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exchange of GDP with GTP in elF2 is catalyzed by its dedicated guanine nucleotide exchange
factor (GEF) elF2B. elF2B exists as a decamer (B12 B22 B32 B4, B5») or dimer of two
pentamers in cells (Gordiyenko, Y. et al, Nat Commun (2014) 5:3902; Wortham, N.C. et al,
FASEB J (2014) 28:2225-2237). Molecules such as ISRIB interact with and stabilize the eIF2B
dimer conformation, thereby enhancing intrinsic GEF activity and making cells less sensitive to
the cellular effects of phosphorylation of elF2a (Sidrauski, C. et al, eLife (2015) e07314; Sekine,
Y. et al, Science (2015) 348:1027-1030). As such, small molecule therapeutics that can modulate
elF2B activity may have the potential to attenuate the PERK branch of the UPR and the overall
ISR, and therefore may be used in the prevention and/or treatment of various diseases, such as a
neurodegenerative disease, a leukodystrophy, cancer, an inflammatory disease, a

musculoskeletal disease, or a metabolic disease.

SUMMARY

In one aspect of the present disclosure, there is provided a compound of Formula (I):
° ()
L1J\N/@ \NJ\LZ
R R

Formula (I)

or a pharmaceutically acceptable salt thereof, wherein:

D is selected from the group consisting of:

HOO AR Q A
‘?“L/é(?x)i , \(Rx)o-4 , T (R4 i \(Rx)o-:;S , \(R
sy

Y

(R%o3 :

L!is a bond, C;-Cs alkylene, 2-7 membered heteroalkylene, -NR™’—, or —O—, wherein

Ci-Coalkylene or 2-7 membered heteroalkylene is optionally substituted with 1-5 RL;

L2 is a bond, C-Cs alkylene, or 2-7 membered heteroalkylene, wherein C;-Cs alkylene or

2-7 membered heteroalkylene is optionally substituted with 1-5 RL%;
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R'is hydrogen or C;-Cs alkyl;
R?is hydrogen or C;-Cs alkyl;

W is a 8-10 membered, partially unsaturated, fused bicyclic ring moiety comprising a 5-6
membered heterocyclyl fused to a phenyl or 5-6-membered heteroaryl; wherein the heterocyclyl
may be optionally substituted on one or more available saturated carbons with 1-4 RW!; and
wherein the phenyl or heteroaryl may optionally be substituted on one or more available
unsaturated carbons with 1-4 R%?; and wherein if the heterocyclyl contains a substitutable
nitrogen moiety, the substitutable nitrogen may optionally be substituted with RN?; and wherein
W is attached to L? through an available saturated carbon or nitrogen atom within the

heterocyclyl;

A is phenyl or 5-6-membered heteroaryl, wherein phenyl or 5-6-membered heteroaryl is
optionally substituted on one or more available carbons with 1-5 RY; and wherein if the 5-6-
membered heteroaryl contains a substitutable nitrogen moiety, the substitutable nitrogen may be

optionally substituted by RN*;

each R is independently selected from the group consisting of hydrogen, Ci-Cs alkyl,
hydroxy-Ci-Cs alkyl, halo-C;-Cg alkyl, amino-C;-Cs alkyl, cyano-Ci-Cs alkyl, oxo, halo, cyano,
—ORA, -NRER€, -NRBC(O)RP, -C(O)NRERE, -C(O)RP, -C(0)OH, -C(O)ORP, —-SRE, —S(O)RP,
and —S(O)RP;

each R is independently selected from the group consisting of hydrogen, Ci-Cs alkyl,
hydroxy-C;-Cs alkyl, halo-C;-Cg alkyl, amino-C;-Ce alkyl, cyano-C;-Cs alkyl, oxo, halo, cyano,
—ORA, -NR®R€, -NRBC(O)RP, -C(O)NR®R®, -C(O)RP, -C(O)OH, -C(O)ORP, -SRF, -S(O)R”,
and -S(O)RP;

RNis selected from the group consisting of hydrogen, Ci-Cs alkyl, hydroxy-C»-Cs alkyl,
halo-C»-Cs alkyl, amino-C»-Cs alkyl, cyano-C,-Cg alkyl, -C(O)NRERC, —-C(O)RP, -C(O)ORP,
and —S(O),RP;

RN s selected from the group consisting of hydrogen, C;-Cs alkyl, hydroxy-C,-C alkyl,
halo-C,-Cs alkyl, amino-C»-Cs alkyl, cyano-C,-Cg alkyl, -C(O)NRERC, —-C(O)RP, -C(O)ORP,
and —S(O)2RP;

RN is selected from the group consisting of hydrogen, C;-Cs alkyl, C;-Cs alkenyl, —
C(0)-C;-Cs alkyl, -C(O)—C;-Cs cycloalkyl, Ci-Cg alkyl-CO2H, C1-Cs alkyl-CO>—C;-Cs alkyl, —



-2b-

C(0)-C;-C3 alkyl-O-C;-C3 alkyl-O-C;-Cs alkyl, —C(O)—phenyl, —C(O)-heteroaryl, —C(O)-
heterocyclyl, —-S—Ci-Cs alkyl, —S(0)>—C-Cs alkyl, —S(O)2—phenyl, —S(O)>—heteroaryl, —
C(O)NRERC and —C(O)ORP;

wherein C;-Ce alkyl, C1-Cs alkenyl, C(O)—C;-Cs alkyl, —C(O)—C;-Cs cycloalkyl,
C1-Cs alkyl-CO:zH, C1-Cs alkyl-CO2—C-Cs alkyl, —C(O)-heterocyclyl, —S—C1-Cs alkyl and —
S(0)2—C1-Cs alkyl may optionally be substituted by one or more substituents each independently
selected from the group consisting of fluoro, hydroxyl, Ci-Cs alkoxy, Ci-Ce alkyl (optionally

substituted by one, two or three fluorine atoms) and S(O)wCi.¢ alkyl (wherein w is 0, 1 or 2); and

wherein —C(O)—phenyl, —C(O)-heteroaryl, —S(O)>—phenyl and —S(O)>-heteroaryl
may optionally be substituted by one or more substituents each independently selected from the
group consisting of halogen, hydroxyl, Ci1-Cs alkyl (optionally substituted by one, two or three

fluorine atoms), C1-Cs alkoxy (optionally substituted by one, two or three fluorine atoms),

S(02)NRERC and SOF;

RM is selected from the group consisting of hydrogen, Ci-Cs alkyl, hydroxy-C»-Cs alkyl,
halo-C,-Cs alkyl, amino-C»-Cs alkyl, cyano-C,-Cg alkyl, -C(O)NRERC, -C(O)RP, —C(O)ORP,
and —S(O)RP;

each RV!is independently selected from the group consisting of hydrogen, C1-Cs alkyl
(optionally substituted by —CO-H), hydroxy-C;-Cs alkyl, hydroxy-C,-Cs alkyl-O—, halo-C;-Cs
alkyl, amino-C;-Cs alkyl, cyano-C;-Cs alkyl, oxo, halo, cyano, -OR”, -NRBR®, -NRER®C, —
NREC(O)RP, -C(O)NRERC, —-C(O)RP, —-C(0)OH, -C(O)ORP, —-SRE, —S(O)RP, and —-S(0O),RP;

each R%?is independently selected from the group consisting of hydrogen, C1-Cs alkyl,
hydroxy-Ci-Cs alkyl, hydroxy-C»-Ce alkyl-O—, halo-C;-Cs alkyl, halo-C1-Cs alkoxy, amino-C;-
Cs alkyl, cyano-C;-Cg alkyl, halo, cyano, -OR?, -NRER®, -NRBC(O)RP, -C(O)NRERE, -
C(O)RP, -C(0O)OH, -C(O)ORP, -S(RF)m, -S(O)RP, and —S(0):RP; or

2 R™? groups on adjacent atoms, together with the atoms to which they are attached, form
a 3-7-membered fused cycloalkyl, 3-7-membered fused heterocyclyl, fused aryl, or 5-6

membered fused heteroaryl, each of which is optionally substituted with 1-5 R¥;

each RXis independently selected from the group consisting of hydrogen, C;-Cs alkyl,
hydroxy-Ci-Cs alkyl, halo-C;-Cs alkyl, amino-C;-Cg alkyl, cyano-Ci-Cs alkyl, oxo, halo, cyano,
—ORA, -NRER€, -NRBC(O)RP, -C(O)NRERE, -C(O)RP, -C(0)OH, -C(O)ORP, —-SRE, —S(O)RP,
and —S(O)2RP;
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each RY is independently selected from the group consisting of hydrogen, C;-Cs alkyl,
hydroxy-Ci-Cs alkyl, halo-Ci-Cs alkyl, halo-C1-Cs alkoxy, amino-C;-Cs alkyl, cyano-Ci-Cs
alkyl, halo, cyano, -OR?, -NRER®, -NREC(O)RP, -C(O)NRER€, -C(O)RP, —-C(O)OH, —
C(O)ORP, -S(RF)m, -S(O)RP, -S(0)2RP, and G'; or

2 RY groups on adjacent atoms, together with the atoms to which they are attached form a
3-7-membered fused cycloalkyl, 3-7-membered fused heterocyclyl, fused aryl, or 5-6 membered

fused heteroaryl, each of which is optionally substituted with 1-5 R;

each G! is independently 3-7-membered cycloalkyl, 3-7-membered heterocyclyl, aryl, or
5-6-membered heteroaryl, wherein each 3-7-membered cycloalkyl, 3-7-membered heterocyclyl,

aryl, or 5-6-membered heteroaryl is optionally substituted with 1-3 R%;

each R?is independently selected from the group consisting of C;-Cs alkyl, hydroxy-C-
Cs alkyl, halo-C;-Cs alkyl, halo, cyano, -OR#, -NRBR®, -NRBC(O)RP, -C(O)NRERE, -C(O)RP,
—~C(O)OH, —-C(O)ORP, and -S(0O)2R";

RAis, at each occurrence, independently hydrogen, Ci-Cs alkyl, halo-C;-Cs alkyl, —
C(O)NRPR®, —-C(O)RP, or -C(O)ORP;

each of RE and R is independently hydrogen or Ci-Cs alkyl; or

R® and R together with the atom to which they are attached form a 3-7-membered

heterocyclyl ring optionally substituted with 1-3 R%;

each R°C is independently selected from the group consisting of C;-Cg alkyl-OH, Ci-Cs
alkyl-CO:H and C;-Cs alkyl-CO,—C;-Cs alkyl;

each RPis independently C;-Cg alkyl or halo-C;-Cs alkyl;
each RF is independently hydrogen, C;-Cs alkyl, or halo-C;-Cs alkyl;
each RF is independently hydrogen, Ci-Cs alkyl, or halo; and

m is 1 when RF is hydrogen or C;-Cg alkyl, 3 when RF is C;-Cs alkyl, or 5 when RF is
halo.

In another aspect of the present disclosure, there is provided a compound, wherein the

compound is selected from the group consisting of:
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or a pharmaceutically acceptable salt thereof.
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The present disclosure is directed, at least in part, to compounds, compositions, and
methods for the modulation of eIF2B (e.g., activation of eI[F2B) and the attenuation of the ISR
signaling pathway. In some examples, disclosed herein is an eIF2B modulator (e.g., an eIlF2B
activator) comprising a compound of Formula (I) or a pharmaceutically acceptable salt, solvate,
hydrate, tautomer, N-oxide, or stereoisomer thereof. In other examples, disclosed herein are
methods of using a compound of Formula (I) or a pharmaceutically acceptable salt, solvate,
hydrate, tautomer, N-oxide, or stereoisomer thereof for the treatment of a disease or disorder,
e.g., a neurodegenerative disease, a leukodystrophy, cancer, an inflammatory disease, a
musculoskeletal disease, a metabolic disease, or a disease or disorder associated with impaired
function of e[F2B or components in the ISR pathway (e.g., eIF2 pathway).

For example, disclosed herein is a compound of Formula (I):
0 0
@UJ\N/@\NJ\L?/@
y L,

Formula (I)
or a pharmaceutically acceptable salt, solvate, hydrate, tautomer, N-oxide, or
stereoisomer thereof, wherein:
D is a bridged bicyclic cycloalkyl, bridged bicyclic heterocyclyl, or cubanyl,
wherein each bridged bicyclic cycloalkyl, bridged bicyclic heterocyclyl, or cubanyl is optionally

substituted on one or more available carbons with 1-4 RX; and wherein if the bridged bicyclic
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CLAIMS
We claim:
1. A compound of Formula (I):
L1J\N/@ \NJ\LZ
i e
Formula (I)

or a pharmaceutically acceptable salt thereof, wherein:

D is selected from the group consisting of:

g@é 5@% &@K 2
N %,
LS’L/@(?X)E-A’ \(RX)0-4, \(RX)0-4, (Rx)o-j\s 5 \(RX)M, or
avel
Y

(R0-3 -

L' is a bond, C;-Cs alkylene, 2-7 membered heteroalkylene, ~NRN’—, or —O—, wherein
Ci-Cs alkylene or 2-7 membered heteroalkylene is optionally substituted with 1-5 RY!;

L? is a bond, C1-Cs alkylene, or 2-7 membered heteroalkylene, wherein C;-Cg alkylene
or 2-7 membered heteroalkylene is optionally substituted with 1-5 R%?;

R'is hydrogen or Ci-Cs alkyl;

R?is hydrogen or Ci-Cs alkyl;

W is a 8-10 membered, partially unsaturated, fused bicyclic ring moiety comprising a
5-6 membered heterocyclyl fused to a phenyl or 5-6-membered heteroaryl; wherein the
heterocyclyl may be optionally substituted on one or more available saturated carbons with 1-
4 R™!; and wherein the phenyl or heteroaryl may optionally be substituted on one or more
available unsaturated carbons with 1-4 R"?; and wherein if the heterocyclyl contains a
substitutable nitrogen moiety, the substitutable nitrogen may optionally be substituted with
R™3: and wherein W is attached to L? through an available saturated carbon or nitrogen atom
within the heterocyclyl;

A is phenyl or 5-6-membered heteroaryl, wherein phenyl or 5-6-membered heteroaryl

is optionally substituted on one or more available carbons with 1-5 RY; and wherein if the 5-
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6-membered heteroaryl contains a substitutable nitrogen moiety, the substitutable nitrogen
may be optionally substituted by RN;

each R is independently selected from the group consisting of hydrogen, C;-Cs
alkyl, hydroxy-Ci-Cs alkyl, halo-Ci-Cs alkyl, amino-Ci-Cg alkyl, cyano-Ci-Cs alkyl, oxo,
halo, cyano, -OR#, -NRER®, -NRBC(O)RP, -C(O)NRERE, —-C(O)RP, -C(O)OH, —-C(O)ORP,
—SRE, ~S(O)RP, and —-S(0)2RP;

each R is independently selected from the group consisting of hydrogen, C;-Cs
alkyl, hydroxy-Ci-Cs alkyl, halo-Ci-Cs alkyl, amino-C;-Cg alkyl, cyano-C;-Cs alkyl, oxo,
halo, cyano, -OR”, -NRBR®, -NRBC(O)RP, -C(O)NRERE, -C(O)RP, —-C(O)OH, -C(O)ORP,
—SRE, —S(O)RP, and —S(0),RP;

RN!is selected from the group consisting of hydrogen, Ci-Cs alkyl, hydroxy-Ca-Ce
alkyl, halo-C»-Cs alkyl, amino-C»-Cs alkyl, cyano-C»-Cs alkyl, -C(O)NRBRC, —C(O)RP, —
C(O)ORP, and -S(0O)2RP;

RN is selected from the group consisting of hydrogen, Ci-Cs alkyl, hydroxy-Ca-Ce
alkyl, halo-C»-Cs alkyl, amino-C»-Cs alkyl, cyano-C»-Cg alkyl, -C(O)NRBRC, —-C(O)RP, —
C(O)ORP, and -S(0O)2RP;

R™ is selected from the group consisting of hydrogen, C;-Cs alkyl, Ci-Cg alkenyl, —
C(0)-C;-Cs alkyl, -C(0)—C1-Cs cycloalkyl, C1-Cs alkyl-CO2H, Ci-Cs alkyl-CO>—C1-Cs
alkyl, -C(0)-C;-C; alkyl-O-C;-C3 alkyl-O-C;-Cj alkyl, -C(O)—phenyl, —C(O)-heteroaryl, —
C(O)-heterocyclyl, —S—C1-Cs alkyl, —S(0O)>—C1-Cs alkyl, —=S(O)>—phenyl, —-S(O)>—heteroaryl,
~C(O)NRPR€ and -C(O)ORP;

wherein C;-Cs alkyl, C1-Cs alkenyl, C(O)-C;-Cs alkyl, —C(O)-C1-Cs
cycloalkyl, Ci-Cs alkyl-CO2H, C1-Cs alkyl-CO,—C1-Cs alkyl, —C(O)-heterocyclyl, —-S—C1-Cs
alkyl and —S(0),—C:-Cs alkyl may optionally be substituted by one or more substituents each
independently selected from the group consisting of fluoro, hydroxyl, Ci-C¢ alkoxy, Ci-Ce
alkyl (optionally substituted by one, two or three fluorine atoms) and S(O)wCi-s alkyl
(wherein w is 0, 1 or 2); and

wherein —C(O)—phenyl, —C(O)-heteroaryl, —S(O)>—phenyl and —S(O),—
heteroaryl may optionally be substituted by one or more substituents each independently
selected from the group consisting of halogen, hydroxyl, Ci-Cs alkyl (optionally substituted
by one, two or three fluorine atoms), C1-Cs alkoxy (optionally substituted by one, two or

three fluorine atoms), S(O2)NRER® and SO,F;
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RNis selected from the group consisting of hydrogen, C;-Ce alkyl, hydroxy-C»-Cs
alkyl, halo-C»-Cs alkyl, amino-C»-Cs alkyl, cyano-C>-Cs alkyl, -C(O)NRBRE, —-C(O)RP, —
C(O)ORP, and —S(0)2RP;

each RV!is independently selected from the group consisting of hydrogen, Ci-Cs
alkyl (optionally substituted by —CO>H), hydroxy-C;-Cs alkyl, hydroxy-C»-Cs alkyl-O—,
halo-C-Cg alkyl, amino-C;-Cs alkyl, cyano-C;-Cs alkyl, oxo, halo, cyano, —-OR*, -NRER®, —
NRBRC, -NRBC(O)RP, -C(O)NR®R®, -C(O)RP, -C(O)OH, —~C(O)ORP, —SRF, —~S(O)RP, and
~S(0)R”;

each R%?is independently selected from the group consisting of hydrogen, Ci-Ce
alkyl, hydroxy-Ci-Cs alkyl, hydroxy-C»-Cs alkyl-O—, halo-C;-Cs alkyl, halo-C;-Cs alkoxy,
amino-C;-Cs alkyl, cyano-C1-Cs alkyl, halo, cyano, -OR?, -NRBR®, -NREC(O)RP, —
C(O)NRERE, -C(O)RP, —-C(O)OH, —C(O)ORP, -S(RF)p, -S(O)RP, and —S(0)-RP; or

2 R"? groups on adjacent atoms, together with the atoms to which they are attached,
form a 3-7-membered fused cycloalkyl, 3-7-membered fused heterocyclyl, fused aryl, or 5-6
membered fused heteroaryl, each of which is optionally substituted with 1-5 R¥;

each R is independently selected from the group consisting of hydrogen, C;-Cs alkyl,
hydroxy-Ci-Cs alkyl, halo-C;-Cs alkyl, amino-C;-Cs alkyl, cyano-Ci-Cs alkyl, oxo, halo,
cyano, —OR#, -NRBRC®, -NRBC(O)RP, -C(O)NRER®, -C(O)RP, -C(O)OH, -C(O)ORP, —SRE,
—S(O)RP, and —-S(0)2RP;

each RY is independently selected from the group consisting of hydrogen, Ci-Cs alkyl,
hydroxy-Ci-Cs alkyl, halo-C;-Ce alkyl, halo-C;-Cg alkoxy, amino-C;-Cs alkyl, cyano-C;-Ce
alkyl, halo, cyano, -OR”, -NRER®, -NRBC(O)RP, -C(O)NRER®, -C(O)RP, -C(O)OH, —
C(O)ORP, -S(RF), -S(O)RP, —S(0)2RP, and G'; or

2 RY groups on adjacent atoms, together with the atoms to which they are attached
form a 3-7-membered fused cycloalkyl, 3-7-membered fused heterocyclyl, fused aryl, or 5-6
membered fused heteroaryl, each of which is optionally substituted with 1-5 R;

each G! is independently 3-7-membered cycloalkyl, 3-7-membered heterocyclyl, aryl,
or 5-6-membered heteroaryl, wherein each 3-7-membered cycloalkyl, 3-7-membered
heterocyclyl, aryl, or 5-6-membered heteroaryl is optionally substituted with 1-3 R%;

each R%is independently selected from the group consisting of C;-Cs alkyl, hydroxy-
C1-Cs alkyl, halo-C;-Cs alkyl, halo, cyano, -OR#, -NRER®, -NRBC(O)RP, -C(O)NRERE, -
C(O)RP, -C(O)OH, -C(O)ORP, and —-S(0)2RP;

RAis, at each occurrence, independently hydrogen, C;-Cs alkyl, halo-C;-C alkyl, —
C(O)NRPRE®, —C(O)RP, or —-C(O)ORP;
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each of R® and R¢is independently hydrogen or C;-Cs alkyl; or

RB and R together with the atom to which they are attached form a 3-7-membered

heterocyclyl ring optionally substituted with 1-3 R%;

each R is independently selected from the group consisting of Ci-Cs alkyl-OH, C;-

Cs alkyl-CO:H and C;-C¢ alkyl-CO2—C;-Cs alkyl;

halo.

5.

each RPis independently C;-Cs alkyl or halo-C;-Cs alkyl;

each RF is independently hydrogen, Ci-Cs alkyl, or halo-C1-Cs alkyl;

each RY is independently hydrogen, Ci-Ce alkyl, or halo; and

m is 1 when RF is hydrogen or Ci-Cs alkyl, 3 when RF is C;-Cg alkyl, or 5 when RF is

¢ NN

N X
The compound of claim 1, wherein D is ﬁ?’- (R04 o (R%)o-4

%

S
QL 9,
RX or RX .

The compound of claim 4, wherein each RX is independently selected from the group

The compound of claim 1 or 2, wherein D is

The compound of claim 1 or 2, wherein D is

consisting of oxo, -OH, —C(O)OH, —C(O)ORP, halo, and hydroxy-Ci-Cs alkyl.

6.

The compound of any one of claims 1-5, wherein L' is a bond, 2-7 membered

heteroalkylene, -NRN’—, or —O—, wherein 2-7 membered heteroalkylene is optionally

substituted by 1-5 R,
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7. The compound of any one of claims 1-6, wherein L! is selected from a bond, CH,O—

* CH,OCH>—*, -NCH3—, —-NH-, or -O—, wherein “—*” indicates the attachment point to A.
8. The compound of any one of claims 1-7, wherein R is hydrogen or -CHj.
9. The compound of any one of claims 1-8, wherein R?is hydrogen or -CH3.

10. The compound of any one of claims 1-9, wherein A is selected from the group

consisting of:

RY RY
; daslasliasulap!
|
RY RY RY N” RY
N N v AN N RY
RY =N 2 RY Z RY RY 7 RY and
J’\[N
[
N” RY
11. The compound of any one of claims 1-10, wherein each RY is independently selected
from the group consisting of hydrogen, chloro, fluoro, -CHF», -CF3, -CH3, -CH>CH3, —
CH(CH3)2, -OCH3, —OCHF2, —OCF3, -OCH2CF3;, —OCH(CH3)2, and —CN, or
2 RY on adjacent carbons, together with the atoms to which they are attached, form a
1,3-dioxolanyl ring, which is optionally substituted with 1-2 RX.

12. The compound of claim 11, wherein each R is independently fluoro.

13. The compound of any one of claims 1-12, wherein L? is a bond or C;-Cg alkylene,

wherein Ci-Ce alkylene is optionally substituted by 1-5 R,

14. The compound of any one of claims 1-13, wherein L? is selected from a bond or CH,—

* wherein “—*” indicates the attachment point to W.
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15. The compound of any one of claims 1-14, wherein L? is a bond.
16. The compound of any one of claims 1-15, wherein W is represented by Formula (W-
a):
TI-T2
U / \:T?’
ik + V! # B
W,

Formula (W-a)
wherein:

T!is nitrogen or C(RY?);

T?is nitrogen or C(RY?);

T?is nitrogen or C(RW?);

T*is nitrogen or C(RY?);

wherein no more than two of T!, T2, T, and T* may be nitrogen;

Ul is selected from the group consisting of a bond, -O—, -NR™°—, and —-S(O)w—
(wherein w is 0, 1, or 2);

V!is selected from the group consisting of *—O0—*, *~C(RVI'RV!%) # +_C(RV!''RV!?) —
C(O)—*, *_C(RVIRVI2)-C(RVIPRY4)_* +_C(RVISRY16)_O_* *_C(RVISRYI6)_NRN_* +_
C(O)-NRM_* +_NRM_# +_0_C(RYVISRY16)_# +_NRM_C(RVISRVI6)_# *_NRN_C(0)-*,
C(0)-0-"*, *-0-C(0)-"*, *“C(RY'SRY'®)_S(0)s—*, and *—S(O)y—C(RY'SRV16)_* (wherein w is
0, 1, or 2); wherein the “*— and “—*" indicate the attachment points of V! as indicated in
Formula (W-a);

wherein if V! is *—O—* *-NR™N—# or *-C(RV!'RY'?) -#; U is not a bond;

RY!!'and RV!? are each independently selected from the group consisting of hydrogen,
C1-GCs alkyl, hydroxy-Ci-Cs alkyl, halo-C1-Cs alkyl, amino-C;-Cs alkyl, cyano-C;-Ce alkyl,
halo, cyano, -OR?, -NRBR®, -NRBR“, -NREC(O)RP, -C(O)NRERC, -C(O)RP, -C(0)OH, —
C(O)ORP, —SRE, _S(O)RP, and —-S(0O),RP;

RY3 and RY!* are each independently selected from the group consisting of hydrogen,
C1-Cs alkyl, hydroxy-Ci-Cs alkyl, halo-C;-Cs alkyl, amino-Ci-Cs alkyl, cyano-C;-Ce alkyl,
halo, cyano, -OR”, -NRBR®, -NRERC¢, -NRBC(O)RP, -C(O)NRERC, -C(O)RP, -C(0)OH, —
C(O)ORP, —SRE, —S(O)RP, and —-S(0)2RP;
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RY15and RV!® are each independently selected from the group consisting of hydrogen,
C1-Cs alkyl, hydroxy-C»-Cs alkyl, halo-C>-Cs alkyl, amino-C»-Cs alkyl, cyano-C»-Ce
alkyl, -C(O)NRBR€, -C(O)RP, -C(0)OH, and —C(O)ORP; and

RW!is selected from the group consisting of hydrogen and C;-Cs alkyl.

17. The compound of claim 16, wherein W is represented by Formula (W-a-1), Formula

(W-a-2), Formula (W-a-3), Formula (W-a-4), or Formula (W-a-5):

Formula (W-a-1),

N=y - (R"™)os
1
I
\/J+\v1 #
o,
Formula (W-a-2),

—N
U’ \Q

Rwy\ e (R"?)04
+ V

i,
Formula (W-a-3),

(R"?)4

1 N
RW1 U \ /
“Z‘Jf\w #

Formula (W-a-4), or

—_(R"?)q;
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Formula (W-a-5).

18. The compound of claim 17, wherein W is represented by Formula (W-a-1):

Formula (W-a-1).

19. The compound of any one of claims 16-18, wherein U! is selected from the group
consisting of a bond, —O—, and -NR™*—; and V! is selected from the group consisting of *-O—
# +_C(RV11RV12) _# +_C(RV1lRV12)_C(RV13RV14) _# +_C(RV15RV16)_O_# +_C(RV11RV12) _
C(0)-*, *~O-CRVIPRV!®)_# +_C(RVIPRVI®)_NRN-*, and *—C(0O)-NR™—*; wherein “*—* and
44_#”

indicate the attachment points of V! as indicated in Formula (W-a); and wherein if V! is

*—0—* or —C(RV''RV!?) —# U! is not a bond.

20.  The compound of any one of claims 16-19, wherein each of RV!!, RV!?2, RV!3 and
RY!is independently selected from the group consisting of hydrogen, halo, Ci-C3 alkyl,
cyano, -OR?, -NRER€, and -NRERC,

21.  The compound of any one of claims 16-20, wherein each of RV!!, RV!2, RV13, and
RY!*is independently selected from the group consisting of hydrogen, hydroxyl and

—NRBR®C,

22.  The compound of any one of claims 16-21, wherein each of RV!> and RV!® is

independently selected from the group consisting of hydrogen and C;-Cj; alkyl.

23.  The compound of any one of claims 16-22, wherein each of RY!> and RV'¢ is

hydrogen.

24. The compound of any one of claims 16-23, wherein U! is selected from the group
consisting of a bond, -O—, -NH- and -NCH3—; and V' is selected from the group consisting
of *-0—*, *-CH,-*, *~CH,~CH,-*, *~CH,-C(0O)-*, *~CH,-O-*, *-0-CH>—", *~-CH,-NH-", *—
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CH2-NCH3s—*, *—C(0)-NH-*, and *-~C(O)-NCHs-*, and wherein “*— and “~*" indicate the

attachment points of V* as indicated in Formula (W-a).

25.  The compound of any one of claims 16-24, wherein RW! is selected from the group
consisting of hydrogen, hydroxyl, -CH3z, —NH(CH2)>OH, -NH(CH>).COH, and —
NH(CH>)2CO.CHa.

26.  The compound of any one of claims 16-25, wherein W is a benzo[d][1,3]dioxole, 3,4-
dihydro-2H-benzo[b][1,4]oxazine, chromane, chroman-4-one, 2H-benzo[b][1,4]oxazin-
3(4H)-one, 2,3-dihydrobenzo[b][1,4]dioxine, indoline, or 2,3-dihydrobenzofuran moiety;
wherein each of which is attached to L2 through a saturated carbon atom, and wherein each of
which is optionally substituted on one or more available unsaturated carbons with 1-4 R"?,
and wherein each R"? is independently selected from the group consisting of C1-Cs alkyl,

halo-C1-Cs alkyl, halo, oxo, cyano, and —-OR”.

27.  The compound of any one of claims 16-26, wherein W is selected from the group

consisting of:

= D é I} m
and o

28.  The compound of any one of claims 1-15, wherein W is represented by Formula (W-

b):
5
N T\\TG
2
* U2 <T

+ 78

Formula (W-b)
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wherein:

T is nitrogen or C(R™?);

T®is nitrogen or C(RV?);

T’is nitrogen or C(RV?);

T®is nitrogen or C(RV?);

wherein no more than two of T, T®, T7, and T® may be nitrogen;

V2 is selected from the group consisting of “~C(RYV>'RY??)—# “_C(RV>'RV??)—
CRVBRY¥)—* "_C(RVZRYZ2)-C(RVERY)-C(RVBRY)_# *_C(RY2'RV22)_C(RV'RV22)-O-
# *_C(RVZRVZ2)-C(RV2IRV2)-NRM_* _C(RY2'RV22)_-NRM_*, "_C(0)-C(RVERV2#)_* *_
C(0)-C(RYZRV?)—C(RVZRV?")—* “_C(0)-NRN*-# and "~C(0)-O-*, wherein “"—* and “—*"
indicate the attachment points of V? as indicated in Formula (W-b);

U?is selected from the group consisting of a bond, *~C(0) -*, and "~C(RY?'RV??) _*,
wherein ““— and “~* indicate the attachment points of U? as indicated in Formula (W-b);

wherein if V2 is “~C(RY*'RY??)—*, U? is not a bond;

RY?! and RY?? are each independently selected from the group consisting of hydrogen,
C1-Cs alkyl, hydroxy-C»-Cs alkyl, halo-C>-Cs alkyl, amino-C»-Cs alkyl, cyano-C»-Ce
alkyl, -C(O)NRBRC, -C(O)RP, -C(O)OH, -C(O)ORP, C-Cs alkyl-C(O)OH, and C;-Cs
alkyl-C(O)ORP:

RY?!'and RY?? are each independently selected from the group consisting of hydrogen,
C1-Cs alkyl, hydroxy-C»>-Cs alkyl, halo-C»-Cs alkyl, amino-C»-Cs alkyl, cyano-Cz-Cs
alkyl, -C(O)NRBR€, -C(O)RP, -C(O)OH, and —C(O)ORP; and

RV and RY?* are each independently selected from the group consisting of hydrogen,
C1-Cs alkyl, hydroxy-Ci-Cs alkyl, halo-C;-Cs alkyl, amino-Ci-Cs alkyl, cyano-C;-Ce alkyl,
halo, cyano, -OR”, -NRBR®, -NRBC(O)RP, -C(O)NRERC, -C(O)RP, -C(O)OH, —-C(O)ORP,
—SRE, —-S(O)RP, and —S(0).RP.

29. The compound of claim 28, wherein W is represented by Formula (W-b-1), Formula
(W-b-2), Formula (W-b-3), Formula (W-b-4), or Formula (W-b-5):

2
% N/V #| \_ W2
* \U2 ” 7 ( 0-4

Formula (W-b-1),
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/V2 # N\\
%‘N\ | T (R™)os
UG

Formula (W-b-2),

2 #
g_ N/V | B N_ (R"?)5.5
* \U2 + /

Formula (W-b-3),

2

g N/V #| \_ W2

- — (R"™)o-
N (R™)o-3

Formula (W-b-4), or

g_ N/szﬁ(\_ (R"?)5.5
* \U2 /)

+°N

*

Formula (W-b-5).

30. The compound of claim 28, wherein W is represented by Formula (W-b-1):

V2 _i#
% N/ | > (R"?)54
*\ -
U2 N\F

Formula (W-b-1).

31. The compound of any one of claims 28-30, wherein V?is selected from the group
consisting of “~C(RV2IRY?%)—# "_C(RY?'RV2)-C(RY*R"V?"—*, "-C(0)-C(RY*RY?**)-*, and -
CRY?'RV??)—C(RYZRV?**)—C(RY*RV?**)-*; wherein “"— and “—*" indicate the attachment

points of V2 as indicated in Formula (W-b).

32.  The compound of any one of claims 28-31, wherein each of RY?! and RV?? is

independently selected from the group consisting of hydrogen and C;-Cj; alkyl.
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33.  The compound of any one of claims 28-32, wherein each of RY?! and RV?? is
hydrogen.
34.  The compound of any one of claims 28-33, wherein each of R¥?* and RY?**is

independently selected from the group consisting of hydrogen, halo, C;-C3 alkyl, cyano,
~OR?, and -NR®R®.

35.  The compound of any one of claims 28-34, wherein each of R¥?* and RV**is
hydrogen.
36. The compound of any one of claims 28-35, wherein U? is selected from the group

*

consisting of a bond, “~C(0) —*, "~CH, —*, and "~CH(CH>CO-H) —*, wherein “"—* and “~*
indicate the attachment points of U? as indicated in Formula (W-b); and V? is selected from
the group consisting of "_CH,—*, "~“CH,—CH>—*, “~C(0)-CH>—*, “~C(0O)-NH-*, "~CH,-NH-
# and "~CH,—CH,—CH,—"; wherein ““—* and “—*" indicate the attachment points of V as

indicated in Formula (W-b).

37. The compound of any one of claims 28-36, wherein W is an indoline, indolin-2-one,
isoindoline, isoindolin-1-one, 1,2,3,4-tetrahydroquinoline, 1,2,3,4-tetrahydroisoquinoline,
quinazoline-2,4(1H,3H)-dione, or 2,3-dihydroquinazolin-4(1H)-one moiety; wherein each of
which is attached to L? through a nitrogen atom, and wherein each of which is optionally
substituted on one or more available unsaturated carbon atoms with 1-4 RV?, and wherein
each R™? is independently selected from the group consisting of Ci-Cs alkyl, halo-C;-Cs
alkyl, hydroxy-C,-Cs alkyl-O—, halo, cyano, and —OR*.

38. The compound of any one of claims 28-37, wherein W is selected from the group

consisting of:

0
R™2),, O:(t©—(RW2)0-4 AN N
(N\/E} N E_NCE}(RWZ)M SN[ TR"0s
= =

wdy o
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RN3
|

an
| T (R")oq
N =
7?1‘/ \”;O

and 0 ; wherein RN is selected from the group consisting of hydrogen,

C1-GCs alkyl, and hydroxy-C»-Cs alkyl.

39. The compound of any one of claims 1-38, wherein the compound of Formula (I) is a

compound of Formula (I-a):

®\L1J\N/@\Nj\|_2/@

I I

Formula (I-a)
or a pharmaceutically acceptable salt thereof, wherein:

D is bicyclo[1.1.1]pentanyl or bicyclo[2.2.2]octanyl, each of which is optionally
substituted with 1-4 RX groups;

L' is selected from the group consisting of a bond, CH,O—*, CH;OCH>—*, -NCH3—, —
NH-, and —O—-, wherein “—*” indicates the attachment point to A;

L? is a bond;

R! is selected from the group consisting of hydrogen and —-CH3;

R? is selected from the group consisting of hydrogen and —CH3;

A is phenyl, pyrazine or pyridyl, each of which is optionally substituted with 1-5 RY
groups;

W is a benzo[d][1,3]dioxole, 3,4-dihydro-2H-benzo[b][1,4]oxazine, chromane, 2H-
benzo[b][1,4]oxazin-3(4H)-one, 2,3-dihydrobenzo[b][1,4]dioxine, indoline, or 2,3-
dihydrobenzofuran moiety; wherein each of which is attached to L? through a saturated
carbon atom, and wherein each of which is optionally substituted on one or more available
unsaturated carbon atoms with 1-4 RV? groups; and wherein 3,4-dihydro-2H-
benzo[b][1,4]oxazine, 2H-benzo[b][1,4]oxazin-3(4H)-one, and indoline may be optionally
substituted on an available nitrogen atom with hydrogen or CH3;

each RV is independently selected from the group consisting of hydrogen, chloro,
fluoro, -CHF», —-CF3, -CH3, -CH2CH3, —-CH(CH3)2, -OCH3, -OCHF», ~OCF3, -OCH2CF;3, -
OCH(CH3)2, and —CN; or
2 R™? groups on adjacent carbons, together with the atoms to which they are attached form a

1,3-dioxolanyl ring, which is optionally substituted with 1-2 fluorine atoms;
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each RXis independently fluoro, oxo, —OH, —OCH3, —C(O)OH, or —C(O)OCH3; and
each RY is independently chloro, fluoro, -CHF,, —CF3, -CH3, -CH>CH3, -CH(CH3)2,
—OCHs3, -OCHEF;, —OCF3, -OCH2CF3;,—OCH(CH3)2, or —CN; or
2 RY groups on adjacent atoms, together with the atoms to which they are attached form a

1,3-dioxolanyl ring, which is optionally substituted with 1-2 fluorine atoms.

40. The compound of any one of claims 1-38, wherein the compound of Formula (I) is a

compound of Formula (I-b):

@uiN/@\Nj\LZ@

Formula (I-b)

or a pharmaceutically acceptable salt thereof, wherein:

D is bicyclo[1.1.1]pentanyl or bicyclo[2.2.2]octany], each of which is optionally
substituted with 1-4 RX groups;

L' is selected from the group consisting of a bond, CH,O—*, CH,OCH»>—*, -NCH3—, —
NH-, and —O—-, wherein “—*” indicates the attachment point to A;

L? is CH>—*, wherein “—*” indicates the attachment point to W;

R! is selected from the group consisting of hydrogen and —-CH3;

R? is selected from the group consisting of hydrogen and —-CH3;

A is phenyl or pyridyl, each of which is optionally substituted with 1-5 RY groups;

W is an indoline moiety; wherein indoline is attached to L? through a nitrogen atom,
and wherein indoline is optionally substituted on one or more available unsaturated carbon
atoms with 1-4 RY? groups;

each R"? is independently selected from the group consisting of hydrogen, chloro,
fluoro, -CHF», —-CF3, -CH3, -CH>CH3, -CH(CH3)2, -OCH3, -OCHF», —OCF3, -OCH2CF3, —
OCH(CH3)2, and —CN; or
2 R™? groups on adjacent carbons, together with the atoms to which they are attached form a
1,3-dioxolanyl ring, which is optionally substituted with 1-2 fluorine atoms;

each RXis independently fluoro, oxo, —OH, —OCH3, —C(O)OH, or —C(O)OCH3; and

each RY is independently chloro, fluoro, -CHF,, —CF3, -CH3, -CH>CH3, -CH(CH3),,
—OCHs3, -OCHEF», —OCF3, -OCH2CF3;,—OCH(CH3)2, or —CN; or
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2 RY groups on adjacent atoms, together with the atoms to which they are attached form a

1,3-dioxolanyl ring, which is optionally substituted with 1-2 fluorine atoms.

41. The compound of any one of claims 1-40, wherein the compound of Formula (I) is a
compound of Formula (I-c-1), Formula (I-c-2), Formula (I-c-3), Formula (I-c-4), Formula (I-

¢-5), Formula (I-c-6), Formula (I-c-7), Formula (I-c-8), Formula (I-c-9) or Formula (I-c-10):

H O

A LT

SO
LN MRY0s

Formula (I-c-1)

$N3
N
(DL

(R)0-4

Formula (I-c-2)

(R"")o.4

(DA
0]
LN R0

Formula (I-c-3)

(R™?)0.4

ZT

I?NS
o N
5 H \'iOD’( R"2)04
OSsch
L H (Ro0-4

Formula (I-c-4)
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(@]
PeNeots
@UJ\N ©
H (R¥)0-4

Formula (I-c-5)

r@@*RM
RN3

Formula (I-c-6)

H R"2)0.4
0 o
L1J\ ©

N (R4

ORwe)

(R)o-4

Formula (I-c-7)

(R™)04

ZT

(DR TS

H (R)o-4

Formula (I-c-8)

N RY2
0 Y\N
AL
H (R)o-4

Formula (I-c-9)

O /@
RX)04

Formula (I-c-10)

or a pharmaceutically acceptable salt thereof.
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42. The compound of any one of claims 1-40, wherein the compound of Formula (I) is a
compound of Formula (I-d-1), Formula (I-d-2), Formula (I-d-3), Formula (I-d-4), Formula (I-
d-5), Formula (I-d-6), Formula (I-d-7), Formula (I-d-8), Formula (I-d-9) or Formula (I-d-10):

O
(@] H
é N }(RWZ) -
®\L1)J\N \[(<O .
N o)

Formula (I-d-1)

RN3
N
A L
®\L1J\N ©
H O

Formula (I-d-2)

RY")o.4

(
L1)J\N ©
H @)
Formula (I-d-3)

RNS
Os N
t A LIS
®\L1J\N ©
H O

Formula (I-d-4)

o)
0 H :(}(RWZ)M
L J\N ©
H O

Formula (I-d-5)



222

(6] H
)J\ N R")0.4
L' N N
H O v

RN3

Formula (I-d-6)

o H w2
N R™)o.4
(D A T
H (0]

Formula (I-d-7)

B

0]

N

®\ L1 JJ\N mez)o_4
H

Formula (I-d-8)

WS
AT
H

Formula (I-d-9)

ORW AN
L1J\N \c[)r

H &
Formula (I-d-10)

or a pharmaceutically acceptable salt thereof.

43. A compound, wherein the compound is selected from the group consisting of:



O

N
(@]
/
N
o
0
HN‘<~
)
0



Cl



H
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Fj@/O\)J\NH
ol OH

oy
cl OH
o)
~, NH
O ’

r
0

ClI@/OJJ\NH
cl OH
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0)\(\ /
gol



Cl

228



HN

0]

Cl

229

Cl
F
O
<>7NH
(0]
0]
HN
Q
F?—« ° cl
F F
Cl
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Cl

233

Cl

OH
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Cl

cl
g OH
o cl

cl OH
1 AL F

s Qs
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Cl O 0]

cl 0
Cl, and
o)

O,
S
O
)
Cl

or a pharmaceutically acceptable salt thereof.





