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BET PROTEIN DEGRADERS
BACKGROUND OF THE INVENTION

Field of the Invention

[0001] The present disclosure provides BET bromodomain protein degraders and
therapeutic methods of treating conditions and diseases wherein degradation of one or

more BET bromodomains provides a benefit

Background

[0002] The genomes of eukaryotic organisms are highly organized within the nucleus of
the cell. The long strands of duplex DNA are wrapped around an octamer of histone
proteins (usually comprising two copies of histones H2A, H2B, H3, and H4) to form
a nucleosome, which then is further compressed to form a highly condensed chromatin
structure. A range of different condensation states are possible, and the tightness of this
structure varies during the cell cycle. The chromatin structure plays a critical role in
regulating gene transcription, which cannot occur efficiently from highly condensed
chromatin. The chromatin structure is controlled by a series of post translational
modifications to histone proteins, notably histones H3 and H4. These modifications
include acetylation, methylation, phosphorylation, ubiquitinylation, and SUMOylation.

[0003] Histone acetylation usually is associated with the activation of gene transcription,
as the modification loosens the interaction of the DNA and the histone octamer by
changing the electrostatics. In addition to this physical change, specific proteins bind to
acetylated lysine residues within histones to read the epigenetic code. Bromodomains are
small (about 110 amino acid) distinct domains within proteins that bind to acetylated
lysine resides commonly, but not exclusively, in the context of histones. There is a
family of about 50 proteins known to contain bromodomains, which have a range of
functions within the cell.

[0004] The BET family of bromodomain-containing proteins ("BET bromodomains" or
"BET bromodomain proteins") includes four proteins, i.e., BRD2, BRD3, BRD4, and
BRD-t, which contain tandem bromodomains capable of binding to two acetylated lysine
residues in close proximity, thereby increasing the specificity of the interaction.

BRD2 and BRD3 associate with histones along actively transcribed genes and may be
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[0005]

[0006]

[0007]

involved in facilitating transcriptional elongation, while BRD4 may be involved in the
recruitment of the pTEF-B complex to inducible genes, resulting in phosphorylation of
RNA polymerase and increased transcriptional output. BRD4 or BRD3 also may fuse
with NUT (nuclear protein in testis) forming novel fusion oncogenes, BRD4-NUT or
BRD3-NUT, in a highly malignant form of epithelial neoplasia. Data suggests that
BRD-NUT fusion proteins contribute to carcinogenesis. BRD-t is uniquely expressed in
the testes and ovary. All family members have been reported to have some function in
controlling or executing aspects of the cell cycle, and have been shown to remain in
complex with chromosomes during cell division, which suggests a role in the
maintenance of epigenetic memory. In addition, some viruses make use of these proteins
to tether their genomes to the host cell chromatin as part of the process of viral
replication.

A discussion of BET proteins can be found in WO 2012/075456,
WO 2012/075383, and WO 2011/054864. A discussion of BET bromodomain inhibitors,
e.g., I-BET-151 and I-BET-762, can be found in Delmore et al., Cell 146:904-917 (2011)
and Seal et al., Bioorg. Med. Chem. Lett. 22:2968-2972 (2012).

Small molecule inhibitors of BET bromodomains have therapeutic potential for
the treatment of diseases and conditions in which BET bromodomains have a role,
including cancer. BET bromodomain inhibitors are disclosed in the following
U.S. patents: US 8044042, US 8476260, US 8114995, US 8557984, and US 8580957,
the following U.S. patent application publications: US 20120059002, US 20120208800,
us 2012202799, US 2012252781, US 20130252331, US 20140011862,
US 20130184264, US 2013079335, US 20140011862, US 20140005169,
US 20130331382, US 20130281450, US 20130281399, US 20120157428,
US 20100286127, US 20140256706, and US 2015/0246923; and the following
international applications: WO 1998011111, WO 2006129623, WO 2008092231,
WO 2009084693, WO 2009158404, WO 2010123975, WO 2011054843,
WO 2011054844, WO 2011054845, WO 2011054846, WO 2011054848,
WO 2011143651, WO 2011143660, WO 2011143669, WO 2011161031,
WO 2012075383, WO 2012116170, WO 2012151512, WO 2012174487,
WO 2013024104, WO 2013027168, WO 2013030150, WO 2013033268,
WO 2013097601, and WO 2014164596.

Phthalimide-based drugs, e.g., thalidomide or lenalidomide, bind to
protein-degradation machinery, e.g., cereblon (CRBN; part of an ubiquitin E3 ligase
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complex). This may promote the recruitment of two transcription factors (IKZF1 and
IKZF3) that are essential to disease progression, resulting in drug-induced ubiquitylation
and degradation by the proteasome. See, e.g., Ito et al., Science 327:1345-1350 (2010)
and Winter ef al., Science 348:1376-1381 (2015).

[0008] A high-affinity VHL ligand, see Bondeson et al., Nat. Chem. Biol. 11:611-617
(2015), may recruit a target protein to an E3 ubiquitin ligase, resulting in drug induced
ubiquitination and degradation. See, e.g., van Hagen et al., Nucleic Acids Research 38:
1922-1931 (2010); Buckley et al., J. Am. Chem. Soc. 134:4465-4468 (2012);
Buckley et al., Angew, Chem. Int. Ed. Engl. 51:11463-11467 (2012); Lipkowitz and
Weissman, Nat Rev Cancer 11:629-643 (2011); and Zengerle et al., ACS Chem. Biol.
10:1770—-1777 (2015).

[0009] There is an ongoing need for new agents, e.g., small molecules, for treating
cancer and other diseases responsive to deregulation of BET bromodomain activity

and/or degradation of BET bromodomain proteins.

BRIEF SUMMARY OF THE INVENTION

[0010] In one aspect, the present disclosure provides compounds represented by any one
of Formulae I-XIII, below, and the pharmaceutically acceptable salts and solvates

thereof, collectively referred to as "Compounds of the Disclosure." Compounds of the
Disclosure are BET bromodomain protein degraders and thus are useful in treating
diseases or conditions wherein degradation of BET bromodomains, e.g., BRD2, BRD3,
BRD4, BRD-t, or an isoform or mutant thereof, provides a benefit.

[0011] In another aspect, the present disclosure provides synthetic intermediates
represented by Formula XIV or Formula XV, below, and the pharmaceutically acceptable
salts and solvates thereof, collectively referred to as "Intermediates of the Disclosure."
Intermediates of the Disclosure can be used to prepare BET bromodomain protein
degraders having Formulae I-XTII.

[0012] In another aspect, the present disclosure provides methods of treating a condition
or disease by administering a therapeutically effective amount of a Compound of the
Disclosure to an individual, e.g., a human, in need thereof. The disease or condition of
interest is treatable by degradation of BET bromodomain proteins, for example, a cancer,

a chronic autoimmune disorder, an inflammatory condition, a proliferative disorder,

sepsis, or a viral infection. Also provided are methods of preventing the proliferation of



WO 2017/180417 PCT/US2017/026278

unwanted proliferating cells, such as in cancer, in a subject comprising administering
a therapeutically effective amount of a Compound of the Disclosure to a subject at risk of
developing a condition characterized by unwanted proliferating cells. In some
embodiments, the Compounds of the Disclosure reduce the proliferation of unwanted
cells by inducing apoptosis in those cells.

[0013] In another aspect, the present disclosure provides methods of treating a patient
having cancer, comprising administering a therapeutically effective amount of a
Compound of the Disclosure to the patient in need thereof, wherein cells of the patient
contain a biomarker, e.g., overexpression of MCL-1 (also refered to as MCLI1),
overexpression of BCL-X, or co-overexpression of MCL-1 and BCL-X;.

[0014] In another aspect, the present disclosure provides methods of reducing
BET bromodomain protein within a cell of an individual in need thereof, the method
comprising administering a Compound of the Disclosure to the individual.

[0015] In another aspect, the present disclosure provides a method of degrading
BET bromodomain proteins in an individual, comprising administering to the individual
an effective amount of at least one Compound of the Disclosure.

[0016] In another aspect, the present disclosure provides a pharmaceutical composition
comprising a Compound of the Disclosure and an excipient and/or pharmaceutically
acceptable carrier.

[0017] In another aspect, the present disclosure provides a composition comprising
a Compound of the Disclosure and an excipient and/or pharmaceutically acceptable
carrier for use treating diseases or conditions wherein degradation of BET bromodomain
proteins provides a benefit, €.g., cancer.

[0018] In another aspect, the present disclosure provides a composition comprising:
(a) aCompound of the Disclosure; (b) a second therapeutically active agent; and
(c) optionally an excipient and/or pharmaceutically acceptable carrier.

[0019] In another aspect, the present disclosure provides a Compound of the Disclosure
for use in treatment of a disease or condition of interest, e.g., cancer.

[0020] In another aspect, the present disclosure provides a use of a Compound of the
Disclosure for the manufacture of a medicament for treating a disease or condition of
interest, e.g., cancer.

[0021] In another aspect, the present disclosure provides a kit comprising a Compound of

the Disclosure, and, optionally, a packaged composition comprising a second therapeutic
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agent useful in the treatment of a disease or condition of interest, and a package insert
containing directions for use in the treatment of a disease or condition, e.g., cancer.

[0022] In another aspect, the present disclosure provides methods of preparing
Compounds of the Disclosure.

[0023] Additional embodiments and advantages of the disclosure will be set forth, in
part, in the description that follows, and will flow from the description, or can be learned
by practice of the disclosure. The embodiments and advantages of the disclosure will be
realized and attained by means of the elements and combinations particularly pointed out
in the appended claims.

[0024] It is to be understood that both the foregoing summary and the following detailed
description are exemplary and explanatory only, and are not restrictive of the invention as

claimed.

DETAILED DESCRIPTION OF DRAWINGS

[0025] Fig. 1 is an illustration showing that BET protein degraders induce degradation of
BET proteins and apoptosis in MOLM-13 leukemia cells (at 2 hours).

[0026] Fig. 2 is an illustration showing that BET protein degraders induce degradation of
BET proteins and apoptosis in MOLM-13 leukemia cells (at 8 hours).

[0027] Fig. 3 is an illustration showing that BET protein degraders induce degradation of
BET proteins and apoptosis in MDA-MB-231 breast cancer cells (at 2 hours).

[0028] Fig. 4 is an illustration showing that BET protein degraders induce degradation of
BET proteins and apoptosis in MDA-MB-231 breast cancer cells (at 40 hours).

[0029] Fig. 5 is an illustration showing that Cpd. No. 9 (10 mg/kg, intravenous dosing)
induces degradation of BET proteins in MDA-MB-231 tumor tissue in mice.

[0030] Fig. 6 is an illustration showing that Cpd. No. 4 (5 mg/kg, intravenous dosing)
induces degradation of BET proteins in MDA-MB-231 tumor tissue in mice.

[0031] Fig. 7 is a line graph showing that Cpd. No. 9 reduces tumor growth in the
MDA-MB-231 xenograft model in mice.

[0032] Fig. 8 is a line graph showing that Cpd. No. 4 reduces tumor growth in the
WHIM24 PDX model in mice.

[0033] Fig. 9 is a line graph showing that Cpd. No. 4 reduces tumor growth in the
MDA-MB-453 xenograft model in mice.
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[0034] Fig. 10 is a line graph showing that Cpd. Nos. 4 and 6 reduce tumor growth in the
MDA-MB-231 xenograft model in mice.

[0035] Fig. 11 is a line graph showing that Cpd. Nos. 4 and 6 reduce tumor growth in the
MDA-MB-468 xenograft model in mice.

[0036] Fig. 12 is a bar graph showing that Cpd. No. 4 induces apoptosis in triple-negative
breast cancer (TNBC) cell lines.

[0037] Fig. 13 is an illustration showing that Cpd. No. 4 induces downregulation of
MCLI1 protein in MDA-MB-468 cells.

[0038] Fig. 14 is a bar graph showing that small-molecule BCL-XL inhibitors enhance
apoptosis induction by Cpd. No. 4 in MDA-MB-468 cells.

[0039] Fig. 15 is a bar graph showing that BM-1197 enhances apoptosis induction by
Cpd. No. 4 in MDA-MB-213 cells.

[0040] Fig. 16 is a bar graph showing that BM-1197 enhances apoptosis induction by
Cpd. No. 4 in MDA-MB-453 cells.

DETAILED DESCRIPTION OF THE INVENTION

[0041] Compounds of the Disclosure degrade BET bromodomain proteins.
[0042] In one embodiment, Compounds of the Disclosure are compounds represented by
Formula I-A:

I-A,

and the pharmaceutically acceptable salts and solvates thereof, wherein:

[0043] B is a monovalent radical of a ligand for an E3 ubiquitin ligase protein, e.g., B is:
oH "
ST X
\\ 2 N N
7 A o ° &N W 5 o .
B-1a ™ B-2 or B-3 .
[0044] R' is selected from the group consisting of optionally substituted aryl, optionally
substituted heteroaryl, and -N(H)R?;

[0045) Q' is =CH- and Q’ is -N=; or
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[0046] Q'is =N- and Q* is -CH=; or

[0047) Q'is =N- and Qis -N=;

[0048] R® is selected from the group consisting of optionally substituted aryl and
optionally substituted heteroaryl;

[0049] X is selected from the group consisting of -C(=0)N(R?)-, -CH,NR)-, -CH,0-,
-NR%)-, -O-, and -CH,-;

[0050] wherein the nitrogen atom of -C(=O)N(R?)- and -CH,N(R™)- is attached to L?,
and the oxygen atom of -CH,O- is attached to L2;

[0051] I? is selected from the group consisting of alkylenyl, heteroalkylenyl,
-A*-(CHz)m-W-(CH,)s-, and ~(CHz)m-W-(CH,),-0-(CHa)y-;

[0052] A* is selected from the group consisting of 5-membered heteroarylenyl and
6-membered heteroarylenyl; or

[0053] A% is absent;

[0054] W is selected from the group consisting of phenylenyl, S5-membered
heteroarylenyl, 6-membered heteroarylenyl, heterocyclenyl, and cycloalkylenyl;

[0055] mis0,1,2,3,4,5,6,0r7;

[0056] nis0,1,2,3,4,5,6,7,0r8;

[0057] uis 0, 1,2, or 3;

[0058] vis1,2,3,or4;

[0059] Y is selected from the group consisting of -C=C-, -CH,-, -O-, -N(de)-,

-C(FO)N(R®)-, -NR*)C(=0)CH,0-, and -N(R*§)C(=0)CH,NR™)-; or
[0060] Y is absent;

[0061] wherein the carboxamide nitrogen atom of -NR*)C(=0)CH,0- and
-N(R?)C(=0)CH,N(R?)-, and the carbon atom of -C(=0)N(R>)- is attached to L%;

[0062] R? R?® R*, R* R*, R* R, and R™ are each independently selected from the
group consisting of hydrogen and C,4 alkyl;

[0063] Z is selected from the group consisting of -CH; and -C(=0)-; and

[0064] R’ is selected from the group consisting of hydrogen, methyl, and fluoro;

[0065] Al is selected from the group consisting of -C(R'®*)= and -N=;

[0066] AZ s selected from the group consisting of -C(R!®®)= and -N=;

[0067] A’ is selected from the group consisting of -C(R'®)= and -N=;

[0068] with the proviso that Y is absent when B is B-2.
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[0069] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula I-A, and the pharmaceutically acceptable salts or solvates thereof, wherein L

is selected from the group consisting of:

g —<CHz>mQ<CHz>n—§ and —<CH2>mQ

CHo)y—
12-1 2.5 (CH2)n %

In another embodiment, m is 0. In another embodiment, n is 1, 2, 3, 4, or 5. In another
embodiment, L2 is L>-1. In another embodiment, L% is L>-2.

[0070] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula I-A, and the pharmaceutically acceptable salts or solvates thereof, wherein L

is selected from the group consisting of:

- Q2 (CHa)n— %
§ (CH2)m Q3_(CHa)n % T(
- \
EN—@H»"—% , §—<CH2>m—§\j,/ , %N
E_(CHz)m
L2-3 o o

— —(CHa)m §_(CH )

Q3 (CH)n § § _ Dma N,

§_(CH2)m <\ j \E';N_(CHZ)n-§ , LN_(CHZ)n_§ ;
N

L%-6 L2-7 L2-8

§—(CHm

TON-(CHant
SN
and
L%-9 :
Q’ is selected from the group consisting of -O-, -S-, and -N(R®)-; and R® is selected from
the group consisting of hydrogen and C;4 alkyl. In another embodiment, m is 0. In
another embodiment, n is 1, 2, 3, 4, or 5. In another embodiment, n is 2, 3, or 4. In
another embodiment, L? is L>3. In another embodiment, L? is L>4. In another
embodiment, L? is L>-5. In another embodiment, L? is L>-6. In another embodiment, L?
is L>-7. In another embodiment, L* is L>-8. In another embodiment, L* is L>-9.
[0071] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula I-A, and the pharmaceutically acceptable salts or solvates thereof, wherein L

is selected from the group consisting of:
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N N
§ —<CHz)m—@—<CH2),,_§ , § —<CHz>m—<’N;\>—<CHz)n— §

L2-10 L2-11
N N
g _(CHZ)mO‘(CHz)n— ! ag —<CHz)m{h:>—<CHz>n— §
L2-12 1213

In another embodiment, m is 0. In another embodiment, n is 1, 2, 3, 4, or 5. In another
embodiment, n is 2, 3, or 4. In another embodiment, L? is L>-10. In another
embodiment, L? is L?>-11. In another embodiment, L% is L>-12. In another embodiment,
L?is L*-13.

[0072] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula I-A, and the pharmaceutically acceptable salts or solvates thereof, wherein L2

is selected from the group consisting of:

/~\
§—<CH2)m—NuN—<CHz)n—§ , §—<CHz)m—C —(CHJn—$§ .

L2-14 L2-15
§—<CH2)m—NC}<CHz>n—§ . § —(CHIm N D>—(CHpp—§ and
L2-16 L2-17
$ _(CHZ)m_N<>_(CH2)n_ §

L%-18

In another embodiment, m is 1, 2, or 3. In another embodiment, nis 0, 1, 2, 3, or 4. In
another embodiment, n is 0, 1, or 2. In another embodiment, L% is L>-14. In another
embodiment, L? is L>-15. In another embodiment, L% is L>-16. In another embodiment,
L2 is L>-17. In another embodiment, L% is L>-18.

[0073] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula I-A, and the pharmaceutically acceptable salts or solvates thereof, wherein L

is selected from the group consisting of:
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% _(CHZ)mO‘(CHZ)n— é and % _(CHZ)m_<>_(CH2)n—

L2-19 L2-20

In another embodiment, m is 1, 2, or 3. In another embodiment, nis 0, 1, 2, 3, or 4. In
another embodiment, n is 1 or 2. In another embodiment, L? is L?>-19. In another
embodiment, L2 is L2-20.

[0074] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula I-A, and the pharmaceutically acceptable salts or solvates thereof, wherein L2

is selected from the group consisting of:

§—A4-<CHz)m—©—<CHz)n—§ and §—A4-<CHz)m~Q

CHz)h—
L2-21 12.22 (CH2)n ;

In another embodiment, m is 1, 2, or 3. In another embodiment, nis 1, 2, 3,4, or 5. In
another embodiment, L? is L?-21. In another embodiment, L is L’-22. In another
embodiment, A* is 5-membered heteroarylenyl. In another embodiment, A* is
6-membered heteroarylenyl.

[0075] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula I-A, and the pharmaceutically acceptable salts or solvates thereof, wherein L2

is selected from the group consisting of:

Q3 (CH— %

§ —A4‘(CH2)m\[4\ % Ncr _Q, - (Chan™ § §/T'|:

 N—(CHp)— o 2)m ,

N\z/ : § —A4CH)
1223 1204 2.0
—A (CH2)m R A4 CH )
E_AA CH2)m_<\ J/ r\N (CHz)n ’ \E/N_(CHZ)n § ;
1226 %27 1228
§ —A%(CH)

and

TON—CHan
N

L2-29 :
Q’ is selected from the group consisting of -O-, -S-, and -N(R®)-; and R® is selected from
the group consisting of hydrogen and C, 4 alkyl. In another embodiment, m is 1, 2, or 3.

In another embodiment, n is 1, 2, 3, or 4. In another embodiment, n is 2, 3, or 4. In

-10 -
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another embodiment, L? is 1L2-23. In another embodiment, L? is L>-24. In another
embodiment, L? is L>-25. In another embodiment, L2 is L2-26. In another embodiment,
L% is L2-27. In another embodiment, L2 is L2-28. In another embodiment, L2 is L>-29. In
another embodiment, A* is 5-membered heteroarylenyl. In another embodiment, A* is
6-membered heteroarylenyl.

[0076] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula I-A, and the pharmaceutically acceptable salts or solvates thereof, wherein L2

is selected from the group consisting of:

N N
§ —A*~(CHy)n 7\ (CHo)— ’ §—A4-(cHz)m—(/N;\>—(CHz)n—§
L2-30 12-31
N N
3 —A4-<CHz)m@<CHz)n— § and —A“-(CHz)m{_N\>—<CHZ)n— $
L2-32 12-33

In another embodiment, m is 1, 2, or 3. In another embodiment, n is 1, 2, 3, or 4. In
another embodiment, n is 2, 3, or 4. In another embodiment, L? is L2-30. In another
embodiment, L? is L?>-31. In another embodiment, L2 is L2-32. In another embodiment,
L* is L>-33. In another embodiment, A* is 5-membered heteroarylenyl. In another
embodiment, A* is 6-membered heteroarylenyl.

[0077] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula I-A, and the pharmaceutically acceptable salts or solvates thereof, wherein L2

is selected from the group consisting of:

/~\
§—A4-<CH2>m-NuN—<CH2>n—§ , %—A4-<CHz)m—C —(CHn—1}%

L%34 1235
i_A4‘(CH2)m_N}(CH2)n— 83 —A4-(CH2)m—Ni>—(CH2)n— § and
L2-36 1237
§ —A%-(CHom—C N—(CHan— §
L2-38

-11-
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In another embodiment, m is 1, 2, or 3. In another embodiment, n is 0, 1, 2, 3, or 4. In
another embodiment, n is 0, 1, or 2. In another embodiment, L? is L2-34. In another
embodiment, L? is L?>-35. In another embodiment, L? is L2-36. In another embodiment,
L? is L>37. In another embodiment, L* is 1>-38. In another embodiment, A* is
5-membered heteroarylenyl. In another embodiment, A* is 6-membered heteroarylenyl.
[0078] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula I-A, and the pharmaceutically acceptable salts or solvates thereof, wherein L

is selected from the group consisting of:

g —A“-(CHz)m—<:>—<CHz)n—§ and & —A‘-(CHz)m—<>—(CH2)n—§

2
L=-39 12-40

In another embodiment, m is 1, 2, or 3. In another embodiment, nis 0, 1, 2, 3, or 4. In
another embodiment, n is 1 or 2. In another embodiment, L? is L2-39. In another
embodiment, L* is L2-40. In another embodiment, A* is 5-membered heteroarylenyl.
In another embodiment, A* is 6-membered heteroarylenyl.

[0079] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula I-A, and the pharmaceutically acceptable salts or solvates thereof, wherein B
is B-1a. In another embodiment, B is B-2. In another embodiment, B is B-3.

[0080] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula I:

I
[0081] and the pharmaceutically acceptable salts and solvates thereof, wherein:
[0082] B is selected from the group consisting of:
OH
0O O 3
N o]
/ and ¢~ NA s
Z RS \g/ S 3 ”NQ\S\’WN
~v B B-2 :
[0083] R! is selected from the group consisting of optionally substituted aryl, optionally

substituted heteroaryl, and -N(H)R?;
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[0084] Q' is =CH- and Q* is -N=; or

[0085] Q'is =N- and Q* is -CH=; or

[0086] Q'is =N- and Q’ is -N=;

[0087] R® is selected from the group consisting of optionally substituted aryl and
optionally substituted heteroaryl;

[0088] X is selected from the group consisting of -C(=0)N(R?)-, -CH,NR)-, -CH,0-,
-NR%)-, -O-, and -CH,-;

[0089] wherein the nitrogen atom of -C(=O)N(R?)- and -CH,N(R®)- is attached to L,
and the oxygen atom of -CH,O- is attached to L;

[0090] L is selected from the group consisting of alkylenyl, heteroalkylenyl, and
-(CH2)m-W-(CH2)n-;

[0091] W is selected from the group consisting of optionally substituted phenylenyl,

optionally substituted S5-membered heteroarylenyl, and optionally substituted

6-membered heteroarylenyl;

[0092] mis0,1,2,3,4,5,6,0r7;

[0093] nis0,1,2,3,4,5,6,7,0r8;

[0094] Y is selected from the group consisting of -C=C-, -CH,-, -O-, -N(de)-,
-C(FO)N(R®)-, -N(R*)C(=0)CH,0-, and -N(R*§)C(=0)CH,NR™)-; or

[0095] Y is absent, i.e., B is directly attached to L;

[0096] wherein the carboxamide nitrogen atom of -N(R*®)C(=0)CH,0- and
-N(R?)C(=0)CH,N(R?)-, and the carbon atom of -C(=0)N(R>)- is attached to L;

[0097] R% R®, R*, R% R*, R¥, R%, and R™ are each independently selected from the
group consisting of hydrogen and C,4 alkyl;

[0098] Z is selected from the group consisting of -CH; and -C(=0)-; and

[0099] R’ is selected from the group consisting of hydrogen, methyl, and fluoro,

[0100] with the proviso that Y is absent when B is B-2.

[0101] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula II:
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I,

and the pharmaceutically acceptable salts and solvates thereof, wherein:

[0102] R! is selected from the group consisting of optionally substituted aryl, optionally
substituted heteroaryl, and -N(H)R?>;

[0103] Q' is =CH- and Q is -N=; or

[0104] Q'is =N- and Q’ is -CH=; or

[0105] Q'is =N- and Qis -N=;

[0106] R’ is selected from the group consisting of optionally substituted aryl and
optionally substituted heteroaryl;

[0107] X is selected from the group consisting of -C(=0)N(R?)-, -CH;,NR)-, -CH,0-,
-NR%)-, -O-, and -CH,-;

[0108] wherein the nitrogen atom of -C(=0)N(R?*)- and -CH,N(R®)- is attached to L,
and the oxygen atom of -CH,O- is attached to L;

[0109] L is selected from the group consisting of alkylenyl, heteroalkylenyl, and
-(CH2)m-W-(CH2)a-;

[0110] W is selected from the group consisting of optionally substituted phenylenyl,

optionally substituted S5-membered heteroarylenyl, and optionally substituted

6-membered heteroarylenyl;

[0111] mis0,1,2,3,4,5,6,0r7,
[0112] nis0,1,2,3,4,5,6,7, or8;
[0113] Y is selected from the group consisting of -C=C-, -CH,-, -O-, -N(de)-,

-C(=O)N(R®)-, -NR*)C(=0)CH,0-, and -N(R*§)C(=0)CH,NR™)-; or
[0114] Y is absent;

[0115] wherein the carboxamide nitrogen atom of -NR*)C(=0)CH,0- and
-N(R?)C(=0)CH,N(R?)-, and the carbon atom of -C(=0)N(R?)- is attached to L;
[0116] R% R®, R*, R% R*, R¥, R%, and R™ are each independently selected from the

group consisting of hydrogen and C,4 alkyl;
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[0117] Z is selected from the group consisting of -CH; and -C(=0)-; and

[0118] R’ is selected from the group consisting of hydrogen, methyl, and fluoro.

[0119] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula III:

and the pharmaceutically acceptable salts and solvates thereof, wherein:

[0120] R! is selected from the group consisting of optionally substituted aryl, optionally
substituted heteroaryl, and -N(H)R?;

[0121] Q' is =CH- and Q* is -N=; or

[0122] Q'is =N- and Q’ is -CH=; or

[0123] Q'is =N- and Q’ is -N=;

[0124] R? is selected from the group consisting of optionally substituted aryl and
optionally substituted heteroaryl;

[0125] X is selected from the group consisting of -C(=0)N(R?*)-, -CH,N(R?)-, -CH,0-,
-NR?)-, -O-, and -CH,-;

[0126] wherein the nitrogen atom of -C(=0)N(R*)- and -CH,N(R®)- is attached to L,
and the oxygen atom of -CH,O- is attached to L;

[0127] L is selected from the group consisting of alkylenyl, heteroalkylenyl, and
“(CH2)m-W-(CHa)a-;

[0128] W is selected from the group consisting of optionally substituted phenylenyl,

optionally substituted S5-membered heteroarylenyl, and optionally substituted

6-membered heteroarylenyl;

[0129] mis0,1,2,3,4,5,6,0r7;
[0130] nis0,1,2,3,4,5,6,7, or 8; and
[0131] R? R?, and R* are each independently selected from the group consisting of

hydrogen and C;4 alkyl.
[0132] In another embodiment, Compounds of the Disclosure are compounds represented
by any one of Formulae I-A or I-III, and the pharmaceutically acceptable salts and

solvates thereof, wherein Q' is =CH- and Q? is -N=.
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[0133] In another embodiment, Compounds of the Disclosure are compounds represented
by any one of Formulae I-A or I-III, and the pharmaceutically acceptable salts and
solvates thereof, wherein Q' is =N- and Q2 is -CH=.

[0134] In another embodiment, Compounds of the Disclosure are compounds represented
by any one of Formulae I-A or I-III, and the pharmaceutically acceptable salts and
solvates thereof, wherein Q' is =N- and Q2 is -N=.

[0135] In another embodiment, Compounds of the Disclosure are compounds represented
by any one of Formulae I-A or I-III, and the pharmaceutically acceptable salts and
solvates thereof, wherein X is selected from the group consisting of -C(=O)N(H)-, -
CH,0-, -CH,N(H)-.

[0136] In another embodiment, Compounds of the Disclosure are compounds represented
by Formulae I-A, I or II, and the pharmaceutically acceptable salts and solvates thereof,
wherein Y is selected from the group consisting of -C=C-, -O-, -N(H)-, -C(=O)N(H)-
-N(H)C(=0)CH;0-, and -N(H)C(=O)CH,;N(H)-. In another embodiment, Y is selected
from the group consisting of -C=C-, -O-, -N(H)-, and -C(=O)N(H)-. In another
embodiment, Y is selected from the group consisting of -C=C-, -O-, and -N(H)-.

[0137] In another embodiment, Compounds of the Disclosure are compounds represented
by Formulae I-A, I or II, and the pharmaceutically acceptable salts and solvates thereof,
wherein Y is absent.

[0138] In another embodiment, Compounds of the Disclosure are compounds represented
by any one of Formulae I-III, and the pharmaceutically acceptable salts and solvates
thereof, wherein L is C.;, alkylenyl.

[0139] In another embodiment, Compounds of the Disclosure are compounds represented
by any one of Formulae I-III, and the pharmaceutically acceptable salts and solvates
thereof, wherein L is selected from the group consisting of -CH-, -CH,CH;-,
-CH,CH,CH,-, -CH,(CH,),CH,-, -CH,(CH,);CH,-, -CH2(CH,)4CH,-, -CH,(CH)sCH>-,
and -CH,(CH;)¢CH,-.

[0140] In another embodiment, Compounds of the Disclosure are compounds represented
by any one of Formulae I-III, and the pharmaceutically acceptable salts and solvates
thereof, wherein L is 3- to 20-membered heteroalkylenyl.

[0141] In another embodiment, Compounds of the Disclosure are compounds represented
by any one of Formulae I-III, and the pharmaceutically acceptable salts and solvates

thereof, wherein:
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[0142] L is selected from the group consisting of -(CH,),O-(CH2CH,0),-(CHz)4- and
-(CH,)/0-(CH2)s-O(CHz)r-;

[0143] ois2or3;

[0144] pis0,1,2,3,4,5,6,0r7,

[0145] qis2or3;

[0146] ris2,3,or4;

[0147] sis 3,4, or5; and

[0148] tis2 or 3.

[0149] In another embodiment, Compounds of the Disclosure are compounds represented

by any one of Formulae I-III, and the pharmaceutically acceptable salts and solvates

thereof, wherein L is selected from the group consisting of

[0150] -CH,CH,OCH,CH,-,

[0151] -CH,CH,0(CH,CH,0),CH,CH,-,

[0152] -CH,CH,O(CH,CH,0);CH,CH,-,

[0153] -CH,CH,O(CH,CH,0)4,CH,CH,-,

[0154] -CH,CH,O(CH,CH,0)¢CH,CH,-,

[0155] -CH,CH,O(CH,CH,0)¢CH,CH,-,

[0156] -CH,CH,CH,0CH,CH,OCH,CH,CH-,

[0157] -CH,CH,CH,0(CH,CH,0),CH,CH,CH>-, and

[0158] -CH,CH,CH,0(CH,)sOCH,CH,CH,-.

[0159] In another embodiment, Compounds of the Disclosure are compounds represented

by any one of Formulae I-III, and the pharmaceutically acceptable salts and solvates
thereof, wherein L is -(CHz),-W-(CHz),-. In another embodiment, m is 0, 1, 2, 3, or 4.
In another embodiment, nis 0, 1, 2, 3, or 4.

[0160] In another embodiment, Compounds of the Disclosure are compounds represented
by any one of Formulae I-III, and the pharmaceutically acceptable salts and solvates
thereof, wherein W is phenylenyl.

[0161] In another embodiment, Compounds of the Disclosure are compounds represented
by any one of Formulae I-III, and the pharmaceutically acceptable salts and solvates
thereof, W is S-membered heteroarylenyl.

[0162] In another embodiment, Compounds of the Disclosure are compounds represented
by any one of Formulae I-III, and the pharmaceutically acceptable salts and solvates

thereof, wherein W is 6-membered heteroarylenyl.
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[0163] In another embodiment, Compounds of the Disclosure are compounds represented
by any one of Formulae I-III, and the pharmaceutically acceptable salts and solvates

thereof, wherein L is selected from the group consisting of:

§ —<CHz)m©—<CHz)n—§ and —<CHz)mQ

L P (CH2)— %

[0164] In another embodiment, Compounds of the Disclosure are compounds represented
by any one of Formulae I-III, and the pharmaceutically acceptable salts and solvates

thereof, wherein:

[0165] L is selected from the group consisting of:
3_(CHan— %
(CH2n— Q3 A(CH2—} g
— N — \
§ —(CHom NCN( : <CHz>m—§\:',L/ N
§ —(CHom
L-3 L-4 L-5
(I~} : —(CHz)m—N/j
g _(CHZ)m_N;j and N™ N(CH)h— 4 ; and
L-6 L-7
[0166] Q’ is selected from the group consisting of -O-, -S-, and -N(R®)-; and
[0167] R is selected from the group consisting of hydrogen and C).4 alkyl.
[0168] In another embodiment, Compounds of the Disclosure are compounds represented

by any one of Formulae I-III, and the pharmaceutically acceptable salts and solvates

thereof, wherein L is selected from the group consisting of:

N N
§ _(CHZ)mO—(CHZ)n— § and % _(CHZ)m_</N}(CH2)n— %

L-8 L-9
[0169] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula IV,
O/
N= R
] B
(@) Y/ SN /
CH)n—Y
Z N—(CH)m—
(0] IV,

and the pharmaceutically acceptable salts and solvates thereof, wherein:
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[0170] Y is selected from the group consisting of -C=C-, -CH;-, and -N(H)-; or

[0171] Y is absent;

[0172] mis 1,2, or3;

[0173] nis0,1, 2,3, or4; and

[0174] B, R!, R®, and Z are as defined in connection with Formula I.

[0175] In another embodiment, Compounds of the Disclosure are compounds represented

by Formula IV, and the pharmaceutically acceptable salts and solvates thereof, wherein B
is B-1, B-2, or B3. In another embodiment, B is B-1a.

[0176] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula IV, and the pharmaceutically acceptable salts and solvates thereof, wherein
Bis B-1 and Y is selected from the group consisting of -C=C-, -CH;-, and -N(H)-.

[0177] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula IV, and the pharmaceutically acceptable salts and solvates thereof, wherein
Bis B-2 and Y is absent.

[0178] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula V:
O/
3 i\ B
S .
' | N/Jq\IrH—(CHz)n_@/(CHZ)m Y
H I N v.
and the pharmaceutically acceptable salts and solvates thereof, wherein:
[0179] Y is selected from the group consisting of -C=C-, -CH,-, and -N(H)-; or
[0180] Y is absent;
[0181] mis 0,1, or2;
[0182] nis 0, 1,2, or 3; and
[0183] B, R}, R®, and Z are as defined in connection with Formula I.
[0184] In another embodiment, Compounds of the Disclosure are compounds represented

by Formula V, and the pharmaceutically acceptable salts and solvates thereof, wherein B
is B-1, B-2, or B3. In another embodiment, B is B-1a.

[0185] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula V, and the pharmaceutically acceptable salts and solvates thereof, wherein

Bis B-1 and Y is selected from the group consisting of -C=C-, -CH;-, and -N(H)-.
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[0186] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula V, and the pharmaceutically acceptable salts and solvates thereof, wherein
Bis B-2 and Y is absent.

[0187] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula VI:
O/
N= R A o
N N R (CHa—Y
NN N=(CHm— [
o VI,
and the pharmaceutically acceptable salts and solvates thereof, wherein:
[0188] Y is selected from the group consisting of -C=C-, -CH,-, and -N(H)-; or
[0189] Y is absent;
[0190] R is selected from the group consisting of hydrogen and methyl;
[0191] mis0, 1,2, or3;
[0192] nis 1,2, or3; and
[0193] B, R}, R®, and Z are as defined in connection with Formula I.
[0194] In another embodiment, Compounds of the Disclosure are compounds represented

by Formula VI, and the pharmaceutically acceptable salts and solvates thereof, wherein B
is B-1, B-2, or B3. In another embodiment, B is B-1a.

[0195] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula VI, and the pharmaceutically acceptable salts and solvates thereof, wherein
Bis B-1 and Y is selected from the group consisting of -C=C-, -CH,-, and -N(H)-.

[0196] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula VI, and the pharmaceutically acceptable salts and solvates thereof, wherein
Bis B-2 and Y is absent.

[0197] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula VII:
O/
N= R
) 6 B
Y R ,

© N N (CH2m-Y
N N/)\H/N—(CHz)n—<\ ]/
H N

o VI,

and the pharmaceutically acceptable salts and solvates thereof, wherein:
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[0198] Y is selected from the group consisting of -C=C-, -CH;-, and -N(H)-; or

[0199] Y is absent;

[0200] R® is selected from the group consisting of hydrogen and methyl;

[0201] mis0, 1,2, or3;

[0202] nis 1,2, or 3; and

[0203] B, R}, R®, and Z are as defined in connection with Formula I.

[0204] In another embodiment, Compounds of the Disclosure are compounds represented

by Formula VII, and the pharmaceutically acceptable salts and solvates thereof, wherein
Bis B-1, B-2, or B3. In another embodiment, B is B-1a.

[0205] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula VII, and the pharmaceutically acceptable salts and solvates thereof, wherein
Bis B-1 and Y is selected from the group consisting of -C=C-, -CH,-, and -N(H)-.

[0206] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula VII, and the pharmaceutically acceptable salts and solvates thereof, wherein
Bis B-2 and Y is absent.

[0207] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula VIII:
O/ .
= i 5
NN N-Cromn ]
H N
o) VIII,
and the pharmaceutically acceptable salts and solvates thereof, wherein:
[0208] Y is selected from the group consisting of -C=C-, -CH,-, and -N(H)-; or
[0209] Y is absent
[0210] mis 1, 2, or 3;
[0211] nis 0, 1,2, 3, or 4; and
[0212] B, R, R®, and Z are as defined in connection with Formula I.
[0213] In another embodiment, Compounds of the Disclosure are compounds represented

by Formula VIII, and the pharmaceutically acceptable salts and solvates thereof, wherein
B is B-1, B-2, or B3. In another embodiment, B is B-1a.

[0214] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula VIII, and the pharmaceutically acceptable salts and solvates thereof, wherein

Bis B-1 and Y is selected from the group consisting of -C=C-, -CH,-, and -N(H)-.
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[0215] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula VIII, and the pharmaceutically acceptable salts and solvates thereof, wherein
Bis B-2 and Y is absent.

[0216] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula IX:
O/
N= R
O' 4 | =N H N/(CHz)m—Y/B
N N/)Wr N—(Hg— 1
o IX,
and the pharmaceutically acceptable salts and solvates thereof, wherein:
[0217] Y is selected from the group consisting of -C=C-, -CH,-, and -N(H)-; or
[0218] Y is absent;
[0219] mis 0, 1, or 2;
[0220] nis0, 1,2, or 3; and
[0221] B, R', R’ and Z are as defined in connection with Formula I.
[0222] In another embodiment, Compounds of the Disclosure are compounds represented

by Formula IX, and the pharmaceutically acceptable salts and solvates thereof, wherein B
is B-1, B-2, or B3. In another embodiment, B is B-1a.

[0223] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula IX, and the pharmaceutically acceptable salts and solvates thereof, wherein
Bis B-1 and Y is selected from the group consisting of -C=C-, -CH,-, and -N(H)-.

[0224] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula IX, and the pharmaceutically acceptable salts and solvates thereof, wherein
Bis B-2 and Y is absent.

[0225] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula X:
O/
N= R’
|
0/ B
| N H N=
N N/J\H/N—(CHz)m@—(CHz)n—Y—B
0] X,
and the pharmaceutically acceptable salts and solvates thereof, wherein:
[0226] Y is selected from the group consisting of -C=C-, -CH,-, and -N(H)-; or
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[0227] Y is absent;

[0228] mis 0, 1, or 2;

[0229] nis 0, 1,2, or 3; and

[0230] B, R!, R’ and Z are as defined in connection with Formula I.

[0231] In another embodiment, Compounds of the Disclosure are compounds represented

by Formula X, and the pharmaceutically acceptable salts and solvates thereof, wherein B
is B-1, B-2, or B3. In another embodiment, B is B-1a.

[0232] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula X, and the pharmaceutically acceptable salts and solvates thereof, wherein
Bis B-1 and Y is selected from the group consisting of -C=C-, -CH,-, and -N(H)-.

[0233] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula X, and the pharmaceutically acceptable salts and solvates thereof, wherein
Bis B-2 and Y is absent.

[0234] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula XI:
O/
N= R
O SN N
N NN (CHz)n4<\:/)—(CH2)m—Y—B
XI,
and the pharmaceutically acceptable salts and solvates thereof, wherein:
[0235] Y is selected from the group consisting of -C=C-, -CH;-, and -N(H)-; or
[0236] Y is absent;
[0237] mis 0, 1, or 2;
[0238] nis 0, 1,2, or 3; and
[0239] B, R', R?, and Z are as defined in connection with Formula I.
[0240] In another embodiment, Compounds of the Disclosure are compounds represented

by Formula XI, and the pharmaceutically acceptable salts and solvates thereof, wherein B
is B-1, B-2, or B3. In another embodiment, B is B-1a.

[0241] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula XI, and the pharmaceutically acceptable salts and solvates thereof, wherein

Bis B-1 and Y is selected from the group consisting of -C=C-, -CH,-, and -N(H)-.
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[0242] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula XI, and the pharmaceutically acceptable salts and solvates thereof, wherein
Bis B-2 and Y is absent.

[0243] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula XII:
O/
N= R!
Oy N
N | )\n/ —(CHm—{ :>— (CHy),—Y—B
o XII,
and the pharmaceutically acceptable salts and solvates thereof, wherein:
[0244] Y is selected from the group consisting of -C=C-, -CH,-, and -N(H)-; or
[0245] Y is absent;
[0246] mis 0, 1, or 2;
[0247] nis 0,1, 2, or 3; and
[0248] B, R}, R®, and Z are as defined in connection with Formula I.
[0249] In another embodiment, Compounds of the Disclosure are compounds represented

by Formula XII, and the pharmaceutically acceptable salts and solvates thereof, wherein
Bis B-1, B-2, or B3. In another embodiment, B is B-1a.

[0250] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula XII, and the pharmaceutically acceptable salts and solvates thereof, wherein
Bis B-1 and Y is selected from the group consisting of -C=C-, -CH,-, and -N(H)-.

[0251] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula XII, and the pharmaceutically acceptable salts and solvates thereof, wherein
Bis B-2 and Y is absent.

[0252] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula XIII:
O/
N= R!
N N/)ﬁr CHZ)n{ )—(CHm—
0 XI11,

and the pharmaceutically acceptable salts and solvates thereof, wherein:
[0253] Y is selected from the group consisting of -C=C-, -CH,-, and -N(H)-; or
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[0254] Y is absent;

[0255] mis 0, 1, or 2;

[0256] nis 0, 1,2, or 3; and

[0257] B, R!, R’ and Z are as defined in connection with Formula I.

[0258] In another embodiment, Compounds of the Disclosure are compounds represented

by Formula XITI, and the pharmaceutically acceptable salts and solvates thereof, wherein
B is B-1, B-2, or B3. In another embodiment, B is B-1a.

[0259] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula XIII, and the pharmaceutically acceptable salts and solvates thereof, wherein
Bis B-1 and Y is selected from the group consisting of -C=C-, -CH,-, and -N(H)-.

[0260] In another embodiment, Compounds of the Disclosure are compounds represented
by Formula XIII, and the pharmaceutically acceptable salts and solvates thereof, wherein
Bis B-2 and Y is absent

[0261] In another embodiment, Compounds of the Disclosure are compounds represented
by any one of Formulae I-XIII, and the pharmaceutically acceptable salts and solvates
thereof, wherein R' is optionally substituted aryl. In another embodiment, R' is selected

from the group consisting of:

o N o
PP o=y
Cl «—O
[0262] In another embodiment, Compounds of the Disclosure are compounds represented

by any one of Formulae I-XIII, and the pharmaceutically acceptable salts and solvates
thereof, wherein R' is optionally substituted heteroaryl. In another embodiment, R' is

selected from the group consisting of:

-~
_ o o7 -\
NH- Vl:( , Vl:( , 7N
N Wl =N

F

7 - " o~

&g ’ v/z—_»ﬁ\ ’ Vlng ’ &NH and
N N
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[0263] In another embodiment, Compounds of the Disclosure are compounds represented
by any one of Formulae I-XIII, and the pharmaceutically acceptable salts and solvates
thereof, wherein R' is -N(H)R®.

[0264] In another embodiment, Compounds of the Disclosure are compounds represented
by any one of Formulae I-XIII, and the pharmaceutically acceptable salts and solvates
thereof, wherein R' is -N(H)R® and R® is optionally substituted aryl. In another
embodiment, R is:

oy

—0
[0265] In another embodiment, Compounds of the Disclosure are compounds represented
by any one of Formulae I-XIII, and the pharmaceutically acceptable salts and solvates
thereof, wherein R' is -N(H)R? and R’ is optionally substituted heteroaryl. In another

embodiment, R’ is selected from the group consisting of:

™ B \i>\ : >\
N N
7
//Ni: “ "!>\ 5> 2—?\
/N ’
d

- o
:

‘a
",

",

AN
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In another embodiment, R? is:
Prrr /\
N
~.N
[0266] In another embodiment, Compounds of the Disclosure are compounds represented

by any one of Formulae I, II, or IV-XIII, and the pharmaceutically acceptable salts and
solvates thereof, wherein B is B-1 and Z is -CH;-.

[0267] In another embodiment, Compounds of the Disclosure are compounds represented
by any one of Formulae I, II, or IV-XIII, and the pharmaceutically acceptable salts and
solvates thereof, wherein B is B-1 and Z is -C(=0)-.

[0268] In another embodiment, Compounds of the Disclosure are compounds represented
by any one of Formulae I, II, or IV-XIII, and the pharmaceutically acceptable salts and
solvates thereof, wherein B is B-1 and R® is hydrogen.

[0269] In another embodiment, Compounds of the Disclosure are compounds represented
by any one of Formulae I, II, or IV-XIII, and the pharmaceutically acceptable salts and
solvates thereof, wherein B is B-1a. In another embodiment, A' is -C(R'6“)= and R'® is
selected from the group consisting of hydrogen and halo. In another embodiment, A is
-CR'®)= and R'® is selected from the group consisting of hydrogen and halo.
In another embodiment, A* is -C(R'®°)= and R'® is selected from the group consisting of
hydrogen and halo. In another embodiment, A' is -N=, A? is -C(R'®)=, and A’ is
-CR'®)=. In another embodiment, A' is -C(R'**)=, A% is -N=, and A’ is -CR'®)=.
In another embodiment, A' is -C(R'®)=, A? is -CR'®)= and A’ is -N=. In another
embodiment, Z-is -CH;-. In another embodiment, Z is -C(=0)-. In another embodiment,

R’ is hydrogen.
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[0270] In another embodiment, Compounds of the Disclosure are compounds represented
by any one of Formulae I, II, or IV-XIII, and the pharmaceutically acceptable salts and

solvates thereof, wherein B is B-3.

[0271] In another embodiment, Compounds of the Disclosure are compounds of Table 1,
and the pharmaceutically acceptable salts and solvates thereof.
Table 1
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[0272] Intermediates of the Disclosure are compounds that can be used as synthetic

intermediates to prepare Compounds of the Disclosure. In one embodiment,

Intermediates of the Disclosure are compounds represented by Formula XIV:

O/ .
3yt
, I \Q1
- R?a
Nty
o X1V,
and the pharmaceutically acceptable salts and solvates thereof, wherein:
[0273] R! is selected from the group consisting of optionally substituted aryl, optionally
substituted heteroaryl, and -N(H)R?;
[0274] Q' is =CH- and Q* is -N=; or
[0275) Q' is =N- and Q” is -CH=; or
[0276] Q' is =N- and Q” is -N=; and
[0277] R® is selected from the group consisting of optionally substituted aryl and
optionally substituted heteroaryl;
[0278] R™ is selected from the group consisting of chloro and -OR""; and
[0279] R™ is selected from the group consisting of hydrogen and C.4 alkyl.
[0280] In one embodiment, Intermediates of the Disclosure are compounds represented

by Formula XIV, and the pharmaceutically acceptable salts and solvates thereof, wherein
R™is -OR™ and R™ is hydrogen.
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[0281] In another embodiment, Intermediates of the Disclosure are compounds
represented by Formula XIV, and the pharmaceutically acceptable salts and solvates
thereof, wherein R' is optionally substituted aryl. In another embodiment, R' is selected

from the group consisting of:

o o5 o
PP -
o N\
[0282] In another embodiment, Intermediates of the Disclosure are compounds

represented by Formula XIV, and the pharmaceutically acceptable salts and solvates
thereof, wherein R' is optionally substituted heteroaryl. In another embodiment, R' is

selected from the group consisting of:

PLd
_ o o ,.4:
i vlz( | v/z:( e N
SN= SN .
F
o - . o
[5%}§; , ‘7/:iji\ | Y7/>:igg ’ [i%iij and
N N
g

[0283] In another embodiment, Intermediates of the Disclosure are compounds
represented by Formula XIV, and the pharmaceutically acceptable salts and solvates
thereof, wherein R' is -N(H)R®.

[0284] In another embodiment, Intermediates of the Disclosure are compounds
represented by Formula XIV, and the pharmaceutically acceptable salts and solvates
thereof, wherein R' is -N(H)R® and R® is optionally substituted aryl. In another

embodiment, R is:
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—0
[0285] In another embodiment, Intermediates of the Disclosure are compounds
represented by Formula XIV, and the pharmaceutically acceptable salts and solvates
thereof, wherein R' is -N(H)R® and R® is optionally substituted heteroaryl. In another

embodiment, R’ is selected from the group consisting of:
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[0286] In another embodiment, Intermediates of the Disclosure are compounds
represented by Formula XV:

”- ~ /B
HoN L Y XV,

and the pharmaceutically acceptable salts and solvates thereof, wherein:

[0287] B is selected from the group consisting of:
OH
0 O 3
N o E
/ and NH S
Z RS \([)I/ S 3 ”/\©\>\>WN
~wv B-1 B-2 :
[0288] L is selected from the group consisting of alkylenyl, heteroalkylenyl, and
~(CH2)m-W-(CH2)n-;

[0289] W is selected from the group consisting of optionally substituted phenylenyl,

optionally substituted S-membered heteroarylenyl, and optionally substituted 6-

membered heteroarylenyl;

[0290] mis0,1,2,3,4,5,6,0r7,
[0291] nis0,1,2,3,4,5,6,7,0r8;
[0292] Y is selected from the group consisting of -C=C-, -CH;-, -O-, -N(R2d)-,

-C(=O)N(R®)-, -N(R*)C(=0)CH,0-, and -N(R*§)C(=0)CH,NR™-; or
[0293] Y is absent;

[0294] wherein the carboxamide nitrogen atom of -N(sz)C(=O)CH20- and
-N(R?%)C(=0)CH,N(R?)-, and the carbon atom of -C(=0)N(R>)- is attached to L;

[0295] R™, R*, R¥ R, and R™ are each independently selected from the group
consisting of hydrogen and C,4 alkyl;

[0296] Z is selected from the group consisting of -CH, and -C(=0)-; and

[0297] R’ is selected from the group consisting of hydrogen and fluoro,

[0298] with the proviso that Y is absent when B is B-2.

[0299] In another embodiment, Intermediates of the Disclosure are compounds

represented by Formula XVT:
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Z—-N 0O
R5
NH
0O  XVI,

and the pharmaceutically acceptable salts and solvates thereof, wherein L, Y, Z, and R’
are as defined in connection with Formula XV.
[0300] In another embodiment, Intermediates of the Disclosure are compounds

represented by Formula XVII:

OH
t{%
L NH S
0o o H/\Q\B\'N
XVII,

and the pharmaceutically acceptable salts and solvates thereof, wherein L is as defined in
connection with Formula XV.

[0301] In another embodiment, Intermediates of the Disclosure are compounds
represented by Formulae XV or XVI, and the pharmaceutically acceptable salts and
solvates thereof, wherein Y is selected from the group consisting of -C=C-, -O-, -N(H)-,
-C(=O)N(H)-, -N(H)C(=0)CH;0-, and -N(H)C(=O)CH;N(H)-. In another embodiment,
Y is selected from the group consisting of -C=C-, -O-, -N(H)-, and -C(=O)N(H)-.
In another embodiment, Y is selected from the group consisting of -C=C-, -O-, and
-N(H)-.

[0302] In another embodiment, Intermediates of the Disclosure are compounds
represented by Formulae XV or XVI, and the pharmaceutically acceptable salts and
solvates thereof, wherein Y is absent.

[0303] In another embodiment, Intermediates of the Disclosure are compounds
represented by any one of Formulae XV-XVII, and the pharmaceutically acceptable salts
and solvates thereof, wherein L is C,.; alkylenyl.

[0304] In another embodiment, Intermediates of the Disclosure are compounds
represented by any one of Formulae XV-XVII, and the pharmaceutically acceptable salts

and solvates thereof, wherein L is selected from the group consisting of -CH,-, -CH,CH,-
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, -CH,CH,CH,-, -CH,(CH,),CH>-, -CH,(CH:)3CH>-, -CH,(CH,)4+CH,-, -CH,(CH)sCH>-,
and -CH,(CH;)¢CH,-.

[0305] In another embodiment, Intermediates of the Disclosure are compounds
represented by any one of Formulae XV-XVII, and the pharmaceutically acceptable salts
and solvates thereof, wherein L is 3- to 20-membered heteroalkylenyl.

[0306] In another embodiment, Intermediates of the Disclosure are compounds
represented by any one of Formulae XV-XVII, and the pharmaceutically acceptable salts

and solvates thereof, wherein:

[0307] L is selected from the group consisting of -(CH,),O-(CH2CH,0),-(CHz)4- and
-(CH,)/0-(CH)s-O(CHz)r-;

[0308] ois2or3;

[0309] pis0,1,2,3,4,5,6,0r7,

[0310] qis2or3;

[0311] ris 2, 3, or 4;

[0312] sis 3,4, or5; and

[0313] tis 2 or 3.

[0314] In another embodiment, Intermediates of the Disclosure are compounds

represented by any one of Formulae XV-XVII, and the pharmaceutically acceptable salts

and solvates thereof, wherein L is selected from the group consisting of

[0315] -CH,CH,OCH,CH,-,

[0316] -CH,CH,O(CH,CH,0),CH,CH,-,

[0317] -CH,CH,0O(CH,CH,0);CH,CH,-,

[0318] -CH,CH,O(CH,CH,0)4sCH,CH,-,

[0319] -CH,CH,O(CH,CH,0)¢CH,CH,-,

[0320] -CH,CH,O(CH,CH,0)¢CH,CH,-,

[0321] -CH,CH,CH,0CH,CH,0OCH,CH,CH-,

[0322] -CH,CH,CH,0(CH,CH;0),CH,CH,CH>-, and

[0323] -CH,CH,CH,0(CH,);OCH,CH,CH>-.

[0324] In another embodiment, Intermediates of the Disclosure are compounds

represented by Formula XV, and the pharmaceutically acceptable salts and solvates
thereof, wherein L is -(CHy)p-W-(CHz)p-. In another embodiment, m is 0, 1, 2, 3, or 4.

In another embodiment, nis 0, 1, 2, 3, or 4.
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[0325] In another embodiment, Intermediates of the Disclosure are compounds
represented by any one of Formulae XV-XVII, and the pharmaceutically acceptable salts
and solvates thereof, wherein W is phenylenyl.

[0326] In another embodiment, Intermediates of the Disclosure are compounds
represented by any one of Formulae XV-XVII, and the pharmaceutically acceptable salts
and solvates thereof, W is S-membered heteroarylenyl.

[0327] In another embodiment, Intermediates of the Disclosure are compounds
represented by any one of Formulae XV-XVII, and the pharmaceutically acceptable salts
and solvates thereof, wherein W is 6-membered heteroarylenyl.

[0328] In another embodiment, Intermediates of the Disclosure are compounds
represented by any one of Formulae XV-XVII, and the pharmaceutically acceptable salts
and solvates thereof, wherein L is selected from the group consisting of L-1 and L2, as
defined in connection with Formula I.

[0329] In another embodiment, Intermediates of the Disclosure are compounds
represented by any one of Formulae XV-XVII, and the pharmaceutically acceptable salts
and solvates thereof, wherein L is selected from the group consisting of L-3, L-4, L-5,
L-6, and L-7, as defined in connection with Formula I.

[0330] In another embodiment, Compounds of the Disclosure are compounds represented
by any one of Formulae XV-XVII, and the pharmaceutically acceptable salts and
solvates thereof, wherein L is selected from the group consisting of L-8 and L-9, as
defined in connection with Formula I.

[0331] In another embodiment, Intermediates of the Disclosure are compounds
represented by Formulae XV or XVI, and the pharmaceutically acceptable salts and
solvates thereof, wherein Z is -CHj-.

[0332] In another embodiment, Intermediates of the Disclosure are compounds
represented by Formulae XV or XVI, and the pharmaceutically acceptable salts and
solvates thereof, wherein Z is -C(=0)-.

[0333] In another embodiment, Intermediates of the Disclosure are compounds
represented by Formulae XV or XVI, and the pharmaceutically acceptable salts and
solvates thereof, wherein R® is hydrogen.

[0334] In another embodiment, Intermediates of the Disclosure are compounds of
Table 2, and the pharmaceutically acceptable salts and solvates thereof.

Table 2
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