
achieve substantial viral load reductions (Fraser, IP etal., 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 aseeGtembodiment. there is provided a compound of formula (I): 

^©-x 

k „ MYN-Y/^° 
0 Q 

(I). 

or a pharmaceutical^ acceptable salt thereof. In certain embodiments: 

©is T1, T2, T3, T4, T5, orT6; 

L is L1, L2, L3, L\ L5, L6, L7, L8, L9, L10,111 or L12; 
X is -O-, -CH2-, -OC(O)-, -C(0)0-, -C(O)-, -S02-, -S(O)-, -N(R16)-, -S-, =N-

O- or a bond; 
M is a bond, C-rCe alkylene, -0-, or -N(R16)-; 
QisQ1, Q2, Q3, Q4, Q6, Q6or Q7; 

E is E1, E2, E3, E4, E5, or E6; 
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in another asaeetemfaodiment, there is provided a compound of formula (ii): 

^ h a IVz2a xx /VTA8^ 
°YN"T 0 

0 Q 

(ii). 

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

L is L1, L2, L3, L4, L5, L6, L7, L8, L9, L10, L11 or L12; 
Qis Q1,Q2, Q3, Q4, Q5, Q6 or Q7; 

Eis E1, E2, E3, E4, E5, or E6; 

J is -CH2- or -CF2-; 

© is U1, U2, U3, U4 , U5, U6, U7 or U8; 

L1 is CrC8 alkylene or C2-C8 alkenylene; 

L2 is C-s-Cs alkylene or C2~C8 alkenylene wherein said Ci-C8 aikylene or said C2-Cs 

alkenylene is substituted with 1-4 halogen atoms; 

L3 is C-j-Cg alkylene or C2-C8 alkenylene wherein said CrC8 alkylene or said C2-C8 

alkenylene is substituted with 1-4 Z3 groups and wherein said CrC8 alkylene or C2-C8 

alkenylene is optionally substituted with 1-4 halogen atoms; 

L4 is C-j-C8 alkylene or C2»C8 alkenylene substituted with two geminal C-!-C4 alkyl 

groups that come together to form a spiro C3-C8 carbocyclyi group, wherein L4 is optionally 

substituted with 1-4 Z1 groups; 

L5 is Ci-C8 alkylene or C2-C8 alkenylene substituted with two geminal Z1 groups that 

come together to form a spiro 4-8 membered heterocyclyl group, wherein L5 is optionally 
substituted with 1-4 additional Z1 groups; 

L6 is 2-8 membered heteroalkylene or 4-8 membered heteroalkenylene; 
L7 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 Z2 is optionally substituted 
with 1-4Z2a groups; 

each Z2a is independently selected from hydrogen, oxo, halogen, CrC8 alkyl, C2-

C8 alkynyl, C3-C8 carbocyclyl, C5-C10 bicyclic carbocyclyl. CrC8 haloalkyl, Ce-Cio aryl, 

5-14 membered heteroaryl, 4-10 membered heterocyclyl, -(C2-C8 alkynyl)aryl, -(C2-C8 

alkynyl )heteroaryl, -CN, -C(0)(C1-C6 alkyl), -0(0)0(0^06 alkyl), -C(0)N(CrC6 

alkyl)2, -NH2, -NH(OI-C6 alkyl), -N(0i-06 alkyl)2, -NHC(0)0(Ci-C6 alkyl), -NHC(0)(Cr 

C6 alkyi), -NHC(0)NH(CrC6 alkyl), -OH, -OfCrCe alkyl), halo(CrC6 alkoxy), C3-C8 

cycloalkoxy, -S(C-i-C6 alkyl), or -S02N(Ci-C6 alkyl)2; wherein any alkyl, alkynyl, 

carbocyclyl, cycloalkoxy, bicyclic carbocyclyi, aryl, heteroaryl or heterocyclyl portions of 

Z2a is optionally substituted with 1-4 halogen or Ci-C6 alkoxy groups; 

each Z3 is independently selected from oxo, C2-Cs aikenyl, C2-C8 alkynyl, C3-C8 

carbocyclyl, C5-C10 bicyclic carbocyclyl, Ci-C8 haloalkyl, C6-Cio aryl, 5-14 membered 
heteroaryl, 4-10 membered heterocyclyl, -CN, -C(0)0R16, -C(0)NR17R18, -

NR17R18, -NR16C(0)NR17R18, -OR16, -SR16 or -S02R16, wherein any aikenyl, alkynyl, 

carbocyclyl, aryl, heteroaryl or heterocyclyl portion of Z3 is optionally substituted with 1-
4 halogen. 

In another aspeetembodiment, there is provided a compound of formula (III): 

or a pharmaceutical^ acceptable salt thereof. In certain embodiments: 

L is Ci-C8 alkylene or C2-C8 alkenylene wherein said CrC8 alkylene or said C2-C8 

alkenylene is optionally substituted with one or more R25, wherein each R25 is 

independently selected from halogen, C-1-C4 alkyl, C1-C4 haloalkyl, C3-C6 carbocyclyi, 3 to 
6 membered heteroalkyl, -OH, or-0-(C1-C4 alkyl), or oxo; 

(III) 
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Q is H, Ci-C8 alkyi, 4-8 membered heterocyclyl, or C3-C8 carbocyclyl; 

E is C1-C4 alkyl, C2-C4 aikenyl, C3-Ce carbocyclyl, wherein E is optionally 
substituted with or more halogen atoms; 

J is-CH2- or -CF2-; 

© is a bicyclic or tricyclic heteroaryl or heterocyclyl, optionally 

substituted with 1-2 W groups; 

each W is independently halogen, -OR6, CrC6 alkyi, -CN, ~CF3, or Ci-C6 

haloalkyl; 

each R6 is independently selected from H, or CrC4 alkyl; and 

Z2a is hydrogen or C1-C4 alkyl. 

In ^aspect, there is provided a compound selected from the group 
consisting of: 

H || Q,,o 
N,„AN:S-

H M OwO 
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F 





or a pharmaceutical^ acceptable salt thereof. 

In another aspect, there is provided a pharmaceutical composition 

comprising a compound as defined above, and a pharmaceutical acceptable 

excipient. 
One embodiment provides a pharmaceutical composition comprising a 

compound of Formula I, 11, or 111, or a pharmaceutical^ acceptable sait thereof, 

and a pharmaceutical^ 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 I, 

II or III, or a pharmaceutical^ acceptable salt thereof, to the patient. 



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 I, II,or III or a pharmaceutical acceptable 

salt thereof, to the patient. 

One embodiment provides a compound of Formula I, ii,or II! or a 

pharmaceuticaliy 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 proliferation 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 I, H,or III or a 

pharmaceuticaliy acceptable salt thereof for use in the manufacture of a 



What is claimed is: 

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

or a pharmaceutical^ acceptable salt thereof. 

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

pharmaceutical^ 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 (I): 

or a pharmaceutical^ acceptable salt thereof, wherein: 

©is T1,T2, T3, T4, T5, or T6; 

L is L1, L2, L3, L4, L5, L6, L7, L8, L9, L/ L11 or L12; 

x is -o-, -CH2-, -oc(o)-, -c(0)a 
-C(O)-, -SO.-, -S(O)-, -N(R16)-, -S-, =/o- or a bond; 

M is a bond, Ci-C6 alkylena^O-, or -N(R16)-; 
Q is Q1, Q2, Q3, Q4, Q5, (/or Q7; 

Eis E\E2, E3, E4, Eybr E5; 

® is aryl, hetecdaryl or heterocyclic group wherein © is optionally 
substituted with 1-4 Wgroups; 

J is -0-, -cyh-, -CF2-, -C(O)-, or -N(R16)-; 

G is-CQ*H, -CONHSO2Z2, tetrazolyl, -C0NHP(0)(R16)2, -P(0)(0H)(R16), 
or-P(0)(R^& 

T1Je C5-C12 spiro bicyclic carbocyclene that is attached to J and M through 
two adjacent carbons, wherein said spiro bicyclic carbocyclene is optionally 
substituted with 1-4 Z1 groups; 

T2 is C5-C12 fused bicyclic carbocyclene that is attached to J and M 
through two adjacent carbons, wherein said fused bicyclic carbocyclene is 
optionally substituted with 1-4 Z1 groups; 



TCT/US20T47029765' 

T3 is C5-C12 bridged bicyclic carbocyclene that is attached to J and 

through two adjacent carbons, wherein said bridged bicyclic carbocyclene is 

optionally substituted with 1-4 Z1 groups; 
T4 is C5-C12 spiro bicyclic heterocyclene that is attached to J an 

through two adjacent atoms, wherein said spiro bicyclic heterocyclene is 
optionally substituted with 1-4 Z1 groups; 

T5 is C5-C12 fused bicyclic heterocyclene that is attached/to J and 
through two adjacent atoms, wherein said fused bicyclic heterocyclene is 
optionally substituted with 1-4 Z1 groups; 

T6 is C5-C 12 bridged bicyclic heterocyclene that Is attached to J and 
through two adjacent atoms, wherein said bridged bjcyclic heterocyclene is 
optionally substituted with 1-4 Z1 groups; 

L1 is Ci-Cs alkylene or C2-C8 alkenylene; 

L2 is CrCs alkylene or C2-C8 alkenylene wherein said CrCs alkylene or said 
C2-C8 alkenylene is substituted with 1-4 halogen atoms; 

L3 is CrCs alkylene or C2-C8 alkenylene wherein said CrC8 alkylene or said 
C2-C8 alkenylene is substituted with 1^4 Z3 groups and wherein said Ct-C8 alkylene 

or C2-C8 alkenylene is optionally sidostituted with 1-4 halogen atoms; 
L4 is CrCs alkylene or GfCe alkenylene substituted with two geminal C1-C4 

alkyl groups that come togetHer to form a spiro C3-C8 cycloalkyl group, wherein L4 

is optionally substituted wifh 1-4 Z1 groups; 
L5 is Ci-Cs alkyjene or C2-C8 alkenylene substituted with two geminal Z1 

groups that come together to form a spiro 4-8 membered heterocyciyl group, 
wherein L5 is optj,dnaiiy substituted with 1-4 additional Z1 groups; 

L6 is 2-8 membered heteroalkylene or 4-8 membered heteroalkenylene; 
L7 is/-8 membered heteroalkylene or 4-8 membered heteroalkenylene, 

wherein the carbon atoms of said heteroalkylene or heteroalkenylene is substituted 
with 1/4 halogen atoms; 
/ L8 is 2-8 membered heteroalkylene or 4-8 membered heteroalkenylene, 

herein said heteroalkylene or heteroalkenylene is substituted with 1-4 Z3 groups 



arid said heteroalkylene or heteroalkenylene is optionally substituted with 1-4 / 

halogen atoms; / 
L9 is 2-8 membered heteroalkylene or 4-8 membered heteroalkenylen^ 

/ 
substituted with two geminal C1-C4 aSkyl groups that come together to form a spiro 
C3-C8 carbocyclyl group, wherein said L9 is optionally substituted with \/AJ} 

L10 is 2-8 membered heteroalkylene or 4-8 membered heteroalkenylene 
1 / substituted with two geminal Z groups that come together to form a spiro 4-8 

membered heterocyclyl group, wherein L10 is optionally substituted with 1-4 

additional Z1 groups; / 
L11 is L11A- L11B-L11C wherein L11A and L11C are^ach independently selected 

from Ci-C6 alkylene, CrCe heteroalkylene, C2-C6 alkenylene or a bond and L11B is 
a 3- to 6- membered saturated or unsaturated rip^ containing 0 to 3 heteroatoms 

/ 
selected from N, O, or S, wherein L11A and L1J^ connect to L11B at two different ring 
atoms and L11 is optionally substituted with/1-4 Z1 groups; 

L12 is C3-C8 alkynylene that is optionally substituted with 1-4 Z1 groups; 
Q1 is H, CrC8 alkyl, C3-C8 ca/6ocyclyl, C6-Cio aryl, 5-6 membered 

/ 
heteroaryl, or 5-6 membered hetefocyclyl, wherein when Q1 is not H, said Q1 is 
optionally substituted with 1 -3^ubstituents independently selected from halogen, 

-OR6, -SR6, -N(R6)2, C6-Cio,iryl, CrCe alkyl, CrCe haloalkyl, CrCs haloalkoxy, -
CN, -S02(CrC6 alkyl), -^6)(Ci-Cs alkyl), -NR6S02Z2, -S02NR17R18, -
NHCOOR16, -NHCOZ2/-NHCONHR16, -C02R6, -C(G)R6, or -CON(R6)2; 

Q2 is C5-C10 s|Diro bicyclic carbocyclyl that is optionally substituted with 1-4 
Z1 groups; / 

Q3 is C5-C10 fused bicyclic carbocyclyl that is optionally substituted with 1-
4 Z1 groups-; 

Q/is C5-C10 bridged bicyclic carbocyclyl that is optionally substituted with 
1-4Z/troups; 
/ Q5 is 4-8 membered heterocyclyl having 1 heteroatom selected from N, O 

pt S wherein Q5 is optionally substituted with 1-4 Z1 groups; 
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Q is CrCs alkyl, C3-C8 carbocyclyl, C6-Ci0 aryl, 5-6 membered heteroaryl, 

or 5-6 membered heterocyclyl, wherein Q6 is substituted with 1 oxo group arya 
optionally substituted with 1 to 3 substituents independently selected from, 
halogen, -OR6, ~SR6, -N(R6)2l C6-C10 aryl, CrCe alkyl, CrCe haloalkyl, jZi-Ce 
haloalkoxy, -N02J -CN, -CF3, -S02(CrC6 aikyl), -S(0)(CrC6 alkyl), -I 

S02NR17R18, -NHCOOR16, -NHCOZ2, -NHCONHR16, -C02R6, -C(JZ*)R6, and -

CON(R6)2; 
Q7 is selected from C3-C8 carbocyclyl, wherein G7 is substituted with 4-8 F 

atoms and each carbon of Q7 is substituted with 0-2 F ato/fis; 

E1 is C2-C6 alkenyl; 
E2 is CrCe alkyl; 
E3 is C1-C6 haloalkyl; 
E4 is C2-C6 haloalkenyl; 

E5 is C3-Ce carbocyclyl; 
E6 is CrCe aikyl substituted with 
W is independently W1, W2, W3 

W1 is oxo, halogen, -OR6, Cy6& alkyl, -CN, -CF3, -SR6, -

C(0)2R6, -C(0)N(R6)2, -C(0)R6, -Kf(R6)C(0)R6, -S02(CrC6 alkyl), -S(0)(CrC6 

alkyl), C3-Cs carbocyclyl, CrCVcycloalkoxy, CrCe haloalkyl, -N(R6)2, -NR6(CrCe 
alkyl)0(CrC6 alkyl), halo(C/C6 alkoxy), -NR6S02R6, -S02N(R6)2, -NHCOOR6, -
NHCONHR6, Ce-Cio aryl/5-14 membered heteroaryl, 4-10 membered 
heterocyclyl or -0(4-1w membered heterocyclyl), wherein said CrC6 alky!, C3~C8 

carbocyclyl, C3-Cs cycloalkoxy, CrCe haloalkyl, haio(CrCe alkoxy), Ce-Cio aryl, 
/ 

5-14 memberedXeteroaryl, or 4-10 membered heterocyclyl is optionally 
/ 

substituted wjjth 1-4 Z groups; 
W2 \p CrC6 alkoxy substituted with a 5-14 membered heteroaryl or C6-Cio 

aryl; wherein said heteroaryl or aryl is substituted with 1-4 Z1c groups; 
/W is C2-Ce alkynyl substituted with an C6-Cio aryl, C3-C8 carbocyclyl, Cr 

C^elkyl, CrCe haloalkyl, 4-10 membered heterocyclyl, or 5-14 membered 
JHeteroaryl; wherein said aryl, carbocyclyl, alkyl, haloalkyl, heterocyclyl, or 
heteroaryl is optionally substituted with 1-4 Z1 groups; 

CH3, ~OCD3, -OCFS, or -OCF2H; 
, W5, W6 or W7; 
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W4 is -SF5; 

W5 is -0(C2-C6 alkyl)OR22 wherein R22 is an C6-Ci0 aryl, 5-14 membepfed 
heteroaryl or 4-10 membered heterocyclyl that is optionally substituted w^rl-4 
Z1 groups; 

W6 is -0(C2-C6 alkyl)NR16R22 wherein R22 is an C6-C10 aryl, 5/14 

membered heteroaryl or 4-10 membered heterocyclyl that is optionally 

substituted with 1-4 Z1 groups; 

W7 is -0(5-14 membered heteroaryl); wherein said -Ot5-14 membered 
heteroaryl) is optionally substituted with 1-4 Z1 groups ana 2 adjacent 

substituents of said -0(5-14 membered heteroaryl) ma/be taken together to 
form a 3- to 6-membered cyclic ring containing 0 toy^heteroatoms independently 
selected from N, O, or S; 

R6 is H, CrC6 alkyl or C6-C10 aryl, wherein said C6-Ci0 aryl or CrCe alkyl 
is optionally substituted with 1 to 4 substituents independently selected from 
halogen, CrC6 slkyi, Ce-Cw aryl, C3-C8 carbocyclyl, 5-14 membered heteroaryl, 
4-10 membered heterocyclyl, halo(Ci-06 alkoxy), -OH, -0(CrC6 alkyl), -SH, -
S(CrC6 alkyl), -NH2) -NH(CrC6 aikyl), ~N(CrC6 alkyl)2, -C(0)(CrC6 

alkyl), -S02N(CrC6 alkyl)2) -NHCOO(CrC6 alkyl), -NHCO(CrC6 alkyl), -
NHCONH(GrCe alkyl), -G02(GrC6 alkyl), and -C(0)N(CrC6 atkyl)2, wherein said 
4-10 membered heterocyclyl is optionally substituted with 1-4 Z1c groups; 

R16 is H, CrC8 alkyl, C2-C8 alkenyl, C2-C8 alkynyl, C3-C8 carbocyclyl, 

C5-C10 bicyclic carbocyclyl, C6-Ci0 aryl, 5-14 membered heteroaryl or 4-10 
membered heterocyclyl, wherein said CrCs alkyl, C2-C8 alkenyl, C2-C8 alkynyl, 
C3-C8 carbocyclyf; C6-C10 aryl, 5-14 membered heteroaryl or 4-10 membered 
heterocyclyl ofR16 is optionally substituted with 1-4 Z1c groups; 

R17 and R18 are each independently selected from H, CrC8 alkyl, C2-C8 

alkenyl, (S2-C8 alkynyl, C3-C8 carbocyclyl, C5-C10 bicyclic carbocyclyl, -C(0)R16, -
C(0)GK16, C6-Cio aryl, 5-14 membered heteroaryl or 4-10 membered 

jrocyclyi, wherein said alkyl, alkenyl, alkynyl, carbocyclyl, aryl, heteroaryl or 
"feterocyclyl of R17 or R18 is optionally substituted with 1-4 Z1c groups, or R17and 

R18 together with the nitrogen to which they are attached form a 4-7 membered 



heterocyclyl group, wherein said 4-7 membered heterocyclyl group is optionally 
substituted with 1-4 Z1c groups; 

each Z1 is independently oxo, halogen, CrC8 alky!, C2-C8 alkenyl, C2-Gs 
alkynyl, C3-C8 carbocyclyl, C5-C10 bicyclic carbocyclyl, CrCs haloalkyl, C/Cw 
aryl, 5-14 membered heteroaryl, 4-10 membered heterocyclyl, -CN, -C^6)R16, -
C(0)0R16, -C(0)NR"R'°, -NR"R 

NR16C(0)NR17R18, -NR16S(0)2R16, -NR16S(0)2NRl7R18, 
NR16S(0)20R16, -OR16, -0C(0)R16, -0C(0)NR17R18, -SR16, -Sjf6)R16, -S(0)2R16 

or -S(0)2NR17R18 wherein said alkyl, alkenyl, alkynyl, carbocyclyl, bicyclic 

carbocyclyl, aryl, heteroaryl or heterocyclyl of Z1 is optionally substituted with 1-4 
Z1a groups; / 

each Z1a is independently oxo, halogen, C2-G& alkenyl, C2-C8 alkynyl, C3-C8 

carbocyclyl, C5-C10 bicyclic carbocyclyl, CrC8 haloalkyl, C6-Ci0 aryl, 5-14 
membered heteroaryl, 4-10 membered heterocyclyl, -
CN, -C(0)R16, -C(0)0R16, -C(0)NR17R18>7NR17R18, -NR16C(0)R16, -NR16C(0)0R 
16, -NR16C(0)NR17R18, -NR16S(0)2R16,^R16S(0)2NR17R18, -NR16S(0)20R16, -OR 
16, -0C(0)R16, -0C(0)NR17R18, -SRjX-S(0)R16, -S(0)2R16 or -S(0)2NR17R18 

wherein said alkenyl, alkynyl, carbocyclyl, bicyclic carbocyclyl, aryl, heteroaryl or 
heterocyclyl of Z1a is optionallwsubstituted with 1-4 Z1c groups; 

each Z1c is independently oxo, halogen, CrCs alkyl, C3-Cs carbocyclyl, 
C5-C10 bicyclic carbocyclyl CrCs haloalkyl, Ce-Cio aryl, 5-14 membered 
heteroaryl, 4-10 membered heterocyclyl, -CN, -C(0)(CrC8 alkyl), -C(0)0(CrC8 

alkyl), -C(0)N(CrC/alkyl)2, -NH2, -NH(CrC8 alkyl), -N(CrC8 

3lkyl)2, -NHC(OMCrC8 alkyl), -NHC(0)(CrC8 alkyl), -NHC(0)NH(CrC8 alkyl), -
OH, -0(CrCs>^lkyl), C3-C8 cycloalkoxy, C5-C10 bicyclic carbocyclyloxy, -S(CrC8 

alkyl) or -S£0)2N(Ci-C8 alkyl)2 wherein said alkyl, carbocyclyl, bicyclic carbocyclyl, 
aryl, heteroaryl, heterocyclyl or cycloalkoxy portion of Z1c is optionally substituted 
with 1/4 halogen atoms, CrC6 alkoxy, S(0)2CrCealkyl, or CrCe haloalkoxy; 

each Z2 is independently CrCs alkyl, C3-C8 carbocyclyl, C5-C10 bicyclic 
arbocyclyl, C6-Cio aryl, 5-14 membered heteroaryl, 4-10 membered 

heterocyclyl, -NR17R18 or -OR16 wherein any alkyl, carbocyclyl, bicyclic 

17r>18 »17r,18 16 18 
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carbocyclyi, aryl, heteroaryl or heterocycfyl portion of Z2 is optionally substitute 

with 1-4 Z2a groups; 

each Z2a is independently hydrogen, oxo, halogen, CrCs alkyl, C2-Gf3 
alkynyl, C3-C8 carbocyclyl, C5-C10 bicyclic carbocyclyi, Ci-C8 haloalkyl/Ce-Cio 
aryl, 5-14 membered heteroaryl, 4-10 membered heterocyclyl, -(C2-£8 

alkynyl)aryl, -(C2-C8 aikynyl)heteroaryl, -CN, -C(0)(CrC6 alkyl), -j^(0)0(Ci-C6 
alkyl), -C(0)N(CI-C6 alkyl)2, -NH2, -NH(CI-C6 alkyl), -N(C,-C6 

alkyl)2, -NHC(0)0(CrC6 alkyl), -NHC(0)(Ci-C6 alkyl), -NHC^>)NH(CrC6 alkyl), -
OH, -0(Ci-C6 alkyl), halo(Ci-C6 alkoxy), C3-C8 cycloalkox/ -S(CrC6 alkyl), or -

S02N(CI-CS alkyl)2; wherein any alkyl, alkynyl, carbocyayl, cycloalkoxy, bicyclic 
carbocyclyl, aryl, heteroaryl or heterocyclyl portionsy©f Z2a is optionally 
substituted with 1-4 halogen or CrC6 alkoxy groups; 

each Z3 is independently oxo, C2-C8 alkenyl, C2-C8 alkynyl, C3-C8 

carbocyclyl, C5-C10 bicyclic carbocyclyl, Ci-0s haloalkyl, C6-C10 aryl, 5-14 
membered heteroaryl, 4-10 membered heterocyclyl, -CN, -C(O)OR10, -

C(0)NR17R18, -NR17R18, -NR16C(0)NR^R18, -OR16, -SR16 or -S02R16, wherein any 
alkenyl, alkynyl, carbocyclyl, aryl, hejeroaryl or heterocyclyl portion of Z3 is 

optionally substituted with 1-4 hai^gen. 

2. The compound of Claim 1, or a pharmaceutical^ acceptable salt thereof, 
wherein M is -O- or a direet bond. 

3. The compound of claims 1-2, or a pharmaceutical^ acceptable salt 
thereof, wherein x4s -OC(O)-, -0-, or a direct bond. 

4. The compound of claims 1-3, or a pharmaceutical^ acceptable salt 
thereof, wKerein G is -C02H or -CONHSO2Z2. 

5. / The compound of claims 1-3, or a pharmaceutical acceptable salt 
thereof, wherein G is: 



9 °v,o 9 o. Wv. vV% 
NiXO \A>y^ 

Q o. VP 1 v N'SVNH2 V^N'SVN 
H 2 ^ H H * H H 

ylx^ 
9 o. VP YV'SV or \ AX^ 

H 

6. The compound of claims 1 -5, or a pharmaceu/cally acceptable salt 

thereof, wherein ©is T1, T2, or T3; 
7. The compound of claims 1 -5, or a pharmaceutical^ acceptable salt 

thereof, wherein © is T1, T2, or T3; and wjferein 

T1 is 

vfr PV\ ̂  P 
F . F 

A 
, or 

T3 is 
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\ AA AA 
,0rO ; 

wherein T1, T2, or T3 is optionally substituted with 1-4 Z1 group? 

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

thereof, wherein © is T2, and wherein T2 is optionally subsjtfuited with 1-4 Z' 

groups. 

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

wherein T2 is: 

10. The compound of Claim 8, o/a pharmaceutical^ acceptable salt thereof, 

wherein T2 is: 

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

thereof, wherein Jji-O- or -N(R16)-. 

12. The compound of Claims 1-10 or a pharmaceuticaliy acceptable salt 

thereof, wherein J is selected from -CH2-, -CF2-, or -C(O)-. 

13. /The compound of Claims 1-10 or a pharmaceutically acceptable salt 
thei4of, wherein J is selected from -CH2- or -CF2-. 
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14. A compound of Formula (il): 

"ct ..YlVir " %£? Z2a 

(»). 

or a pharmaceutically acceptable salt thereof, wherein: / 
L is L1, L2, L3, L4, L5, L6, L7, L8, L0, L10, L11 or L12; / 
Q is Q1, Q2, Q3, Q4, Q5, Q6 or Q7; / 

Eis E1, E2, E3, E4, E5, or E6; / 

J is -CH2- or -CF2-; / 

© is U1, U2, U3, U4 , U5, U6, U7 or U8'; / 
L1 is CrC8 alkylene or C2-C8 alkenytene; 
L2 is Ci-C8 alkylene or C2-C8 alkenylene wherein said Ci-C8 alkylene or said 

C2~C8 alkenylene is substituted withyA halogen atoms; 

L3 is Ci-Ca alkylene or C2-0£alkenylene wherein said CrCs alkylene or said 
C2-C8 alkenylene is substituted^with 1-4 Z3 groups and wherein said CrCs alkylene 
or C2-C8 alkenylene is optionally substituted with 1-4 halogen atoms; 

L4 is CrCs alkyiene'or C2-C8 alkenylene substituted with two geminal CrC4 

alkyl groups that come together to form a spiro C3-C8 cycloalkyl group, wherein L4 

/ 1 is optionally substituted with 1-4 Z groups; 
L5 is CrC^lkylene or C2-C8 alkenylene substituted with two geminal Z1 

groups that corrfe together to form a spiro 4-8 membered heterocyclyl group, 
wherein L5 is^optionally substituted with 1-4 additional Z1 groups; 

Lyi^2~~8 membered heteroalkylene or 4-8 membered heteroalkenylene; 
yL7 is 2-8 membered heteroalkylene or 4-8 membered heteroalkenylene, 

wherein the carbon atoms of said heteroalkylene or heteroalkenylene is substituted 
fth 1-4 halogen atoms; 
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L8 is 2-8 membered heteroalkylene or 4-8 membered heteroalkenylene, 
wherein said heteroalkylene or heteroalkenylene is substituted with 1-4 Z3 group; 

and said heteroalkylene or heteroalkenylene is optionally substituted with 1-4 
halogen atoms; 

L9 is 2-8 membered heteroalkylene or 4-8 membered heteroalkenylene 

substituted with two geminal C1-C4 alkyl groups that come together to/form a spiro 
C3-C8 carbocyclyl group, wherein said L9 is optionally substituted with 1-4 Z1 

groups; / 
L10 is 2-8 membered heteroalkylene or 4-8 membered heteroalkenylene 

substituted with two geminal Z1 groups that come togetheno form a spiro 4-8 
membered heterocyclyl group, wherein L10 is optionally^ubstituted with 1-4 

additional Z1 groups; 
L11 is L11A- L118 -L11C wherein L11A and L1!Fare each independently selected 

from Ci-Ge alkylene, CrC6 heteroalkylene, Cz?Gs alkenylene or a bond and L11B is 
a 3- to 6- membered saturated or unsaturated ring containing 0 to 3 heteroatoms 
selected from N, O, or S, wherein L11A audluc connect to L11B at two different ring 
atoms and L10 is optionally substituted^with 1-4 Zi groups; 

L12 is C3-C8 alkynyiene that/s optionally substituted with 1-4 Z1 groups; 

Q1 is H, CrCs alkyl, C3-08 carbocyclyl, C6-Cio aryl, 5-6 membered 
heteroaryl, or 5-6 memberedTieterocyciyl, wherein when G1 is not H, said G1 is 
optionally substituted withn-3 substituents independently selected from halogen, 
-OR6, -SR6, -N(R6)2, C/Cio aryl, Ci-C6 alkyl, Ci-C6 haloalkyl, Ci-C6 haloalkoxy, -

CN, -S02(CrC6 alkyl), -S(0)(Ct-C6 aikyl), -NR6S02Z2, -S02NRl7R18, -
NHCOOR16, -NHC0Z2, -NHCONHR16, -CO2R6, -C(0)R6, or -CON(R6)2; 

G2 is C/C10 spiro bicyclic carbocyclyl that is optionally substituted with 1-4 

Z1 groups; 
ns C5~Cio fused bicyclic carbocyclyl that is optionally substituted with 1-

4 Z1 croups; 
Q4 is C5-C10 bridged bicyclic carbocyclyl that is optionally substituted with 

/f-4 Z1 groups; 



G5 is 4-8 membered heterocyclyl having 1 heteroatom selected from N, 

or S wherein Q5 is optionally substituted with 1-4 Z1 groups; 

Q6 is selected from CrCs alkyl, C3-C8 carbocyclyl, Ce-Cio aryl, 5-6 
membered heteroaryl, or 5-6 membered heterocyclyl, wherein Q6 is substituted 
with 1 oxo group and with 0 to 3 substituents independently selected from 

halogen, -OR6, -SR6, -N(R6)2, C6-C10 aryl, CrCs alkyl, CrCe haloalHyi, CrCe 
haloalkoxy, -N02, -CN, -CF3, -S02(CrC6 aikyl), -S(0)(CrC6 aiky^, -NR6S02Z2, -
S02NR17R18, -NHCOOR16, -NHCOZ2, -NHCONHR16, -C02R6/C(0)R6, or -

CON(R6)2; 

Q7 is Cs-Cs carbocyclyl, wherein G7 is substituted/vith 4-8 F atoms and 
each carbon of G7 is substituted with 0-2 F atoms; 

E1 Is C2-Ce alkenyl; 

E2 is CrC6 aikyl; 
E3 is CrCe haloalkyl; 
E4 is C2-C6 haloalkenyi; 

E5 is C3-C6 carbocyclyl; 
E6 is CrCe alkyl substituted with -OCH3, -OCD3, -OCF3l or -OCF2H; 

U1 is 

& .JP \ 

wherein each U1 is 
U2 is 

or 

tonally substituted with 1-2 W groups; 

wherein each U2 is optionally substituted with 1-2 W groups; 
/ U3 is 



M 

wherein each U3 is optionally substituted with 1-2 W 

U4 is 

i T n, N M 

or 

wherein each U4 is optionally substituted with 1-2 W g/6ups; 

U5 is 

wherein each U5 is optionally substitutecKwith 1-2 

U6 is 

groups; 

vV 

or 

wherein each \3° is optionally substituted with 1-2 W groups; 

U7 is. 
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M 

wherein each U7 is optionaily substituted with 1-2 W groups; 

U8 is 
/ 

\^fN V^fN 

Kt 

/S, 

vV, vY or wN , vV 
wherein each U8 is optionaily substituted with 1/2 W groups; 

each W is independently W1, W2, W3,/^4, W5, W6 or W7; 

each W1 is oxo, halogen, -OR6, Cy-dl alkyl, -CN, -CF3, -SR6, -
C(0)2R6, -C(0)N(R6)2I -C(0)R6, -N(R6)C(0)R6[ -S02(CI-C6 alkyl), -S(0)(CrC6 

alkyl), C3-C8 carbocyclyl, C3-C8 cyclpalkoxy, CrC6 haloalkyl, -N(R6)2, -NR6(CI-C6 

alkyl)0(Ci-Ce aikyl), halo(CrC6 §l/oxy), -NR6S02R6, -S02N(R6)2, -NHCOOR6, -
NHCONHR6, C6-C10 aryl, 5-1^/frtembered heteroaryl, 4-10 membered 
heterocyclyl or -0(4-10 mepnbered heterocyclyl), wherein said W1 alkyl, 
carbocyclyl, cycloalkoxyytfaloalkyl, haloalkoxy, aryl, heteroaryl, or heterocyclyl is 
optionally substituted^ith 1-4 Z1c groups; 

each W2 is QrC6 alkoxy substituted with a 5-14 membered heteroaryl or 
C6-C10 aryl; wherein said heteroaryl or aryl is substituted with 1-4 Z1c groups; 

each W3 is C2-C6 alkynyl substituted with an C6-C10 aryl, C3-C8 carbocyclyl, 
/ 

CrC8 aSk^<Ci-C6 haloalkyl, 4-10 membered heterocyclyl, or 5-14 membered 
/ 

heteroaryl; wherein said aryl, carbocyclyl, alkyl, haloalkyl, heterocyclyl, or 
heter6aryl is optionally substituted with 1-4 Z1 groups; / 
/ each W4 is -SF5; 

-2-0-1-
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each W5is -0(C2-C6 alkyl)GR22 wherein R22 is an Ce-Cio aryl, 5-14 

membered heteroaryl or 4-10 membered heterocyclyl that is optionally 

substituted with 1-4 Z1 groups; 

each W6is ~0(C2-C6 alkyi)NR16R22 wherein R22 is an CG-Cio aryl/5-14 
membered heteroaryl or 4-10 membered heterocyclyl that is optionally 

1 y/ 

substituted with 1-4 Z groups; 

each W7 is -0(5-14 membered heteroaryl); wherein said/-0(5-14 
membered heteroaryl) is optionally substituted with 1-4 Z1 gpups and 2 adjacent 
substituents of said -0(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 R6 is independently selected from H j5-i~C6 alkyl or C6-Ci0 aryl, 
wherein said aryl or alkyl is optionally substituted with 1 to 4 substituents 

independently selected from halogen atoms,/Ci-C6 alkyl, Ce-Cio aryl, C3-Cs 

carbocyclyl, 5-14 membered heteroaryl, 4/10 membered heterocyclyl, halo(Ci-Cs 

alkoxy), -OH, -0(Ci-C6 alkyl), -SH, -S(prC6 alkyl), -NH2, -NH(Ci-Ce alkyl), -N(Cr 
C6 alkyl)2, -C(0)(CrC6 alkyl), -S02N|CrC6 alkyl)2) -NHCOOfCrCe alkyl), -
NHCO(Ci-C6 alkyl), -NHCONH(CfC6 alkyl), -C02(CrC6 alkyl), or -C(0)N(Ci-C6 

alkyl)2, wherein said 4-10 membered heterocyclyl is optionally substituted with 1 
4 Z1c groups; 

each R16 is independently selected from H, CrCs alkyl, C2-C8 alkenyl, C2-
C8 alkynyl, C3-C8 carbocyclyl, C5-C10 bicyclic carbocyclyi, C6-C10 aryl, 5-14 
membered heteroarylor 4-10 membered heterocyclyl, wherein any alkyl, alkenyl, 
alkynyl, carbocyclyl, aryl, heteroaryl or heterocyclyl of R16 is optionally substituted 
with 1~4Z1cgro*fps; 

R17 and R18 are each independently selected from H, Ci-C8 alkyl, C2-C8 

alkenyl, C^-C8 alkynyl, C3-C8 carbocyclyl, C5-C10 bicyclic carbocyclyl, -C(O)R10, -
C(0)0R , C6-Cio aryl, 5-14 membered heteroaryl or 4-10 membered 
heterocyclyl, wherein any alkyl, alkenyl, alkynyl, carbocyclyl, aryl, heteroaryl or 
heterocyclyl of R17 or R18 is optionally substituted with 1-4 Z1c groups, or R17and 

,1S together with the nitrogen to which they are attached form a 4-7 membered 

_ _____ -202-



heterocyciy! group, wherein said 4-7 membered heterocyclyl group is optionally 
substituted with 1-4 Z1c groups; / 

each Z1 is independently selected from oxo, halogen, CrCs alkyl, C2-Cj/ 

alkenyl, C2-C8 alkynyl, C3-C8 carbocyclyl, C5-C10 bicyclic carbocyclyl, Cr08 
/ 

haloalkyl, C6-C10 aryl, 5-14 membered heteroaryl, 4-10 membered hetefocyclyl, -
CN, ~C(0)R16, -C(O)OR10, -C(0)NR17R18, -NR17R18, -NR16C(0)R1B, -/ 
NR16C(0)NR17R18, -NR16S(0)2R16, -NR16S(0)2NR17R18. -

/ 

/ ,/ 

NR16S(0)20R16, -OR16, -0C(0)R16, -0C(0)NR17R18, -SR16, -S(0)R16, -S(0)2R16 

or -S(0)2NR17R18 wherein any alkyl, alkenyl, alkynyl, carbocyclyl, bicyclic 
/ 

carbocyclyl, aryl, heteroaryl or heterocyclyl of Z1 is optionally substituted with 1-4 
Z1a groups; / 

each Z1a is independently selected from oxo^Haiogen, C2-C8 alkenyl, C2-C8 

alkynyl, C3-C8 carbocyclyl, C5-C10 bicyclic carbocyclyl, CrCs haloalkyl, Ce-Cio 
aryl, 5-14 membered heteroaryi, 4-10 membered heterocyclyl, -
CN, -C(0)R16, -C(O)OR10, -C(0)NR17R18,?KIR17R18, -NR16C(0)R16, -NR16C(0)0R 
16, -NR16C(0)NR17R18, -NR16S(0)2R16, -MR16S(0)2NR17R18, -NR16S(0)20R16, -OR 
16, -0C(0)R16, -0C(0)NR17R18, -SR1?/-S(0)R16, -S(0)2R16 or -S(0)2NR17R18 

/ 
wherein any alkenyl, alkynyl, carbpcyciyl, bicyclic carbocyclyl, aryl, heteroaryl or 
heterocyclyl of Z1a is optionally/ubstituted with 1-4 Z1c groups; 

each Z1c is independently selected from oxo, halogen, CrC8 alkyl, C3-C8 
/ 

carbocyclyl, C5-C10 bicycli/carbocyclyl, CrC8 haloalkyl, Cs-Cio aryi, 5-14 
/ 

membered heteroaryl^/MO membered heterocyclyl, ~CN, -C(0)(CrC8 alkyl), -

C(0)0(CrC8 alkyl),/fc(0)N(CrC8 alkyl)2, -NH2, -NH(CrC8 aikyl), -N(CrC8 

alkyl)2, -NHC(0)0(CrC8 alkyl), -NHC(0)(CrC8 alkyl), -NHC(0)NH(CrC8 alkyl), -
OH, -OfCrCB.afkyl), C3-C8 cycloalkoxy, C5-Ci0 bicyclic carbocyclyioxy, -S(CrC8 

/' 
aikyl) or -S(j0)2N(CrC8 alkyl)2 wherein any alkyl, carbocyclyi, bicyciic carbocyclyi, 

aryl, hetefoaryl, heterocyclyl or cycloalkoxy portion of Z1c is optionally substituted 
with l^halogen atoms, CrCe alkoxy, -S(0)2CrC6alkyi, or CrC6 haloalkoxy; 
/ each Z2 is independently selected from CrC8 alkyl, C3-C8 carbocyclyl, 

bicyclic carbocyclyl, C6-Cio aryi, 5-14 membered heteroaryl, 4-10 

membered heterocyciyl, -NR17R18 or -OR16 wherein any alkyl, carbocyclyl, bicyclic 
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carbocyclyi, aryl, heteroaryl or heterocyclyl portion of Z2 is optionally substituted 

with 1-4 Z2a groups; 
each Z2a is independently selected from hydrogen, oxo, halogen, Ci-C8 

alkyl, C2-Cg alkynyl, C3-C8 carbocyclyi, C5-C10 bicyclic carbocyclyl, Ci-C8 

haloalkyl, C6-Ci0 aryl, 5-14 membered heteroaryl, 4-10 membered heterofcyciyl, -
(C2-C8 aikyny[)aryl, -(C2-C8 alkynyl)heteroaryl, -CN, -C(0)(CrC6 alkyl/-
C(0)0(CrC6 alkyl), -C(0)N(C1-C6 alkyl)2, -NH2l -NH(CI-C6 alkyl), TN(CI-C6 

alkyl)2, -NHC(0)0(CrC6 alkyl), -NHC(0)(Ci-C6 alkyl), -NHC(01^H(Ci-C6 alky!), 

OH, -0(Ci-C6 alkyl), halo(CrC6 alkoxy), C3-C8 cycloalkoxy,^(Ci-C6 alkyl), or -

S02N(CrC6 aikyl)2; wherein any alkyl, alkynyl, carbocyclyicycloalkoxy, bicyclic 

carbocyclyl, aryl, heteroaryl or heterocyclyl portions of/Z2a is optionally 

substituted with 1-4 halogen or C-i-Ce alkoxy groups/ 
each Z3 is independently selected from oxofC2-C8 alkenyl, C2-C8 alkynyl, 

Cs-Cs carbocyclyl, C5-C10 bicyclic carbocyclyL/CrC8 haloalkyl, C6-Ci0 aryl, 5-14 
membered heteroaryl, 4-10 membered heterocyclyl, -CN, -C(0)0R16, -
C(0)NR17R18, -NR17R18, -NR16C(0)NR17Pr, -OR16, -SR16 or -S02R16, wherein any 
alkenyl, alkynyl, carbocyclyl, aryl, heteroaryl or heterocyclyl portion of Z3 is 
optionaily substituted with 1-4 halogen. 

15. The compound of claim/1 <4, or a pharmaceutically acceptable salt thereof, 
wherein; L is L1, L2, L3, L4/L5, L6, L7, L8, L9, L10, L11 or L12; and wherein 

L1 is 

- X 



X , X , V , YV , X , X , Y , Y , X or/ Y 

J**"" 

J 
r r 0 

1 1* 

1 r .0 

or ' 
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L12 is 

or \ 

or 

16. The compound of claim 14, or a pharmaceutical!/acceptable salt thereof, 
wherein L is 

X Fv X - X 

17. The compound of claim 14, or a pharmaceutically acceptable salt thereof, 

wherein L is 

18. The compound of claim 14, or a pharmaceutically acceptable salt thereof, 
wherein^s 

X 

/ •207-



19. The compound of claim 14, or a pharmaceutically acceptable salt 

thereof, wherein L is 

Ox f\ x v 
\ or 

20. The compound of claim 14, or a pharmaceutical^ acceptablysalt thereof, 

wherein L is 

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

thereof, wherein Z2a is 

a pharmaceutically acceptable salt 22. The compound of Claim 14-

thereof, wherein Z2a is 

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

thereof, wherein ® is optionally substituted with one W at any substitutable 
position, and each W ^independently W1, W2, W3, W4, W5, W6 or W7 wherein 

© • ^ is 

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

fereof, wherein © is optionaily substituted with one W at any substitutable 

-208-



25. 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 W1, W2, W3, 

is 

5 IA/6 , W or W wherein 

26. The compound of claims 14-227or a pharmaceutically acceptable salt 

thereof, wherein © is options Substituted with one W at any substitutable 
position, and each W is indepei 2ntly W1, W2, W3, W4, W5, W6 or W7 wherein 

ts 

27. The compound of claims 14-26 or a pharmaceutically acceptable salt 
thereofywherein each W is independently W1, W2, W3, W5, W6 or W7, and 
wherein 

W1 is 
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.O^N V°YN-
N 

or ^ 

V°-N .0^ ^.N. 

28. The compound of ciaims 14-26, or a pharmaceutically acceptable salt 

thereof, wherein W is 

< CH3 
•O^I^F 

•O^CFs 

\X°VCH-
,CN 

V'\ , \ 

29. The compound of claims 14-26, or a php/maceuticaliy acceptable salt 

thereof, wherein W is 

30. The compound of claims 14/29, or pharmaceutically acceptable salt thereof, 

wherein Q is Q1, G2, G3, G4, Q or G7; and wherein 

G1 is 

6 6.6.6 
oy . o' 

is 

O or CI 



Q3 is 

or 
F F 

Q4 is 

or 
CF3 

5 G is 

X x 
0 or L0 -or 

Q is 

F F 

31. The compound of claims 14/^9, or pharmaceutically acceptable salt thereof, 
/ 

wherein Q is / 

or 

32. The compoun^/bf claims 14-29, or pharmaceutically acceptable salt thereof, 
wherein Q is / 

"K 
33. The compound of claims 14-32, or a pharmaceutically acceptable salt 
thereof/wherein E is E1, E2, E3, or E4 and wherein: 

/EMs 



E2 is 

» °fr\ 
D ' D i D 

E3 is 

, A-F • S , ^ . V . VA F# or F'f rF 
F F F / F 

E4 is 

or W-F 

F ' F 

34. The compound of claims 14-32, or a pharrpiceutically acceptable salt 

thereof, wherein E is E3. 
/ / 

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

wherein E is / 

F 
F 

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

wherein E is / 

F-^F 

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

wherein E is 

38. The'xompound of claims 14-32, or pharmaceutically acceptable salt thereof, 

wherpln E is 



39. The compound of claims 14-38, or pharmaceutically acceptable salt 
thereof, wherein the compound is of Formula (lla): / 

L' 
o. 

V 

'K ,N 

"r\ H, 1 z2« ST XVSAZ 
o E 

O Q 

(lla). 

40. The compound of claims 14-39, or pharnmpdeutically acceptable sal 
, wherein the compound is of Formula (MID): 

u o. 

<Xo H/L ° 
9/ 6 

a 
H 

(Sib). 

41. A compound of Formula (III): 

V5 Z2B 

H' "V 

(III), 

/6r a pharmaceutically acceptable salt thereof, wherein: 
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L is CrCs alkylene, C4-C8 carbocyclylalkylene or C2-C8 alkenylene wherei) 

said CrCs alkylene, C4-C8 carbocyclylalkylene, or said C2-C8 alkenylene is 

optionally substituted with one or more R25, wherein each R25 is independently 

selected from halogen, C3-C6 carbocyclyl, 3 to 6 membered heteroalkyl, 7OH,or 
oxo; 

Q is H, CrC8 alkyl, 4-8 membered heterocyclyl, or C3-C8 carbocyclyl 

wherein said CrCs alkyl, 4-8 membered heterocyclyl, or C3-C8/carbocyclyl is 

optionally substituted with one or more halogens. 

E is C1-C4 aikyl, C2-C4 alkenyl, C3-C6 cycloalkyl, wherein E is optionally 
substituted with or more halogen atoms; 

J is -CH2- or -CF2~; 

® is a bicyclic or tricyclic aryl, heteroaj^l or heterocyclyl, optionally 
substituted with 1-2 W groups; 

each W is independently halogen, -pR6, CrC6 alkyl, -CN, -CF3, or CrCe 
haloalkyl; 

each R6 is independently selected from H, CrC4 alkyl, orCi-C4 haloalkyl; 

and 
Z2a is hydrogen or CrC4aftkyl. 

42. The compound of plaim 41, or a pharmaceutically acceptable salt thereof, 

wherein J is -CH2. 

43. The compound of claims 40-42, or a pharmaceutically acceptable salt 
thereof, wherei/L is C3-C8 alkyiene, C4-C8 carbocyclylalkylene or C3-C8 

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

44. /The compound of claims 40-43, or a pharmaceutically acceptable salt 
thereof, wherein: L is 



V , V .V 

46. The compound of claims 40-45, or a pharmaceuticaily acceptable salt 

47. The compound of claims 40-46, or a pharmaceuticaily acceptable salt 

and wherein ^ is optionaily substituted with one W at any substitutable 
'position. 



48. The compound of claims 40-47, or a pharmaceuticaily acceptable sal; 
thereof, wherein each W is Ci, F, -OCH3, -OCHF2l -OCF3 or -CN. / 

49. The compound of claims 40-48, or a pharmaceutically acceptable salt 

thereof, wherein Q is CrCs aikyl, or C3-C8 carbocyclyl 

50. The compound of claims 40-49, or pharmaceutically acceptable salt 
thereof, wherein Q is 

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

thereof, wherein E is C1-C4 aikyl substituted ytfith one or more halogen atoms. 

52. The compound of claims 40-50, pv pharmaceuticaily acceptable salt 
thereof, wherein E is 

53. The compound of clajhis 40-50, or pharmaceuticaily acceptable salt 
thereof, wherein E is 

F^F 

54. The compound of claims 40-50, or pharmaceuticaliy acceptable salt 
thereof, whe/ein E is 

55. The compound of claims 40-50, or pharmaceutically acceptable salt thereof, 
wherein E is 



56. The compound of claims 40-55, or pharmaceutically acceptable salt t 
wherein the compound is of Formula (ilia): 

t: 
CL 

\ J N,,„ Z2" 

"o. a 
o Q 

O 

'O E 

>). 

H 

57. The compound of claims 40-56, or pharmaceutical^ acceptable salt thereof, 

wherein the compound is of Formula (illb): / 

o. 

XX J 

V 
u,t 

O 
"O E 

H, ° 

Q 

(lib). 
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or a pharmaceutical^ acceptable salt thereof. 

59. A compound selected from the group consisting of: 

•r a pharmaceuticaliy acceptable salt thereof. 

-22-2' 



60. A pharmaceutical composition comprising a compound of any of claims 1-59^ 

and a pharmaceutical acceptable excipient. / 

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

claim 60 in the manufacture of a medicament for the treatment of hepa'titis C 

virus (HCV), / 


