What is claimed is:

1. A compound of Formula (I):
O
Rg)1-
A N s« (Re)1-2
: —(1
=
(R7)1-4 N /N Q L-R,
R3 R1 R2

Q)

or a pharmaceutically acceptable salt thereof, wherein:

Q is selected from N and CH,;

Ring A is 4- to 15-membered heterocyclyl substituted with 1-4 R7;

R1 is selected from CH3, CDs, and —CH.-5 membered heterocyclyl comprising carbon
atoms and 1-3 heteroatoms selected from N, NCi.salkyl, O, and S;

R2 is selected from H, C1salkyl substituted with 0-5 Re, and -(CH2)r-Cs.6 cycloalkyl

substituted with 0-5 Re;

Rs is selected from H, F, Cl, Br, -ORy, and Cy-zalkyl substituted with 0-5 Re;

L is absent or selected from -NRg-, -O-, -C(=O)NRg-, and -S(O)p-;

R4 is selected from -(CH2)-aryl substituted with 1-7 Rs, -(CH2),-Cs.12 cycloalkyl
(substituted with 1-2 ORp, C(=O)ORy, -C(=O)NRaR, -

NR2C(=0)Rb), -(CH2)r-heterocyclyl comprising carbon atoms and 1-3
heteroatoms selected from N, NRs, O, and S and substituted with 1-7 Rs;

Rs, at each occurrence, is independently selected from H, F, CI, Br, CN, =0, nitro,
C1-salkyl substituted with 0-5 Re, C2-salkenyl substituted with 0-5 Re, C2-salkynyl
substituted with 0-5 Re, -(CHRg)/ORY, -

(CHRQg)rS(O)pRe, -(CHR)rS(O)pNRaRa, -(CHR4)INRaS(O)pRc, -(CHR4)INR:Ra, -
(CHRg):NRaC(=0)Rp, -(CHR4)NRaC(=O)ORy, -

(CHRg)NRaC(=O)NRzRa, -(CHRg)/C(=0O)Rb, -(CHRg):C(=O)OR, -
(CHRg):C(=O)NRaRa, -(CHRg){OC(=0O)Rb, -(CHR4){OC(=0)ORYy, -
(CHRg)/O(CH2),C(=0O)NR:Ra, Cs.scycloalkyl substituted with 0-4 Re, aryl
substituted with 0-4 Re, and heterocyclyl substituted with 0-4 Re;
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Rs is selected from H, Ci-salkyl substituted with 0-4 Re, -

S(O)pR¢, -(CH2):C(=0O)Rs, -(CH2)r C(=0)ORYy, -(CH2):C(=0)(CH2)/NR:R,, -
C(=0)(CH2)iINRaC(=O)Ry,

-S(0O)pNRaRa, -(CH2)-Cs.scycloalkyl substituted with 0-4 Re, -(CH2)r-aryl substituted with
0-4 Re, and -(CH>)r-heterocyclyl substituted with 0-4 Re;

R is selected from H, F, Cl, CN, Ci.3alkyl, =N-ORy, -(CH2)/ORb, -(CH2):NR:Ra, -
NRaC(=NH)Cisalkyl, -NR.C(=0O)ORYy, carbocyclyle, and heterocyclyle;
alternatively, two Rz groups are taken together to form carbocyclyl or
heterocyclyl;

Rs, at each occurrence, is independently selected from H, F, CI, Br, and Ci-salkyl
substituted with 0-5 Re;

Ra, at each occurrence, is independently selected from H, C1-¢ alkyl substituted with 0-5
Re, C2-¢ alkenyl substituted with 0-5 Re, C2-¢ alkynyl substituted with 0-5 Re, -
(CH>),-Cs-10carbocyclyl substituted with 0-5 Re, and -(CH2)-heterocyclyl
substituted with 0-5 Re; or Ra and Ra together with the nitrogen atom to which
they are both attached form a heterocyclic ring substituted with 0-5 Re;

Ry, at each occurrence, is independently selected from H, C1-¢ alkyl substituted with 0-5
Re, C2-6 alkenyl substituted with 0-5 Re, C2-6 alkynyl substituted with 0-5
Re, -(CH2)r-Cs-10carbocyclyl substituted with 0-5 Re, and -(CHz)r-heterocyclyl
substituted with 0-5 Re;

R¢, at each occurrence, is independently selected from Ci-¢ alkyl substituted with 0-5 Re,
Coz-salkenyl substituted with 0-5 Re, C2-¢ alkynyl substituted with 0-5 Re, -(CH2)-
Csz-6 carbocyclyl substituted with 0-5 Re, and -(CHz)r-heterocyclyl substituted with
0-5 Re;

Rg, at each occurrence, is independently selected from H, C1-¢ alkyl substituted with 0-5
Re, and OH,

Re, at each occurrence, is independently selected from Ci-6 alkyl substituted with 0-5 Ry,
C2-6 alkenyl, Cz-¢ alkynyl, -(CH2)-Cs-¢
cycloalkyl, -(CH2)-aryl, -(CH2)-heterocyclyl, Si(Ci-aalkyl)s, F, CI, Br, CN, NO,
=0, CO2H, -(CH2)/ORt, S(O)pRyf, C(=O)NR+R¢, S(O)pNR¢Rt, and -(CH2):NR+Rs;

Ry, at each occurrence, is independently selected from H, F, Cl, Br, CN, OH, Ci-s alkyl
optionally substituted with OH, C-s alkenyl, C2-s alkynyl, Cs-¢ cycloalkyl, and
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phenyl, or Rf and Rt together with the nitrogen atom to which they are both
attached form a heterocyclic ring optionally substituted with Ci-salkyl;

p, at each occurrence, is independently selected from zero, 1, and 2;

r, at each occurrence, is independently selected from zero, 1, 2, 3, and 4;

provided:

eoRh oA
(1) when L is absent, R4 is not , O, and I\/O :

(2) when L is -NRg-, R4 is not \/\<] and ‘11'*/\<] and

(3) when L is —O-, R4 is not Cz.s cycloalkyl.

2. The compound according to claim 1 or a pharmaceutically acceptable salt thereof,

wherein:

AN/L???

/‘7? H->N
() w3 Oy
(R7)1-4 is selected from ,
ey CEL

CH3 and
R1 is selected from CHz and CDs3;
R2 is selected from methyl, ethyl and —CH2-cyclopropy! substituted with 0-3 Re;
Rs is selected from H, F, Cl, Br, and -OC1-4 alkyl;
L is absent or selected from -NRg-, -O-, -C(=O)NH-, -S-, and -S(O)>-;
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Rs
)ia
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)0-1
1-3

g
N -

Rs () . Rs ()
, O . O ., O ,

/
Re

R4 is selected from

h
o > /W/N B
. 5 : g &
3 _ - o o~ @) = /
J&MV/\ = < Z=z W//N /N ©
n = Nﬂly / S
zZ Z 7o) - -
/\H\ /Rno /X o 0
3]
Lo -— O (@) D% =
a4 > o’ @ , z M
o = oS ./ % z
3 g , 2 wE <
Nw\\.V/ o 3 2 z N
PIONERFES L L o S o
N\ pd 2//
zZ
~ e i : kel
o —_
L0 - / \QN N
o © © c~\~\ S
o o o © a4
\|I1 = ~ R ~
= 3 HO N”/ \MOo =) o
o) = =
L) TS, 2, )
5\#\ N _© Py o /\/ =
14 @) x a4 o’
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(Rs)1-3




Rg—N_ N-Rg N« _N-Rg N__N N
¥ R R T
(75)"3 Rs)13 (Rs).3 (Rs)|.3 Rs)1
e G
Ny O. 0 HN_ O N-Ry R6™N
Y % Y 6 Rs
5 .~ RsRs O R; O
Rsh-2 (#- (Rs)12
/TN /
%_/ \N N B \N
Rer) N Sw®ys =
NG R © N Rs %_él‘{ NQI/N—Ré
- Rg N , Rs
(Rs)1.3 (Rs)13
(Rs)13
R " \ Rs)122 O §
6 N-Rg (Rs)12
?5 L N
(Rs)13

Rs)i3 Rs)13 _15 ;
\S E Rs);.
(Rs)12 @5)1 , Re— o
R6—
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(Rs)1-3

(Rs)13
o —\—(Rs)1-2 (Rs)122 _ (Rs)1.2
/N 6 /
| O ,

Re
(Rs)1-3 Rs)1.3 Rs)13
(RS)I -3 g\ jy
—\—(Rs)1-2 R
o g p (Rs)12 N-R,
) Rs N—(
Re , , , Re ,
(Rs)13 (Rs)13
(Rs)1.3 {3@\ (Rs)13
R
Rl Y N{:Z/EZ —<NH( .
v . O
\_ R; YN0
(Rs)13
R
)KQ( 5)1-3 ;i? N / (Rs);.
R6_N
O | (R5)1 4 (Rs)l 2
N% 7 (Rs)12 (Rs);.3
Re-N 0 ReN 0
N/ AN,
0 ’ © Rg (Rs)12 . and

Rs, at each occurrence, is independently selected from H, F, Cl, Br, CN, =O, Cs-salkyl
substituted with 0-5 Re, Cz-salkenyl, Co-salkynyl, -(CHRg)OR, -
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(CH2):S(O)pR¢, -(CH2)rS(O)pNRaRa, -(CH2)INRaS(O)pR¢, -(CH2)INRaRa, -
(CH2)INRaC(=0O)Rp, -(CH2)NRaC(=0)ORy, -

(CH2)INRaC(=O)NRaRa, -(CH2)/C(=0O)Rs, -(CH2)iC(=0)ORu, -
(CHRg):C(=O)NRaRa, -(CH2){OC(=0)Rs, -(CH2){OC(=0O)ORYp, -(CH2):
O(CH2)C(=0O)NR=zRa, Cs.scycloalkyl substituted with 0-4 Re, aryl substituted with
0-4 Re, and heterocyclyl substituted with 0-4 Re;

Re, at each occurrence, is independently selected from H, Ci-3alkyl substituted with 0-4
Re, -S(O)pR¢, -C(=0O)Rb, -(CH2)/C(=0O)ORy, -(CH2):C(=0)(CH2):NRaR,, -
C(=0)(CH2)iNRC(=0)Rp, -S(0)pNRaRs, -(CH2)r-aryl substituted with 0-4 Re,
and -(CHa)r-heterocyclyl substituted with 0-4 Re;

Ra, at each occurrence, is independently selected from H, C1-¢ alkyl substituted with 0-5
Re, C2-¢ alkenyl substituted with 0-5 Re, C2-¢ alkynyl substituted with 0-5 Re, -
(CH>),-Cs-10carbocyclyl substituted with 0-5 Re, and -(CH2)-heterocyclyl
substituted with 0-5 Re; or Ra and Ra together with the nitrogen atom to which
they are both attached form a heterocyclic ring substituted with 0-5 Re;

Ro, at each occurrence, is independently selected from H, C1-6 alkyl substituted with 0-5
Re, C2-¢ alkenyl substituted with 0-5 Re, C2-¢ alkynyl substituted with 0-5 Re, -
(CH2)r-Cs-10carbocyclyl substituted with 0-5 Re, and -(CH2)r-heterocyclyl
substituted with 0-5 Re;

Rc, at each occurrence, is independently selected from Ci-6 alkyl substituted with 0-5 Re,
Cz-salkenyl substituted with 0-5 Re, C2-¢ alkynyl substituted with 0-5 Re, -(CH2)r-
Cs-s carbocyclyl substituted with 0-5 Re, and -(CH2)r-heterocyclyl substituted with
0-5 Re;

Rq, at each occurrence, is independently selected from H, C1-6 alkyl substituted with 0-5
Re, and OH

Re, at each occurrence, is independently selected from Ci-6 alkyl substituted with 0-5 Ry,
C2-6 alkenyl, Cz-¢ alkynyl, -(CH2)-Cs-¢
cycloalkyl, -(CHz)r-aryl, -(CH2)-heterocyclyl, F, Cl, Br, CN, NO2, =0, -NH, -
NHC.salkyl, -N(C1-salkyl),, -C(=O)OH, -C(=0)OC-salkyl, -(CH2)OH,
and -(CH2):OC1.salkyl;

Ry, at each occurrence, is independently selected from H, F, Cl, Br, CN, OH, Ci-s alkyl
optionally substituted with OH, Cs-¢ cycloalkyl, and phenyl;
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p, at each occurrence, is independently selected from zero, 1, and 2; and

r, at each occurrence, is independently selected from zero, 1, 2, 3, and 4

3. The compound according to claim 2 of Formula (I1):

@)
A N
Q 1
=
(R7)1-4 N N°Ta R4
R3

CH; R,

(1

or a pharmaceutically acceptable salt thereof, wherein:
H,N /‘??
@A " g : @ Ha ~© <
(R7)1-4 is selected from

£

R> is selected from CH3, CH2CH3 and —CH2-cyclopropyl substituted with 0-2 F, CI, and
CHg;

Rz is selected from H, F, and —OC1.4 alkyl;
R4 is selected from

(Rs)l 3

Ry Rw@ Rﬁﬁw ﬁ

@(RQ -3
N’o , 6
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J\,i\/\, o
/ (Rs)13 %R

g/iN%/ N/:/S)/(Rs)mz HN)_N i SA_%%(RQ-M
O \R6 ’ \\_N/ ’ (@) ‘RG |

(Rs)1-3 (Rs)12 (Rs)13 (Rs)1.3
|
(Rs)13 / 4
R — N
N-Rq O™ Rs 6N N« .N-Rg N__N
Rs

. R Y T
| R6 ’ R5 ' R5
(Rs)14
/ (R5)13
(Rs)14 / § (K
N
X _N’
N
(Rs)12 (RS) - (RS_) -
N/ %_/ \N
(Rs)13 — B
6~ Rg~
N RS 6 I}?\Rs
0 R o O
(Rs)12
Rs)
g‘ 'Kf_—z—\(s 1-2 (R5)12 R9)2 (Rs)1:3
N Rs #/N Re Rg- N N—Rﬁ g(mz i 2 sl
Rs | ,
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(Rs)13 (Rs)1-3

(Rs)13
<: z Rs)12 (Rs)12
R, ReTN RN /
R6_
, O , 0 ,

(Rs)13 (Rs);.3 Rs)13
(Rs)1-3
(Rs)12 Rs)1-2
‘Rﬁ N R¢
, , R¢ , :
(Rs)13 Rsh-3

(R9)13 (Rs)13
(Rs)123
N N

N Rs \\—N O , (Rs)l 4

/I\g?{'(l{sh , (Rs)l 2 KQ(RS)”
R6 Re-N

(RS)I 2

Rs, at each occurrence, is independently selected from H, F, Cl, Br, CN, =0, Cs-salkyl
substituted with 0-4 Re, -(CHR4)ORb, -(CH2)r S(O)pR¢, -S(O)pNR:Ra, -
(CH2)INRaS(O)pRc, -(CH2)NRaRa, -(CH2)INRaC(=O)Rp, -NRaC(=0)ORy, -
NRaC(=O)NRzR3, -(CH2)[C(=O)Rb, -(CH2):C(=0)ORYy, -(CHRg):C(=O)NRR., -
(CH2):OC(=0)Rp, -(CH2){OC(=0)ORy, -(CH2)r O(CH2):C(=O)NRaRa, Cs-
scycloalkyl substituted with 0-4 Re, aryl substituted with 0-4 Re, and heterocyclyl
substituted with 0-4 Re;

Re, at each occurrence, is independently selected from H, C1-3alkyl substituted with 0-4
Re, -S(O)pRc, -C(=0O)Rb, -(CH2)/C(=0)ORy, -(CH2):C(=O)NRaRs, -
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C(=0)(CH2)INRaC(=O)Rp, -S(O)pNRaRs, aryl substituted with 0-4 Re, and
heterocyclyl substituted with 0-4 Re;

Ra, at each occurrence, is independently selected from H, C1-¢ alkyl substituted with 0-5
Re, C2-6 alkenyl substituted with 0-5 Re, C2-6 alkynyl substituted with 0-5
Re, -(CH2)-Cs-10carbocyclyl substituted with 0-5 Re, and -(CH2)-heterocyclyl
substituted with 0-5 Re; or Ra and Ra together with the nitrogen atom to which
they are both attached form a heterocyclic ring substituted with 0-5 Re;

Rp, at each occurrence, is independently selected from H, C1-6 alkyl substituted with 0-5
Re, C2-6 alkenyl substituted with 0-5 Re, -(CH2)r-C2-¢ alkynyl substituted with 0-5
Re, -(CH2)-Cs-10carbocyclyl substituted with 0-5 Re, and -(CH2)-heterocyclyl
substituted with 0-5 Re;

Rc, at each occurrence, is independently selected from Ci-6 alkyl substituted with 0-5 Re,
Coz-salkenyl substituted with 0-5 Re, C2-¢ alkynyl substituted with 0-5 Re, -(CH2)r-
Cs-s carbocyclyl substituted with 0-5 Re, and -(CH2)r-heterocyclyl substituted with
0-5 Re;

Rq, at each occurrence, is independently selected from H and C1-6 alkyl substituted with
0-5 Re;

Re, at each occurrence, is independently selected from Ci-6 alkyl substituted with 0-5 Ry,
C2-6 alkenyl, Cz-¢ alkynyl, -(CH2)-Cs-¢
cycloalkyl, -(CHz)r-aryl, -(CH2)-heterocyclyl, F, Cl, Br, CN, NO2, =0, -NH, -
NHC.4alkyl, -N(C1-salkyl),, -C(=O)OH, -C(=0)OC-salkyl, -(CH2)OH,
and -(CH2):OC1.salkyl;

Ry, at each occurrence, is independently selected from H, F, Cl, Br, CN, OH, Ci-s alkyl
optionally substituted with OH, Cs-¢ cycloalkyl, and phenyl;

p, at each occurrence, is independently selected from zero, 1, and 2; and

r, at each occurrence, is independently selected from zero, 1, 2, 3, and 4.

4. The compound according to claim 3 of Formula (111):
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(R7)1-4 l
CH3

3

(1)

or a pharmaceutically acceptable salt thereof, wherein:

H,N P
N
() > 0
HZN{; =
is selected from and

(R7)1-4

R2 is -CHz-cyclopropyl;

Rz is —OCi.4 alkyl;

Rs, at each occurrence, is independently selected from H, F, Cl, Br, CN, Ci-salkyl
substituted with 0-4
Re, -(CHR4):ORp, -(CH2):S(O)pRc, -S(O)pNRaRa, -(CH2)/NHS(O),Rc, -
(CH2)INRaRa, -(CH2)(NHC(=O)Rp, -NHC(=0)ORYp, -(CHR4):C(=O)NR:Rs, -
(CH2)/C(=0O)ORy, -OC(=0)ORb, -O(CH2)0-1C(=0)NRaR,, Czscycloalkyl
substituted with 0-4 Re, aryl substituted with 0-4 Re, and heterocyclyl substituted
with 0-4 Re;

Ra, at each occurrence, is independently selected from H, Ci-6 alkyl substituted with 0-5
Re, C2-6 alkenyl substituted with 0-5 Re, C2-6 alkynyl substituted with 0-5
Re, -(CH2)r-Cs-10carbocyclyl substituted with 0-5 Re, and -(CHz)r-heterocyclyl
substituted with 0-5 Re; or Ra and Ra together with the nitrogen atom to which
they are both attached form a heterocyclic ring substituted with 0-5 Re;

Ry, at each occurrence, is independently selected from H, C1-¢ alkyl substituted with 0-5
Re, C2-6 alkenyl substituted with 0-5 Re, -(CH2),-C2-¢ alkynyl substituted with 0-5
Re, -(CH2)r-Cs-10carbocyclyl substituted with 0-5 Re, and -(CHz)r-heterocyclyl
substituted with 0-5 Re;

R¢, at each occurrence, is independently selected from Ci-¢ alkyl substituted with 0-5 Re,
Ca-salkenyl substituted with 0-5 Re, C2-s alkynyl substituted with 0-5 Re, -(CH2):-
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Cs-s carbocyclyl substituted with 0-5 Re, and -(CH2)r-heterocyclyl substituted with
0-5 Re;

Rq, at each occurrence, is independently selected from H, Ci-4 alkyl, and OH;

Re, at each occurrence, is independently selected from Ci-6 alkyl substituted with 0-5 Ry,
C2-6 alkenyl, Co-¢ alkynyl, -(CH2)r-Cs-6
cycloalkyl, -(CH2)r-aryl, -(CH2)r-heterocyclyl, F, Cl, Br, CN, NO2, =0, -NHa, -
NHC1.salkyl, -N(C1-salkyl)., -C(=O)OH, -C(=0)OCi-
aalkyl, -(CH2):OH, -(CH.);0C1.4alkyl, and SO2C1-salkyl;

Ry, at each occurrence, is independently selected from H, F, Cl, Br, CN, OH, Ci-s alkyl
optionally substituted with OH, Cz-¢ cycloalkyl, and phenyl;

p, at each occurrence, is independently selected from zero, 1, and 2; and

r, at each occurrence, is independently selected from zero, 1, 2, 3, and 4.

5. The compound according to claim 4, or a pharmaceutically acceptable salt thereof,
wherein:
R3 is —OCHs;

Rs, at each occurrence, is independently selected from H, F, Cl, Br, CN, Ci-salkyl, -
(CH2)0-10Ryp, -S(0)2NH3, -NHS(0)2C1-3 alkyl,-NHS(O)2Cz-salkenyl, -NHC(=0O)Ry,

0 0
74
, -C(=O)NH: and heterocyclyl selected from O . Rz | Reoz |
0

o}
§_N/\o §—N®
<R35 and Roz
Ry, at each occurrence, is independently selected from H and C1-6 alkyl substituted with
0-5 Re,
Re, at each occurrence, is independently selected from Ci-6 alkyl, F, CI, Br, CN, NO2, =0,
-NHz2, -NHC1.salkyl, -N(C1-4alkyl),, -C(=0)OH, -C(=0)OC;.
aalkyl, -(CH2)[OH, -(CH2):OC1.4alkyl, and SO2C-salkyl; and

r, at each occurrence, is independently selected from zero and 1.
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6. The compound according to claim 3 or a pharmaceutically acceptable salt thereof,

wherein:

H,N 2
0% o "0
(R7)1-4 is selected from and :

R2 is -CHz-cyclopropyl;
Rz is —OCi.4 alkyl;

min

M
%(Rs)ms %(Rs)ls g%( Ro)ia Oﬁ
N~ 7
R4 is selected from N : \ N , and s :

Rs, at each occurrence, is independently selected from H, F, Cl, Br, CN, Ci-salkyl
substituted with 0-4 Re, -(CH2)/ORp, -S(O)pR¢, -S(O)pNRaRa, -(CH2)INRaS(O)pRe,
-(CH2)iNRzRa, -(CH2)INRaC(=0)Rp, -NR2C(=0O)ORp, -

NRaC(=O)NRaRa, -(CH2)/C(=0)Rp, -(CH2):C(=0)ORYy, -(CH2):C(=O)NRaRa, -
(CH2)/OC(=0)Rs, Cascycloalkyl substituted with 0-4 Re, aryl substituted with 0-4
Re, and heterocyclyl substituted with 0-4 Re;

Ra, at each occurrence, is independently selected from H, Ci-6 alkyl substituted with 0-5
Re, C2-6 alkenyl substituted with 0-5 Re, C2-6 alkynyl substituted with 0-5
Re, -(CH2)r-Cs-10carbocyclyl substituted with 0-5 Re, and -(CHz)r-heterocyclyl
substituted with 0-5 Re; or Ra and Ra together with the nitrogen atom to which
they are both attached form a heterocyclic ring substituted with 0-5 Re;

Rp, at each occurrence, is independently selected from H, C1-6 alkyl substituted with 0-5
Re, C2-6 alkenyl substituted with 0-5 Re, -(CH2),-C2-¢ alkynyl substituted with 0-5
Re, -(CH2)-Cs-10carbocyclyl substituted with 0-5 Re, and -(CH2)-heterocyclyl
substituted with 0-5 Re;

Rc, at each occurrence, is independently selected from Ci-6 alkyl substituted with 0-5 Re,
Ca-salkenyl substituted with 0-5 Re, C2-s alkynyl substituted with 0-5 Re, -(CH2):-
Cs-s carbocyclyl substituted with 0-5 Re, and -(CH2)r-heterocyclyl substituted with
0-5 Re;

Re, at each occurrence, is independently selected from Ci-6 alkyl substituted with 0-5 Ry,
C2-6 alkenyl, C2-6 alkynyl, -(CH2):-Cs-¢ cycloalkyl, -(CH2)r-aryl, F, Cl, Br, CN,
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NOgz, =0, -NHa, -NHC.salkyl, -N(C1-4alkyl)2, -C(=0)OH, -C(=0)OC;:-
salkyl, -(CH2):OH, and -(CH2)/OC1.4alkyl;

Ry, at each occurrence, is independently selected from H, F, Cl, Br, CN, OH, Ci-s alkyl
optionally substituted with OH, Cs-¢ cycloalkyl, and phenyl;

p, at each occurrence, is independently selected from zero, 1, and 2; and

r, at each occurrence, is independently selected from zero, 1, 2, 3, and 4.

7. The compound according to claim 6, or a pharmaceutically acceptable salt thereof,
wherein:
Rz is —OCHj;

Rs, at each occurrence, is independently selected from H, F, CI, Br, C1-salkyl, -OH, -OC3-

salkyl, -NHS(0)2C-salkenyl, NHC(=0)OC1.4 alkyl, C(=0)NHz, C(=0)NHC;

o
salkyl, and heterocyclyl selected from (Reo2 and (Reoz ; and
Re, at each occurrence, is independently selected from Ci-6 alkyl, F, Cl, Br, CN, NO, =0,
-NH2, -NHC1.salkyl, -N(C1-4alkyl)2, -C(=0)OH, -C(=0)OC:-

salkyl, -(CH2):0OH, -(CH)OC1.salkyl, and SO2C1-4alkyl.
8.

The compound according to claim 3 or a pharmaceutically acceptable salt thereof,
wherein:

H2N /’.&?
@N?‘% @ﬁv T
H,N
(R7)1-4 is selected from

and
R2 is -CH2-cyclopropyl;
Rz is —OCi.4 alkyl;

Tl
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(R5)l 3 (R5)1 3

g ; (Rs)13
@) N Rg

Rs)12 (R9)1 Rs)12

/—l_\ /4
\
N L N N
(Rs)13 — —
Re— Rq—
6 N R5 6 I\?%?\RS O II\I R5
0" ™0 ™R O O R¢

R4 is selected from

(R5)1_2 (R5)1-2 (R5)1-3 (R )
(Rs)123 >1-3
_ . VAW
/A
Ny . N-KR -N. N—R N.__N N R
\\I/ 6 R 6 I Rs)1-2
Rs | Z’)r | ?Q/5 , N‘N)_E ,N\ / |
(Ry);. (Rs)
Rs)13 o (Rs)13 g
(Rs)1 Rs)12
( (Rs)1» HN (Rs)12
R J—
N % , O : ’ '
(Rs)13 (Rs5);.3 Rs)13
Rs)13
—\—Rs)1» R
o g P _ N‘I({65)l-2 0 N-R,
) Rs— N N~ N—(
R6 , N_// , R6 O , R6 O y
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(Rs)13

o
>

(Rs)13 {32 __
- N %*(Rs)l-z
Ve N\ Y (Rs)12
Rs— N N RN O
NN X —/

/
Rs (Rs)12 0) , and

(Rs)13

R¢-N

0)\/N

Rs, at each occurrence, is independently selected from H, F, CI, Br, CN Ci-salkyl, -ORy, -
S(O)pR¢ -(CH2)INRaS(O)pRc, -(CH2)INR:aRa, -(CH2)iINRaC(=O)Ry, -
NR2C(=0)ORy, -C(=0)ORb, C(=O)NRaRa, Ca.scycloalkyl substituted with 0-4 Re,
aryl substituted with 0-4 Re, and heterocyclyl substituted with 0-4 Re;

0
\R(,

Rs, at each occurrence, is independently selected from H, Ci-zalkyl substituted with 0-4
Re, -S(O)pR¢, -C(=0O)Rb, -C(=0)ORy, -(CH2)-C(=O)NR:R,, -
C(=0)(CH2)iNRaC(=0O)Rp, -S(O)pNRaRs, aryl substituted with 0-4 Re, and
heterocyclyl substituted with 0-4 Re;

Ra, at each occurrence, is independently selected from H, Ci-6 alkyl substituted with 0-5
Re, C2-6 alkenyl substituted with 0-5 Re, C2-6 alkynyl substituted with 0-5
Re, -(CH2)r-Cs-10carbocyclyl substituted with 0-5 Re, and -(CHz)r-heterocyclyl
substituted with 0-5 Re; or Ra and Ra together with the nitrogen atom to which
they are both attached form a heterocyclic ring substituted with 0-5 Re;

Ro, at each occurrence, is independently selected from H, C1-6 alkyl substituted with 0-5
Re, C2-6 alkenyl substituted with 0-5 Re, -(CH2),-C2-¢ alkynyl substituted with 0-5
Re, -(CH2)-Cs-10carbocyclyl substituted with 0-5 Re, and -(CH2)-heterocyclyl
substituted with 0-5 Re;

Rc, at each occurrence, is independently selected from Ci-6 alkyl substituted with 0-5 Re,
Ca-salkenyl substituted with 0-5 Re, C2-s alkynyl substituted with 0-5 Re, -(CH2):-
Cs-6 carbocyclyl substituted with 0-5 Re, and -(CHz)r-heterocyclyl substituted with
0-5 Re;
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Re, at each occurrence, is independently selected from Ci-6 alkyl substituted with 0-5 Ry,
Cz-6 alkenyl, C2-¢ alkynyl, -(CH2)r-Cs-¢ cycloalkyl, -(CH2)r-aryl, F, CI, Br, CN,
NOz2, =0, -NH2, -NHC1-4alkyl, -N(C1-salkyl)2, -C(=O)OH, -C(=0)OCa.
aalkyl, -(CH2);OH, and -(CH3),OCji.4alkyl;

Ry, at each occurrence, is independently selected from H, F, Cl, Br, CN, OH, Ci-s alkyl
optionally substituted with OH, Cz-¢ cycloalkyl, and phenyl,

p, at each occurrence, is independently selected from zero, 1, and 2; and

r, at each occurrence, is independently selected from zero, 1, 2, 3, and 4.

9. The compound according to claim 8, or a pharmaceutically acceptable salt thereof,

wherein:

(Rs)122
O

R4 is selected from
(Rs)13 zii—j>/j%
\; z(RS)l 2 ; ; : z Rq \; z N _«

N
\W/
R5 N \—IL—/ N /,
. NI
\ N R;s ., and (Rs)122 - and

Rs, at each occurrence, is independently selected from H, F, Cl, Br, Ci-salkyl, OH, and —
C(=0)OH.

10.  The compound according to claim 2 of Formula (IV):
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O
(AN
(R7)1.4 NN

Rs CH3 R2 Rd/

(V)

or a pharmaceutically acceptable salt thereof, wherein:

H2N /"L)
(ax* G
(R7)1-4 is selected from and F :

R2 is selected from CHz and -CH.-cyclopropyl;
Rs is selected from H, F, and —OC.4 alkyl;

"
YF%X(RQ-H N/:A)/(Rs)m fr{ (Rs)-1-4
\_\/ | N | \€> |

R4 is selected from

(Rs)13 (Rs)1-3
(Rs)12
N N N\ N- R6 ?
R , Re , Rs ,
(Rs)13
R
HN (Rs)12
O ;

Rs, at each occurrence, is independently selected from H, F, CI, Br, CN,
Ci-salkyl, -(CH2)/ORp, -NRaS(O)pRc, -NRaRa, -NR2C(=O)Ry, -

NRaC(=0)ORYy, - C(=0)ORp, -C(=0)NRaRa , -NRaC(=O)NR:Ra, Cascycloalkyl
substituted with 0-4 Re, aryl substituted with 0-4 Re, and heterocyclyl substituted

with 0-4 Re;
Rs, at each occurrence, is independently selected from H and Ci-zalkyl;
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Ra, at each occurrence, is independently selected from H, Ci-6 alkyl substituted with 0-5
Re, C2-6 alkenyl substituted with 0-5 Re, C2-6 alkynyl substituted with 0-5
Re, -(CH2)r-Cs-10carbocyclyl substituted with 0-5 Re, and -(CHz)r-heterocyclyl
substituted with 0-5 Re;

Ry, at each occurrence, is independently selected from H, C1-¢ alkyl substituted with 0-5
Re, C2-6 alkenyl substituted with 0-5 Re, C2-6 alkynyl substituted with 0-5
Re, -(CH2)r-Cs-10carbocyclyl substituted with 0-5 Re, and -(CHz)r-heterocyclyl
substituted with 0-5 Re;

R¢, at each occurrence, is independently selected from Ci-6 alkyl substituted with 0-5 Re,
Coz-salkenyl substituted with 0-5 Re, C2-¢ alkynyl substituted with 0-5 Re, -(CH2)-
Cs-6 carbocyclyl substituted with 0-5 Re, and -(CH2)r-heterocyclyl substituted with
0-5 Re;

R, at each occurrence, is independently selected from H and Ci-3 alkyl,

Re, at each occurrence, is independently selected from Ci-6 alkyl substituted with 0-5 Ry,
C2-6 alkenyl, C2-6 alkynyl, -(CH2):-Cs-¢ cycloalkyl, -(CH2)r-aryl, F, Cl, Br, CN,
NO2, =0, N(Cz.4alkyl)2, -C(=O)OH, -C(=0)OC1.salkyl, -(CH2):OH,
and -(CH2):OC1.salkyl;

Ry, at each occurrence, is independently selected from H, F, Cl, Br, CN, OH, Ci-s alkyl
optionally substituted with OH, Cs-¢ cycloalkyl, and phenyl;

p, at each occurrence, is independently selected from zero, 1, and 2; and

r, at each occurrence, is independently selected from zero, 1, 2, 3, and 4.

11. The compound according to claim 10, or a pharmaceutically acceptable salt
thereof, wherein:

R is CH-cyclopropyl,

R3 is —OCHs;

;%X (Rs)-1-3
\y

R4 is ;
Rs, at each occurrence, is independently selected from H, F, CI, Br, C1-salkyl,
and -(CHz2)o-10OH; and
Rqis H.
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12.  The compound according to claim 2 or a pharmaceutically acceptable salt thereof,
wherein:

L is -C(=O)NH-;

R2 is -CHz-cyclopropyl;

Rz is —OCi.4 alkyl;
Rsg Joq Rs ) o1 ()2
Rs Yot | Rs
Rs is selected from O ., O , O : o :

5 T S

(
J\SJ“ s~/ 01 Rs {01
Rs~I_ $>) 0.2 ?j O:<\
N =N N
S K / /
(0), S , Re ,and Re
Rs, at each occurrence, is independently selected from H, F, CI, Br, C1-salkyl, -OH,
and -CN; and

Rs, at each occurrence, is independently selected from H and Ci-zalkyl.

13. The compound according to claim 2 or a pharmaceutically acceptable salt thereof,
wherein:

L is -O-;

R2 is -CHz-cyclopropyl;

Rz is —OCi.4 alkyl;

\/1’.‘,
H%%{(Rs)-m N/:/B)/(RS)LZ %(RS)JA
\_\ Y  and :

R4 is selected from :

and

Rs, at each occurrence, is independently selected from H, F, CI, Br, Ci-4alkyl, -OH, and —
CN.

14.  The compound according to claim 2 of Formula (VI):
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A N NG g S
(R7)1-4 NN N R,
dcn, O Rz
(Vi)

or a pharmaceutically acceptable salt thereof, wherein:

}2? 2N };
AN

(R7)1-4 is selected from K:

R2 is -CHz-cyclopropyl;

‘I'IIII
QD
=2
o

H
J\,J“
Pos  nen
N R
N (J
Q . A 50,
R4 is selected from 5 Rs , and

7-'\

N

Rs ; and
Rs is selected from H, OH, CH>OH, and —C(CHj3).OH.

15.  The compound according to claim 2 of Formula (VI1):

)
AN N
GO NN g
dcn, O Re 0
(V11

or a pharmaceutically acceptable salt thereof, wherein:
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H,N s
0% e
HoN
(R7)1-4 is selected from

and
R2 is -CHz-cyclopropyl;

Tl

W, e
L . OF
(Rs)1-4
\ 7 (Rsh-s @/(Rs)M
Rg is selected from N

N
/
: ,and Re
Rs, at each occurrence, is independently selected from F, Cl, Ci-salkyl, -(CH2)/ORp, -

S(O)ZNRaRa, 'NRaS(O)ZRc, and 'C(:O)NRaRa,

0-5 Re;

Rs, at each occurrence, is independently selected from H and Ci-zalkyl;
Ra, at each occurrence, is independently selected from H and C;-4 alkyl substituted with

Rp, at each occurrence, is independently selected from H and C1-4 alkyl substituted with
0-5 R,

Rc, at each occurrence, is independently Ci-4 alkyl substituted with 0-5 Re;

Re, at each occurrence, is independently selected from F, Cl, Br, -OH, and -OCi.salkyl,;
r, at each occurrence, is independently selected from zero, 1, and 2.

16.

A pharmaceutical composition comprising the compound according to claim 1,
17.

and a pharmaceutically acceptable carrier, adjuvant, or vehicle.

The composition according to claim 16, in combination with an additional
therapeutic agent.

18.

A method of inhibiting PADA4 in a biological sample in vitro comprising the step
19.

of contacting the PAD4 with a compound according to claim 1.

A compound according to claim 1 for use in therapy.
20.

Use of a compound according to claim 1 in the manufacture of a medicament for
the treatment of a PAD4 mediated disease.
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