1  is — —F, -Cl, —CF3, C1-C4 alicy1,-C1-12NH2, -C(0)NH2, -C(0)NH(CH3), 

-C(0)N(C 3)2, -0(C1-C4  alkyl), or —CN; 

ch R and R' are independently —H or C1-C6  alkyl; 

ring A is an optionally substituted, C4-C7 non-aromatic carbocycle; 

rings B and C are each independently an optionally substituted, 4-7 membered non- 

aromatic heterocycle; 

ring D is an optionally substituted, 4-7 membered non-aromatic heterocycle; 
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16. 	The method of claim 15, wherein: 

Z1  is —H, —F, -Cl, -CF3, -CH3, or —CN; and 

Z2  is —H or an optionally substituted Ci-C6  alkyl. 

17. 	The method of claim 13, wherein R3  is independently —H, —Cl or —F. 

18. 	The method of claim 17, wherein: 

R6  and R7  are each independently —H or —CH3, or together with the carbon . oms to 

which they are attached they form a cyclopropane ring; 

each R8  is independently —H, halogen, cyano, hydroxy, C1-C4  alkyl, r -C4  haloalkyl, 

C1-C4  hydroxyalkyl, C2-C4  alkoxyallcyl, -0(Ci—C4alkyl), —NH2, —NH(C 	C4 alkyl), or 

—N(CI —C4  alkyl)2. 

each R9  is independently —H or —CH3; 

R11  and R12  are each independently —H or —CH3; and 

R13  and R14  arc each independently —H or —CH3, or ogether with the carbon atoms to 

which they are attached they form a cyclopropane ring. 

19. 	The method of any one of claims 15-18, 	erein the compound is represented by the 

following structural formula (XIA) or (XIB): 

F 
A 	 A 

/ \ 	NH 	R 	—R8 	 / \ 	NH 	R 	— 8  L, 
..̀ "".R  N 	R13 .2 i ì  n 	Q2 	 3 	X yV N 	R1 	n 	Q2 R . . R•• .R  — 	, a 	 R14 R1 iRi2 	h5  GI 	 R- 

1 	 '''N.....------y 
H 	 or 	H 

(XIA), 	 (XIB), 

or a pharmaceutica 	acceptable salt thereof, wherein: 

ring A ' 	. 5-7 membered ring optionally further substituted with one or more 

substituents - dependently selected from the group consisting of halogen, cyano, hydroxy, 

oxo, C1- 6 alkyl, C2-C6 alkenyl, -NH2, —NH(C1-C6  alkyl), —N(C1-C6  alkyl)2, -0(C1_C6  alkyl), 

-C(0 .1H2,  -C(0)NH(C1-C6 alkyl), —C(0)N(C1-C6 alkyl)2, —C(0)(Ci-C6-alkyl), —0C(0)(C1- 

C. .1kyI), —NHC(0)(C1-C6  alkyl), -N(C1-C6  alkyI)C(0)(C1-C6 alkyl), and -CO2Rb; wherein 

each of said alkyl and alkenyl groups is optionally and independently substituted with one or 

more substituents independently selected from the group consisting of halogen, cyano, 
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hydroxy, oxo, -NH2, -NH(C1-C4  alkyl), -N(C1-C4  alkyl)2, -000(C1-C4  alkyl), -CO(C1-C4 

alkyl), -CO2H, -0O2(C1-C4  alkyl), and C1-C4  alkoxy. 

20. The method of claim 19, wherein x is 0 or 1; and n is 0 or 1. 

21. The method of claim 20, wherein Q2  is -0-, -NH-, -N(CH3)-, -C(0)-, -0O2- 

-C(0)NH-, -C(0)N(CH3)-, -NHC(0)-, -N(CH3)C(0)-, -NHC(0)NR'-, 

-N(CH3)C(0)NR'- -NHCO2-, -N(CH3)CO2-, -OC(0)NR'-, -NHSO2-, 

-N(CH3)S02-, -SO2NR'-, or -(CR6R7)p-Y1-. 

22. The method of claim 21, wherein: 

Rs  is independently i) -H; ii) a C1-05-aliphatic group optio ally substituted with one 

or more instances of Jc1; iii) a C3-Cs non-aromatic carbocycle , @tonally substituted with one 

or more instances of Jc1; iv) a phenyl group optionally subs "tuted with one or more instances 

01  , Jct;  v) a 4-8 membered non-aromatic heterocycle opt dnally substituted with one or more 

instances of JD1  or vi) a 5-6 membered heteroaryl rill: optionally substituted with one or more 

instances of JD1; and 

each of Jel  and 3D1  is independently se cted from the group consisting of halogen, 

cyano, oxo, le, -01e, -SR", -S(0)R3, -Ss le, -NHR°, -C(0)Rb, -C(0)0Rb, -0C(0)Rb, 

-NHC(0)Rb, -C(0)NH1e, -NHC(0) 	le, -NHC(0)01-e, -000NHle, 

-NHC(0)NHC(0)0Rb, -N(CH3)le -N(CH3)C(0)Rb  , -C(0)N(CH3)1e, 

-N(CH3)C(0)Nille, -N(CH3) 	O)ORb, -000N(CH3)1e, -C(0)NHCO2Rb, 

-C(0)N(CH3)CO2Rb, -N(C , 3)C(0)NHC(0)ORb, -NHSO2Rb, -SO2NHRb, -SO2N(CH3)Rb, 

and -N(CH3)S02Rb. 

23. The method o 'claim 22, wherein: 

ring A is • .tionally further substituted with one or more substituents independently 

selected from 	e group consisting of halogen, cyano, hydroxy, oxo, C1-C4  alkyl, -0(C1-C4 

alkyl), -N. 2, -NH(Ci-C4 alkyl), -N(C1-C4  alkyl)2, -C(0)(C1-C4 alkyl), -000(C1-C4 alkyl), 

-CO2H -nd -0O2(C1-C4  alkyl), wherein each of said alkyl groups is optionally and 

ind a endently substituted with one or more substituents independently selected from the 

oup consisting of halogen, cyano, hydroxy, oxo, -NH2, -NH(C1-C4  alkyl), -N(Ct-C4 alkY1)2, 

-OCO(Ct-C4 alkyl), -CO(C1-C4  alkyl), -CO2H, -CO2(C1-C4  alkyl), and C1-C4  alkoxy. 
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24. The method of any one of claims 19-23, wherein the group —[C(R13R14,-. ) j ...... ringA-Q2- 

R5  is independently selected from: 

i 131  	. 	 0 	0 
0,1 	 , 	, 	0 HN --R5 	

0.1 0 1 

	

5 	Q.1 HN -NrR 	
Hr'l -cr. R5 	H 

 Ns'f. 
O 0 	H 	 0 	 01  R5  

el 	0 	 II311  0 	
101 

	

al 	,Rs  0.1 	 1 	' 0 0-Fts 	0,1 	 0, 	R5 	0 R5  

CP 	RP 	el 	O•  R5 	0 	11- RS  
0.1 	N-R5 	0,1 	,R5 	0,1 	 0,1 

	

0 	 0 
0 	H 	 0 

111110 	 lit 	I . 	 II2 
0.1 	HN 	a,i 	Hid 	R5 	0.1 	HN 	R5 	4 	HN' 1;)  5 	0 	H 

-N'. 	
0/

5, 
R5 

 
0 	 O 

Vifl 	IZI 	A20 
0 0.1 	HN 	0 1 	HN 	R5 	0.1 	HN 	5 	0.1 	HN,i, 

>- 5R 	 -N- 

	

0 	H 	 0 'R5 

	

0 	 0 

cil 	 41151 	N R 	CI NH 0.1 	R5 	0,1 	"R5 	 5 1 	Cli 0' 
	 0 	01 	

0 	
0.1 	IR5 H  

r421 	0 6  71 	rgi 	RP 	c(R6R1 (R R ) 1.2 	01 	NH 	
0,1 	/ 	1.2 0,1 	yi 

\R5 	
R5 	 YS-R5 

wherein each of rings Al-A27 is i t ependently and optionally further substituted. 

25. The method of clai , 24, wherein each of rings Al-A27 is optionally and 

independently further s ,stituted with one or more substituents independently selected from 

the group consistin!, of halogen, cyano, hydroxy, oxo, —NH2, —NH(C1-C2  alkyl), —NH(C1-C2  

alkyl)2, Ci-C2 a 	I, C1-C2 haloalkyl, C1-C2 hydroxyalkyl, C2-C4  alkoxyalkyl, CI-C2 alkoxy, 

C1-C2  hydro 	alkoxy, C1-C2  haloalkoxy, C2-C4  alkoxyalkoxy, —CO2H, and —032(Ci-C4 

alkyl). 

2 .. 	The method of 25, wherein R5  is independently: i) —H; ii) a C1-05-aliphatic group 

optionally substituted with one or more substituents independently selected from the group 

consisting of halogen, cyano, hydroxy, oxo, Ci-C4  alkyl, -0(C1—C4alkyl), —NH2, —NH(C1—C4 

alkyl), —N(C1—C4  alkyl)2, -C(0)(C1—C4 alkyl), —0C(0)(C1 —C4  alkyl), -C(0)0(C1—C4  alkyl), 
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-CO2H, C3-Cs non-aromatic carbocycle, 4-8 membered non-aromatic heterocycle, phenyl, 

and 5-6 membered heteroaryl; iii) a C3—C7  non-aromatic carbocycle, a 4-7 membered non-

aromatic heterocycle, a phenyl group, or a 5-6 membered heteroaryl ring, each of which is 

optionally and independently substituted with one or more substituents independently 

selected from the group consisting of halogen, cyano, hydroxy, oxo, Ci-C4  alkyl, -0(C1—C4 

alkyl), —NH2, —NH(Ci—C4  alkyl), —N(C1 —C4  alkyl)2, -C(0)(C1—C4 alkyl), —0C(0)(C1—C4 

alkyl), -C(0)0(C1—C4  alkyl), and -CO2H; 

wherein each of said alkyl groups for the substituents of R5  is independently . d 

optionally substituted with one or more substituents independently selected from 	e group 

consisting of halogen, cyano, hydroxy, oxo, -NH2, -NH(C1-C4  alkyl), -N(Ci- 4  alky1)2, 

-000(C1-C4 alkyl), -CO(C1-C4 alkyl), -CO2H, -0O2(CI-C4 alkyl), and C1 	4  alkoxy; and 

wherein each of said carbocycle, phenyl, heterocycle, and bete daryl for the 

substituents of the C1-C6-aliphatic group represented by R5  is ndep,  dently and optionally 

substituted with one or more substituents independently selecte% from the group consisting of 

halogen, cyano, hydroxy, oxo, C1-C4  alkyl, -NH2, -NH(C1- 4  alkyl), -N(C1-C4 alkyl)2, 

-000(C1-C4  alkyl), -CO(C1-C4  alkyl), -CO2H, -CO2(C1 	4  alkyl), and C1-C4  alkoxy. 

27. The method of claim 26, wherein the gro • —[C(R13R14)],,—ringA-Q2-R5  is selected 

from one of the structures depicted below: 

1 0 o 	 It 0  R8 	0,1 	R° 	4011411 	OR5 	0,1 	NH 

0,1 	OR5 	0 	
0,1 	 "--- 5R OR5 	 0 

	

, 	 ) 

do 	. 
0,1 or 	NH 	

OR5
, and wherein: 

each of rings - 6, A8, All, A14 and Al5 is optionally and independently further 

substituted; and 

each 	independently is halogen, cyano, hydroxy, C1-C4  alkyl, C1-C4 haloalkyl, C1- 

C4  hydro 	alkyl, C2-C4  alkoxyalkyl, -0(C1—C4  alkyl), —NH2, —NH(C1—C4  alkyl), or 

—N(C 	C4  alkyl)2. 

28. The method of claim 27, wherein R5  is: i) —H; ii) an optionally substituted C1—C6  alkyl 

group; iii) an optionally substituted, C3—C7  non-aromatic carbocycle; or iv) all optionally 

substituted, 4-7 membered non-aromatic heterocycle; 
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wherein said alkyl group represented by R5  is optionally substituted with one or more 

substituents independently selected from the group consisting of halogen, cyano, hydroxy, 

oxo, -NH2, -NH(Ci-C4 alkyl), -N(Ci-C4 alkyl)2, -OCO(C1-C4  alkyl), -CO(C1-C4 alkyl), 

-CO2H, -0O2(C1-C4 alkyl), Ci-C4  alkoxy, an optionally substituted, C3—C7  non-aromatic 

carbocycle, and an optionally substituted, 4-7 membered non-aromatic heterocycle; and 

wherein each of said carbocycles and heterocycles represented by R5, and referred is 

for the substituents of the C1—C6  alkyl group represented by R5  is independently and 

optionally substituted with one or more substituents independently selected from the Group 

consisting of halogen, cyano, hydroxy, oxo, C1-C4  alkyl, -O(C1--C4 alkyl), —NH2 	NH(C1—C4 

alkyl), —N(C1 —C4  alkyl)2, -C(0)(C1—C4  alkyl), —0C(0)(Ci—C4  alkyl), -C(0)* 	—C4  alkyl) 

and -CO2H, each of said alkyl groups being optionally and independently .ubstituted with 

one or more substituents independently selected from the group consi 	ng of halogen, cyano, 

hydroxy, oxo, -NH2, -NH(C1-C4  alkyl), -N(C1-C4  alkyl)2, -OCO(C -C4  alkyl), -CO(C1-C4  

alkyl), -CO2H, -0O2(Ct-C4  alkyl), and C1-C4  alkoxy. 

29. 	The method of any one of claims 15-18, wherei 	he compound is represented by the 

following structural formula (XIIA) or (XIIB): 

F 

\ 	
NR

9\ 9(73) 
N

1 
N 	R13 	Y C 	i\L'A 	

/ 	\ 	NH 
R14 	 N 	R 

13 	
Y  C 	N` Qs 1 	 03  

CI 	 R1  R 	 Rid  
R11  R12 	R5  

-...  
Nay 	 ... ^N H 	 N 	11  

or 	H 

(XIIA 	 (XIIB), 

or a pharmaceutically a 	eptable salt thereof; wherein: 

ring B is opt dnally further substituted with one or more substituents independently 

selected from th- group consisting of halogen, cyano, hydroxy, oxo, CI-Cs alkyl, C2-C6 

alkenyl, -NH , —NH(C1-C6  alkyl), —N(C1-C6  alkyl)2, -0(C1.C6  alkyl), —C(0)NH2, 

-C(0)N 	1-C6  alkyl), —C(0)N(C1-C6  alky1)2, —C(0)(C1-C6-alkyl), —OC(0)(C1-C6  alkyl), — 

NHC '40)(C1-C6 alkyl), -N(C1-C6 alkyl)C(0)(C1-C6 alkyl), and -CO2Rb, wherein each of said 

a 	land alkenyl groups is optionally and independently substituted with one or more 

substituents independently selected from the group consisting of halogen, cyano, hydroxy, 

oxo, -NH2, -NH(C1-C4 alkyl), -N(Ci-C4  alkyl)2, -000(CI-C4 alkyl), -CO(Ci-C4 alkyl), 

-CO2H, -0O2(C1-C4  alkyl), and C1-C4  alkoxy. 
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30. The method of claim 29, wherein y is 0 or 1. 

31. The method of claim 30, wherein Q3  is independently -C(0)-, -0O2-, -C(0)NH-, 

-C(0)N(CH3)-, -C(0)NHC(0)O-, -C(0)N(CH3)C(0)0-, -SO2-, -SO2NH-, 

-SO2N(CH3)-,or -(CR6R7)p-Y1-. 

32. The method of claim 31, wherein: 

R5  is independently i) -H; ii) a C1-C6-alipahtic group optionally substi 	ed with one 

or more instances of f 1  ; iii) a C3-C8  non-aromatic carbocycic optionally s istituted with one 

or more instances of f 1  ; iv) a phenyl group optionally substituted with ,, e or more instances 

0r  , .1  -rci; v) a 4-8 membered non-aromatic heterocycle optionally subs • 	ted with one or more 

instances off' or vi) a 5-6 membered heteroaryl ring optionally ubstituted with one or more 

instances of JDI; and 

each of Jci  and .TD1  is independently selected fro 	le group consisting of halogen, 

cyano, oxo, le, -ORb, -SRb, -S(0)re, -SO2Ra, -NH `, -C(0)Rb, -C(0)0Rb, -0C(0)Rb, 

-NHC(0)1e, -C(0)NHle, -NHC(0)NHR', -N ' (0)0Rb, -000NHR.c, 

NHC(0)NHC(0)ORb, -N(CH3)Rc, -N(CH3)r (0)Rb, -C(0)N(CH3)11e, -N(CH3)C(0)NHRe, 

-N(CH3)C(0)0Rb, -000N(CH3)W, -COP NHCO2Rb, -C(0)N(CH3)CO2Rb, 

-N(CH3)C(0)NHC(0)0Rb, -NHSO R -SO2NHRb, -SO2N(CH3)Rb, and -N(CH3)S02Rb. 

33. The method of claim 3 	wherein ring B is optionally further substituted with one or 

more substituents independ; tly selected from the group consisting of halogen, cyano, 

hydroxy, oxo, Ci-C4 al *, , -O(Ci-C4 alkyl), -NH2, -NH(Ci-C4 alkyl), -N(CI-C4 alkyl)2, 

-0C(0)(C1-C4 alkyl , -C(0)(C1-C4 alkyl), -CO2H, and -0O2(C1-C4  alkyl), wherein each of 

said alkyl group is optionally and independently substituted with one or more substituents 

independentI, selected from the group consisting of halogen, cyano, hydroxy, oxo, -NH2, 

-NH(Ci-F alkyl), -N(Ci-C4  alky1)2, -000(C1-C4  alkyl), -CO(C1-C4  alkyl), -CO2H, -0O2(C1- 

C4 a 	1), and C1-C4  alkoxy. 

4. 	The method of any one of claims 29-33, wherein ring B is independently selected 

from one of the structures depicted below: 

-452- 



WO 2010/148197 
	

PCT/US2010/038988 

AC 	 B4 	 .135 

	

""N 	" -"N   ..,,N  I 

	

sic..0 
	0 	

----\ 
B9 I N 

	

B6 1 	....-(137) 	B8 	\<"--/ 
12 ,N.,-, 	N 	t .....Nri 
‘ 	

, 	 v. n.,,,,.... 

wherein each of rings B1-B9 is optionally and independently substituted. 

35. The method of claim 34, wherein each of rings B1 to B9 is optionally and 

independently substituted with one or more substituents independently select- : from the 

group consisting of halogen, cyano, hydroxy, oxo, —NH2, —NH(C1-C2  alky *, —NH(C1-C2 

alkyl)2, C1-C2 alkyl, C1-C2 haloalkyl, Cl-C2  hydroxyalkyl, C2-C4  alko 	alkyl, C1-C2  alkoxy, 

C1-C2 hydroxyalkoxy, Ci-C2 haloalkoxy, C2-C4  alkoxyalkoxy, —Co 	, and —0O2(C1-C4 

alkyl). 

36. The method of claim 35, wherein R5  is indepeni • ntIy: 

i) —H; 

ii) a Ci-C6-aliphatic group optionally sub ituted with one or more substituents 

independently selected from the group consi 	ng of halogen, cyano, hydroxy, oxo, C1-C4 

alkyl, -0(C1—C4  alkyl), —NH2, —NH(Ci— 4  alkyl), —N(C1—C4  alkyl)2, -C(0)(C1—C4  alkyl), — 

OC(0)(Ci—C4  alkyl), -C(0)0(C1 —C 	1), -CO2H, C3-Cs non-aromatic carbocycle, 4-8 

membered non-aromatic heterocy,  e, phenyl, and 5-6 membered heteroaryl; 

iii) a C3—C7  non-arom. c carbocycle, a 4-7 membered non-aromatic heterocycle, a 

phenyl group, or a 5-6 me. . ered heteroaryl ring, each of which is optionally and 

independently substitu -d with one or more substituents independently selected from the 

group consisting o 	alogen, cyano, hydroxy, oxo, C1-C4  alkyl, -0(C1—C4  alkyl), —NET2, 

—NH(C1—C4  a , 1), —N(C1—C4  alkyl)2, -C(0)(Cj—C4  alkyl), —0C(0)(C1—C4  alkyl), 

-C(0)0(C ' 4  alkyl), and -CO2H; 

herein each of said alkyl groups for the substituents of R5  is independently and 

opt ,inally substituted with one or more substituents independently selected from the group 

• insisting of halogen, cyano, hydroxy, oxo, -NH2, -NH(C1-C4  alkyl), -N(C1-C4  alkyl)2, 

-000(C1-C4 alkyl), -CO(C1-C4 alkyl), -CO2H, -CO2(C1-C4  alkyl), and C1-C4  alkoxy; and 

wherein each of said carbocycle, phenyl, heterocycle, and heteroaryl for the 

substituents of the C1-C6-aliphatic group represented by R5  is independently and optionally 
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substituted with one or more substituents independently selected from the group consisting of 

halogen, cyano, hydroxy, oxo, C1-C4  alkyl, -NH2, -NH(C1-C4 alkyl), -N(C1-C4 alkyl)2, 

-000(C1-C4  alkyl), -CO(C1-C4  alkyl), -CO2H, -0O2(C1-C4 alkyl), and CI-C4  alkoxy. 

37. The method of claim 36, wherein the group (ring B)-Q3-R5  is 

05(.....---... 
B2 

.-...11--...  
Q3  

R5, 

wherein: 

ring B2 is optionally and independently further substituted; and 

R5  is: i) —H; ii) an optionally substituted C1—C6  alkyl group; iii) . 	optionally 

substituted, C3—C7  non-aromatic carbocycle; or iv) an optionally su, tituted, 4-7 membered 

non-aromatic heterocycle; 

wherein said alkyl group represented by R5  is option- y substituted with one or more 

substituents independently selected from the group cons.' ing of halogen, cyano, hydroxy, 

oxo, -NH2, -NH(C1-C4  alkyl), -N(C1-C4  alkyl)2, -0Cri(C1-C4 alkyl), -CO(C1-C4 alkyl), 

-CO2H, -0O2(C1-C4  alkyl), C1-C4  alkoxy, an opti . ally substituted, C3—C7  non-aromatic 

carbocycle, and an optionally substituted, 4-7 	embered non-aromatic heterocycle; and 

wherein each of said carbocycles . d heterocycles represented by R5, and referred to 

for the substituents of the C1—C6 alkyl , oup represented by R5  is independently and 

optionally substituted with one or , ore substituents independently selected from the group 

consisting of halogen, cyano, 	droxy, oxo, C1-C4  alkyl, -0(C1 —C4  alkyl), —NH2, —NH(C1-04 

alkyl), —N(C1—C4  alky1)2, -' (0)(C1—C4 alkyl),  —0C(0)(C1—C4 alkyl), -C(0)0(C1 —C4  alkyl) 

and -CO2H, wherein e. 	of said alkyl groups is optionally and independently substituted 

with one or more s s stituents independently selected from the group consisting of halogen, 

cyano, hydroxy oxo, -NH2, -NH(C1-C4  alkyl), -N(C1-C4  alkyl)2, -OCO(C1-C4  alkyl), -CO(C1- 

C4 alkyl), - 	0 2H, -0O2(C1-C4  alkyl), and C1-C4  alkoxy. 

38. The method of any one of claims 15-18, wherein the compound is represented by the 

r. lowing structural formula (XIII): 
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Rev 
R c  
./.....

9  

\ 	NH 	Rii Ri2 

N 
CI 

---. 	--- 
N 	li 

H 

(XIII), 

or a pharmaceutically acceptable salt thereof, wherein: 

ring C is 5-6 membered and optionally further substituted with one or more 

substituents independently selected from the group consisting of halogen, cyan,  hydroxy, 

C1-C6alkyl, C2-C6 alkenyl, -NH2, —NH(C1-C6 alkyl), —N(C1-C6 alky1)2, -O( 	_C6  alkyl), — 

C(0)NH2, -C(0)NH(Ci-C6  alkyl), —C(0)N(Ci-C6  alkyl)2, —C(0)(C1-C - kyl), —0C(0)(C1-C6 

alkyl), —NHC(0)(C1-C6 alkyl), -N(Ci-C6alkyl)C(0)(Ci-C6 alkyl), a . i -CO2Rb; wherein each 

of said alkyl and alkenyl groups is optionally and independently 	bstituted with one or more 

substitucnts independently selected from the group consistin t of halogen, cyano, hydroxy, 

oxo, -NH2, -NH(C1-C4  alkyl), -N(C1-C4  alky1)2, -OCO(C 	4 alkyl), -CO(C1-C4  alkyl), 

-CO2H, -0O2(C1-C4  alkyl), and C1-C4 alkoxy. 

39. The method of claim 38, wherein R1°  .: —H or C1-C6-alkyl. 

40. The method of claim 39, wher- 	ring C is optionally further substituted with one or 

more substituents independently s 	ctcd from the group consisting of halogen, cyano, 

hydroxy, C1-C4  alkyl, -0(C1 -C alkyl), —NH2, —NH(C1—C4  alkyl), —N(C1 —C4  alkyl)2, 

-C(0)(C1-C4  alkyl), -0C(0 C1-C4  alkyl), -CO2H, and —0O2(C1-C4 alkyl), wherein each of 

said alkyl groups is op tnally and independently substituted with one or more substituents 

independently sele 	-d from the group consisting of halogen, cyano, hydroxy, oxo, -NH2, 

-NH(C1-C4  al 	, -N(C1-C4  alky1)2, -000(C1-C4  alkyl), -CO(C1-C4  alkyl), -CO2H, -0O2(C1- 

C4 alkyl), a , C1-C4 alkoxy. 

41. The method of any one of claims 38-40, wherein ring C is independently selected 

f••m  

/ 	 --0 
Ci 	C2 	 C3 	 C4) 	..........--25.1 

N.--- 0 	0 	N 	 -,.. 	 ....tr.N,Rio 
0 	N 	0 	N 

iiio 	R1° 	R10 	 IR‘.1° 	0 
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wherein each of rings C1-05 is optionally and independently substituted. 

42. The method of claim 41, wherein each of rings Cl-05 is optionally and independently 

substituted with one or more substituents independently selected from the group consisting of 

halogen, cyano, hydroxy, oxo, -NH2, —NH(CI-C2 alkyl), —NH(Ci-C2 alkyl)2, C1-C2 alkyl, C1- 

02  haloalkyl, C!-C2  hydroxyalkyl, C2-C4  alkoxyalkyl, C1-C2  alkoxy, C1-C2  hydroxyalkoxy 

C1-C2  haloalkoxy, C2-C4  alkoxyalkoxy, —CO2H, and —0O2(Ci-C4  alkyl). 

43. The method of any one of claims 15-18, wherein the compound is repre 	nted by the 

following structural formula (XIV): 

F 

/ \ 	NH 	
0 

N 	D 
R13 R14 

CI 

N 	1  
H 

(XIV), 

or a pharmaceutically acceptable salt thereof, wh 	em: 

ring D is optionally further substitute, 	ith one or more substituents independently 

selected from the group consisting of halo:en, cyano, hydroxy, oxo, Ci-C6  alkyl, C2-C6 

alkenyl, -NH2, —NH(Ci-C6  alkyl), —N(r1-C6  alkyl)2, -0(Ci.C6  alkyl), —C(0)NH2, 

-C(0)NH(C1-C6  alkyl), —C(0)N(C 	6  alkyl)2, —C(0)(Ci-C6-alkyl), —0C(0)(C1-C6 alkyl), — 

NHC(0)(CI-C6  alkyl), -N(Ci- 	alkyl)C(0)(Ci-C6  alkyl), and -0O21ce, wherein each of said 

alkyl and alkenyl groups is r, ',tonally and independently substituted with one or more 

substituents independen y selected from the group consisting of halogen, cyano, hydroxy, 

oxo, -NH2, -NIAC - r alkyl), -N(C1-C4  alky1)2, -000(Ci-C4  alkyl), -CO(Ci-C4  alkyl), 

-CO2H, -CO2(C1 	alkyl), and CI-CI  alkoxy. 

44. T1 	method of claim 43, wherein z is 1. 

45 	The method of claim 44, wherein ring D is independently selected from the group 

onsisting of 
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/-\ 	 ssf. 

ss
sf-N. Di 0 	 1111 	

isi...
N--- i D2 	

N- 
\ 	/ 	

N 

"\--o 

sAN LDse-N D5 N-Fe 
\___/ 	

,Rd 

wherein: 

each of rings D1-137 is optionally and independently substituted with one • more 

substituents independently selected from the group consisting of halogen, cya a, hydroxy, 

oxo, C1-C4  alkyl, -0(C1-C4 alkyl), -NH2, -NH(C1-C4 alkyl), -N(C1-C4  al.- 1)2, -C(0)(C1-C4 

alkyl), -CO2H, and -0O2(C1-C4 alkyl), wherein each of said alkyl grou r 	is optionally and 

independently substituted with one or more substituents independel 	y selected from the 

group consisting of halogen, cyano, hydroxy, oxo, -NH2, -NH( 	-C4 alkyl), -N(C1-C4  alkyl)2, 

-000(C1-C4  alkyl), -CO(C1-C4 alkyl), -CO2H, -0O2(C1-C4  . 	1), and C1-C4 alkoxy; and 

each Rd  is independently -H, C1-C6  alkyl or - C ri (Ci-C6 alkyl), wherein each of said 

alkyl moiety is optionally and independently substitu -d with one or more groups selected 

from halogen, cyano, hydroxy, oxo, -NH2, -NH( 	-C4  alkyl), -N(CI-C4 alkyl)2, -000(Ci-C4 

alkyl), -CO(C1-C4 alkyl), -CO2H, -0O2(C1-C • kyl), and C1-C4  alkoxy. 

R9  410 

14 
46. 	The method of any one of c • nns 1-8, wherein R4  is: 	

R13 R 	
R11 R12 	, 

wherein: 

ring E is a C4-C10 n 	-aromatic carbocycle optionally further substituted with one or 

more instances of JA; 

rings F is a 4 :. membered non-aromatic heterocycle optionally substituted with one 

or more instance. of JEI; 

R9  is ' dependently -H, halogen, cyano, hydroxy, amino, carboxy, C1-C6  alkyl, C1-C6 

haloalkyl 	1-C6 cyanoalkyl, C2-05  alkoxyalkyl, C1-C6 aminoalkyl, CI-C6  hydroxyalkyl, C1- 

C6 car 	xyalkyl, C1-C6  alkoxy, C1-C6  haloalkoxy, C1-C6 aminoalkoxy, C1-C6  cyanoalkoxy, 

C 	' 6 hydroxyalkoxy, or C2-C6 alkoxyalkoxy; 
RI I , RI2

, 
 R13 

 and R14  are each independently -H, halogen, or C1-C6  alkyl optionally 

substituted with one or more substituents independently selected from the group consisting of 

halogen, cyano, oxo, hydroxy, oxo, amino, carboxy, C1-C6alkoxy, Cr-Cc haloalkoxy, C1-05 

aminoalkoxy, C1-C6  cyanoalkoxy, C1-C6 hydroxyalkoxy, and C2-C6 alkoxyalkoxy; 

-457- 



WO 2010/148197 
	

PCT/US2010/038988 

optionally, R13  and R'4, together with the carbon atom to which they are attached, 

form a cyclopropane ring, optionally substituted with one or more instances of methyl; 

s is 0, 1 or 2; and 

x is 0, 1 or 2. 

47. The method of claim 46, wherein ring F is selected from any one of rings F1-F6: 
0 

Fl 	0 	R' N A 	0.,...... N Rf 	NRf 	NRf  
F3 	0 	0 	F5 	0 	F • 	0 

....
g4 

ii....
F2 

0 ,
N 

1̀1. 	47.1. 
	̀117-"NRf  NRr   uz 	0 	u

tz. 
	

,and  

each of rings F1-F6 optionally and independently substituted; and 

each le' is independently —H or CI-C6 alkyl optionally and inde• ' ndently substituted 

with one or more substituents independently selected from the grou ,, consisting of halogen, 

cyano, hydroxy, oxo, amino, carboxy, C1-C6  alkoxy, C1-C6 halo 	oxy, CI-C6aminoalkoxY, 

C1-C6  cyanoalkoxy, C1-C6  hydroxyalkoxy and C2-C6 alkoxy. 	oxy. 

48. The method of claim 47, wherein each rings . -F6 are independnetly and optionally 

substituted with one or more substituents selecte• 	.om the group consisting of halogen, 

cyano, hydroxy, C1 -C4  alkoxy, and C1-C4 alky optionally substituted with one or more 

substituents selected from the group consi ing of halogen, cyano, hydroxy, and -0(C1-C4 

alkyl). 

49. The method of any one s claims 46-48, wherein: 

R9  is independently 	, halogen, cyano, hydroxy, C1-C4  alkyl, C1-C4  haloalkyl, C1-C4  

hydroxyalkyl, C2-C4  a 	'. xyalkyl, -0(C1-C4 alkyl), —NH2, —NH(C1—C4  alkyl), or —N(C1—C4 

alkyl)2; and 

ring E is 	C4-Cs non-aromatic carbocycle optionally further substituted with one or 

more instanc: 	of JA. 

50. he method of claim 49, wherein ring F is selected from any one of rings F1-F5: 
0 

Ft' N -1( 	10---NRf 	NRf 	....NW 
Fi 	0 	

,N 	F3 	0 	 F5 	0 
....g40 

th. 
4.....F2 

:22.. 	0 	'cr.' NRf 	"Z.4. 	0 	(17- . 

wherein each of rings F1-F5 optionally and independently substituted. 
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51. 	The method of any one of claims 1-13, wherein R4  is: 

R23 	 R22 
R23  

R22 	 R21 a 	R21 	R9  
R9  R24 

R8  
GI 	Ra 

xQ2 

R24 	\ 	R13 R14 
R13 	14 	 RS 	 R5 3 

ER23 	 . 	Rn R25 	R23 R23 
—4111114-  R21 

R9 R9 G3 	J R22 	,s, 
R21 

g 
rif G - 

ile R24 

R13 	
Q2 R8 	 X 	 R8  

if R14 	\ 	 R13  R14 	 R13 R14 \\ 
R5 	, 	 R5 	, or 	 R5 	; 

each of rings G1-G4 is independently a 5-10 membered not aromatic bridged 

carbocycle optionally further substituted with one or more insta 	es ofJA, and ring G5 is a 5- 

10 membered non-aromatic bridged heterocycle optionally 	her substituted with one or 

more instances of J13; 

X is -0-, -S-, or -NRg-; 

R8  and R9  are each independently —H, hal. ten, cyano, hydroxy, amino, carboxy, CI- 

C6  alkyl, C1-C6 haloalkyl, C1-C6 cyanoalkyl, 	-C6  alkoxyalkyl, C1-C6  aminoalkyl, CI-C6  

hydroxyalkyl, CI-C6 carboxyalkyl, CI-C6 . 	oxy, Cl-C6  haloalkoxy, Ci-C6 aminoalkoxy, Ci- 

C6  cyanoalkoxy, C1-C6 hydroxyalkoxy or C2-C6  alkoxyalkoxy; 

R13  and R14  are each indep- dently —H, halogen, or C,-C6 alkyl optionally substituted 

with one or more substituents 1,  , ependently selected from the group consisting of halogen, 

cyano, oxo, hydroxy, oxo, • 	mo, carboxy, C1-C6 alkoxy, CI-C6 haloalkoxy, CI -C6 

aminoalkoxy, CI-C6  cy. oalkoxy, CI-C6 hydroxyalkoxy, and C2-C6 alkoxyalkoxy; 

optionally, 	1  and R14, together with the carbon atom to which they are attached, 

form a cyclopro P ; nc ring, optionally substituted with one or more instances of methyl; 
R21

, 
 r 	, R'3, R24, and R25  are each independently —H, halogen, -OH, C1-C6 alkoxy, or 

CI-C6  al ., optionally substituted with one or more substituents independently selected from 

the g .up consisting of halogen, cyano, oxo, hydroxy, oxo, amino, carboxy, C1-C6 alkoxy,  Ci- 

C 	aloalkoxy, Cl-C6 aminoalkoxy, CI-C6cyanoalkoxy, C,-C6  hydroxyalkoxy, and C2-C6 

alkoxyalkoxy; 

Rg is -H or C1-C6 alkyl optionally substituted with one or more substituents 

independently selected from the group consisting of halogen, cyano, oxo, hydroxy, amino, 
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carboxy, C1-C6  alkoxy, C1-C6 haloalkoxy, C1-C6 aminoalkoxy, C1-C6 cyanoalkoxy, C1-C6 

hydroxyalkoxy, and C2-C6  alkoxyalkoxy; 

q is 0, 1 or 2; 

x is 0, 1 or 2; and 

r is 1 or 2. 

52. The method of claim 51, wherein R4  is: 

R23  R23  
R22 	 R21 

q 	R21 	 R9  
Rg 

Rs  
R8 	

R24 
G1 	r 

Q2
\ 

 
Q\ 

Ri 
	

R14 
	R24 	

R5 

	
R13  R14  

5  , or 	 R 	. 

53. The method of claim 52, wherein 

each of Rs  and R9  is independently -H, halogen, cya '., hydroxy, C1-C4  alkyl, C1-C4 

haloalkyl, C1-C4  hydroxyalkyl, C2-C4  allcoxyalkyl, -0(C —C4 alkyl), —NH2, —NH(C1—C4  

alkyl), or —N(C1—C4  alkyl)2; and 
R21, R22

, 
 R23, and .-. I(24 are each independe - 1y —H, halogen, -OH, or C1-C6  alkyl 

optionally substituted with one or more subs ' 	ents independently selected from the group 

consisting of halogen, cyano, oxo, hydro 	, oxo, amino, carboxy, C1-C6 alkoxy, C1-C6 

haloalkoxy, C1-C6 aminoalkoxy, C1-►6  cyanoalkoxy, C1-C6  hydroxyalkoxy, and C2-C6 

alkoxyalkoxy. 

54. The method of an one of claims 51-53, wherein: 

Q2  is indepens ntly a bond, —O  , 	S , NR , 	C(0)—, -C(=NR)-, —0O2—, —0C(0)—, 

—C(0)NR—, -C(O 	RC(0)O—, -NRC(0)NRC(0)O—, —NRC(0)—, —NRC(0)NR—, —NRCO2—, 

—0C(0)NR— -S(0)-, —SO2—, N(R)SO2--, —SO2NR'-, -NRSO2NR'-, or -(CR6R7)—Y1 —. 

55. The method of any one of claims 51-53, wherein: 

Q2  is independently —0—, —0O2—, —OC(0)—, —C(0)NR--, —NRC(0)—, —NRC(0)NR—, 

—NRCO2—, —OC(0)NR—, -0O2S02-, -P(0)20-, or -(CR6R7)p—Y1- 

56. The method of claim 55, wherein Q2  is independently —0— or —0O2—• 
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57. The method of any one of claims 46-56, wherein: 

Q1  is independently a bond, -O 	, 	S , NR , 	C(0)-, -C(---NR)-, -0O2-, -0C(0)-, 

	

-C(0)NR-, -C(0)NRC(0)O-, -NRC(0)NRC(0)0-, 	NRC(0)-, -NRC(0)NR-, -NRCO2-, 

-0C(0)NR--, -S(0)-, -SO2-, --N(R)S02--, -SO2NR'-, -NRSO2NR'-, or -(CR6R7)/,-Y1-; and 

Y1  is independently a bond, 	0 , 	S , NR'-, -C(0)-, -C(=NR)-, -0O2-, 

-0C(0)-, -C(0)NR'-, -C(0)NRC(0)0-, -NRC(0)NRC(0)O-, -NRC(0)-, 

-NRC(0)NR'-, -NRCO2-, -OC(0)NR'-, -S(0)-, -SO2-, -SO2NR'-, -NRS02-, 

-NRSO2NR'-. 

58. The method of claim 57, wherein: 

Os independently a bond, -O 	, 	S , NR , C(0)-, -CO 	, -0C(0)-, 

-C(0)NR--, -C(0)NRC(0)O-, -NRC(0)NRC(0)O-, -NRC(0) 	-NRC(0)NR-, -NRCO2-, 

-OC(0)NR-, -S(0)-, -SO2-, -N(R)S02-, -SO2NR'-, -NRS 2NR'-, or -(CR6R7)p-Y1-; and 

Y1  is independently -0-, -0O2-, -0C(0)-, -C(►  NR-, -NRC(0)-, -NRC(0)NR-, 

-NRCO2-, or -OC(0)NR-. 

59. The method of any one of claims 46-5:, wherein: 

R5  is independently i) -H; ii) a C1-' 6-aliphatic group optionally substituted with one 

or more instances of f ' ; iii) a C3-C3 	•n-aromatic carbocycle optionally substituted with one 

or more instances of Jc1; iv) a phe 	1 group optionally substituted with one or more instances 

of Jc1; v) a 4-8 membered non-• romatic heterocycle optionally substituted with one or more 

instances of .TD1  or vi) a 5- 	embered heteroaryl ring optionally substituted with one or more 

instances of J131 ; and 

each of Jcl  . d Jnl   is independently selected from the group consisting of halogen, 

cyano, oxo, R3, ORb, -SRb, -S(0)1e, -S021e, -NH1e, -C(0)Rb, -C(0)ORb, -0C(0)Rb, 

-NHC(0) b, -C(0)NHR`, -NHC(0)NHle, -NHC(0)0Rb, -000NHRe, 

-NHC(4. 	HC(0)ORb, -N(CH3)Rc, -N(CH3)C(0)Rb  , -C(0)N(CH3)1e, 

N ' H3)C(0)NHre, -N(CH3)C(0)0Rb, -OCON(CH3)Rc, -C(0)NHCO2Rb, 

(0)N(CH3)CO2Rb, -N(CH3)C(0)NHC(0)0R1', -NHSO2Rb, -SO2NHR1', -SO2N(CH3)Rb, 

and -N(CH3)S02Rb. 

60. The method of claim 59, wherein: 
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RI  is —H; 

R2  is —H, —CH3, -CH2OH, or -1\1117; 

R3  is —H, —F, —C1, C1.4 alkyl, or C1-4 haloalkyl; 

Z1  is —H, —F, or -Cl; 

Z2  is —H or C1-C6 alkyl optionally substituted with one or more substituents 

independently selected from the group consisting of halogen, cyano, hydroxy, and -0(C1-C4 

alkyl); 

Z3  is —H or C1-C6  alkyl optionally substituted with one or more substituents 

independently selected from the group consisting of halogen, cyano, hydroxy, and -ri(Ci-C4 

alkyl); 

R5  is: i) —H; ii) an optionally substituted C1—C6 alkyl group; iii) an or tonally 

substituted, C3—C7  non-aromatic carbocycle; iv) an optionally substitute. 4-7 membered non-

aromatic heterocycle; v) )an optionally substituted phenyl group; vi) :n optionally substituted 

5-6 membered heteroaryl ring; or optionally, together with R an• 	le nitrogen atom to which 

it is attached, form a 5-7 membered, optionally substituted n. -aromatic heterocycle; and 

said alkyl group represented by R5  is optionally s •stituted with one or more 

substituents independently selected from the group co sisting of halogen, cyano, hydroxy, 

oxo, -NH2, -NH(C1 -C4  alkyl), -N(Ci-C4  alkyl)2, -0 	0(C1 -C4  alkyl), -CO(C1 -C4 alkyl), 

-CO2H, -0O2(C1-C4 alkyl), C1-C4  alkoxy, -N' 	0(C1-C4  alkyl), -CONR(C1-C4 alkyl), 

-NRCO2(CI-C4  alkyl), a C3—C7  non-aroma c carbocycle optionally substituted with one or 

more instances ofJEI, a 4-7 membered 	on-aromatic heterocycle optionally substituted with 

one or more instances of JEl; and a a lenyl optionally substituted with one or more instances 

of 3E1; and 

wherein each of sai• carbocycle, heterocycle, phenyl and heteroary represented by R5  

is independently and op onally substituted with one or more substituents independently 

selected from the grr, p consisting of halogen, cyano, hydroxy, oxo, Ci-C4  alkyl, -WI—C.4 

alkyl), —NH2, —• 	(C1—C4 alkyl), —N(C1—C4 alky1)2, -C(0)(C1—C4 alkyl), —0C(0)(C1--C4 

alkyl), -C(0 +(CI—C.4 alkyl) and -CO2H, wherein each of said alkyl groups is optionally and 

indcpcn • ntly substituted with one or more substituents independently selected from the 

gyou'. consisting of halogen, cyano, hydroxy, oxo, -NH2, -NH(C1-C4  alkyl), -N(C1-C4 alkyl)2, 

-*CO(Ci-C4  alkyl), -CO(C1-C4  alkyl), -CO2H, -0O2(C1-C4  alkyl), and C1-C4  alkoxy. 

61. 	The method of any one of claims 46-60, wherein: 
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R5  is: i) —H; ii) an optionally substituted C1—C6 alkyl group; iii) an optionally 

substituted, C3—C7  non-aromatic carbocycle; or iv) an optionally substituted, 4-7 membered 

non-aromatic heterocycle; or optionally, together with R and the nitrogen atom to which it is 

attached, form a 5-7 membered, optionally substituted non-aromatic heterocycle; and 

said alkyl group represented by R5  is optionally substituted with one or more 

substituents independently selected from the group consisting of halogen, cyano, hyd • y, 

oxo, -NH2, -NH(Ci-C4  alkyl), -N(Ci-C4  alkyl)2, -000(Ci-C4  alkyl), -CO(C1-C4  al 	1), 

-CO2H, -0O2(C1-C4  alkyl), C1-C4  alkoxy, an optionally substituted C3—C7  non- 	omatic 

carbocycle, and an optionally substituted 4-7 membered non-aromatic heterocycle; a 

wherein each of said carbocycles and heterocycles represented b 	5, and, 	(erred to 

for the substituents of the C1—C6  alkyl group represented by R5  is int ' bendgn 	and 

optionally substituted with one or more substituents independent!, select . from the group 

consisting of halogen, cyano, hydroxy, oxo, C1-C4  alkyl, -O( 	—C4 	, ), —NH2, —NH(CI—C4 ‘•  
alkyl), —N(Ci-04 alky1)2, -C(0)(C1—C4 alkyl), —0C(0)(Ci 	4  'al*, ), -C(0)0(C1—C4  alkyl) 

and -CO2H, wherein each of said alkyl groups is optic . ly al 	independently substituted 

with one or more substituents independently selecte 	fro 	he group consisting of halogen, 

cyano, hydroxy, oxo, -NH2, -NH(CI-04 alkyl), - ''(C - f alkyl)2, -000(C1-C4 alkyl), -CO(Ci- 

04  alkyl), -CO2H, -0O2(C1-C4  alkyl), and C i 	4  a oxy. 

62. 	The method of any one of clai0 s 46-60, wherein: 

R1  is —H; 

R2  is —H or -CH2OH; 

R3  is —H, —F, or —Cl 

Z1  is —H, —F, or -f 1; 

Z2  is —H; 

Z3  is —H; 

R5  is i dependently: i) —H or ii) a Ci-C6-alkyl group optionally substituted with one or 

more subst. 	ents independently selected from the group consisting of halogen, cyano, 

hydrox , oxo, CI-Ca alkyl, -0(01—C4  alkyl), —NH2, —NH(CI—C4 alkyl), —N(C1—C4  alky1)2, 

-C(* (CI —C4  alkyl), —0C(0)(C1—C4  alkyl), -C(0)0(C1 —C4  alkyl), -CO2H, C3-C8  non- 

• omatic carbocycle, 4-8 membered non-aromatic heterocycle, phenyl, and 5-6 membered 

heteroaryl; 

wherein each of said alkyl groups referred to in the substituents of the Ci-C6-alkyl 

group represented by R5  is independently and optionally substituted with one or more 
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substituents independently selected from the group consisting of halogen, cyano, hydroxy, 

oxo, -NI-11, -NH(C1-C4  alkyl), -N(Ci-C4  alkyl)2, -000(C1-C4  alkyl), -CO(C1-C4  alkyl), 

-CO2H, -0O2(C1-C4 alkyl), and C1-C4  alkoxy; and 

wherein each of said carbocycle, phenyl, heterocycle, and heteroaryl referred to in the 

substituents of the CI-C6-alkyl group represented by R5  is independently and optionally 

substituted with one or more substituents independently selected from the group consi ' ng of 

halogen, cyatio, hydroxy, oxo, C1-C4  alkyl, -NH2, -NH(C1-C4  alkyl), -N(CI-C4  alky 2, 

-OCO(C1-C4 alkyl), -CO(C1-C4  alkyl), -CO2H, -0O2(C1-C4  alkyl), and C1-C4 a 	oxy. 

63. The method of any one of claims 46-62, wherein each of JA  and JB  is selected from 

the group consisting of halogen, cyano, hydroxy, C1-C6  alkyl, -NH2, — ► 	(C1-C6 alkyl), 

-N(Ci-C6 alkyl)2, -0(Ci_C6 alkyl), -C(0)N1-12, -C(0)NH(Ci-C6 a 	, --C(0)N(Ci-C6 alkyl)2, 

-C(0)(C1-C6-alkyl), —0C(0)(C1-C6  alkyl), —NHC(0)(C1-C6 al i. ), -N(C1-C6  alkyl)C(0)(Ci- 

C6 alkyl), and -CO2Rb; wherein each of said alkyl groups is r, itionally and independently 

substituted with one or more substituents independently 	- lected from the group consisting of  

halogen, cyano, hydroxy, oxo, -NH2, -NH(C1-C4  alky , -1\T(C1-Q4 alkyl)2, -000(C1-C4  alkyl), 

, 

-CO(Ci-C4  alkyl), -CO2H, -0O2(C1-C4  alkyl), and 	-C4  alkoxy. 	• 	 ,''' 

64. The method of claim 63, wherein e• • 1 of JA  and JB  is selected from the group 

consisting of halogen, cyano, hydroxy, -"Hz, -NH(C1-C4 alkyl), -N(Ci-C4 alkyl)2, -000(C1- 

C4 alkyl), -CO(C1-C4  alkyl), -CO2H, 	02(C1-C4  alkyl), C1-C4  alkoxy, and CI-CI  alkyl 

optionally substituted with one or 	ore substituents selected from the group consisting of 

halogen, cyano, hydroxy, and 4(C1-C4  alkyl). 

65. The method of 	• ims 1-6, wherein: 

RAC 
 A ----Rs 

-...... 
n 	Q2 

R13 R14 	R" 	t 
R12 	R5. R4 	

, 

ing A is a non-aromatic, 5-10 membered, bridged carbocylce or heterocycle, or ring 

A a•d R8  optionally form a non-aromatic, 5-10 membered, bridged carbocycle or heterocycle, 

, ring A and R9  optionally form a non-aromatic, 5-10 membered, bridged carbocycle or 

heterocycle, or ring A and R" optionally form a non-aromatic, 5-10 membered, bridged 

carbocycle or heterocycle, wherein each of said carbocycle is independently and optionally 
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substituted with one or more instances of JA  and wherein each carbocycle is independently 

and optionally substituted with one or more instances of J3; 

R1  is —H; 

R2  is —H, —CH3, -CH2OH, or -NH2; 

R3  is —H, —F, —Cl, C1-4  alkyl, or C1-4 haloalkyl; 

Z1  is —H, —F, or -Cl; 

Z2  is —H or C1-C6 alkyl optionally substituted with one or more substituents 

independently selected from the group consisting of halogen, cyano, hydroxy, a . -0(C1-C4 

all(y1); 

Z3  is —H or C1-C6  alkyl optionally substituted with one or more su• tituents 

independently selected from the group consisting of halogen, cyano, h i roxy, and -0(C1-04 

alkyl); 

Q2  is independently —0—, —0O2—, —0C(0)—, —C(0)NR' , —C(0)NRC(0)0— 

_ 	,—NRC(0)—, —NRC(0)NR'—, —NRC07—, -OC(0)NR'—, -P(? (OR)O-, -OP(0)(0R3)O-, 

-P(0)20-, -CO2S02-, or -(CR6R7)p—Y1 —; 

Yi  is —0—, —0O2—, —0C(0)—, —C(0)NR'--, 	r(0)NRC(0)0—,—NRC(0)—, 

—NRC(0)NR'—, —NRCO2—, -OC(0)NR'—, -P(0) 2R)0-, -0P(0)(0Ra)0-, -P(0)20-, or 

-CO2S02-; 

R5  is: i) —H; ii) an optionally substi r•ted C1—C6  alkyl group; iii) an optionally 

substituted, C3—C7 non-aromatic carboe, cle; iv) an optionally substituted, 4-7 membered non-

aromatic heterocycle; v) )an optiona y substituted phenyl group; vi) an optionally substituted 

5-6 membered heteroaryl ring; o optionally, together with R and the nitrogen atom to which 

it is attached, form a 5-7 me 	.ered, optionally substituted non-aromatic heterocycle; and 

said alkyl group re:resented by R5  is optionally substituted with one or more 

substituents independe,  ly selected from the group consisting of halogen, cyano, hydroxy, 

oxo, -NH2, -NH(C1 	4 alkyl), -N(C1-C4  alkyl)2, -000(C1-C4  alkyl), -CO(C1-C4 alkyl), 

-CO2H, -0O2(C C4  alkyl), C1-C4  alkoxy, -NRCO(C1-C4 alkyl), -CONR(Ci-C4 alkyl), 

-NRCOAC -f 4 alkyl), a C3—C7  non-aromatic carbocycle optionally substituted with one or 

more inst- ices of J21, a 4-7 membered non-aromatic heterocycle optionally substituted with 

one or lore instances of JEl ; and a phenyl optionally substituted with one or more instances 

of  

wherein each of said carbocycle, heterocycle, phenyl and heteroary represented by R5  

is independently and optionally substituted with one or more substituents independently 

selected from the group consisting of halogen, cyano, hydroxy, oxo, C1-C4  alkyl, -0(C1—C4 
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alkyl), —N112, —NH(C1—C4  alkyl), —N(C1—C4 alkyl)2, -C(0)(C1—C4 alkyl), —0C(0)(C1--C4 

alkyl), -C(0)0(C1—C4  alkyl) and -CO2H, wherein each of said alkyl groups is optionally and 

independently substituted with one or more substituents independently selected from the 

group consisting of halogen, cyano, hydroxy, oxo, -NH2, -NH(C1-C4 alkyl), -N(Ci-C4 alkyl)2, 

-000(C1-C4  alkyl), -CO(C1-C4  alkyl), -CO2H, -0O2(C1-C4 alkyl), and C1-C4 alkoxy; 

each of R8  and R9  is independently -H, halogen, cyano, hydroxy, C1-C4  alkyl, C -C4 

haloalkyl, C1-C4 hydroxyalkyl, C2-C4  alkoxyalkyl, -0(Ci—C4 alkyl), —NH2, —NH(C 	C4 

alkyl), or —N(C1—C4  alkyl)2; 
R11

, 
 R12, .K.  —13, and R" are each independently —H, halogen, or C1-C6 . 	I optionally 

substituted with one or more substituents independently selected from th= group consisting of 

halogen, hydroxy, and C1-C6  alkoxy; and 

each of JA  and P is independently selected from the group • onsisting of halogen, 

cyano, hydroxy, C1-C6 alkyl, -NH2, —NH(C1-C6  alkyl), -N(Ci- 	alkyl)2, -0(C1-C6 alkyl), 

-C(0)NH2, -C(0)NH(C1-C6  alkyl), —C(0)N(C1-C6  alkyl)2, -' (0)(C1-C6-alkyl), —0C(0)(C1- 

C6 alkyl), -NHC(0)(C1-C6 alkyl), -N(C1-C6  alkyl)C(0)(e -C6  alkyl), and -CO2Rb; wherein 

each of said alkyl groups is optionally and independe 	ly substituted with one or more 

substituents independently selected from the group consisting of halogen, cyano, hydroxy, 

oxo, -NH2, -NH(C1-C4  alkyl), -N(C1-C4  alkyl)? -000(C1-C4  alkyl), -CO(Ci-C4  alkyl), 

-CO2H, -0O2(C1-C4  alkyl), and C1-C4  alko 	; and 

n is 0 or 1; 

x is 0 or 1. 

66. 	The method of claim C;, wherein: 

-23 

R22 	 Res Q  R22 	 R23 	R25 

Al
t 

t 
Allir-- 

21  
R9 

R21 
R9 

R24 
G3 

II r 
 R22 

R21 
R8 

CO2R8 	 R8 
8 

R4 is: 	R13  R14 	R24 R13  R14 	C°2R5 	R13  R14  ,  COR8  2 	, 

. 	R 
 

22  Res  

R9  
**1 R21 	 R23 

of 
G- 	 R9 

R24  
SS  

R8  
R13 R14 	CO2R5  , or 	R13  R14 	CO2R5 	; 

each of rings GI-G4 is independently a 5-10 membered non-aromatic bridged 

carbocycle optionally further substituted with one or more instances of JA, and ring G5 is a 5- 
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10 membered non-aromatic bridged heterocycle optionally further substituted with one or 

more instances ofJB, 

X is -0-, -S-, or -NR5-; 
R21, R22, R23

, 
 R24, and — .ii25 are each independently —H, halogen, -OH, C1-05  alkoxy, or 

Ci-C6  alkyl optionally substituted with one or more substituents independently selected fr• 

the group consisting of halogen, cyano, hydroxy, C1-C6  alkyl, -NH2, —NH(C1-C6  alkyl) 

-N(C1-C6  alkyl)2, -0(Ci_C6 alkyl), -C(0)NH2, -C(0)NH(C1-C6 alkyl), —C(0)N(C1- , alkyl)2, 

-C(0)(C1-C6-alkYl), —0C(0)(CI-C6 alkyl), -NHC(0)(C1-C6 alkyl), -N(Ci-C6 a 	C(0)(Ci- 

C6 alkyl); 

R5  is -H or C1-C6  alkyl ptionally substituted with one or more sub.. tuents 

independently selected from the group consisting of halogen, cyano, o. I, hydroxy, oxo, 

amino, carboxy, C1-C6 alkoxy, C1-C6  haloalkoxy, C1-C6  arninoalko 	, Ct-C6  cyanoalkoxy, 

Ci-C6  hydroxyalkoxy, and C2-C6  alkoxyalkoxy; and 

q is 0, 1 or 2; and 

r is 1 or 2. 

67. 	The method of claim 66, wherein: 

RI  is —H; 

R2  is —H; 

R3  is —H, —F, or —CI; 

Z1  is —H, —F, or -Cl; 

Z2  is —H; 

Z3  is —H; 

X is -0-, 

R5  is —H, an optionally substituted C1—C6 alkyl, or optionally substituted phenyl; 

each R8  is in. 'pendently -H, halogen, hydroxy, Ci-C4  alkyl, C1-C4 haloalkyl, C1-C4  

hydroxyalkyl, C2-' 4  alkoxyalkyl, or -0(C1—C4 alkyl); 

each o 	' 9, R13, and R14  is independently -H or C1-C4 alkyl; 
R21 	22, R23, R24, and R25  are each independently —H, halogen, -OH, C1-C6  alkoxy, or 

C1-C6 • 	1 optionally substituted with one or more substituents independently selected from 

the ._ oup consisting of halogen, hydroxy, C1-C6  alkyl, and -0(C1_C6  alkyl); and 

each rings G1-G5 are independently and optionally substituted with one or more 

substituents selected from the group consisting of halogen, cyano, hydroxy, -NH2, -NH(C1- 

C6 alkyl), -N(C1-C6 alkyl)2, -0(CI_C6 alkyl), C1-C4  alkyl that is optionally substituted with 
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one or more substituents selected from the group consisting of halogen, hydroxy, and C1-C4 

alkoxy. 

68. The method of claim 26, wherein the group —[C(R13Rt4)]._ringA-Q2-R5 is  

independently: 

10 	

.......-..... 
f 	A28 

0,1 	NH 	1-10:.%>"" 	NH 

R5 	 N R5  
0 	or 	0 	R 	; wherein: 

each of rings A14 and A28 is optionally and independently furthers istituted; and 

R5  is an optionally substituted C1 —C6  alkyl group; an optionally s . stituted, C3—C7  

non-aromatic carbocycle; or an optionally substituted, 4-7 membered 	on-aromatic 

heterocycle; or optionally, together with R and the nitrogen atom t,, which it is attached, form 

a 5-7 membered, optionally substituted non-aromatic heterocy e. 

69. The method of any one of claims 1-68, further co uprising co-administering and 

additional therapeutic agent. 

70. The method of claim 69, wherein the a. a itional therapeutic agent is selected from an 

antiviral agent or an Influenza vaccine, or bath. 

71. A compound represented by 	ructural formula (IA): 

ZI 
Z2  

H 
\ 	N.

R4 

`"--. 	\ 

N 
1 

R 1 	(IA), 

or a pharmac' utically acceptable salt thereof, wherein: 

Z 	—R*, —F, -CI, —CN, _OR*, —CO2R*, -NO2, or -CON(R*)2; 

2  is R*, —OR*, —CO2R*, _NR*2, or -CON(Z*)2; 

Z3  is -H, -OH, halogen, -NH2; -NH(C1-C4  alkyl); -N(Ci-C4  alkyl)2, -0(C1-C4  alkyl), or 

' 1-C6  alkyl that is optionally substituted with one or more substituents independently selected 

from the group consisting of halogen, cyano, hydroxy, and -0(C1-C4  alkyl); 

R1  is —H, C1-C6 alkyl, —S(0)2-R", or —C(0)0R"; 
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R2  is —H; -F; -NH2; -NH(Ci-C4  alkyl); -N(Ci-C4 alky1)2; -C=N-OH; cyclopropyl that 

is optionally substituted with one or more substituents independently selected from the group 

consisting of halogen, cyano, hydroxy, -OCH3, and -CH3; or C1-C4  alkyl that is optionally 

substituted with one or more substituents independently selected from the group consisting of 

halogen, cyano, hydroxy, and -0(Ci-C4  alkyl); and 

R3  is —H, —Cl, —F, -Br, —OH, —0(Ci-C4  alkyl), —NH2, —NH(Ci-C4  alkyl), —N(C -' 

alkyl)2, —CN, or Ci-C4  aliphatic that is optionally substituted with one or more subs ' 	ents 

independently selected from the group consisting of halogen, cyano, hydroxy, o e, -NH2, 

-NH(Ci-C4  alkyl), -N(Ci-C4  alkyl)2, -OCO(Ci-C4 alkyl), -CO(Ci-C4 alkyl), -• 0 2H, -0O2(Ci- 

C4 alkyl), and C1-C4 alkoxy; 

R4  is: 

A 
55  

% 	---, 
R13 	x 	02 	 R13 	y 	m 	'03  

R14 	R11 	‘ 	 R14 	R41 	 t R12 	 R12 
R5 	 R5  ; 	 ; 

NR1° 	 1 C 	 D 
R11 	R12 

k 	0 
R11 	R12 or 	 ; wherein: 

ring A is a C3-C1© non-aromatic • . rbocycle optionally further substituted with one or 

more instances of IA  or a 3-10 memo,  cd non-aromatic heterocycle optionally further 

substituted with one or more inst. ces of JB; 

rings B and C are each "ndependently a 4-10 membered, non-aromatic heterocycle 

optionally and independen 	further substituted with one or more instances of f; 

ring D is a 4-10 	embered, non-aromatic heterocycle optionally substituted with one 

or more instances of II  

ring A an . R8  optionally form a non-aromatic, 5-10 membered, bridged carbocycle or 

heterocycle, • ring A and R9  optionally form a non-aromatic, 5-10 membered, bridged 

carbocycl- or heterocycle, or ring A and R11  optionally form a non-aromatic, 5-10 membered, 

bridge' carbocycle or heterocycle, wherein each carbocycle is optionally further substituted 

wit 	one or more instances of JA, and wherein each heteroocycle is optionally further 

bstituted with one or more instances of JB; 

each of JA  and f is independently selected from the group consisting of halogen, 

cyano, oxo, -NCO, and Q1—R5; or optionally two SA  and two JB, respectively, together with 
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the atom(s) to which they are attached, independently form a 4-8 membered ring that is 

optionally substituted with one or more instances of JE1; 

Q1  is independently a bond, 	0 	, 	S , NR'-, -C(0)-, -C(=NR)-, -C(=NR)NR-, 

-NRC(=NR)NR-, -0O2-, -0C(0)-, -C(0)NR'-, -C(0)NRC(0)O-, -NRC(0)NRC(0)0-, 

-NRC(0)-, -NRC(0)NR'-, -NRCO2-, -OC(0)NR'-, -S(0)-, -502-, -SO2NR'-, 

-NRS02-, or -NRSO2NR'-, -P(0)(0R)0-, -0P(0)(01e)0-, -P(0)20-, -0O2S02-, or 

-(CR6R7)p-Y1-; 

Q2  is independently a bond, -O 	, 	S , NR-, -C(0)-, -C(=NR)-, -C(='4R)NR-, 

-NRC(=NR)NR-, -0O2-, -00(0)-, -C(0)NR-W, -C(0)NRC(0)0-, -NRC 4 )NRC(0)0-, 

-NRC(0)-, -NRC(0)NR-, -NRCO2-, -0C(0)NR-, -5(0)-, -502-, -h(R)S02-, 

-SO2N(R)-, -NRSO2NR-, -P(0)(0R)0-, -0P(0)(01n0-, -P(0)20-, 	02S02-, or 

-(CR6R7)-Y1-; and 

Q3  is independently a bond, -C(0)-, -C(=NR)-, -C(= 	' )NR-, -NRC(=NR)NR-, 

-0O2-, -C(0)NR-, -SO2-, -SO2N(R)-, -C(0)NRC(0)O- • -(CR6R7)p-Y1-; 

each Y1  is independently a bond, -0-, -S- 	' 	-C(0)-, -C(=NR)-, -C(=NR)NR-, 

-NRC(=NR)NR-, -0O2-, -0C(0)-, -C(0)NR-, P O)NRC(0)0-, -NRC(0)NRC(0)0-, 

-NRC(0)-, -NRC(0)NR-, -NRCO2-, -0C(0 	R-, -S(0)-, -502-, -N(R)S02-, -SO2N(R)-, 

-NRSO2NR-, -P(0)(0R)0-, -0P(0)(0Ra)0- -P(0)20-, or -0O2S02-; 

R5  is: i) -H; ii) a C1-C6 aliphatic 1-sup optionally substituted with one or more 

instances of f1; iii) a C3-C10 non-aro , atic carbocycle, or a 6-10 membered carbocyclic aryl 

group, each optionally and indepen, ently substituted with one or more instances of f l; or iv) 

a 4-10 membered non-aromatic eterocycle, or a 5-10 membered heteroaryl group, each 

optionally and independently substituted with one or more instances of J°1; or 

R5, together with ,--' ch of Q1, Q2  and Q3, optionally and independently forms a 4-8 

membered, non-arom• c ring optionally substituted with one or more instances ofJEl; and 

R6  and R7  a -- each independently -H or C1-06 alkyl optionally substituted with one or 

more substitute P s selected from the group consisting of halogen, cyano, hydroxy, oxo, 

amino, carb. 'y, C1-C6 alkoxy, C1-C6 haloalkoxy, Ci-C6aminoalkoxy, Cl-C6cyanoalkoxy, 

C1-C6 hp oxyalkoxy, and C2-C6 alkoxyalkoxy, or optionally R6  and R7, together with the 

carbo , atom to which they are attached, form a cyclopropane ring optionally substituted with 

on,  or more instances of methyl; 

R8  and R9  are each independently -H, halogen, cyano, hydroxy, amino, carboxy, C1- 

C6 alkyl, Cl-C6 haloalkyl, C1-C6 cyanoalkyl, C2-C6 alkoxyalkyl, 01-C6 aminoalkyl, 01-06 
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hydroxyalkyl, C1-C6 carboxyalkyl, C1-C6 alkoxy, C1-C6 haloalkoxy, C1-C6 aminoalkoxy, C1- 

C6  cyanoalkoxy, Ci-C6 hydroxyalkoxy, or C2-C6 alkoxyalkoxy; or R8, together with Q2  and 

R5, optionally and independently forms a 5-7 membered, non-aromatic ring optionally 

substituted with one or more instances of JE1, or 

R1°  is independently —H or a Ci-C6  alkyl group optionally substituted with one or 

more substituents independently selected from the group consisting of halogen, cyano 

hydroxy, oxo, amino, carboxy, Ci-C6 alkoxy, C1-C6 haloalkoxy, C1-C6 aminoalkox , C1-C6  

cyanoalkoxy, Ci-C6  hydroxyalkoxy, C2-C6  alkoxyalkoxy, C3-Cs non-aromatic c 	bocycle, 

phenyl, 4-8 membered non-aromatic heterocycle, and 5-6 membered hetero. 	I group, 

wherein each of said carbocycle, phenyl, heterocycle and heteroaryl grour, is optionally and 

independently substituted with one or more substituents indcpendentl 	selected from the 

group consisting of halogen, cyano, hydroxy, oxo, amino, carboxy 	1-C6 alkyl, Cl-C6 

haloalkyl, C1-C6 cyanoalkyl, C2-C6  alkoxyalkyl, Ct-C6  aminoa ,- I, C1-C6  hydroxyalkyl, C1- 

C6  alkoxy, C1-C6  haloalkoxy, C1-C6  aminoalkoxy, C1-C6 cya .alkoxy, Ct-C6  hydroxyalkoxy, 

and C2-C6 alkoxyalkoxy; 

R11 , R12, R13  and R14  are each independently — , halogen, or C1-C6  alkyl optionally 

substituted with one or more substituents indepeni • ntly selected from the group consisting of 

halogen, cyano, oxo, hydroxy, amino, carboxy, ' -C6  alkoxy, C1-C6  haloalkoxy, Ci-C6 

aminoalkoxy, Ct-C6  cyanoalkoxy, C1-C6 by • oxyalkoxy, and C2-C6  alkoxyalkoxy; 

optionally, R13  and R14  together , it 1 the carbon atom to which they are attached form 

a cyclopropane ring, optionally substi ►• ted with one or more instances of methyl; 

R and R' are each indepen• -ntly —H or Cl-C6 alkyl optionally and independently 

substituted with one or more s •stituents independently selected from the group consisting of 

halogen, cyano, hydroxy, o ., amino, carboxy, C1-C6 alkoxy, C1 -C6  haloalkoxy, Ci-C6 

aminoalkoxy, C1-C6  cya •alkoxy, C1-C6hydroxyalkoxy, and C2-C6  alkoxyalkoxy; or 

optionally R', togethe with R5  and the nitrogen atom to which they are attached, forms a 5-7 

membered non-ar• 	atic heterocycle optionally substituted with one or more instances of .1°1; 

R" is i •ependently: i) a C1-C6-alkyl optionally substituted with one or more 

substituents elected independently from the group consisting of halogen, cyano, hydroxyl, 

—NH2, —>. 	(C1-C6 alkyl), —N(C1 -C6  alkyl)2, C1-C6 alkoxy, C1-C6  haloalkoxy, C1-C6 

aminv:Ikoxy, C1-C6  cyanoalkoxy, C1-C6  hydroxyalkoxy, and C2-C6  alkoxyalkoxy; or ii) a C3- 

C. arbocyclic group, a 5-6 membered heteroaryl group, or a phenyl group, each optionally 

.nd independently being substituted with one ore more substituents independently selected 

from the group consisting of halogen, cyano, hydroxy, oxo, nitro, —NH2, —NH(C1-C6  alkyl), 
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—N(C1-C6  alkyl)", C1-C6 alkyl, C1-C6 haloalkyl, C1-C6  cyanoalkyl, C1-C6-hydroxyalkyl, C2- 

C6-alkoxyalkyl, C1-C6-aminoalkyi, Ci-C6alkoxy, C1-C6  haloalkoxy, C1-C6aminoalkoxy, C1- 

C6 cyanoalkoxy, Ci-C6-hydroxyalkoxy, and C2-C6  alkoxyalkoxy; 

R*  is independently: i)-H; ii) a C1-C6 alkyl group optionally substituted with one or 

more substituents independently selected from the group consisting of halogen, cyano, 

hydroxy, oxo, amino, carboxy, C3-Cs non-aromatic carbocycle, 5-6 membered non-av, 	atic 

heterocycle, phenyl, 5-6 membered heteroaryl, -0(C1-C6 alkyl), and -C(0)(C1-C6-- 	1); 

wherein each of said alkyl groups in -0(C1-C6  alkyl), and -C(0)(Ci-C6-alkyl) i 	ptionally 

and independently substituted with one or more substituents independently s' ected from the 

group consisting of halogen, cyano, hydroxy, oxo, -NH2, -NH(C1-C4  alky , -N(C1-C4  alkyl)2, 

-000(C1-C4  alkyl), -CO(Ci-C4  alkyl), -CO2H, -0O2(C1-C4 alkyl), an' 	1-C4 alkoxy; and 

wherein each of said carbocycle, heterocycle, phenyl, and heteroa 	is independently and 

optionally substituted with one or more instances of JEI; or iii) . 	-Cs non-aromatic 

carbocycle, or a 4-8 membered non-aromatic heterocycle, ea' 	of which is independently 	and 

optionally substituted with one or more instances of 3E1; • d 

each of f l  and JDI  is independently selected frdm the group consisting of halogen, 

cyano, oxo, Ra, —ORb, —SRb, -S(0)Ra, —SO"R', —N' ife, —C(0)Rb, -C(=NR)Rc, 

-C(=NR)NRbRc, -NRC(=NR)NRbRc, —C(0)0 ', —0C(0)1e, —NRC(0)Rb, —C(0)NRbRc, 

—NRC(0)NRbRe, —NRC(0)01e, —000NRb' c, -C(0)NRCO2Rb, -NRC(0)NRC(0)0Rb, 

-C(0)NR(ORb), —SO2NRcRb, -NRSO2Rb  -NRSO2NRcllb, -P(0)(0Ra)2, -0P(0)(0Ra)2, 

-P(0)2(01.0, and -0O2S02Rb, or opti P. ally, two JcI  and two JD1, respectively, together with 

the atom(s) to which they are attac ed, independently form a 4-8-membered ring that is 

optionally substituted with one dr more instances of JE1; 

each JEI  is independh tly selected from the group consisting of halogen, cyano, 

hydroxy, oxo, amino, car . oxy, amido, C1-C6 alkyl, -O(C1-C6  alkyl), and -C(0)(Ci-C6-alkyl), 

wherein each of said . 	1 groups is optionally and independently substituted with one or 

more substituents ' dependently selected from the group consisting of halogen, cyano, 

hydroxy, oxo, - ,, H2, -NH(C1-C4  alkyl), -N(C1-C4  alkyl)2, -000(C1-C4  alkyl), -CO(C1-C4 

alkyl), -CO2 - , -0O2(C1-C4  alkyl), and C1-C4  alkoxy; and 

e. h Ra  is independently: i) a C1-C6  aliphatic group optionally substituted with one or 

more 	bstituents independently selected from the group consisting of halogen, cyano, 

hy' oxy, oxo, amino, carboxy, amido, -0(C1-C6  alkyl), —C(0)(Ci-C6-alkyl), C3-Cs non- 

.romatic carbocycle, 4-8 membered non-aromatic heterocycle, 5-10 membered heteroaryl 

group, and 6-10 membered carbocyclic aryl group; wherein each of said alkyl groups for the 
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substituents of the C1-C6 aliphatic group represented by le is optionally and independently 

substituted with one or more substituents independently selected from the group consisting of 

halogen, cyano, hydroxy, oxo, -NH2, -NH(C1-C4  alkyl), -N(C1-C4 alkyl)2, -000(C1-C4 alkyl), 

-CO(Ci-C4  alkyl), -CO2H, -0O2(C1-C4 alkyl), and C1-C4  alkoxy; and wherein each of said 

carbocycle, heterocycle, heteroaryl, and carbocyclic aryl groups for the substituents of the f 1- 

C6 aliphatic group represented by Ra  is optionally and independently substituted with o, - or 

more instances of JEl; 

ii) a C3-Cs non-aromatic carbocycle, or a 4-8 membered non-aromatic heterocy e, each of 

which is optionally and independently substituted with one or more instances dfjEi; 

iii) a 5-10 membered heteroaryl, or 6-10 membered carbocyclic aryl grou i each of which is 

optionally and independently substituted with one or more instances of 	i; and 

Rb  and Rc  are each independently le or —H; or optionally, Rb  and Rc, together with the 

nitrogen atom(s) to which they are attached, each independently "orm a 5-7 membered non- 

aromatic heterocycle optionally substituted with one or more nstances of .1E1; 

p is independently 1, 2, 3 or 4; 

n and m are each independently 0 or 1 when ri bs A and B are 3-6-membered; or n 

and m are each independently 0, 1 or 2 when rings 	and B are 7-10-membered; and 

k is 0, 1 or 2; 

x and y are each independently 0, 1 . 2; 

z is 1 or 2; and 

provided that if Yi  is a bond, 	en R5  is neither —H nor a C1-C6  aliphatic group; and 

provided that if each Q2  an r. Q3  independently is a bond, then R5  is neither —H nor a 

C1-C6  aliphatic group. 

72. 	The compound o 'claim 71, represented by structural formula (I): 

ZI 

H 
\ N.

R4 Nj 

R3  

I 
RI  

• a pharmaceutically acceptable salt thereof, wherein: 

R2  is —H; -CH3, -NH2, -NH(C1-C4  alkyl), -N(C1-C4 alkyl)2; 
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ring A is a 03-C8  non-aromatic carbocycle or heterocycle, the carbocycle and 

heterocylce ptionally further substituted with one or more instances of JA  and J8, respectively; 

rings B and C are each independently a 4-8 membered, non-aromatic heterocycle 

optionally and independently further substituted with one or more instances of J8; 

ring D is a 4-8 membered, non-aromatic heterocycle optionally substituted with o -

or more instances of JDI; 

Q1  is independently a bond, 	0  , 	S , NR'-, -C(0)-, -C(=NR)-, -00„- 

-0C(0)-, -C(0)NR'-, -C(0)NRC(0)0-, -NRC(0)NRC(0)O-, -NRC(0)-, 

-NRC(0)NR'-, -NRCO2-, -OC(0)NR'-, -5(0)-, -SO2-, -SO2NR'-, -NR! 02-, or 

-NRSO2NR'-, or -(CR6R7)p-YI-; 

Q2  is independently a bond, 	0  , 	S , 	NR , 	C(0)-, -C(= 	)-, -0O2-, -0C(0)-, 

-C(0)NR-, -C(0)NRC(0)0-, -NRC(0)NRC(0)0-, -NRC(0)- -NRC(0)NR-, 

-NRCO2-, -OC(0)NR-, -5(0)-, -502-, -N(R)S02-, -SO2N a )-, -NRSO2NR-, or 

-(CR6R7)-Y1-; and 

Q3  is independently a bond, -C(0)-, -C(=NR)-, CO2-, -C(0)NR-, -502-, 

-SO2N(R)-, -C(0)NRC(0)0- or -(CR6R)p-Y1-; 

each of Q2  and Q3, together with R5, opti• ally and independently forms a 5-7 

membered, non-aromatic ring optionally subs tuted with one or more instances of.TE1; 

each Y' is independently a bond, 	9 , 	S  , NR , 	C(0)-, -002-, -0C(0)-, 

-C(0)NR--, -C(0)NRC(0)O-, -NRC ri)NRC(0)0-, -NRC(0)-, -NRC(0)NR-, -NRCO2-, 

-OC(0)NR-, -5(0)-, -502-, N(' 	02-, -SO2N(R)-, or -NRSO2NR-; 

R5  is: i) -H; ii) a C1 -C6  a phatie group optionally substituted with one or more 

instances of Jc1; iii) a C3-C81 •n-aromatic carbocycle, or a 6-10 membered carbocyclic aryl 

group, each optionally an. independently substituted with one or more instances of Jc1; or iv) 

a 4-8 membered non-a .matic heterocycle, or a 5-10 membered heteroaryl group, each 

optionally and indei. -ndently substituted with one or more instances of JD1; or 

R5, toget,er with Q2  and R8, optionally and independently forms a 5-7 membered, 

non-aromatic 	ng optionally substituted with one or more instances ofiEl; 

R • nd R9  are each independently -H, halogen, cyano, hydroxy, amino, carboxy, C1  - 

C6 a 	, C1-C6  haloalkyl, C1-C6 cyanoallcyl, C2-C6  alkoxyalkyl, C1-C6  aminoalkyl, C1-C6 

by. oxyalkyl, C1-05  alkoxy, C1-C6  haloalkoxy, C1-C6  aminoalkoxy, CI-C6cyanoalkoxy, C1- 

I6  hydroxyalkoxy, or C2-C6 alkoxyalkoxy; or R8, together with Q2  and R5, optionally and 

independently forms a 5-7 membered, non-aromatic ring optionally substituted with one or 

more instances of .1E1; and 
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R11 , R'2, R'3 and R14  are each independently —H, halogen, or C1-C6  alkyl optionally 

substituted with one or more substituents independently selected from the group consisting of 

halogen, cyano, oxo, hydroxy, amino, carboxy, CI-C6 alkoxy, C1-C6  haloalkoxy, C1-05 

aminoalkoxy, CI-C6 cyanoalkoxy, C1-C6 hydroxyalkoxy, and C2-C6 alkoxyalkoxy; 

optionally, R13  and R" together with the carbon atom to which they are attached 'srm 

a cyclopropane ring, optionally substituted with one or more instances of methyl; 

each ofJcl  and JD1  is independently selected from the group consisting of • ogen, 

cyano, oxo, Ra, —ORb, —SRb, -SPA', —S02R3, —NRIle, —C(0)R'', —C(0)011b, OC(0)Rb, 

—NRC(0)Rb, —C(0)NRbRc, —NRC(0)NRbRc, —NRC(0)0Rb, —OCONRbRe  C(0)NRCO2Rb, 

-NRC(0)NRC(0)0Rb, -C(0)NR(ORb), —SO2NRcRb, -NRSO/Rb, -NRS • NRcRb, and 

-P(0)2(0R3), or optionally, two Jc1  and two JD1, respectively, togeth- with the atom(s) to 

which they are attached, independently form a 5-7-membered rin!, hat is optionally 

substituted with one or more instances of JEI  and fused to the'. pective ring to which they 

are attached; and 

n and m are each independently 0 or 1 when rin 	A and B are 3-6-membered; or n 

and m arc each independently 0, I or 2 when rings A • nd B arc 7-8-membered. 

73. 	The compound of claim 72, wherein: 

ring A is a C3-C8  non-aromatic car acycle optionally and independently further 

substituted with one or more instances • JA; 

rings B and C are each indep' dently a 4-8 membered, non-aromatic heterocycle 

optionally and independently ful 	er substituted with one or more instances of JB; 

ring D is a 4-8 membe — d, non-aromatic heterocycle optionally substituted with one 

or more instances of JDI ; 

each of JA  and J is independently selected from the group consisting of halogen, 

cyano, oxo, and Q1 —' , or optionally two JA  and two JB, respectively, together with the 

atom(s) to whic 	ey are attached, independently form a 5-7 membered ring that is 

optionally su a tituted with one or more instances of .1E1  and fused to the ring to which they 

are attach a; and 

ach of Jc1  and JDI  is independently selected from the group consisting of halogen, 

cya o, oxo, R3, —ORb, —SRb, -S(0)R% —SOAR!, —NRbRc, —C(0)Rb, —C(0)ORb, —0C(0)Rb, 

RC(0)Rb, —C(0)NRbRe, —NRC(0)NRbRe, —NRC(0)0Rb, —OCONRbRe, -C(0)NRCO2Rb, 

-NRC(0)NRC(0)0Rb, -C(0)NR(ORb), —SO,NleRb, -NRSO,ab, and -NRSO2Nleltb, or 

optionally, two Jc1  and two JD% respectively, together with the atoms to which they are 
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attached, independently form a 5-7-membered ring that is optionally substituted with one or 

more instances of JE1, and fused to the respective ring to which they are attached; 

Q1  is independently a bond, 	0 	, 	S , NR , 	C(0)-, -CO2-, -0C(0)-, 

-C(0)NR-, -C(0)NRC(0)O-, -NRC(0)NRC(0)0-, -NRC(0)-, -NRC(0)NR-, 

-NRCO2-, -0C(0)NR-, -5(0)-, -SO2-, -N(R)S02-, -SO2N(R)-, -NRSO2NR-, or 

-(CR6R7)-Y1-; 

Q2  is independently a bond, 	0 	, 	S , NR , 	C(0)-, -0O2-, -0C(0)- 

-C(0)NR-, -C(0)NRC(0)0-, -NRC(0)NRC(0)0-, -NRC(0)-, -NRC(0)N r -,  

-NRCO2-, -OC(0)NR-, -5(0)-, -SO2-, -N(R)S02-, -SO2N(R)-, -NRSO I -, or 

-(CR6R7)p-Y1-; and 

Q3  is independently a bond, -C(0)-, -0O2-, -C(0)NR-, --S 6 -,-SO2N(R)-, 

-C(0)NRC(0)O- or -(CR6R7)p-YI-; or 

each of Q2  and Q3, together with R5, optionally and ins -pendently forms a 5-7 

membered, non-aromatic ring optionally substituted with o e or more instances of.TE1; 

each Y1  is independently a bond, 	0 , 	S , -N r -, -C(0)-, -0O2-, -0C(0)-, 

-C(0)NR-, -C(0)NRC(0)0-, -NRC(0)NRC(0)0 , -NRC(0)-, -NRC(0)NR-, -NRCO2-, 

-OC(0)NR-, -S(0)-, -502-, -N(R)S02-, -SO 	(R)-, or -NRSO2NR-; 

R5  is: i) -H; ii) a C1-C6 aliphatic grom optionally substituted with one or more 

instances of f l ; iii) a C3-C8  non-aromatic , .rbocycle, or 6-10 membered carbocyclic aryl 

group, each optionally and independen 	substituted with one or more instances of .1c1; or 

iv) a 4-8 membered non-aromatic h. erocycle, or a 5-10 membered heteroaryl group, each 

optionally and independently su 	tituted with one or more instances of 301; and 

Rs  and R9  are each ins -pendently -H, halogen, cyano, hydroxy, amino, carboxy, C1- 

C6  alkyl, C1-C6  haloalkyl, ' i-C6 cyanoalkyl, C2-C6  alkoxyalkyl, C1-C6 aminoalkyl, C1-C6  

hydroxyalkyl, C1-C6 al. •xy, C1-C6 haloalkoxy, C1-C6 aminoalkoxy, C1-C6cyanoalkoxy, CI' 

C6  hydroxyalkoxy, r C2-C6 alkoxyalkoxy. 

74. The c,. 	pound of any one of claims 71-73, wherein R1  is -H or C1-C6 alkyl. 

75. he compound of claim 74, wherein 111  is -H. 

.. 	The compound of any one of claims 71-75, wherein R2  is -H, -F, -CH3, -CH2OH, or 

-NH2. 
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77. 	The compound of claim 76, wherein R2  is —H or —CH3. 

78. 	The compound of any one of claims 71-77, wherein R3  is —H, —Cl, —F, -Br, -CN, —

CF3, —0(C1-C4  alkyl), -OH, —NH2, -NH(C1-C4  alkyl), or —N(Ci-C4  alkyl)2. 

79. 	The compound of any one of claims 71-78, wherein the compound is represen d by 

the following structural formula (VI): 

zl 
, 	H 

R4 

`.. 	.4--- 
N 	y 

H 	(VI), 

or a pharmaceutically acceptable salt thereof. 

80. 	The compound of claim 79, wherein: 

Z1  is —H, C1-C6  alkyl, -0(C1-C6  alkyl), —F, 	1, -CN, —CO2H, —0O2(Ci-C6 alkyl), 

-CONH2, -CONH(C1-C6 alkyl), or -CON(CI-C, alkyl)2, wherein each of said alkyl groups is 

optionally and independently substituted wi 	one or more substituents independently 

selected from the group consisting of hal,,gen, cyano, hydroxy, oxo, -NH2, -NH(C1-C4  alkyl), 

-N(C1-C4  alkyl)2, -000(C1-C4  alkyl) 	CO(C,-C4 alkyl), -CO2H, -CO2(C1 -C4  alkyl), and C1- 

C4 alkoxy; and 

Z2  is —H, C1-C6  alkyl, - ft (C1-C6  alkyl), -NH2, -NH(C1-C6 alkyl), or -N(C1-C6 alkyl)2, 

wherein each of said alkyl ... oups is optionally and independently substituted with one or 

more substituents indepe dently selected from the group consisting of halogen, cyano, 

hydroxy, oxo, -NH2, 	H(C1-C4  alkyl), -N(C1-C4  alkyl)2, -000(C1 -C4  alkyl), -CO(C1-C4  

alkyl), -CO2H, -Cr 2(C1-C4  alkyl), and C1-C4  alkoxy. 

81. 	The ompound of any one of claims 71-80, wherein: 

is —H, —F, -Cl, -CF3, -CH3, or —CN; and 

Z2  is —H or an optionally substituted C1-C6  alkyl. 

82. 	The compound of any one of claims 71-81, wherein: 

R2  is —H; and 

R3  is —H, —F, —Cl, —CF3, -CH3, -C2H5, —NH2, —NH(CH3), or —N(CH3)2. 
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83. 	The compound of claim 79, wherein: 

Z1  is —H, —F, -Cl, -CF3, -CH3, or —CN; 

Z2  is —H or C1-C6  alkyl optionally substituted with one or more substituents 

independently selected from the group consisting of halogen, cyano, hydroxy, and -0(CI 

alkyl); 

Z3  is —H or C1-C6  alkyl optionally substituted with one or more substituent 

independently selected from the group consisting of halogen, cyano, hydroxy, . d -0(C1-C4 

alkyl); 

R1  is —H; 

R2  is —H; 

R3  is independently —H, —Cl or —F; 

R6  and R7  are each independently —H or —CH3, or toget -r with the carbon atoms to 

which they are attached they form a cyclopropane ring; 

each R$  is independently —H, halogen, cyano, hy. oxy, C1-C4  alkyl, Ci-C4  haloalkyl, 

C1-C4  hydroxyalkyl, C2-C4  alkoxyalkyl, -0(C1—C a • I), —NH2, —NH(CI—C4  alkyl), or 

—N(C1 —C4  alkyl)2. 

each R9  is independently —H or —CH3; 

R11  and R12  are each independently 	or —CH3; and 

R13  and R14  are each independei 	y —H or —CH3, or together with the carbon atoms to 

which they are attached they form a , clopropane ring. 

84. 	The compound of any 4ne of claims 71-83, wherein the compound is represented by 

any one of structural form 	ae (II), (III), (IV) and (V): 

Z2 	Z1 	
Z
ZZ1 

, 	/ \ 	H 	R 	_ 8 	 / \ 	NH 	R90-3) 
R13 	Q2 	 N N 	 3  R14 R11R12 	1 	

R 1 3 Y 
C 	

NBC 
 

R14R11 	IRS 5 	 R12 
R3 	 R 	R3 I.̀ H I 

N 	1 	 N -'t'fl 
H 	 ; 	H 

(II) 	 (III) 
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2 	Z1 	R9 	C 	
NR1° 
	 Z 2 	

Z1 

k 0 	 0 
/ \ 	NH 	Rii R12 	 / \ 	NH 

N 	 N 	z 
R13 R14 	1:9 

R3 	 R3 	-....., 
\ H I 	 I 

r\ "1.-----Ni 	 N ''-1\1  
H 	 and 	 H 

(IV) 	 (V), 

or a pharmaceutically acceptable salt thereof, wherein: 

R3  is -H, -F, -Cl, -CF3, -NH2, -NH(CH3), or -N(CH3)2; 

Z1  is -H, -F, -Cl, -CF3, C1-C4 alkyl,-CH2NH2, -C(0)NH2, -C(0)► . 	(CH3), 

-C(0)N(CH3)2, -0(C1-C4  alkyl), or -CN; 

each R and R' are independently -H or C1-C6 alkyl; 

ring A is an optionally substituted, C4-C7  non-aromatic 	arbocycle; 

rings B and C are each independently an optionally : bstituted 4-7 membered non-

aromatic heterocycle; 

ring 0 is an optionally substituted 4-7 memb. cd non-aromatic heterocycle; 

each of JA  and J13  is independently selectee from the group consisting of halogen, 

cyano, oxo, and Q1-R5; or optionally two JA  a , d two JB, respectively, together with the 

atom(s) to which they are attached, indeper dently form a 5-7 membered ring that is 

optionally substituted with one or mor- nstances ofJE1  and fused to the ring to which they 

are attached; 

each of Jc1  and JD1  is ind,  endently selected from the group consisting of halogen, 

cyano, oxo, Ra, -ORb, -SRb, 	(0)1e, -SO2Ra, -NRbRc, -C(0)Rb, -C(0)0Rb, -0C(0)Rb, 

-NRC(0)Rb, -C(0)NRb  " -NRC(0)NRble, -NRC(0)0Rb, -000NRbRc, -C(0)NRCO2Rb, 

NRC(0)NRC(0)ORb, -C(0)NR(010, -SO2NRcRb, -NRSO2Rb, and -NRSO2NEeRb, or 

optionally, two Jcl  .nd two JD1, respectively, together with the atoms to which they are 

attached, hider),  ldently form a 5-7-membered ring that is optionally substituted with one or 

more instan'es ofJB1, and fused to the respective ring to which they are attached; 

• is independently a bond, -O 	, 	S , NR'-, -C(0)-, -0O2-, -00(0)-, 

-C(0 NR'-, -C(0)NRC(0)O-, -NRC(0)NRC(0)O-, -NRC(0)-, -NRC(0)NR'-, 

' 4  RCO2-, -OC(0)NR'-, -5(0)-, -502-, -SO2NR'-, -NRS02-, or -NRSO2NR'-, or 

-(CR6R7)p-Y1-; 
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Q2  is independently bond, --0  , 	S ,  NR , 	C(0)—, —0O2—, —0C(0)—, —C(0)NR—, 

-C(0)NRC(0)0—, —NRC(0)NRC(0)0—, —NRC(0)—, —NRC(0)NR—, —NRCO2--, 

—0C(0)NR—, -S(0)-, —502—, —N(R)502—, —502NR'-, -NRSO2NR'-, or -(CR6R7)p—Y1—; and 

Q3  is independently a bond, —C(0)—, —0O2—, —C(0)NR'—, —SO2—, -SO2NR'—, 

-C(0)NRC(0)O—, or -(CR6R7)—Y1—; 

provided that if Q2-R5  is —0R5  or —NR'R5, then ring A is further substituted , rth one 

or more instances of .TA  other than —H; and 

provided that if Q3  is —C(0)-, then R5  is a substituted Ci-Co aliphatic sv oup; an 

optionally substituted C3-C8  non-aromatic carbocycle; an optionally substi ited, 6-10-

membered carbocyclic aryl group; an optionally substituted, 4-8 membc. ed non-aromatic 

heterocycle; or an optionally substituted 5-10 membered heteroaryl 	oup. 

85. 	The compound of claim 84, wherein: 

Z1  is —H, —F, -C1, -CF3, -CH3, or —ON; and 

Z2  is —H or an optionally substituted 01-06  alky 

86. 	The compound of claim 85, wherein R3  ' —H, —CI or —F. 

87. 	The compound of claim 86, where 

R6  and R7  are each independent 	—H or —CH3, or together with the carbon atoms to 

which they are attached they form a yclopropane ring; 

each R8  is independently 	, halogen, cyano, hydroxy, 01-C4 alkyl, C1-C4  haloalkyl, 

CI-04  hydroxyalkyl, C2-04  al oxyalkyl, -O(C1—C4  alkyl), —NH2, —NH(C1--C4  alkyl), or 

—N(C1 —C4  alky1)2. 

each R9  is inde,  - ndently —H or —CH3; 

R11  and R12 	.e each independently —H or —CH3; and 

R13  and r 4 are each independently —H or —CH3, or optionally R13  and R14, together 

with the carbr,n atom to which they are attached, form a cyclopropane ring. 

88. 	he compound of any one of claims 84-87, wherein the compound is represented by 

st 	tural formula (XIA) or (XIB): 
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F 

	

\ 	NH 	R 	
A 	

8 	 A 

	

/ \ 	NH 	R 

	

--- N 	R13 	x  ,4., n4,,,Q2 	 u. ,-R8  
R14 R  . .R  i. 	 N 	R13,4 x  Mi  n, -Q2  R5  

CI 	 R.. R.... - 	' 5 ' 	R 

--.. 	--i--- 
N 	I'll 

H 	 or 	H 

(XIA) 	 (XIB 

or a pharmaceutically acceptable salt thereof, wherein: 

ring A is a 5-7 membered non-aromatic carbocycle optionally further ubstituted with 

one or more substituents independently selected from the group consistin t of halogen, cyano, 

hydroxy, oxo, C1-C6  alkyl, C2-C6  alkenyl, -NH2, -NH(C1-C6 alkyl), - 	C1-C6 alkyl)2,  -0(Ct- 

C6 alkyl), -C(0)NH2, -C(0)NH(C1-C6  alkyl), -C(0)N(C1-C6  alkyl , -C(0)(C1-C6-alkyl), 

-OC(0)(Ci-C6  alkyl), -NHC(0)(C1-C6  alkyl), -N(CI-C6  alkyl)t 0)(C1-C6  alkyl), and 

-0O2Rb; wherein each of said alkyl and alkenyl groups is op ovally and independently 

substituted with one or more substituents independently 	-lected from the group consisting of 

halogen, cyano, hydroxy, oxo, -NH2, -NH(Ci-C4 alky , -N(C1 -C4  alkyl)2, -000(Ci-C4 alkyl), 

-CO(C1-C4  alkyl), -0O2H, -0O2(C1-C4 alkyl), and 	-C4  alkoxy. 

89. The compound of claim 88, where]. 	is 0 or 1; and n is 0 or I. 

90. The compound of claim 89, 	ierein Q2  is -0-, -NH-, -N(CH3)-, -C(0)-, -0O2-, 

-C(0)NH--, -C(0)N(CH3)-, N. C(0)-, -N(CH3)C(0)-, -NHC(0)NR'-, 

-N(CH3)C(0)NR'-, -NHCO , -N(CH3)CO2-, -0C(0)NR'-, -NHS02-, 

-N(CH3)S02-, -SO2NR'-, r. • -(CR6R7)p-Y1-. 

91. The compo 	d of claim 90, wherein: 

R5  is ind,  pendently i) -H; ii) a C1-C6-aliphatic group optionally substituted with one 

or more inst. ces of .1c1; iii) a C3-C8  non-aromatic earbocycle optionally substituted with one 

or more i 	tances of f'; iv) a phenyl group optionally substituted with one or more instances 
of  jci. 	a 4-8 membered non-aromatic heterocycle optionally substituted with one or more 

ins . nces of fl or vi) a 5-6 membered heteroaryl ring optionally substituted with one or more 

stances of PI; and 

each of fl  and Jot  is independently selected from the group consisting of hhalogen, 

cyano, oxo, Ra, -ORb, -SRb, -S(0)Ra, -SO2Ra, -NHR% -C(0)Rb, -C(0)0Rb, -0C(0)Rb, 
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—NHC(0)Rb, —C(0)NHEtc, —NHC(0)NHRc, —NHC(0)0Rb, —000NHRc, 

-NHC(0)NHC(0)0R1, —N(CH3)Rc, —N(CH3)C(0)Rb, —C(0)N(CH3)W, —N(CH3)C(0)NHW, 

—N(CH3)C(0)0Rb, —000N(CH3)W, -C(0)NHCO2Rb, -C(0)N(CH3)CO2Rb, 

-N(CH3)C(0)NHC(0)0Rb, -NHSO2Rb, -SO2NHRb, -SO2N(CH3)Rb, and -N(CH3)S02Rb. 

92. The compound of claim 91, wherein ring A is optionally further substituted w' 	one 

or more substituents independently selected from the group consisting of halogen, , ano, 

hydroxy, oxo, C1-C4  alkyl, -0(C1-C4  alkyl), —NH2, —NH(C1 —C4 alkyl), —N(Ci—f 4  alkyl)2, 

-C(0)(Ci-C4 alkyl), -0C(0)(C1-C4 alkyl), -CO2H, and —0O2(Ci-C4 alkyl), 	ierein each of 

said alkyl groups is optionally and independently substituted with one o 	ore substituents 

independently selected from the group consisting of halogen, cyano, , droxy, oxo, -NH2, 

-NH(C1-C4  alkyl), -N(C1-C4  alkyl)2, -000(CI-C4 alkyl), -CO(C1-'4  alkyl), -CO2H, -0O2(Ci- 

C4  alkyl), and C1-C4  alkoxy. 

93. The compound any one of claims 88-92, wherei 	the group —[C(R13R14)],—ringA-Q2- 

R5  is independently selected from one of the depictep 	elow: 
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wherein each of rings A1-A27 is in,  ependently and optionally further substituted. 

94. 	The compound of Cl. 93, wherein the group —[C(R13R14'
x_ringA-Q2-R5  is 

independently selected fr. 	one of the depicted below: 
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wherein each of rings A1-A4, A7-A2 I A22, A23, A25 and A27 is independently and 

optionally further substituted. 

95. 	The compound of Cl: m 93, wherein the group —[C(Ri3ex_ ) j 	ringA-Q2-R5  is 

independently selected frt 	one of the depicted below: 

0 	0 	40 	je R8  R8 	0,1 	 OR5  41 	 0,1 
OR5 	

OR5 	OR5 

	

lel R5 	
ie RS  R5  

at 	NH 	 N 
H 

R5  

w erein: 

each of rings A5-A7, A21, A24 and A26 is independently and optionally further 

substituted; and 
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each le independently is halogen, cyano, hydroxy, C1-C4 alkyl, C1-C4  haloalkyl, C 1 - 

C4  hydroxyalkyl, C2-C4  alkoxyalkyl, -0(C1—C4 alkyl), —NH2, —NH(C1—C4 alkyl) or —N(Ci—C4 

alkyl)2. 

96. The compound of any one of claims 93-95, wherein each of rings Al-A27 is 

optionally and independently substituted with one or more substituents independently 

selected from the group consisting of halogen, cyano, hydroxy, oxo, —NH2, —NH(C 

alkyl), .-NH(C1-C2  alkyl)2, C1-C2  alkyl, C1-C2  haloalkyl, C1-C2  hydroxyalkyl, C2  

alkoxyalkyl, C1-C2  alkoxy, C1-C2 hydroxyalkoxy, C1-C2  haloalkoxy, C2-C4 a 	oxyallwxY, 

-CO2H, and —0O2(C1-C4  alkyl). 

97. The compound of claim 96, wherein R5  is independently: 

i) —H; 

ii) a CI-C6-aliphatic group optionally substituted witl one or more substituents 

independently selected from the group consisting of halo= n, cyano, hydroxy, oxo, C1 -C4  

alkyl, -0(C1—C4  alkyl), —NH2, —NH(C1—C4  alkyl), —N 	—C4  alkyl)2, -C(0)(Ci—C4. alkyl), — 

0C(0)(Ci—C4 alkyl), -C(0)0(C1—C4  alkyl), -CO2 	C3-C8  non-aromatic carbocycle, phenyl, 

4-8 membered non-aromatic heterocycle, and 5 	membered heteroaryl; 

iii) a 03-07  non-aromatic carbocycl., a 4-7 membered non-aromatic heterocycle, a 

phenyl group, or a 5-6 membered hetero, yl ring, each of which is optionally and 

independently substituted with one o 	ore substituents independently selected from the 

group consisting of halogen, cyan', hydroxy, oxo, C1-C4  alkyl, -0(C1—C4  alkyl), —NH2, 

—NH(Ci—C4  alkyl), —N(Ci—C, .1kyl)2, -C(0)(C1—C4 alkyl), —0C(0)(C1—C4 alkyl), 

-C(0)0(C1 —C4  alkyl), and 	02H, 

wherein each of .aid alkyl groups for the substituents of R5  is independently and 

optionally substitut- 4 with one or more substituents independently selected from the group 

consisting of hal• _en, cyano, hydroxy, oxo, -NH2, -NH(Cj-C4  alkyl), -N(C1-C4 alkyl)2, 

-000(C1-C4  . 	yl), -CO(C1-C4  alkyl), -CO2H, -0O2(C1-C4  alkyl), and C1-C4  alkoxy; and 

N,v1 	rein each of said carbocycle, phenyl, heterocycle, and heteroaryl for the 

substi 	- nts of the CI-Co-aliphatic group represented by R5  is independently and optionally 

sub- ituted with one or more substituents independently selected from the group consisting of 

.logen, cyano, hydroxy, oxo, C1-04  alkyl, -NH2, -NH(C1-C4  alkyl), -N(C1-C4 alkyl)2, 

-OCO(Ci-C4 alkyl), -CO(Ci-C4  alkyl), -CO2H, -0O2(C1-C4  alkyl), and C1-04  alkoxy. 
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—
x_ 98. The compound of claim 97, wherein the group —[C(R13R14  ) i 	ringA-Q2-R5  is 

S 	0 o 	It s  
NH l ell R8 	0,1 	R° 	 OR5 0,1 

0,1 	 R5 
....._ 

0,1 	OR5 	o 	OR5, 	 0 

	

, 	 , 
13:1 I 

0,1 or 	 HN 	OR5
; and wherein: 

each of rings A6, A8, All, A14 and A15 is optionally and independently 	rther 

substituted; and 

each R8  independently is halogen, cyano, hydroxy, C1-C4  alkyl, C 	4  haloalkyl, Ci- 

C4  hydroxyalkyl, C2-C4  alkoxyalkyl, -0(C1—C4alkyl), —NH2, —NH(C1— 4 alkyl), or 

—N(Ci—C4 alkyl)2. 

99. The compound of claim 98, wherein: 

R5  is: 1) —H; ii) an optionally substituted C1 —C6  al 	1 group; iii) an optionally 

substituted, C3—C7  non-aromatic carbocycle; or iv) an 6ptionally substituted, 4-7 membered 

non-aromatic heterocycle; 

wherein said alkyl group represented by ' S is optionally substituted with one or more 

substituents independently selected from the goup consisting of halogen, cyano, hydroxy, 

oxo, -NH2, -NH(C1-C4 alkyl), -N(CI-C . 	1)2, -000(CI-C4  alkyl), -CO(Ci-C4 alkyl), 

-CO2H, -0O2(C1-C4  alkyl), and C1-C • koxy, an optionally substituted, C3—C7  non-aromatic 

carbocycle, and an optionally subs 	uted, 4-7 membered non-aromatic heterocycle; and 

wherein each of said ca iocycles and heterocycles represented by R5  and referred to 

for the substituents of the C 	C6  alkyl group represented by R5  is independently and 

optionally substituted wi 	one or more substituents independently selected from the group 

consisting of halogen 	yano, hydroxy, oxo, C1-C4  alkyl, -0(C1—C4alkyl), —NH2, —NH(C1—C4 

alkyl), —N(C1 —C4 	kyl)2, -C(0)(C1—C4 alkyl), —0C(0)(CI —C4 alkyl), -C(0)0(C1 —C4  alkyl), 

and -CO2H, wl 	rein each of said alkyl groups is optionally and independently substituted 

with one or lore substituents independently selected from the group consisting of halogen, 

cyano, I i droxy, oxo, -NH2, -NH(Ci-C4  alkyl), -N(C1-C4  alkyl)2, -000(C1-C4  alkyl), -CO(C1- 
C4  a 	1), -CO2H, -CO2(CI-C4 alkyl), and C1-C4  alkoxy. 

100. The compound of any one of claims 84-87, wherein the compound is represented by 

structural formula (XIIA) or (XIIB): 
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\ 	NH 	R9\ 
C 	N„ 	 9,(;),,, N 	R1- 	Y 	M 	Cr 	/ \ 	NH 

Ri4 	ii 	2 	 13 	C 	- 	P4 s. 

Cl 	 R 	Ri 	R5 

	

N 	R D 14Y 	M 	Ce 

\ 	 " 	R11 R12 	R5 

H 	 N 	Nil 
or 	H 

(XIIA) 	 (XII B), 

or a pharmaceutically acceptable salt thereof; wherein: 

ring B is optionally further substituted with one or more substituent 	ndependently 

selected from the group consisting of halogen, cyano, hydroxy, oxo, Ci-r 6 alkyl, C2-C6 

alkenyl, -NH2, —NH(CI-C6  alkyl), —N(Ci-C6  alkyl)2, -0(C1 _C6 alkyl), C(0)NH2, 

-C(0)NH(C1 -C6 alkyl), —C(0)N(C1-C6  alkyl)2, —C(0)(C1 -C6-alky , —0C(0)(Ci-C6  alkyl), — 

NHC(0)(Ci-C6 alkyl), -N(C1-C6  alkyl)C(0)(C1-C6 alkyl), and 	02Rb; wherein each of said 

alkyl and alkenyl groups is optionally and independently s estituted with one or more 

substituents independently selected from the group con sting of halogen, cyano, hydroxy, 

oxo, -NH2, -NH(C1-C4  alkyl), -N(C1-C4  alkyl)2, -0Cri(Ci-C4  alkyl), -CO(C1-C4  alkyl), 

-CO2H, -0O2(C1-C4  alkyl), and C1-C4  alkoxy. 

101. The compound of claim 100, whet.= n y is 0 or 1. 

102. The compound of claim 101 wherein Q3  is independently —C(0)—, —0O2—, 

—C(0)NH—, —C(0)N(CH3)—, -C •)NHC(0)0—, -C(0)N(CH3)C(0)O—, -SO2-, -SO2NH-, 

-S02(CH3)-, or -(CR6R7)p-Y1  . 

103. The compoun • of claim 102, wherein: 

R5  is indep,  dently 0 —H; ii) a C1-C6-alkyl optionally substituted with one or more 

instances of Jci  • tip a C3—Cs non-aromatic carbocycle optionally substituted with one or more 

instances of 	1; iv) a phenyl group optionally substituted with one or more instances ofJc1; 

v) a 4-8 , embered non-aromatic heterocycle optionally substituted with one or more 

insta. es  of JD1  or vi) a 5-6 membered heteroaryl ring optionally substituted with one or more 

antes of JD1; and 

each of JC1  and JD1  is independently selected from the group consisting of hhalogen, 

cyano, oxo, Ru, —0R1), —SR", -s(0)re, -S021e, —NHRc, —C(0)R1), —C(0)0R1', —0C(0)R1', 

--NHC(0)Rb, —C(0)NHRc, —NHC(0)NHW, —NHC(0)0e, —000NHRc, 
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-NHC(0)NHC(0)0Rb, —N(CH3)Rc, —N(CH3)C(0)Rb, —C(0)N(CH3)Rc, —N(CH3)C(0)NHRc, 

—N(CH3)C(0)0Rb, —000N(CH3)1e, -C(0)NHCO2Rb, -C(0)N(CH3)CO2Rb, 

-N(CH3)C(0)NHC(0)0Rb, -NHSO2Rb, -SO2NHRb, -SO2N(CH3)Rb, and -N(CH3)SO2Rb. 

104. The compound of claim 103, wherein ring B is optionally further substituted wit 	tile 

or more substituents independently selected from the group consisting of halogen, cy- o, 

hydroxy, oxo, C1-C4  alkyl, -O(C1-C4  alkyl), —NH2, —NH(C1—C4  alkyl), —N(Ci—C4 kyl)2, 

-C(0)(C1-C4 alkyl), -0C(0)(C1-C4 alkyl), -CO2H, and —0O2(C1-C4 alkyl), whe - in each of 

said alkyl groups is optionally and independently substituted with one or m,  e substituents 

independently selected from the group consisting of halogen, cyano, by 8 oxy, oxo, -NH2, 

-NH(C1-C4  alkyl), -WI-CI  alky1)2, -000(C1-C4 alkyl), -CO(Ci-C • I 	1), -CO2H, -0O2(C1- 

C4  alkyl), and C1-C4  alkoxy. 

105. The compound of any one of claims 100-104, wher- n ring B is independently 

selected from: 

iy---- Bi 	
ssk,...."... 	. 

B4 	EZ 82 
11,

1
c

2,

N ......,,.../ 	 N 	I 	
\----...rsi 

1 	 >fj- 

e 	
.....---, 

B9 
N  88 	I'"--/ 

\N 	 N--N 
•www.1 	 o,  

wherein each of rings Bl, B2 and 	4-B9 is optionally and independently substituted. 

106. The compound of c im 105, wherein each of rings BI, B2 and B4-B9 is optionally 

and independently subs ' 	ted with one or more substituents independently selected from the 

group consisting of 	ogen, cyano, hydroxy, oxo, —NH2, —NH(C1-C2 alkyl), —N(C1-C2  

alkyl)2, C1-C2 a 	, , C1-C2 haloalkyl, C1-C2  hydroxyalkyl, C2-C4  alkoxyalkyl, C1-C2  alkoxy, 

C1-C2  hydrox :lkoxy, C1-C2 haloalkoxy, —CO2H, and —0O2(CI-C4  alkyl). 

107. ' le compound of claim 106, wherein R5  is independently: 

i) —H; 

ii) a C1-C6-aliphatic group optionally substituted with one or more substituents 

independently selected from the group consisting of halogen, cyano, hydroxy, oxo, C1-C4 

alkyl, -0(Ci—C4 alkyl), —NH2, —NH(C1 —C4  alkyl), —N(C1—C4  alkyl)2, -C(0)(C1--C4  alkyl), — 
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OC(0)(C1—C4  alkyl), -C(0)0(Ci—C4  alkyl), -CO2H, C3-C8  non-aromatic carbocycle, phenyl, 

4-8 membered non-aromatic heterocycle, and 5-6 membered heteroaryl; 

iii) a C3—C7  non-aromatic carbocycle, a 4-7 membered non-aromatic heterocycle, a 

phenyl group, or a 5-6 membered heteroaryl ring, each of which is optionally and 

independently substituted with one or more substituents independently selected from the 

group consisting of halogen, cyano, hydroxy, oxo, C1-C4  alkyl, -0(C1—C4  alkyl), -NH , 

-NH(C1-C4 alkyl), —N(Ci—C4  alkyl)2, -C(0)(C1—C4 alkyl), —0C(0)(C1—C4  alkyl), 

-C(0)0(C1—C4  alkyl), and -CO2H; 

wherein each of said alkyl groups for the substituents of R5  is indepe dently and 

optionally substituted with one or more substituents independently select,  d from the group 

consisting of halogen, cyano, hydroxy, oxo, -NH2, -NH(C1-C4 alkyl), 	(C1-C4 alkyl)2, 

-000(C1-C4  alkyl), -CO(C1-C4  alkyl), -CO2H, -0O2(C1-C4  alkyl), . nd C1-C4  alkoxy; and 

wherein each of said carbocycle, phenyl, heterocycle, a, i heteroaryl for the 

substituents of the Ci-C6-aliphatic group represented by R5  .. independently and optionally 

substituted with one or more substituents independently 	lected from the group consisting of 

halogen, cyano, hydroxy, oxo, C1-C4  alkyl, -NH2, -N 	CI-C4  alkyl), -N(C1-C4  alkyl)2, 

-000(C1-C4  alkyl), -CO(CI-C4  alkyl), -CO2H, -Ct (Ci-C4  alkyl), and C1-C4  alkoxy. 

108. 	The compound of claim 107, where',  the group (ring B)-Q3-R5  is 

inB2  
11  
Q? 

R5, 

wherein: 

ring B2 is option,  y and independently further substituted; and 

R5  is: i) —H; ii an optionally substituted C1—C6  alkyl group; iii) an optionally 

substituted, C3--C7 	on-aromatic carbocycle; or iv) an optionally substituted, 4-7 membered 

non-aromatic 	terocycle; 

whe 	in said alkyl group represented by R5  is optionally substituted with one or more 

substitu- is independently selected from the group consisting of halogen, cyano, hydroxy, 

oxo, -.1H2, -NH(C1-C4  alkyl), -N(C1-C4  alkyl)2, -OCO(C1-C4  alkyl), -CO(C1-C4  alkyl), 

- 	42H, -CO2(C1-C4 alkyl), C1-C4 alkoxy, an optionally substituted, C3—C7  non-aromatic 

carbocycle, and an optionally substituted, 4-7 membered non-aromatic heterocycle; and 
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wherein each of said carbocycles and heterocycles represented by R5, and referred to 

for the substituents of the C1—C6  alkyl group represented by R5  is independently and 

optionally substituted with one or more substituents independently selected from the group 

consisting of halogen, cyano, hydroxy, oxo, CI-C.4 alkyl, -0(C1—C4 alkyl), —NH', --NH(Ci— 

alkyl), —N(C1—C4 alkyl)2, -C(0)(CI—C4  alkyl), --0C(0)(Ci—C4 alkyl), -C(0)0(Ci—C4  a 	),  

and -CO2H, wherein each of said alkyl groups is optionally and independently substi , ed 

with one or more substituents independently selected from the group consisting of alogen, 

cyano, hydroxy, oxo, -NH2, -NH(C1-C4 alkyl), -N(C1-C4  alkyl)2, -000(CI-C4 • i 	1), -CO(Ct- 

C4 alkyl), -CO2H, -0O2(C1-C4  alkyl), and C1-C4  alkoxy. 

109. The compound of any one of claims 84-87, wherein the comp,. nd is represented by 

structural formula (XIII): 

. 	, 
C R 	c 	..... 
IP 

NH 	R1
k 

1 - 2 

N 
CI 

N 	1  
H 	 (XIII), 

or a pharmaceutically acceptable salt the 	of, wherein: 

ring C is a 5-6 membered non-. romatic heterocycle optionally further substituted with 

one or more substituents independ. tly selected from the group consisting of halogen, cyano, 

hydroxy, C1-C6  alkyl, C2-C6  al 	nyl, -NH2, —NH(C1-C6  alkyl), —N(C1-C6  alkyl)2, -0(Ci-C6 

alkyl), —C(0)NH2, -C(0) 	1-05 alkyl), —C(0)N(C1-C6 alkyl)2, —C(0)(Ci-C6-alkyl), — 

0C(0)(Ci-C6  alkyl), —N 	(0)(C1-C6  alkyl), -N(Ci-C6  alkyl)C(0)(CI-C6  alkyl), and -CO2Rb; 

wherein each of said . 	1 and alkenyl groups is optionally and independently substituted 

with one or more s ..stituents independently selected from the group consisting of halogen, 

cyano, hydroxy oxo, -NH2, -NH(Ci-C4  alkyl), -N(CI-C4 alkyl)2, -000(Ci-C4  alkyl), -CO(C1- 

C4  alkyl), - 	42H, -0O2(C1-C4  alkyl), and C1-C4 alkoxy. 

110. The compound of claim 109, wherein R'°  is —H or C1-C6-alkyl. 

11. 	The compound of claim 110, wherein ring C is optionally further substituted with one 

or more substituents independently selected from the group consisting of halogen, cyano, 

hydroxy, C1-C4  alkyl, -0(C1-C4  alkyl), —NH2, --NH(C1—C4  alkyl), —N(C1—C4  alkyl)2, 
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-C(0)(C1-C4  alkyl), -CO2H, and —0O2(C1-C4  alkyl), wherein each of said alkyl groups is 

optionally and independently substituted with one or more substituents independently 

selected from the group consisting of halogen, cyano, hydroxy, oxo, -NH2, -NH(C1-C4  alkyl), 

-N(C1-C4  alkyl)2, -000(C1-C4 alkyl), -CO(Ci-C4 alkyl), -CO2H, -0O2(C1-C4  alkyl), and C1- 

C4 alkoxy. 

112. The compound of any one of claims 109-111, wherein ring C is independen 

selected from: 

''''........ / 	
S-.....-----... 	/ 	fe...."--0 

ci 	C2 	C3 	C9 	C.;.1  
0 	N 	

r. N Rio N 	.10 	O ''' N 	0 	N 	••,. 

R1° 	Ri° 	R'10 	 R'to 	 • 

wherein each of rings Cl-05 is optionally and independently sub 	tuted. 

113. The compound of claim 112, wherein each of rings ' 1-05 is optionally and 

independently substituted with one or more substituents ndependently selected from the 

group consisting of halogen, cyano, hydroxy, —NH2, 	H(CI-C2  alkyl), —NH(C1-C2  alkyl)2, 

• 

C1-C2  alkyl, C1-C2  haloalkyl, C1-C2 hydroxyalky 	C2-C4  alkoxyalkyl, C1-C2  alkoxy, C1-C2 

hydroxyalkoxy, C1-C2 haloalkoxy, C2-C4 alko yalkoxy, —CO2H, and —0O2(C1-C4  alkyl). 

114. The compound of any one of cl, ms 84-87, wherein the compound is represented by 

the following structural formula ( 	):  

F 

\ NH --- 
N 	zN D 

R13 R14 

I 
"---, 	-;:-*--- 

N 	NI  
H 

(XIV), 

or a pha , aceutically acceptable salt thereof, wherein: 

ring D is optionally further substituted with one or more substituents independently 

se ' cted from the group consisting of halogen, cyano, hydroxy, oxo, C1-C6  alkyl, C2-Cs 

Ikenyl, -NH2, —NH(C1-C6  alkyl), —N(C1-C6  alkyl)2, -0(C1_C6 alkyl), —C(0)NH2, 

-C(0)NH(C1-C6  alkyl), —C(0)N(C1-C6 alkyl)2, —C(0)(C1-C6-alkyl), —0C(0)(C1-C6 alkyl), — 

NHC(0)(CI-C6 alkyl), -N(C1-C6  alkyl)C(0)(Ci-C6 alkyl), and -CO2Rb; wherein each of said 
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alkyl and alkenyl groups is optionally and independently substituted with one or more 

substituents independently selected from the group consisting of halogen, cyano, hydroxy, 

oxo, -NH2, -NH(C1-C4 alkyl), -N(C1-C4  alkyl)2, -000(C1-C4 alkyl), -CO(C1-C4 alkyl), 

-CO2H, -0O2(C1-C4  alkyl), and C1-C4  alkoxy. 

115. The compound of claim 114, wherein z is 1. 

116. The compound of claim 114 or 115, wherein ring D is independently sel,cted from 

the group consisting of 

ss
si—N D1 0 	i D2 	1D4  

\--0 

ok N 
sef—N D5 N—Rd 	L D6 	D7 

`R
d 

wherein: 

each of rings D1-D7 is optionally and indepe • dently substituted with one or more 

substituents independently selected from the gro 	consisting of halogen, cyano, hydroxy, 

oxo, C1 -C4  alkyl, -O(C1 -C4  alkyl), —NH2, — 	CI—C.4 alkyl), —N(CI—C4 alky1)2, -C(0)(C1-C4 

alkyl), -CO2H and —0O2(C1-C4 alkyl), wh- ein each of said alkyl groups is optionally and 

independently substituted with one or , ore substituents independently selected from the 

group consisting of halogen, cyano, ydroxy, oxo, -NH2, -NH(C1-C4  alkyl), -N(CI-C4 alkyl)2, 

-000(C1-C4  alkyl), -CO(C1-C4  • , yl), -CO2H, -0O2(C1-C4  alkyl), and C1-C4  alkoxy; and 

each Rd  is independen y —H, C1-C6  alkyl or —C(0)(C1-C6  alkyl), wherein each of said 

alkyl moiety is optionally • id independently substituted with one or more groups selected 

from halogen, cyano, h droxy, oxo, -NH2, -NH(C1-C4 alkyl), -WI-CI alkyl)2, -000(C1-C4 

alkyl), -CO(C1-C4  a 	1), -CO2H, -0O2(C1-C4  alkyl), and C1-C4  alkoxy. 

i x IP 
R13 	14  

117. he compound of any one of claims 71-83, wherein R4  is: 	R 	R11 R12 	, 

wh- ern: 

ring E is a C4-C10 non-aromatic carbocycle optionally further substituted with one or 

more instances of JA; 
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rings F is a 4-8 membered non-aromatic heterocycle optionally substituted with one 

or more instances of ..1-E1; 

R9  is independently —H, halogen, cyano, hydroxy, amino, carboxy, C1-C6 alkyl, C1-C6  

haloalkyl, C1-C6  cyanoalkyl, C2-C6  alkoxyalkyl, C1-C6  aminoalkyl, Ci-C6  hydroxyalkyl, Cl- 

C5  carboxyalkyl, C1-C6  alkoxy, C1-C6 haloalkoxy, C1-C6 aminoalkoxy, C1-C6cyanoalko 	, 

C1 -C6 hydroxyalkoxy, or C2-C6 alkoxyalkoxy; 
—11

,  R12, R13  and R14  are each independently —H, halogen, or C1-C6  alkyl optionally K 

substituted with one or more substituents independently selected from the gro 	consisting of 

halogen, cyano, oxo, hydroxy, oxo, amino, carboxy, C1-C6 alkoxy, C1-C6  h oalkoxy, C1-05 

aminoalkoxy, C1-C6  cyanoalkoxy, C1-C6  hydroxyalkoxy, and C2-C6  alko 	alkoxy; 

optionally, R13  and R14, together with the carbon atom to wh' i they are attached, 

form a cyclopropane ring, optionally substituted with one or mor- nstances of methyl; 

s is 0, I or 2; and 

x is 0, 1 or 2. 

118. The compound of claim 117, wherein ring F F. selected from any one of rings F1-F6: 
o 

	

f A 	0 	NRf 	 NRf 	 NRf 	 0 R•N Fl 	0 

I
LF2 N 	F3 	0 

...
g40 	F5 	0 	

....
g60 

till-r-0 	th
. 
	e 	.7., 	NRf 	,1/4. 	0 	,,,.. 	 NRf 

, and '.4Z-  

each of rings F1-F6 optionally . nd independently substituted; and 

each Rf  is independently — 	or C1-C6  alkyl optionally and independently substituted 

with one or more substituents i -.ependentIy selected from the group consisting of halogen, 

	

cyano, hydroxy, oxo, amino, 	arboxy, C1-C6  alkoxy, C1-C6 haloalkoxy, C1-C6  aminoalkoxy, 

C1-C6cyanoalkoxy, C1-C,  lydroxyalkoxy and C2-C6 alkoxyalkoxy. 

119. The compo . id of claim 118, wherein each rings F1-F6 are independnetly and 

optionally subs ' uted with one or more substituents selected from the group consisting of 

halogen, cy. o, hydroxy, Ci-C4  alkoxy, and C1-C4 alkyl optionally substituted with one or 

more sub-. ituents selected from the group consisting of halogen, cyano, hydroxy, and -0(C1- 

C4 a •,1). 

20. 	The compound of any one of claims 117-119, wherein: 
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R9  is independently -H, halogen, cyano, hydroxy, C1-C4 alkyl, CI-CI haloalkyl, Ci-C4 

hydroxyalkyl, C2-C4 alkoxyalkyl, -0(C1—C4  alkyl), —NH2, —NH(C1—C4  alkyl), or —N(C1—C4 

alkyl/2; and 

ring E is a C4-C8 non-aromatic carbocycle optionally further substituted with one or 

more instances of JA. 

121. The compound of claim 120, wherein ring F is selected from any one of rin t F1-F5: 
0 

R
f
N 
A 	4,...... 

Fl 	° 	1 F2 ,N 
NRf  

F3) 0 
NRI 	N Rf  

0 	F5 - 0 
,
g4)= 

1/4. 	'cr." 0 	:117--  N Rf  	'I 	 0 

wherein each of rings F1-F5 optionally and independently substituted 

122. The compound of any one of claims 71-83, wherein R4  : 

IR23 	 R22  
R23 	" 

R22 
q 	R21 	R9  

i 	R21 

R9 R24 
G1 	R9 

R8 
Q2 	

13  R14 	Q\ R24 	
\R5 	 \ 

R 	R14  	 R5 	, 

R23  

R9  

iii• 	R25 	R23 . 	R22 	 R23 
R21  

G3 	j R22 	RA 
r 	 R9  G • 

21 R 	 .4" SCS3 R24 
X 

2 R5  C\
, 

R13  R14 s.,\ 	 R13  R14 
R 

13  R14 	Q \ 
R5 	 R5 	,or 	 R5 	" , 

each of rings Gl- r 4 is independently a 5-10 membered non-aromatic bridged 

carbocycle optionally r+ rther substituted with one or more instances of JA, and ring G5 is a 5- 

10 membered non-. omatic bridged heterocycle optionally further substituted with one or 

more instances t J8; 

X is 	A -, -S-, or -NR.8-; 

RS  and R9  are each independently —H, halogen, cyano, hydroxy, amino, carboxy, C1- 

C6 a .' , C1-C6  haloalkyl, C1-C6 cyanoalkyl, C2-C6  alkoxyalkyl, C1-C6  aminoalkyl, C1-Co 

hy,  oxyalkyl, C1-C6  carboxyalkyl, C1-C6 alkoxy, C1-C6  haloalkoxy, Ci-C6aminoalkoxy, C 1- 

6 cyanoalkoxy, C1-C6  hydroxyalkoxy, or C2-C6  alkoxyalkoxy; 

R13  and R14  are each independently —H, halogen, or C1-C6  alkyl optionally substituted 

with one or more substituents independently selected from the group consisting of halogen, 
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cyano, oxo, hydroxy, oxo, amino, carboxy, C1-C6 alkoxy, Ci-C6 haloalkoxy, Ci-C6 

aminoalkoxy, C1-C6 cyanoalkoxy, C1-C6 hydroxyalkoxy, and C2-C6 alkoxyalkoxy; 

optionally, R13  and R14, together with the carbon atom to which they are attached, 

form a cyclopropane ring, optionally substituted with one or more instances of methyl; 

R21, R22
, 
 R23

, 
 R24

,  and R25 are each independently —H, halogen, -OH, C1-C6 alkoxy or 

C1-C6  alkyl optionally substituted with one or more substituents independently selecte,, from 

the group consisting of halogen, cyano, oxo, hydroxy, oxo, amino, carboxy, C1-C6  , I oxy, Ci- 

C6  haloalkoxy, C1-C6  aminoalkoxy, C1-C6cyanoalkoxy, C1-C6 hydroxyalkoxy, • d C2-C6 

alkoxyalkoxy; 

Rg is -H or C1-C6  alkyl optionally substituted with one or more s 	dstituents 

independently selected from the group consisting of halogen, cyano, • o, hydroxy, amino, 

carboxy, C1-C6 alkoxy, C1-C6 haloalkoxy, C1-C6 aminoalkoxy, C1- 6 cyanoalkoxy, C1-C6 

hydroxyalkoxy, and C2-C6  alkoxyalkoxy; 

q is 0, 1 or 2; 

x is 0, 1 or 2; and 

r is 1 or 2. 

123. The compound of claim 122, wherein ' ' is: 

R23 	 R23 	
R22 

q 	- 	1 
R2 	

R
t

oo. 

 R21 

R8 	
R24 

2 

G1 	r- 	R8 
Q2 

x \ 	R13  Ri4 	\ 
R13  R14 	 R5, or 	 R5 	. 

124. The compound . claim 123, wherein: 

each of R8  a d R9  is independently -H, halogen, cyano, hydroxy, C1-C4  alkyl, Ci-C4 

haloalkyl, C1-C4 	droxyalkyl, C2-C4 alkoxyalkyl, -0(C1—C4 alkyl), —NH2, —NH(C1—C4 

alkyl), or —N ' 1 —C4  allcy1)2; and 

R21
, 
 R22, R23

,   and R24  are each independently —H, halogen, -OH, or C1-C6 alkyl 

option,  y substituted with one or more substituents independently selected from the group 

co :'sting of halogen, cyano, oxo, hydroxy, oxo, amino, carboxy, C1-C6 alkoxy, C1-C6 

.loalkoxy, C1-C6 aminoalkoxy, C1-C6 cyanoalkoxy, CI-C6 hydroxyalkoxy, and C2-C6 

alkoxyalkoxy. 
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125. The compound of any one of claims 122-124, wherein: 

Q2  is independently a bond, -O 	, 	S , NR , 	C(0)-, -C(=NR)-, -CO2-, -0C(0)-, 

-C(0)NR-, -C(0)NRC(0)O-, -NRC(0)NRC(0)0-, -NRC(0)-, -NRC(0)NR-, -NRCO2-, 

-OC(0)NR-, -5(0)-, -502-, -N(R)S02-, -SO2NR'-, -NRSO2NR'-, or -(CR6R7)p-Y1-. 

126. The compound of any one of claims 122-124, wherein: 

Q2  is independently -O-, -002-, -00(0)-, -C(0)NR-, -NRC(0)--, -N' 	(0)NR--, 

-NRCO2-, -0C(0)NR-, -CO2S02-, -P(0)20-, or -(CR6R7)p-Y1-. 

127. The compound of claim 126, wherein Q2  is independently -0- • -002-. 

128. The compound of any one of claims 117-127, wherein: 

Q1  is independently a bond, -O 	, 	S , NR , 	0(0)- -C(=NR)-, -CO2-, -00(0)-, 

-C(0)NR-, -C(0)NRC(0)0-, -NRC(0)NRC(0)0-, -NR' (0)-, -NRC(0)NR-, -NRCO2-, 

-0C(0)NR--, -5(0)-, -SO2-, -N(R)S02-, -SO2NR'-, 	RSO2NR'-, or -(CR6R7)p-Y1 -; and 

Y1  is independently a bond, 	0  , 	S , 	NR' , -0(0)-, -C(=NR)-, -002-, 

-00(0)-, -C(0)NR'-, -C(0)NRC(0)0-, -NR 	O)NRC(0)0-, -NRC(0)-, 

-NRC(0)NR1-, -NRCO2-, -0C(0)NR'- - 	0)-, -502-, -SO2NR'-, -NRS02-, or 

-NRSO2NR'-. 

129. The compound of claim 12: wherein: 

Q1  is independently a bo d, 	0 	, 	S , NR , 	0(0)-, -002-, -00(0)-, 

-C(0)NR-, -C(0)NRC(0)0 , -NRC(0)NRC(0)O-, -NRC(0)-, -NRC(0)NR-, -NRCO2-, 

-OC(0)NR-, -5(0)-, -S r.2-, -N(R)S02-, -SO2NR'-, -NRSO2NR'-, or -(CR6R7)-Y1-; and 

Y1  is indepens' ntly -0-, -002-, -0C(0)-, -C(0)NR-, -NRC(0)-, -NRC(0)NR-, 

-NRCO2-, or -OP 0)NR-. 

130. The • ompound of any one of claims 117-129, wherein: 

is independently i) -H; ii) a C1-C6-aliphatic group optionally substituted with one 

or me e instances of f l; iii) a C3-C8  non-aromatic carbocycle optionally substituted with one 

or 	ore instances of Jc1; iv) a phenyl group optionally substituted with one or more instances 

of Jc1; v) a 4-8 membered non-aromatic heterocycle optionally substituted with one or more 
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instances of .3-D1  or vi) a 5-6 membered heteroaryl ring optionally substituted with one or more 

instances of JDI ; and 

each of JcI  and JDI  is independently selected from the group consisting of halogen, 

cyano, oxo, R3, —ORb, —SR.b, -S(0)Ra, —S02Ra, —NHR.c, —C(0)Rb, —C(0)0Rb, —0C(0)Rb, 

—NHC(0)Rb, —C(0)NHRc, —NHC(0)NHRc, —NHC(0)0Rb, —000NHEe, 

-NHC(0)NHC(0)0Rb, —N(CH3)1e, —N(CH3)C(0)Rb  , —C(0)N(CH3)1e, 

—N(CH3)C(0)NHiRc, —N(CH3)C(0)0Rb, —OCON(CH3)Rc, -C(0)NHCO2Rb, 

-C(0)N(CH3)CO2Rb, -N(CH3)C(0)NHC(0)0Rb, -NHSO2Rb, -SO2NHRb, -SO 	(CH3)Rb, 

and -N(CH3)S02Rb. 

131. 	The compound of any one of claims 117-129, wherein: 

RI  is —H; 

R2  is —H, —CH3, -CH2OH, or -NH2; 

R3  is —H, —F, —Cl, C1_4 alkyl, or C1-4 haloalkyl; 

Z1  is —H, —F, or -Cl; 

Z2  is —H or C1-C6 alkyl optionally substitutes 	ith one or more substituents 

independently selected from the group consistin • .f halogen, cyano, hydroxy, and -0(C1-C4 

alkyl); 

Z3  is —H or C1-C6 alkyl optionally , . stituted with one or more substituents 

independently selected from the group 	.nsisting of halogen, cyano, hydroxy, and -0(C1-C4  

alkyl); 

R5  is: i) —H; ii) an option. y substituted C1—C6  alkyl group; iii) an optionally 

substituted, C3—C7 non-aroma c carbocycle; or iv) an optionally substituted, 4-7 membered 

non-aromatic heterocycle; :r optionally, together with R and the nitrogen atom to which it is 

attached, form a 5-7 m- 	bered, optionally substituted non-aromatic heterocycle; and 

said alkyl grr, p represented by R5  is optionally substituted with one or more 

substituents inde:endently selected from the group consisting of halogen, cyano, hydroxy, 

oxo, -NH2, - 	(C1-C4  alkyl), -N(Ci-C4  alkyl)2, -000(C1-C4  alkyl), -CO(C1-C4  alkyl), 

-CO2H, - 	A 2(C1-C4  alkyl), C1-C4  alkoxy, a C3—C7  non-aromatic carbocycle optionally 

substit 	ed with one or more instances of JEI, a 4-7 membered non-aromatic heterocycle 

opt .nally substituted with one or more instances of JE1; and a phenyl optionally substituted 

(ith one or more instances of JEI; and 

wherein each of said carbocycles and heterocycles represented by R5, and referred to 

for the substituents of the C1—C6 alkyl group represented by R5  is independently and 
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optionally substituted with one or more substituents independently selected from the group 

consisting of halogen, cyano, hydroxy, oxo, C1-C4  alkyl, -0(Ci—C4  alkyl), —NH2, —NH(C1—C4  

alkyl), —N(CI—C4 alkyl)2, -C(0)(C1—C4 alkyl), —0C(0)(C1—C4 alkyl), -C(0)0(C1—C4  alkyl) 

and -CO2H, wherein each of said alkyl groups is optionally and independently substituted 

with one or more substituents independently selected from the group consisting of haloge,, 

cyano, hydroxy, oxo, -NH2, -NH(C1-C4  alkyl), -N(C1-C4  alkyl)2, -000(C1-C4  alkyl), -r 0(Ci- 

C4  alkyl), -CO2H, -0O2(Ci-C4  alkyl), and C1-C4  alkoxy. 

132. The compound of any one of claims 117-129, wherein: 

R5  is: i) —H; ii) an optionally substituted C1 —C6  alkyl group; iii) a 	optionally 

substituted, C3—C7  non-aromatic carbocycle; or iv) an optionally subs ' uted, 4-7 membered 

non-aromatic heterocycle; or optionally, together with R and the n' ogen atom to which it is 

attached, form a 5-7 membered, optionally substituted non-aro 	atic heterocycle; and 

said alkyl group represented by R5  is optionally subs tuted with one or more 

substituents independently selected from the group consi ing of halogen, cyano, hydroxy, 

oxo, -NH2, -NH(CI-C4  alkyl), -N(Ci-C4  alkyl)2, -OOP C1-C4  alkyl), -CO(C1-C4  alkyl), 

-CO2H, -0O2(C1-C4 alkyl), C1-C4  alkoxy, an optio ally substituted C3—C7  non-aromatic 

carbocycle, and an optionally substituted 4-7 	- mbered non-aromatic heterocycle; and 

wherein each of said carbocycles a ,. heterocycles represented by R5, and referred to 

for the substituents of the C1—C6  alkyl ! 4up represented by R5  is independently and 

optionally substituted with one or m. e substituents independently selected from the group 

consisting of halogen, cyano, hy, oxy, oxo, CI-C4  alkyl, -O(C1 —C4  alkyl), —NH2, —NH(C1—C4 

alkyl), —N(C1 —C4  alkyl)2, -COI! (C1—C4  alkyl), —0C(0)(C1 —C4  alkyl), -C(0)0(C1—C4  alkyl) 

and -CO2H, wherein each 	said alkyl groups is optionally and independently substituted 

with one or more subst. 	ents independently selected from the group consisting of halogen, 

cyano, hydroxy, ox, -NH2, -NH(C1-C4  alkyl), -N(C1-C4  alkyl)2, -000(CI-C4 alkyl), -CO(C1- 

C4  alkyl), -CO2 	-0O2(C1-C4  alkyl), and C1-C4  alkoxy. 

133. TI 	compound of any one of claims 117-129, wherein: 

• 1 	—H; 

R2  is —H or -CH2OH; 

R3  is —H, —F, or —Cl; 

Z1  is —H, —F, or -Cl; 

Z2  is —H; 
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Z3  is —H; 

R5  is independently: i) —H or ii) a C1-C6-alkyl group optionally substituted with one or 

more substituents independently selected from the group consisting of halogen, cyano, 

hydroxy, oxo, C1-C4 alkyl, -O(C1—C4  alkyl), —NH2, —NH(C1—C4 alkyl), —N(Ci—C4 alkyl)2, 

-C(0)(C1—C4 alkyl), —0C(0)(C1—C4 alkyl), -C(0)0(Ci—C4  alkyl), -CO2H, C3-C8  non-

aromatic carbocycle, 4-8 membered non-aromatic heterocycle, phenyl, and 5-6 memb• red 

heteroaiyl; 

wherein each of said alkyl groups referred to in the substituents of the 	-C6-alkyl 

group represented by R5  is independently and optionally substituted with on' or more 

substituents independently selected from the group consisting of haloge 	cyano, hydroxy, 

oxo, -NH2, -NH(C1-C4 alkyl), -N(Ci-C4  alkyl)2, -OCO(Ci-C4  alkyl), -f O(C1-C4 alkyl), 

-CO2H, -0O2(C1-C4  alkyl), and CI-CI  alkoxy; and 

wherein each of said carbocycle, phenyl, heterocycle, a i heteroaiyl referred to in the 

substituents of the C1-C6-alkyl group represented by R5  is ii 4ependently and optionally 

substituted with one or more substituents independently 	lected from the group consisting of 

halogen, cyano, hydroxy, oxo, C1-C4  alkyl, -NH2, -N. (C1-C4  alkyl), -N(C1-C4 alkyl)2, 

-000(Ci-C4  alkyl), -CO(Ci-C4  alkyl), -CO2H, -C r, (C1-C4  alkyl), and C1-C4  alkoxy. 

134. The compound of any one of claims 	17-133, wherein each of JA  and JB  is selected 

from the group consisting of halogen, cy 	o, hydroxy, C1-C6  alkyl, -NH2, —NH(Ci-C6 alkyl), 

-N(Ci-C6  alkyl)2, -0(Ci-C6 alkyl), -C 4  )NH2, -C(0)NH(C1-C6 alkyl), —C(0)N(Ci-C6  alkyl)2, 

-C(0)(Ct-C6-alkyl), —0C(0)(Ci- , alkyl), —NHC(0)(Ci-C6 alkyl), -N(C1 -C6  alkyl)C(0)(Ci- 

C6 alkyl), and -CO2R1"; wherei 	each of said alkyl groups is optionally and independently 

substituted with one or mop substituents independently selected from the group consisting of 

halogen, cyano, hydroxy oxo, -NH2, -NH(C1-C4 alkyl), -N(Ci-C4 alkyl)2, -000(Ci-C4 alkyl), 

-CO(C1-C4  alkyl), -C ri2H, -0O2(Ci-C4 alkyl), and C1-C4  alkoxy. 

135. The co, pound of claim 134, wherein each of JA  and JB  is selected from the group 

consisting + ' halogen, cyano, hydroxy, -NH2, -NH(C1-C4  alkyl),-N(Ci-C4 alky1)2, -000(C1-

c4 alkyl , -CO(Ci-C4 alkyl), -CO2H, -0O2(C1-C4  alkyl), C1-C4  alkoxy, and C1-C4 alkyl 

optio- ally substituted with one or more substituents selected from the group consisting of 

h. ogen, cyano, hydroxy, and -O(C1-C4  alkyl). 

136. The compound of any one of claims 71-83, wherein: 
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R9 	A -...... 	---R8 
n 	Q2 
Ril 	1 c  

R4  1S: 	 R13R
14 	R12 	R-• 

ring A is a non-aromatic, 5-10 membered, bridged carbocylce or heterocycle, or n 

A and R8  optionally form a non-aromatic, 5-10 membered, bridged carbocycle or hetericycIe, 

or ring A and R9  optionally form a non-aromatic, 5-10 membered, bridged carbocy e or 

heterocycle, or ring A and R11  optionally form a non-aromatic, 5-10 membered, .ridged 

carbocycle or heterocycle, wherein each of said carbocycle is independently 	d optionally 

substituted with one or more instances of JA  and wherein each carbocycle s independently 

and optionally substituted with one or more instances of Jr3; 

R1  is —H; 

R2  is -H, -CH3, -CH2OH, or -NH2; 

R3  is —H, —F, —CI, C1-4 alkyl, or C1-4 haloalkyl; 

Z1  is -H, —F, or -Cl; 

Z2  is —H or C1-C6  alkyl optionally substituted 	ith one or more substituents 

independently selected from the group consisting . halogen, cyano, hydroxy, and -0(C1-C4 

alkyl); 

Z3  is —H or C1-C6  alkyl optionally s istituted with one or more substituents 

independently selected from the group c t isisting of halogen, cyano, hydroxy, and -0(CI-C4 

alkyl); 

Q2  is independently —0—, CO2—, —0C(0)—, —C(0)NR'—, —C(0)NRC(0)O— 

,—NRC(0)—, —NRC(0)NR'—, 	RCO2—, -OC(0)NR'—, -P(0)(OR)O-, -0P(0)(0Ra)0-, 

-P(0)20-, -CO2S02-, or -(f)  61e)p—Y1—; 

Y1  is —0—, —C * 	—0C(0)—, —C(0)NR'—, —C(0)NRC(0)0—,—NRC(0)—, 

—NRC(0)NR'—, 	"' CO2—, -OC(0)NR'—, -P(0)(OR)O-, -013(0)(0r0-, -P(0)20-, or 

-CO2S02-; 

R5  i • 	—H; ii) an optionally substituted C1 —C6  alkyl group; iii) an optionally 

substitute,. , C3—C7  non-aromatic carbocycle; iv) an optionally substituted, 4-7 membered non-

aroma 'c heterocycle; v) )an optionally substituted phenyl group; vi) an optionally substituted 

5- 	embered heteroaryl ring; or optionally, together with R and the nitrogen atom to which 

is attached, form a 5-7 membered, optionally substituted non-aromatic heterocycle; and 

said alkyl group represented by R5  is optionally substituted with one or more 

substituents independently selected from the group consisting of halogen, cyano, hydroxy, 
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oxo, -NH2, -NH(Ci-C4  alkyl), -N(CI-C4  alkyl)2, -000(C1-C4  alkyl), -CO(C1-C4 alkyl), 

-CO2H, -0O2(C1-C4 alkyl), C1-C4  alkoxy, -NRCO(C1-C4  alkyl), -CONR(C1-C4 alkyl), 

-NRCO2(C1-C4 alkyl), a C3—C7  non-aromatic carbocycle optionally substituted with one or 

more instances ofJE1, a 4-7 membered non-aromatic heterocycle optionally substituted wit 

one or more instances of .1E1; and a phenyl optionally substituted with one or more insta r es 

of JE1; 

wherein each of said carbocycle, heterocycle, phenyl and heteroary represe ted by R5  

is independently and optionally substituted with one or more substituents indep' ndently 

selected from the group consisting of halogen, cyano, hydroxy, oxo, C1-C4  • , 	1, -O(C1—C4  

alkyl), —NH2, —NH(CI —C4  alkyl), —N(C1 —C4  alkyl)2, -C(0)(C1—C4 alkyl) —0C(0)(C1 —C4  

alkyl), -C(0)0(C1—C4 alkyl) and -CO2H, wherein each of said alkyl :' ups is optionally and 

independently substituted with one or more substituents independ- tly selected from the 

group consisting of halogen, cyano, hydroxy, oxo, -NH2, -NH(r -C4  alkyl), -N(C1-C4 alkyl)2, 

-OCO(C1-C4  alkyl), -CO(C1-C4  alkyl), -CO2H, -CO2(C1-C4  • 	1), and C1-C4  alkoxy; 

each of R8  and R9  is independently -H, halogen, 	'ano, hydroxy, C1-C4  alkyl, C1-C4  

haloalkyl, CI-C.4  hydroxyalkyl, C2-C4  alkoxyalkyl, -* C1—C4  alkyl), —NH2, —NH(C1—C4  

alkyl), or —WI—CI alkyl)2; 
Rti

, 
 Rt2, .K.  —135 and R14  are each indepen - ntly —H, halogen, or C1-C6 alkyl optionally 

substituted with one or more substituents int, ependently selected from the group consisting of 

halogen, hydroxy, and C1-C6  alkoxy; an. 

each of JA  and JB  is independ- tly selected from the group consisting of halogen, 

cyano, hydroxy, C1-C6  alkyl, -NH 	—NH(C1-C6  alkyl), -N(C1-C6  alkyl)2, -0(C1 _C6  alkyl), 

-C(0)NH2, -C(0)NH(C1-C6  a 	1), —C(0)N(C1-C6 alkyl)2, -C(0)(CI-C6-alkyl), —0C(0)(C1- 

C6 alkyl), -NHC(0)(C1-C6 . 	I), -N(Ci-C6  alkyl)C(0)(C1-C6 alkyl), and -CO2Rb; wherein 

each of said alkyl groups s optionally and independently substituted with one or more 

substituents independ,  tly selected from the group consisting of halogen, cyano, hydroxy, 

oxo, -NH2, -NH(C -C4  alkyl), -N(C1-C4 alkyl)2, -000(C1-C4  alkyl), -CO(C1-C4 alkyl), 

-CO2H, -0O2( 	-C4  alkyl), and c1-c4 alkoxy; and 

n is 0 or 1; 

x 's 0 or 1. 

13 . 	Thecompound of claim 136, wherein: 
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R23  

9 R9  

R22 

r 	R21 
R23 

R22 

R 2 1 

if r 
R8 R24 

x 	 CO2R5 	x R8  

R4 is: 
	R13 R14 	R24 

R13  R14 	C°2R5  , 	5 

. 	R22  
R23  R23  410. 	R25 "..) R21 R23

R9 
11 r 	 R9  

G3 	j R22  
le 	 9 G. 

dp: 

R21 	sss

sJ 
, 	R24 

i'v  
R8 Re 

R13  R14 	
, 	

CO 2R 5  CO,R5 	R13  R14 	 , or 	R1 	R14 	C 02R5 	; 

each of rings G1-G4 is independently a 5-10 membered non-ar 	atic bridged 

carbocycle optionally further substituted with one or more instances a fJA, and ring G5 is a 5- 

10 membered non-aromatic bridged heterocycle optionally Furth- substituted with one or 

more instances of JB; 

X is -0-, -S-, or -NR8-; 
R21, R22

, 
 R23,  R24, and R25  are each independen 	—H, halogen, -OH, C1-C6  alkoxy, or 

CI-C6 alkyl optionally substituted with one or more ubstituents independently selected from 

the group consisting of halogen, cyano, hydroxy C1-C6 alkyl, -NH2, —NH(Ci-C6  alkyl), 

-N(Ci-C6  alky1)2, -0(Ci_C6  alkyl), -C(0)NH 	-C(0)NH(C1-C6 alkyl), —C(0)N(Ci-C6 alky1)2, 

-C(0)(Ci-C6-alkyl), —0C(0)(C1-C6 alkyl 	-NFIC(0)(C1  -C6 alkyl), -N(CI-C6 alkyI)C(0)(C1 - 

C6 alkyl); 

RR is -H or CI-C6 alkyl ptio,  Ily substituted with one or more substituents 

independently selected from the • roup consisting of halogen, cyano, oxo, hydroxy, oxo, 

amino, carboxy, CI-C6 alkox, , C1-C6  haloalkoxy, CI-C6 aminoalkoxy, C1-C6 cyanoalkoxy, 

CI-C6 hydroxyalkoxy, an,  C2-C6  alkoxyalkoxy; and 

q is 0, 1 or 2; • 	d 

r is 1 or 2. 

138. 	The • smpound of claim 137, wherein: 
1 ' 	Is—H; 

R2  is —H; 

R3  is —H, —F, or—CI; 

Z1  is —H, —F, or -CI; 

Z2  is —H; 

Z3  is —H; 
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X is -0-; 

R5  is —H, an optionally substituted C1—C6 alkyl, or optionally substituted phenyl; 

each R8  is independently -H, halogen, hydroxy, C1-C4  alkyl, CI-Ca haloalkyl, C1-C4 

hydroxyalkyl, C2-C4  alkoxyalkyl, or -0(CI—C4 alkyl); 

each of R9, R13, and R14  is independently -H or CI-C.4 alkyl; 
R21,  R22, R23, R24, and R25  are each independently —H, halogen, -OH, C1-C6 alk,  y, or 

C1-C6  alkyl optionally substituted with one or more substituents independently sel- - ted from 

the group consisting of halogen, hydroxy, C1-C6  alkyl, and -0(C1_C6  alkyl); and 

each rings G1-G5 are independently and optionally substituted with t ie or more 

substituents selected from the group consisting of halogen, cyano, hydro 	, -NH2, —NH(C1- 

C6 alkyl), -N(Ci-C6 alkyl)2, -0(C1_C6 alkyl), C1-C4 alkyl that is optio - ly substituted with 

one or more substituents selected from the group consisting of half . en, hydroxy, and C1-C4 

alkoxy. 

139. The compound of claim 88, wherein the group — , 	x_ Ri3R14.A, tingA-Q2-R5  is 

independently: 

el / 
01 	NH 	 0,1 	NH 

N —R5  
0 	4 r 	 0 	R 	; wherein: 

each of rings A14 and A28 is o t ionally and independently further substituted; and 

R5  is an optionally substitut: d C1—C6 alkyl group; an optionally substituted, C3—C7  

non-aromatic carbocycle; or an , . tionally substituted, 4-7 membered non-aromatic 

heterocycle; or optionally, to:ether with R and the nitrogen atom to which it is attached, form 

a 5-7 membered, optional 	substituted non-aromatic heterocycle. 

140. The compo 	d of any one of claims 71-87, wherein x is 0 or 1; and y is 0 or 1. 

141. The ,•mpound of any one of claims 117-135, wherein x is 0 or 1. 

142. The compound of any one of claims 71-82, wherein R3  is methyl or ethyl. 

43. 	The compound of claim 71, wherein the compound is selected from any of the 

structures depicted in FIG. 3, FIG. 4, FIG. 5, and FIG. 6, or a pharmaceutically acceptable 

salt thereof. 
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144. A compound selected from any of the structures depicted in FIG. 7 or a 

pharmaceutically acceptable salt thereof. 

145. A pharmaceutical composition, comprising an effective amount of a compound 

according to any one of claims 71 to 144, or a pharmaceutically acceptable salt of the 	. me, 

and a pharmaceutically acceptable carrier, adjuvant or vehicle. 

146. The pharmaceutical composition of claim 145, additionally comprisi • a therapeutic 

agent selected from an antiviral agent or a vaccine. 

147. The method of any one of claims 1-6, wherein t is 0 or 1; a i j is 0 or 1. 

148. The method of any one of claims 7-28, wherein x is r  or 1; and y is 0 or 1. 

149. The method of any one of claims 46-64, wher; n x is 0 or 1. 

150. The method of any one of claims 1-13, 	herein R3  is methyl or ethyl. 

151. The method of claim 1, wherein 	e compound is selected from the compounds 

depicted in FIG. 3, FIG. 4, FIG. 5, FIr . 6, FIG. 7, and FIG. 8, or a pharmaceutically 

acceptable salt thereof. 

152. A method of reduci P s  the amount of influenza viruses in a biological sample or in a 

patient, comprising adm.  ustering to said biological sample or patient an effective amount of 

a compound as descri bed in any one of claims 1-70 and 147-151, or a combination of said 

compounds there• 

153. A p thod of treating influenza in a patient, comprising administering to said patient 

an effec ye amount of a compound as described in any one of claims 1-70 and 147-151, or a 

corn 	nation of said compounds thereof. 
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154. 	A method preparing a compound represented by Structural Formula (IA): 

Z1  
z2  

H 
\ N.R4 Nf 

---.„.. 	\ 

I 
R1 	, 

or a pharmaceutically acceptable salt thereof, comprising the step of: 

2 	z1 
z3 0B-0 / 	\ 	N, 	 R3  ,..., 

N 	R4 	 r 	I 	R2 rN 	 NI 	Ira  
i) reacting compound A: 	CI 	(A) with compound B : 	Ts 	‘'-', 

compound represented by Structural Formula (XX): 

to form a 

Z' 
Z2  

\ 	N. 

N 

T- 	(XX) ; and 

ii) optionally deprotecting the Ts gri. p of the compound of Structural Formula 

form the compound of Structural Fo • ula (IA),wherein: 

(XX) to 

the variables of Structural ' ormulae (IA) and (XX), and compounds (A) and 

independently as defined in a , one of claims 71-143; and 

(B) are 

Ts is tosyl. 

155. 	A method pr; taring a compound represented by Structural Formula (IA): 

Z1  
Z2  

H \ 	I\1.R4 

-..., 	\ 
--, 	..:„!--.... 

N 	N 

RI  1 	, 
or a pharmaceutically acceptable salt thereof, comprising the step of: 
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zi 	 2 	zi 
PZ 
	P / 	\ 	s 	, 	\ 	st-....0 

Z3 
N 	

\ 	
3 	

Z3 	N 3 

I 	\ 	 1 	\ 
N 	 N  

0 	reacting compound Cl or C2: 	Ts 	(C1),  or 	 Ts 	(C2) 	'ith 

NH2R4  to form a compound represented by Structural Formula (XX): 

zi 
Z2  

/ \ 	N. 
R4  
R  N 

R 
i 	\ 	Rz 
`.. -7-- 

N 	N 
Ts 	(XX) ; and 

ii) 	optionally deprotecting the Ts group of the compound o 	tructural Formula (XX) to 

form the compound of Structural Formula (IA),wherein: 

the variables of Structural Formulae (IA) and ( 	, and compounds (Cl) and (C2) 

are independently as defined in any one of claims 71- A  3; and 

Ts is tosyi. 

156. 	The method of claim 154 or 155, fu 	er comprising the deprotection steo, and 

wherein RI  of Structural Formula (IA) is 
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CLAIMS 

What is claimed is: 

1. A compound of the formula: 

F 	0 ,40FI 

-N 

\ 
NON 

H 

or a pharmaceutically acceptable salt thereof. 

2. A pharmaceutical composition comprising a compound according 

pharmaceutically acceptable carrier, adjuvant, or vehicle. 

to claim 1 and a 
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