achieve substantial viral load reductions (Fraser, IP ef al., Abstract #48, HEP
DART 2011, Koloa, HI, December 2011.)

Antiviral agents that are less susceptible to viral resistance are also
needed. For example, resistance mutations at positions 155 and 168 in the HCV
protease frequently cause a substantial decrease in antiviral efficacy of HCV
protease inhibitors (Mani, N. Ann Forum Collab HIV Res., 2012, 14, 1-8;
Romano, KP et al, PNAS, 2010, 107, 20986-20991; Lenz O, Antimicrobial agents
and chemotherapy, 2010, 54,1878-1887.)

In view of the limitations of current HCV therapy, there is a need to
develop more effective anti-HCV therapies. It would also be useful to provide
therapies that are effective against multiple HCV genotypes and subtypes.

SUMMARY
Novel compounds that inhibit the hepatitis C virus (HCV) NS3 protease

are disclosed. In certain embodiments, the compounds disclosed inhibit multiple
genotypes of the hepatitis C virus. These compounds are useful for the treatment
of HCV infection and the related symptoms.

In an aspestembediment, there is provided a compound of formula (1):

L/@‘X
/
J

OF

or a pharmaceutically acceptable salt thereof. In certain embodiments:

Ois 1, 72,78, 7,7, or T8

LisL' L2 L35 L4 L8 L8, L7, L8 L8, L' L or L2

X ig ~O-, ~CHjy-, -OC(0)-, -C(0)0-, -C(O)-, -80.-, -8(0)-, -N(R®)-, -S-, =N-
O- or a bond;

M is a bond, C+-Cs alkylene, -O-, or -N(R®)-;

QisQ', @% Q% Q% Q° QP or Q";

EisE" E2 E®, E4 ES, or ES;



In another aspestembodimert, there is provided a compound of formula (lf):

Jom
K 0 o0
Y H Q\Sf/ 728
"N N~ \<7
Y:( o} H
H
O\H/NT/LO &=
0 q

(1,

or a pharmaceutically acceptable salt thereof. In certain embodiments, in the compound
of formula II: ‘

Lis Ls, Lz’ L3, L4, L5, Le’ L7, LS, Lg’ Lw’ L or L12;

Qis Q', Q% Q% Q% Q°, Q% or Q;

Eis E', E% E® E* ES, or ES;

Jis -CHg- or -CFo-;

© s u', U3 U%, ut, UP, U8, U or UG,

L' is C4-Cg alkylene or C,-Cg alkenylene;

L? is C4-Cg alkylene or C,-Cg alkenyiene wherein said C4-Cs alkylene or said C,-Cs
alkenylene is substituted with 1-4 halogen atoms;

L3 is C4-Cg alkylene or C,-Cg alkenylene wherein said C4-Cg alkylene or said C-Cg
alkenylene is substituted with 1-4 Z° groups and wherein said C4-Cg alkylene or C,-Cg
alkenylene is optionally substituted with 1-4 halogen atoms;

L*is C4-Cg alkylene or C,-Cg alkenylene substituted with two geminal C4-C, alkyl
groups that come together to form a spiro C3-Cs carbocyclyl group, wherein L* is optionally
substituted with 1-4 Z" groups;

L% is C4-Cg alkylene or C,-Cg alkenylene substituted with two geminal Z' groups that
come together to form a spiro 4-8 membered heterocyclyl group, wherein L% is optionally
substituted with 1-4 additional Z" groups;

L% is 2-8 membered heteroalkylene or 4-8 membered heteroalkenylene;

L’ is 2-8 membered heteroalkylene or 4-8 membered heteroalkenylene, wherein
the carbon atoms of said heteroalkylene or heteroalkenylene is substituted with 1-4

halogen atoms;

-10-



bicyclic carbocyclyl, aryl, heteroaryl or heterocyclyl portion of Z? is optionally substituted
with 1-4 Z*? groups;

each Z% is independently selected from hydrogen, oxo, halogen, C4-Cg alkyl, Cy-
Cg alkynyl, C3-Cg carbocyclyl, Cs-Cyp bicyclic carbocyclivi, C4-Cg haloalkyl, Cs-Cyg arv,
5-14 membered heteroaryl, 4-10 membered heterocyclyl, -(C,-Cg alkynyharyl, <(C,-Cg
alkynyl)heteroaryl, -CN, -C(O)(C+-Cs alkyl), -C{(O)O(C+-Cs alkyl), -C(O)N(C4-Cs
alkyl)z, -NHz, -NH(C+-Cg alkyl), -N(C+-Cs alkyl),, -NHC(O)O(C1-Cs alkyl), -NHC(OYC1-
Cs alkyl), -NHC(O)NH(C+-Cg alkyl), -OH, -O(C4-Cs alkyl), halo(C4-Cg alkoxy), Cs-Cs
cycloalkoxy, -S{C4-Cg alkyl), or -SO,N(C+-Cg alkyl),; wherein any alkyl, alkynyl,
carbocyclyl, cycloalkoxy, bicyclic carbocyclyl, aryl, heteroaryl or heterocyclyl portions of
Z* is optionally substituted with 1-4 halogen or C-Cq alkoxy groups;

each Z* is independently selected from oxo, Co-Cs alkenyl, C-Cg alkynyl, C;-Cg
carbocyclyl, Cs-Cqg bicyclic carbocyclyl, C4-Cg haloalkyl, Cs-C1o aryl, 5-14 membered
heteroaryl, 4-10 membered heterocyclyl, -CN, -C(O)OR'®, -C(ONR'R™, -
NR'R, -NR"®C(O)NR''R"®, -OR"®, -SR'® or -SO,R"®, wherein any alkenyl, alkynyl,
carbocyclyl, aryl, heteroaryl or heterocyclyl portion of Z° is optionally substifuted with 1-
4 halogen.

In another aspestembodiment, there is provided a compound of formula (I1):

/@\O

K 9 00

\J ﬁ Q\S’/ Z2a

N N”

‘et R
H

OY”\#O ;
© q

(1,

or a pharmaceutically acceptable sait thereof. In certain embodiments:

L is C4-Cs alkylene or C,-Cg alkenylene wherein said C4-Cg alkylene or said C,-Cg
alkenylene is optionally substituted with one or more R%, wherein each R% is
independently selected from halogen, C+-C, alkyl, C4-C4 haloalkyl, C3-Cg carbocyclyl, 3 to
6 membered heteroalkyl, -OH, or ~O-(C1-C4 aikyl), or oxo;

-17-



Qis H, C+-Cg alkyl, 4-8 membered heterocyclyl, or C3-Cg carbocyclyi;

E is C4-C4 alkyl, C2-Cy alkenyl, Cs-Cs carbocyclyl, wherein E is optionally
substituted with or more halogen atoms;

J is “CHz~ or -CFyp-;

@ is a bicyclic or tricyclic heteroaryl or heterocyclyl, optionally
substituted with 1-2 W groups;

each W is independently halogen, -OR®, C4-Cs alkyl, -CN, -CF3, or C1-Csg
haloalkyl;

each R® is independently selected from H, or C;-C, alkyl; and

Z%%is hydrogen or C4-Cy alkyl.

In ansther-one aspect, there is provided a compound selected from the group

consisting of:

-18-
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in another aspect, there is provided a compound selected from the group

consisting of:
J N

or a pharmaceutically acceptable salt thereof.

in another aspect, there is provided a pharmaceutical compaosition
comprising a compound as defined above, and a pharmaceutically acceptable
excipient.

One embodiment provides a pharmaceutical composition comprising a
compound of Formula |, It, or lll, or a pharmaceutically acceptable salt thereof,
and a pharmaceutically acceptable carrier.

One embodiment provides a method for treating a Flaviviridae viral
infection (e.g., an HCV viral infection) in a patient in need thereof (e.g., mammal
such as a human). The method includes administering a compound of Formula |,

Il or 1, or a pharmaceutically acceptable salt thereof, to the patient.

+eh1sd



In another aspect, ther is provided the use of a-a compound as defined
above or pharmaceutical composition as defined above in the manufacture of a
medicament for the treatment of hepatitis C virus (HCV).

One embodiment provides a method for inhibiting the proliferation of the
HCV virus, treating HCV or delaying the onset of HCV symptoms in a patient in
need thereof (e.g., mammal such as a human). The method includes
administering a compound of Formula [, Il,or l or a pharmaceutically acceptable
salt thereof, to the patient.

One embodiment provides a compound of Formula |, Hl,or lil or a
pharmaceutically acceptable salt thereof for use in medical therapy (e.g., for use
in treating a Flaviviridae viral infection such as an HCV viral infection or in
treating the proiiferation of the HCV virus or delaying the onset of HCV symptoms
in a patient in need thereof (e.g., mammal such as a human)).

One embodiment provides a compound of Formula |, ti,or lllora

pharmaceutically acceptable salt thereof for use in the manufacture of a

18i18e



CLAIMS

What is claimed is:

1. A compound selected from the group consisting of:
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or a pharmaceutically acceptable salt thereof.
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2. A compound selected from the group consisting of:

or a pharmaceuticaily acceptable salt thereof.

3. A pharmaceutical compaosition comprising a compound of claim 1 or 2, and a

pharmaceutically acceptable excipient.

4. Use of a compound of claim 1 or 2 or pharmaceutical composition of claim 3
in the manufacture of a medicament for the treatment of hepatitis C virus (HCV).
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CLAIMS
What is claimed is:
1. A compound of formula (l):

(1),

Ois 1,727,175, or T ‘
LisL' L% L% L4 L5, L5 L7, L5, L5 LY,
X is -O-, -CHy-, -OC(O)-, -C(0)0/
-C(O)-, -80s-, -8(O)-, -N(R'®)-, -S-, =K

, T?is Cs-C1z fused b:cychc carbocyclene that is attached to J and M
two adjacent carbons, wherein said fused bicyclic carbocyclene is
optionally substituted with 1-4 Z' groups;
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T? is Cs-C12 bridged bicyclic carbocyclene that is attached to J and M
through two adjacent carbons, wherein said bridged bicyclic carbocyclene i‘s/
optionally substituted with 1-4 Z' groups;

T*is Cs-C12 spiro bicyclic heterocyclene that is attached to J an ?(
through two adjacent atoms, wherein said spiro bicyclic heterocycleng is
optionally substituted with 1-4 Z' groups;

T° is C5-C1, fused bicyclic heterocyclene that is attached/Ao J and M
through two adjacent atoms, wherein said fused bicyclic hetefocyclene is
optionally substituted with 1-4 Z' groups;

T is C5-Ci bridged bicyclic heterocyclene that is attached to J and M
through two adjacent atoms, wherein said bridged bjcyclic heterocyclene is

optionally substituted with 1-4 Z' groups;

L' is C4-Cg alkylene or C,-Cg alkenylene;

L? is C4-Cg alkylene or Co-Cs alkenylené wherein said C4-Cs alkylene or said
C.-Cs alkenylene is substituted with 1-4 halogen atoms;

L% is C4-Cg alkylene or C,-Cg alk zlene wherein said C4-Cs alkylene or said
C,-Cs alkenylene is substituted with /j Z® groups and wherein said C4-Cg alkylene
or Co-Cg alkenylene is optionally sdbstituted with 1-4 halogen atoms;

L? is C1-Cg alkylene or G4-Cg alkenylene substituted with two geminal C1-Cy
alkyl groups that come togetifer to form a spiro Cs-Cg cycloalky! group, wherein L*
is optionally substituted with 1-4 Z* groups;

L® is C4-Cs alky e/
groups that come ;/ogether to form a spiro 4-8 membered heterocyclyl group,

ne or C,-Cg alkenylene substituted with two geminal Z'

wherein L° is 0;39 nally substituted with 1-4 additional Z' groups;

L® is 2-8 membered heteroalkylene or 4-8 membered heteroalkenylene;

L” is/2—8 membered heteroalkylene or 4-8 membered heteroalkenylene,
wherein the carbon atoms of said heteroalkylene or heteroalkenylene is substituted

with 1 / halogen atoms;
L® is 2—-8 membered heteroalkylene or 4-8 membered heteroalkenylene,

herein said heteroalkylene or heteroalkenylene is substituted with 1-4 Z° groups
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and said heteroalkylene or heteroalkenylene is optionally substituted with 1-4 /
halogen atoms; //

L? is 2-8 membered heteroalkylene or 4-8 membered heteroaikenyiem’é
substituted with two geminal C4-Cy4 alkyl groups that come together to fornd a spiro
Cs-Cg carboceyclyl group, wherein said L® is optionally substituted with 144 7
groups; f’j

L' is 2—-8 membered heteroalkylene or 4-8 membered hete{oa!kenylene
substituted with two geminal Z' groups that come together to fofm a spiro 4-8
membered heterocyclyl group, wherein L' is optionally subsézted with 1-4
additional Z' groups;

L' is L™ LB | 'C wherein L'™ and L'' are/ach independently selected
from C1-Cs alkylene, C1-Cs heteroalkylene, C>-Cs gkenylene or a bond and L8 s
a 3- to 6- membered saturated or unsaturated rigaé containing 0 to 3 heteroatoms
selected from N, O, or S, wherein L'"* and L;}E connect to L'"® at two different ring
atoms and L' is optionally substituted with/4-4 Z' groups;

L' is C5-Cg alkynylene that is opfionally substituted with 1-4 Z" groups;

Q" is H, C1-Cg alkyl, Cs-Cg ca,réocyciyt, Ce-Cyp aryl, 5-6 membered
heteroaryl, or 5-6 membered heigr‘écyclyf, wherein when Q' is not H, said Q' is
optionally substituted with 1~3is‘ﬁbstituents independently selected from halogen,
-OR®, -SR®, -N(R®),, Cs-c1g,é}-yr, C4-Cs alkyl, C1-Cg haloalkyl, C1-Cs haloalkoxy, -
CN, -S04(C+-Cs alkyl), -$(0)(C+-Cs alkyl), -NR*S0,2?, -SONR''R", -
NHCOOR™, ~NHco%34f’iNHCONHR16, -CO,R®, -C(O)R®, or -CON(R®),;

Q%is C5-quxsf5iro bicyclic carbocyclyl that is optionally substituted with 1-4
Z" groups; ,

Q*is Q5~C1o fused bicyclic carbocyclyl that is optionally substituted with 1-
47 groupysi’f

Q“:s Cs-Cyo bridged bicyclic carbocyclyl that is optionally substituted with
1-4 Z[}féroups;

x Q°is 4-8 membered heterocyclyl having 1 heteroatom selected from N, O
p”r{/ S wherein Q° is optionally substituted with 1-4 Z groups;

EEN
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Q% is C4-Cs alkyl, C3-Cg carbocyclyl, C-Cqo aryl, 5-6 membered hetero?v ,
or 5-6 membered heterocyclyl, wherein Q° is substituted with 1 oxo group an

optionally substituted with 1 to 3 substituents independently selected from

CON(R®);

Q' is selected from Cs-Cg carbocyclyl, wherein Q7 is sybstituted with 4-8 F
atoms and each carbon of Q7 is substituted with 0-2 F atoré?

E' is Co-Cs alkenyl;

E? is C1-Cs alkyl;

E® is C-Ce haloalkyl;

E* is C,-Cg haloalkenyl;

ES is C3-Cg carbocyclyl;

E® is C1-Cs alkyl substituted with -@é—lg, -OCD3, -OCF3, or -OCF,H;

W is independently W', W2, wW® AW*, W° W8 or W'

W' is oxo, halogen, -OR®, 0156 alkyl, -CN, -CF3, -SR®, -
C(O)2R®, -C(O)N(R®), -C(O)R®, -N(R®)C(O)R®, -SO4(C+-Cs alkyl), -S(O)(C1-Cs
alkyl), Cs-Cs carbocyclyl, Cs-Cg/cycloalkoxy, C1-Cs haloalkyl, -N(R®),, -NR%(C1-Cs
alky)O(C1-Cs alkyl), halo(C+Cs alkoxy), -NR°SO2R®, -SO,N(R®),, -NHCOORS, -
NHCONHR?, Cg-C1g aryl/5-14 membered heteroaryl, 4-10 membered
heterocyclyt or -O(4-1

membered heterocyclyl), wherein said C4-Cg alkyl, C3-Cg
carbocyclyl, C3-Cs 9 cloalkoxy, C4-Cg haloatkyl, halo(C1-Cg alkoxy), Ce-Cig aryl,
5-14 membered Pf’eteroary!, or 4-10 membered heterocyclyl is optionally
substituted with 1-4 Z'° groups;

W? i’ C+-Cg alkoxy substituted with a 5-14 membered heteroary! or Ce-Cio
aryl; whfefgin said heteroaryl or aryl is substituted with 1-4 Z'° groups;

W3 is Co-Cs alkynyl substituted with an Ce-C1o aryl, Cs-Cs carbocyclyl, Ci-
Cg/aiky!, C1-Cs haloalkyl, 4-10 membered heterocyclyl, or 5-14 membered

Heteroaryl; wherein said aryl, carbocyclyl, alkyl, haloalkyl, heterocycliyl, or
heteroaryl is optionally substituted with 1-4 Z' groups;

<«
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w* is -SFs;

W¥is -O(C2-Cs alkyl)OR* wherein R?? is an Cs-C1o aryl, 5-14 memberéd
heteroaryl or 4-10 membered heterocyclyl that is optionally substituted with 1-4
Z' groups;

W8 is -O(C2-Cs alky)NR™R# wherein R? is an C¢-C1o aryl, 514
membered heteroaryl or 4-10 membered heterocyclyl that is optiohially
substituted with 1-4 Z' groups;

W7 is -O(5-14 membered heteroaryl); wherein said -O{5-14 membered
heteroaryl) is optionally substituted with 1-4 Z' groups and 2 adjacent
substituents of said -O(5-14 membered heteroaryl) may be taken together to
form a 3- to 8-membered cyclic ring containing 0 to %\eteroatoms independently
selected from N, O, or §;

R® is H, C4-Cs alkyl or Cs-C1o aryl, whergin said Ce-Cqo aryl or C4-Cg alkyl
is optionally substituted with 1 to 4 substituefits independently selected from
halogen, C¢-GCs alkyl, Cs-Cy aryl, Cs-Cg cdrbocyclyl, 5-14 membered heteroaryl,
4-10 membered heterocyclyl, haio(Cs-EZ atkoxy), -OH, -O(C,.'('_;6 alkyl), -SH, -
S(C1-Cg alkyl), -NHaz, -NH(C+-Cs a?/& -N(C1-Cs alkyl),, -C(O)NC4-Ce
alkyl), -SO.N(C1-Cs alkyl)z, -NHGOO(C1-Cs alkyl), -NHCO(C4-Cs alkyl), -
NHCONH(C4-Ce alkyl), ~COg(CZCs atkyl), and -C{O)N(C+-Cg alkyl),, wherein said
4-10 membered heterocycly! is optionally substituted with 1-4 Z'° groups;

R is H, C1-Cg al X Co-Cs alkenyl, Co-Cs alkynyl, C3-Cs carbocyclyl,
Cs-Cyg bicyclic carbocvgyl, Ce-C1o aryl, 5-14 membered heteroaryl or 4-10
membered heter%yl, wherein said C1-Cg alkyl, C2-Cs alkenyl, Co-Cg alkynyl,
C3-Cg carbocyclyl, Ce-Cqg aryl, 5-14 membered heteroaryl or 4-10 membered
heterocyclyl of/R16 is optionally substituted with 1-4 Z'° groups;

R'” ahd R'® are each independently selected from H, C-Cs alkyl, Co-Cs
alkenyl, £,-Cg alkynyl, C3-Cg carbocyclyl, Cs-C1 bicyclic carbocyclyl, ~C(O)R16, -
C(O)OR™, Ce-C1o aryl, 5-14 membered heteroaryl or 4-10 membered
heterocyclyl, wherein said alkyl, alkenyl, alkynyl, carbocyciyl, aryl, heteroaryl or

eterocyclyl of R" or R" is optionally substituted with 1-4 Z'° groups, or R' and
R'® together with the nitrogen to which they are attached form a 4-7 membered
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heterocyclyl group, wherein said 4-7 membered heterocyclyl group is optionally
substituted with 1-4 Z'° groups;
each Z' is independently oxo, halogen, C1-Cg alkyl, C2-Cs alkenyl, Co-G3

alkynyl, Cs-Cg carbocyclyl, Cs-C+g bicyclic carbocyclyl, C1-Cg haloalkyl, C
aryl, 5-14 membered heteroaryl, 4-10 membered heterocyclyl, -CN, -C(O)R'®, -
C(O)YOR'™, -C(ONR'R™ -NR''R"®, -NR'"C(O)R'®, -
NR™C(OINRR™, -NR'"S(O)R", -NR"S(O),NRR", -
NR'™S(0),0R'®, -OR", -OC(O)R'®, -OC(O)NRR™®, -SR'®, -S(O)RE, -5(0).R"®
or -S(0):NR'R'® wherein said alkyl, alkenyl, alkynyl, carbo/w:iy!, bicyclic

4

carbocyclyl, aryl, heteroaryl or heterocyclyl of Z' is optionally substituted with 1-4
7' groups; /

each Z'® is independently oxo, halogen, C,-C4 alkenyl, C2-Cg alkynyl, Cs-Cs
carbocyclyl, Cs-Cyp bicyclic carbocyclyl, C4-Cg haloalkyl, Ce-Cqg aryl, 5-14
membered heteroaryl, 4-10 membered heteroCyclyl, -
CN, -C(O)R™, -C(O)OR'®, -C(OINR''R™ ,NR'"R'®, -NR'®C(O)R®, -NR'®C(O)OR
8, -NR'C(O)NR'R®, -NRS(0),R®, -MR"S(0),NR""R"®, -NR'8S(0),0R®, -OR
', -OC(O)R", -OC(O)NR'R®, -SR'Y, -S(O)R®, -S(O):R"® or -S(O),NR''R"®

wherein said alkenyl, alkynyl, car

cyclyl, bicyclic carbocyclyl, aryl, heteroaryl or
heterocyclyl of Z'® is optionally dubstituted with 1-4 Z'¢ groups;

Cs-Co bicyclic carbocyclyl, C+-Cg haloalkyl, Cs-Cyo aryl, 5-14 membered
heteroaryl, 4-10 membéred heterocyclyl, -CN, -C(O)(C1-Cs alkyl), -C(O)O(C4-Cq
alkyl), —C(O)N(C1-Ce/£kyi)2, -NHa, -NH(C+-Csg alkyt), -N(C1-Cs

alkyl)z, -NHC(O)@(C1-Cs alkyl), -NHC(O)(C+-Cg alkyl), -NHC(O)NH(C1-Cs alkyl), -
OH, -O(C+-Csg
12N(C+-Cg alkyl), wherein said alkyl, carbocyclyl, bicyclic carbocyclyl,

each Z'%is indejc(j?tfy 0x0, halogen, C4-Cgy alkyl, C3-Cg carbocyclyl, -

lkyt), C3-Cg cycloalkoxy, Cs-Cyg bicyclic carbocyclyloxy, -S(C1-Cs

aryl, hetgfroaryl, heterocyclyl or cycloalkoxy portion of Z'® is optionally substituted
with 144 halogen atoms, C4-Cg alkoxy, S(O).C+-Cealkyl, or C1-Cg haloalkoxy;
each Z? is independently C4-Cg alkyl, Cs-Cs carbocyclyl, Cs-Cqg bicyclic
arbocyclyl, Cg-Cio aryl, 5-14 membered heteroaryl, 4-10 membered
heterocyclyl, -NR'"R™ or -OR'® wherein any alkyl, carbocyclyl, bicyclic

-
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carbocyclyl, aryl, heteroaryl or heterocyclyl portion of Z2is optionally substitute

with 1-4 Z* groups;

each 2% is independently hydrogen, oxo, halogen, C4-Cg alkyl, C2-Qs
alkynyl, C3-Cs carbocyclyl, Cs-Co bicyclic carbocyclyl, C1-Cg haloalkyl/Cs-C1o
aryl, 5-14 membered heteroaryl, 4-10 membered heterocycliyl, (Co-Cs
alkynyharyl, -(C2-Cg alkynyhheteroaryl, -CN, -C{O)(C1-Cs alkyl), -£{O)O(C+-Cs
alkyl), -C{OWN(C+-Cg alkyl)e, -NHo, -NH(C+-Cg alkyl), -N(C+-Cs
alkyl),, -NHC(O)O(C+-Cs alkyl), -NHC(O)(C+-Cs alkyl), -NHG{O)NH(C;-Ce alkyl), -
OH, -O(C1-Cs atkyl), halo(C4-Cs alkoxy), Cs-Cs cycloalkoxy, -S(C4-Cp alkyl), or -
SO.N(C+-Cs alkyl)e; wherein any alkyl, alkynyl, carbocyclyl, cycloalkoxy, bicyclic
carbocycliyl, aryl, heteroaryl or heterocyclyl portions &f 7% is optionally
substituted with 1-4 halogen or C-Cg alkoxy groups;

gach Z° is independently oxo, Co-Cg alkenyl, Co-Csg atkynyl, C3-Cs
carbocyclyl, Cs-C1p bicyclic carbocyclyl, Ci-@g haloalkyl, Cs-C1p aryl, 5-14
membered heteroaryl, 4-10 membered he-é;zocyclyl, CN, -C(OYOR'®, -
C(ONR'R™ -NR'R", +NR1GC(O)NI2}R18, -OR™, -SR'® or -S0,R'¢, wherein any

alkenyl, atkynyl, carbocyclyl, aryl, heferoaryl or heterocyclyt portion of Z° is

optionally substituted with 1-4 halggen.

2. The compound of Claim 1, or a pharmaceutically acceptable salt thereof,

wherein M is -O- or a diregt bond.

3. The compo;?, of claims 1-2, or a pharmaceutically acceptable salt
thereof, wher;ir;} is -OC(O)-, -O-, or a direct bond.

4. The ¢gmpound of claims 1-3, or a pharmaceutically acceptable salt

thereof, wHerein G is -COzH of -CONHSO,Z2.

theéreof, wherein G is:

/

oA J— D, Lo . N

/
5/.Z/ The compound of claims 1-3, or a pharmaceutically acceptable salt
h
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6. The compound of claims 1-5, or a pharmaceutically acceptable salt

thereof, wherein @ is T T2 or T

7. The compound of claims 1-5, or a pharpaceutically acceptable salt

thereof, wherein ®is T 72 or T% and wHerein

T'is

ARAAAANAS
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SESNSaC e

wherein T', T2, or T® is optionally substituted with 1-4 Z" groups.

8. The compound of claims 1-5, or a pharmaceutically acceptable salt

thereof, wherein @ is T2, and wherein T is optionally substituted with 1-4 Z'
groups.

ey

9. The compound of Claim 8, or a pharmaceutically acceptable salt thereof,

wherein T2 is:

10.  The compound of Claim 8, or a pharmaceutically acceptable salt thereof,
wherein T? is:

on

11.  The compound’of Claims 1-10 or a pharmaceutically acceptable salt

thereof, wherein J j§ -O- or -N(R"®)-.

12. Thecg
thereof, w

pound of Claims 1-10 or a pharmaceutically acceptable salt
rein J is selected from -CHg-, -CFp-, or -C(O)-.

13. /The compound of Claims 1-10 or a pharmaceutically acceptable salt
?r/eof, wherein J is selected from -CHa- or -CF»-.
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14. A compound of Formuta (lt):

or a pharmaceutically acceptable salt thereof, wherein: / (A
Lis L' L% L3 L% L5 L8, L7, L8 L5 L', L or L' f’f
QisQ, 0% Q% Q% Q% Q%or@; /”f
EisE", E? E% E*, E°, or E%; /

J is -CHa- or -CF2-;

O sut 020t us e U or U,

L' is C4-Cg alkylene or Co-Csg aikenyii-éhe;

L% is C4-Cg alkylene or Co-Cs a!k?n/ylene wherein said C4-Cg alkylene or said
Co-Cq alkenylene is substituted with /}ff} halogen atoms;

L3 is C-Cg alkylene or C-C¢ alkenylene wherein said C1-Cs alkylene or said
Co-Cg alkenylene is substituted 1) ith 1-4 Z° groups and wherein said C1-Cs alkylene
or C»-Cs alkenylene is optionally substituted with 1-4 halogen atoms;

L*is Cy-Cg :alkyleneé*EI C.-Cs alkenylene substituted with two geminal C;-Cy
alkyl groups that come /t{gether to form a spiro C3-Cg cycloalkyl group, wherein L*
is optionally substitu;éd with 1-4 Z° groups;

Lis C1-ngé!l{kylene or C»-Cs alkenylene substituted with two geminal Z'
groups that comfe; together to form a spiro 4-8 membered heterocycly! group,
wherein L° iséptionaily substituted with 1-4 additional Z' groups;

L® is 2-8 membered heteroalkylene or 4-8 membered heteroalkenylene;

L" is 2-8 membered heteroalkylene or 4-8 membered heteroalkenylene,
wherein the carbon atoms of said heteroalkylene or heteroalkenylene is substituted

yith 1-4 halogen atoms;

/ 197-
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L% is 2-8 membered heteroalkylene or 4-8 membered heteroalkenylene,
wherein said heteroalkylene or heteroalkenylene is substituted with 1-4 Z° groupe/
and said heteroalkylene or heteroalkenylene is optionally substituted with 1-4
halogen atoms; |

L% is 2-8 membered heteroalkylene or 4-8 membered heteroalkeptylene
substituted with two geminal C+-C4 alkyl groups that come together to/form a spiro
C3-Cg carbocyclyl group, wherein said L is optionally substituted with 1-4 Z°
groups; / '

L'% is 2-8 membered heteroalkylene or 4-8 membered hetercalkenylene
substituted with two geminal 7" groups that come togethepto form a spiro 4-8
membered heterocyclyl group, wherein L' is optionally/ Substituted with 1-4
additional Z' groups;

L' is LA LB L1 wherein L™ and L"'Y are each independently selected
from C4-Cs alkylene, Cs-Cs heteroalkylene, C é{ alkenylene or a bond and L'"® is

a 3- to 6- membered saturated or unsaturatej/7
selected from N, O, or S, wherein L' ané/ L' connect to L''® at two different ring

atoms and L'? is optionally substitu? with 1-4 Z' groups;

d ring containing O to 3 heteroatoms

L2 is Cs-Cs alkynylene that,is optionally substituted with 1-4 Z" groups;

Q' is H, C-Cg alkyl, C3-Cs carbocyclyl, Cs-Cio aryl, 5-6 membered
heteroaryl, or 5-6 membered’heterocyclyl, wherein when Q' is not H, said Q' is
optionally substituted with/1-3 substituents independently selected from halogen,
-OR®, -SR®, -N(R®),, CC1q aryl, C1-Cs alkyl, C+-Ce haloalkyl, C4-Cs haloalkoxy, -
CN, -S05(C+-Cs aiky()/jﬁ -S(0)(C+-Cs alkyl), -NR®S0,72, -SONRR™, -
NHCOOR'®, -NHCOZ?, -NHCONHR'®, -CO.R®, -C(O)R®, or -CON(R®)y;

Q?is C; :
7' groups; /

'-Cm spiro bicyclic carbocyclyl that is optionally substituted with 1-4

7is Cs-C1p fused bicyclic carbocyclyl that is optionally substituted with 1-
47" ¢
/" Q*is Cs-C1o bridged bicydlic carbocyclyl that is optionally substituted with

oups;

A-4 7" groups;

=108-
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Q°is 4-8 membered heterocyclyl having 1 heteroatom selected from N, O
or S wherein Q° is optionally substituted with 1-4 Z" groups;

Q° is selected from C4-Cg alkyl, C3-Cs carbocyclyl, Cs-C1o aryl, 5-6
membered heteroaryl, or 5-6 membered heterocyclyl, wherein Q° is sub
with 1 oxo group and with 0 to 3 substituents independently selected from
halogen, -OR®, -SR®, -N(R®),, Cg-C1o aryl, C1-Cs alkyl, C1-Cs haloalkyl, C1-Cs
haloalkoxy, -NOa, -CN, -CFs, -S02(C1-Cs alkyl), -S(O)(C1-Cs alkyt), -NR®S0,Z?, -
SO,NR'R™, -NHCOOR'®, -NHCOZ?, -NHCONHR'®, -COQF\%(O)RG, or -
CON(R®)z;

Q" is C3-Cs carbocyclyl, wherein G is substituted

each carbon of Q7 is substituted with 0-2 F atoms;
E' is Co-Cs alkenyl;
E? is C4-Cs alkyl;
E® is C1-Cs haloalkyl; /
E* is C,-Cs haloalkenyl; /
E® is C3-Cs carbocyclyl; /
ES is C4-Cs alkyl substituted with -OCHj3, -OCDs, -OCFs, or -OCF3H;
u'is

) 40
\9 ,\.\/ e N

wherein each U" is op f&ally substituted with 1-2 W groups;

D
Y Y XY \ or\ .
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wherein each U® is optionally substituted with 1-2 W groups;

!\{:}}N !S N ﬁ*:‘} /
= N Z
\’%” , \’E.f?“" \j'\f“ "NX YB

wherein each U* is optionally substituted with 1-2 W g ups
Uis

“/9 ORI -
XY XN "

or

i
wherein each U® is optionally substituted/with 1-2 W groups;

Ulis

E:
2
B

O
=N 2N P or i
\ L . 1 s \/kr ’ \
wherein each UY° is optionally substituted with 1-2 W groups;
U is |

[}
Q
o)
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&8 B0

\”\*ﬁg x*pr& /

wherein each U’ is optionally substituted with 1-2 W groups

UPis
Wty \*r \/N'Kr J\r N’f“

wherein each U® is optionally substituted with 1f2 W groups;

each W is independently W', W?, ‘\,’\,"3,,\f\i4 W>, WP or W';

each W' is oxo, halogen, -OR®, C4,Cs alkyl, -CN, -CF3, -SRE, -
C(O)2R?, -C(OIN(R®),, -C(O)R?, -N(R®)C(OIRE, -SO,(C+-Cs alkyl), -S(ONC+-Cs
alkyl), C3-Cg carbocyclyl, C3-Cs cyclg&«oxy, C1-Ce haloalkyl, -N(R®),, -NR¥(C-Cg
alky)O(C+-Cs alky!), halo(C+-Cs atkoxy), -NRESO,R?, -SO,N(R®),, -NHCOOR?, -
NHCONHRS®, Cs-Cq aryl, 5-14 \éembered heteroaryl, 4-10 membered
heterocyclyl or -O(4-10 membered heterocyclyl), wherein said W' alkyl,
carbocyclyl, cycioalkoxy}/ﬁéioalkyi, haloatkoxy, aryl, heteroaryl, or heterocyclyl is
optionally substitutecifviﬂth 1-4 Z'° groups;

each W? Es/@’i-Cs alkoxy substituted with a 5-14 membered heteroary! or
Cs-Cyp aryl; wh/e;réin said heteroaryl or aryl is substituted with 1-4 Z'° groups;

each W3 is C2-Cs alkynyl substituted with an Ce-C1p aryl, Cs-Cg carbocyclyl,
C1-Cs a!ky/‘fCrCe haloalkyl, 4-10 membered heterocyclyl, or 5-14 membered
heteroaryl wherein said aryl, carbocyclyl, alkyl, haloalkyl, heterocyclyl, or
heteroary is optionally substituted with 1-4 Z' groups;

/ each W* is -SFs;
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each WPis -O(C2-Cs alkyl)OR* wherein R? is an Cg-C1g aryl, 5-14
membered heteroaryl or 4-10 membered heterocyclyl that is optionally /
substituted with 1-4 Z' groups;

each WPis -O(C2-Cs alky)NR'R?2 wherein R% is an Cs-C1o aryi{éﬂm
membered heteroaryl or 4-10 membered heterocyclyl that is optiong}irr;
substituted with 1-4 Z' groups; /

each W' is -O(5-14 membered heteroaryl); wherein said/ 0(5-14
membered heteroaryl) is optionally substituted with 1-4 Z g/g ups and 2 adjacent
substituents of said -O(5-14 membered heteroaryl) may be taken together to
form a 3-to 6~membered cyclic ring containing 0 to 3 heteroatoms independently
selected from N, O, or S;

each R® is independently selected from H, €4-Cs alkyl or Ce-C1o aryl,

tuf /

wherein said aryl or alkyl is optionally substituted with 1 to 4 substituents
independently selected from halogen atoms /C%—Cs alkyl, Ce-Cqo aryl, C3-Cs
carbocyclyl, 5-14 membered heteroaryl, 410 membered heterocyclyl, halo(C+-Cs
alkoxy), -OH, -O(C+-Cs alkyl), -SH, -S(C1-Cs alkyl), -NHz, -NH(C1-Cs alkyl), -N(C+-
Ce alkyl)z, -C{O)(C+-Cs alkyl), -SO,N{C+-Cs alkyl)z, -NHCOO(C1-Cg alkyl), -
NHCO(C1-Ce alkyl), -NHCONH(C4Cs alkyl), -CO2(C+-Cs alkyl), or -C(O)N(C4-Cs

alkyl),, wherein said 4-10 mempered heterocyclyl is optionally substituted with 1-

4 7' groups;

each R'® is indepepdently selected from H, C4-Cs alkyl, Co-Cs alkenyl, Co-
Cg alkynyl, Cs-Cg carbogyclyl, Cs-Cyq bicyclic carbocyclyl, Cs-Cyp aryl, 5-14
membered heteroaryl or 4-10 membered heterocyclyl, wherein any alkyl, alkenyl,
alkynyl, carbocyclyl, aryl, heteroaryl or heterocyclyl of R* is optionally substituted
with 1-4 Z'® grodps;

R'" apd R'® are each independently selected from H, C4-Cs alkyl, C»-Cs
alkenyl, G4-Cg alkynyl, C3-Cs carbocyclyl, Cs-Ci bicyclic carbocyclyl, -C(O)R'S, -
c(0)0
heterocyclyl, wherein any alkyl, alkenyl, alkynyl, carbocyclyl, aryl, heteroaryl or

® Cs-C1o aryl, 5-14 membered heteroaryl or 4-10 membered

heterocyclyl of R or R is optionally substituted with 1-4 Z'° groups, or R' and
'8 together with the nitrogen to which they are attached form a 4-7 membered
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heterocycly! group, wherein said 4-7 membered heterocyclyl group is optionally /
substituted with 1-4 Z' groups; f/

each Z' is independently selected from oxo, halogen, C1-Cs alkyl, Cz~9,§f
alkenyl, Co-Cg alkynyl, Cs-Cg carbocyclyl, Cs-Cyp bicyclic carbocycliv, 61;82
haloalkyl, Cs-C1p aryl, 5-14 membered heteroaryl, 4-10 membered hete?%cyciy!, -
CN, -C(O)R™, -C(O)OR'™, -C(ONR'R™, -NR'R™, -NR*¥C(O)R'®, S
NR'SC(O)NRR™®, -NR'™S(O)R™, -NR"®S(0),NR'R'®, - f,{f’
NR'S(0),0R™®, -OR™, -OC(O)R"™, -OC(OINR''R'®, -SR'®, S(O)R16 -S(0)R™
or -S(0),NR"R'® wherein any alkyl, alkenyl, alkynyl, carbocyc%yi bicyclic
carbocyclyl, aryl, heteroaryl or heterocyclyl of Z' is opt:o;rg;ly substituted with 1-4

"8 groups; ) j/j

each 7' is independently selected from oxo},hjéiogen, Ca-Cs alkenyl, C2-Cg
alkynyl, C3~Cg carbocyclyl, Cs-C bicyclic Carbojgffclyi C¢-Cg haloalkyl, Cs-C1o
aryl, 5-14 membered heteroaryi, 4-10 membered heterocyclyl, -
CN, -C(O)R", -C(O)OR', C(O)NR”R”, ,NR”R‘S -NR'®C(O)R"®, -NR'°C(O)OR
8 _NR'®C(O)NR''R® -NR'S(0),R"®, NR“‘"S(O)gNR“Rw -NR'*$(0),0R', -OR
'8 _OC(O)R™®, -OC(O)NRR™, -&BR“‘/:S(O)R16 -S(O)R"® or -S(O)LNR'R'™®
wherein any alkenyl, alkynyl, carb@cyclyl bicyclic carbocyclyl, aryl, heteroaryl or
heterocyclyl of Z'* is opt:onaiiy sUbstituted with 1-4 Z'° groups;

each Z'%is undependepxtly selected from oxo, halogen, C1-Cs alkyl, C3-Cs
carbocyclyl, Cs-Cqg bicyclig Lc’éarbocyclyi C1-Cg haloalkyl, Cs-C1o aryl, 5-14
membered heteroaryl, 4 ./ /1 0 membered heterocyclyl, -CN, ~-C(O)(C4-Cs alkyl), -
C(O)O(C+-Cg aEkyl)i[;”f)(O)N(Cf-Cs alkyl)z, -NHa, -NH(C+-Cg alkyl), -N(C+-Csg
alkyl)s, -NHC(O)Q’(”'GCB alkyl), -NHC(O)C+-Cs alky!l), -NHC(O)INH(C1-Cg alkyl), -
OH, -0(Cr-Gs alkyl), Ca-Cs cycloalkoxy, Cs-Ci bicyclic carbocyclyloxy, -S(Ci-Ce
atkyl) or S(@)QN(Q -Cs atkyl)2 wherein any alkyl, carbocyciyl, bicyclic carbocycly,
aryl, heteroaryl heterocyclyl or cycloalkoxy portion of Z'® is optionally substituted
with 1;4 halogen atoms, C4-Cs alkoxy, -S(0).C+-Csalkyl, or C4-Cg haloalkoxy;

/ each Z? is independently selected from C-Cs alkyl, Cs-Cg carbocyclyl,
5-010 bicyclic carbocyclyl, Cs-Cqg aryl, 5-14 membered heteroaryl, 4-10

f/ membered heterocyclyl, -NR'R™ or -OR™ wherein any alkyl, carbocyclyl, bicyclic

/

/

z’

A
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carbocyclyl, aryl, heteroaryl or heterocyclyl portion of Z° is optionally substituted
with 1-4 Z* groups;

each Z** is independently selected from hydrogen, oxo, halogen, Ci-Cs
alkyl, Co-Cg alkynyl, Cs-Cg carbocyciyl, Cs-C g bicyclic carbocyclyl, C4-Csg
haloalkyl, Cg-Cyp aryl, 5-14 membered heteroaryl, 4-10 membered hetergtyclyl, -
{C2-Cs alkynyharyl, -(Co-Cg alkynyhheteroaryl, -CN, -C(O)}C+-Cs alkyl), -
C(OYO(Cy-Cs alkyl), -C{ON(C+-Cs alkyl)e, -NH, -NH(C1-Cs alkyl), sN(C4-Cs
atkyl)z, -NHC({O)O(C1-Cs alkyl), -NHC(O)(C1-Cs alkyl), -NHC(O)MH(C1-Cg alkyl), -
OH, -O(C+-Cg alkyl), halo(C+-Cg alkoxy), Cs-Cg cycloalkoxy, -8(C4-Cg atkyl), or -
SO,N(C1-Cg alkyl)e; wherein any alkyl, alkynyl, carbocychyl, cycloalkoxy, bicyclic
carbocyclyl, aryl, heteroaryl or heterocyclyl portions ﬁ/z’l is optionally

substituted with 1-4 halogen or C4-Cg alkoxy groups;

each Z°is indepénciehtty selected from oxo,jc;-cs alkenyl, C,-Cg alkynvl,
C3-Cg carbocyclyl, Cs-Cyo bicydlic carbocyclyl,/C-Cg haloalkyl, Ce-C1o aryl, 5-14
membered heteroaryl, 4-10 membered hetgrocyclyl, -CN, -C(O)OR, -
C(O)NRR'™ -NR"R™ -NR™C(ONR"R'®, -OR", -SR"® or -SO:R"®, wherein any
atkenyl, alkynyl, carbocyclyl, aryt, heter/oaryi or heterocyclyl portion of Z* is

optionally substituted with 1-4 halogen.

15. The compound of claim/14, or a pharmaceutically acceptable salt thereof,
wherein: Lis L', L%, L3 L%15 L L7, 18 L® L', " or L% and wherein

\ st e et
V
P |
NN N X N
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wherein L is

S RN
/((?
XX

18. The cofmpound of claim 14, or a pharmaceutically acceptable salt thereof,
wherein A is
F™
F
¥
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19. The compound of claim 14, or a pharmaceutically acceptable salt

thereof, wherein L is

R A ™
F F
7
|
“ or N
20. The compound of claim 14, or a pharmaceutically acceptablg salt thereof,

wherein L is
f )
X

21.  The compound of claims 14-20 or a pharmaceutically acceptable salt

thereof, wherein Z*% is
H
X
22. The compound of Claim 14-20 op'a pharmaceutically acceptable salt

thereof, wherein Z* is
CH,

X
23. The compound of claims 14-22 or a pharmaceutically acceptable salt

thereof, wherein @ is optionally substituted with one W at any substitutable
position, and each W is/independently W*, W2, W* W*, W° W® or W wherein

24. / The compound of claims 14-22 or a pharmaceutically acceptable salt

Hereof, wherein @ is optionally substituted with one W at any substitutable

ININD,

e =200=
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position, and each W is independently W', W2, W2 W* W5 W® or W’ wherein

25.  The compound of claims 14-22 or a pharmaceuticali)7 eptable salt

thereof, wherein @ is optionally substituted with one V:f any substitutable
position, and each W is independently W', W2, W*, W*, W°, W® or W™ wherein

O

\ I

26.  The compound of claims 14-22 or a pharmaceutically acceptable salt

\ 4

thereof, wherein @ is optionally substituted with one W at any substitutable
position, and each W is independently W', W2, W*, W*, W® W8 or W” wherein

OJ

o

=

\,N:EN

27. The compound of claims 14-26 or a pharmaceutically acceptabie salt
thereof, \%herein each W is independently W', W2, W* W® W® or W', and
whergin

w'is

-208-
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28. The compound of claims 14-26, or a pharmaceutically accept
thereof, wherein W is

AR A S S S N
F * 1 B 3 +

N7 O NS v,

29.  The compound of claims 14-26, or a ph r{naceuticaiiy acceptable salt
thereof, wherein W is /

\"O'*CH3 \TCN \fOYF \(C‘ XF
’ 1 F il ) o

4

30. The compound of claims 1 53,429, or pharmaceutically acceptable salt thereof,

wherein Q is @', @%, Q°, Q%, @® or Q'; and wherein
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Q%is /

j/
s
/’
,JJ
i or ; /

CF, //’
5.
Q is ) ,f'f
o b /
O or O or / /
Qs /ff
wanan 4
J/
F F f/
FF - /

Fd
7

y
31. The compound of claims 14;@9, or pharmaceutically acceptable salt thereof,

wherein Q is Vi

el }v" AR
i
] 4
£ *
S or )
£

32. The compounq,féf claims 14-29, or pharmaceutically acceptable salt thereof,

wherein Q is /

33. Thé'compound of claims 14-32, or a pharmaceutically acceptable salt
therec;jf, wherein E is E', E?, E®, or E* and wherein:
f/ E1 is

S -212-
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/
E'is /
jf
f/
....C .j\..., B J—— — — v O
o N e YN T e
F F F / F
E*is /
V4
/
weoancans mensanont o mapaxaner /’/’

34.  The compound of claims 14-32, or a pharqgfégceuticaily acceptable salt
thereof, wherein E is E°.

£
e
£
ra
¢

35. The compound of claims 14-32, or ppé/rmaceuticaily acceptable salt thereof,

wherein E is Vi

cpnnnaspe

kﬁ:.

F

Y

/./

/

36. The compound of claims 14-32, or pharmaceutically acceptable salt thereof,

wherein E is /
F)\F . /

/

37. The compounc’f of claims 14-32, or pharmaceutically acceptable salt thereof,
wherein E is

\/

38. The/compound of claims 14-32, or pharmaceutically acceptable salt thereof,
whergin E is

213-
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39.  The compound of claims 14-38, or pharmaceutically acceptable salt //

thereof, wherein the compound is of Formula (ila): /

(ifa). /

40. The compound of claims 14-39, or pharmaceutically acéeptabfe salt
thereof, wherein the compound is of Formula ﬂ,lf;):

e N @\Tf i O\\// 722
. %4 N

41. A compound of Formula (lll):
£

N

s o
£ - \\ /f ZZa
// H \(L

(1,

/6r a pharmaceutically acceptable salt thereof, wherein:

/
A -214




S— WO-2014/145095 PCT/US2014/029765.—

L is C-Cs alkylene, C4-Cs carbocyclylalkylene or C-Cy alkenylene whereip |
said C1-Cg alkylene, C4-Cg carbocyclylalkylene, or said C,-Cg alkenylene is

y

optionally substituted with one or more R®, wherein each R% is Endependgpf
H,or

selected from halogen, C3-Cs carbocyclyl, 3 to 6 membered héteroalkyl, -
OXO;

Qis H, C4-Cg alkyl, 4-8 membered heterocyclyl, or Cs-Cg carbocyclyl
wherein said C4-Cg alkyl, 4-8 membered heterocycliyl, or Cg~Cgcarbocyciy[ is
optionally substituted with one or more halogens. ‘

E is C4-C4 alkyl, C2-C4 alkenyl, C3-Cs cyciankyl werem E is optionaily
substituted with or more halogen atoms;
J is -CHo- or —-CFo-;

@ is a bicyclic or tricyclic aryl, heteroapyl or heterocyclyl, optionally
substituted with 1-2 W groups; '
each W is independently halogen, -OR°®, C1-Cs alkyl, -CN, -CF3, or C1-Ce
haloalkyl;
eaéh R® is independently selected from H, C;-Cs alkyl, or C4-Cy4 haloalkyl;

and

Z* is hydrogen or C4-C4 Alkyl.

42.  The compound of ¢laim 41, or a pharmaceutically acceptable salt thereof,
wherein J is -CHz. '

43.  The compond of claims 40-42, or a pharmaceutically acceptable salt
thereof, wherejn L is Cs-Cg alkylene, C4-Cg carbocyclylalkylene or Cs-Cg

alkenylene, wherein L is optionally substituted with up to two halogen atoms.

44.
thergof, wherein: L is

he compound of claims 40-43, or a pharmaceutically acceptable salt




WO-2014/145095 - 12(.;1;(&132044;0;9165~.~........,...__.?

/

7
'\,\. /
A JUIY AR Jerl
aans—

\))’f’ P e !

/{\)j\‘; N > > P ?‘a
x,x,xtx’xg,\ﬂ o
: {

F

45

e edd

The compound of claims 40-43, or a pharaceutically acceptable salt
thereof, wherein L is

=216-
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48.  The compound of claims 40-47, or a pharmaceutically acceptable sal/
thereof, wherein each W is Cl, F, ~OCHgs, -OCHF, -OCF; or -CN.

49,  The compound of claims 40-48, or a pharmaceutically acceptable salt
thereof, wherein Q is C4-Cs alkyl, or C3-Cg carbocyclyl.

50.  The compound of claims 40-48, or pharmaceutically 2 ceptable salt

thereof, wherein Q is

A

51. - The compound of claims 40-50, or a pharmaceutically acceptable salt

thereof, wherein E is C4-Cy4 alkyl substituted with one or more halogen atoms.
52.  The compound of claims 40-50, . pharmaceutically acceptable salt

thereof, wherein E is

54.  The compound of claims 40-50, or pharmaceutically acceptable salt

thereof, th/ein Eis

SS.Zhe compound of claims 40-50, or pharmaceutically acceptable salt thereof,
reinEis

B e d

\.

w

=247 =
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56. The compound of claims 40-55, or pharmaceutically acceptable salt th/greof,

wherein the compound is of Formula (llla):

JONN
Y o no
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57. The compound of claims 40-56, or pharma(}eutica!ly acceptable salt thereof,

wherein the compound is of Formula (illb): //
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58. A compound selected from the group consisting of:
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r a pharmaceutically acceptable salt thereof.
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60. A pharmaceutical composition comprising a compound of any of claims 1*5/9{

and a pharmaceutically acceptable excipient.

61. Use of a compound of any of claims 1-59 or pharmaceutical composifion of

claim 60 in the manufacture of a medicament for the treatment of hep_aétis C

virus (HCV).
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