CLAIMS

1. A compound having Formula I:

or a pharmaceutically acceptable salt or solvate thereof, wherein:

Bis
O O
NH
N (e}
Z/ R5 !
i B-1
R is -N(H)R?;

Q' is =CH- and Q% is -N=; or

Q' is =N- and Q? is -CH=; or

Qtis =N-and Q% is -N=;

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

X is selected from the group consisting of -C(=O0)N(R%)-, -CH,N(R®)-, -CH.0-
, -N(R®)-, -O-, and -CH,-;

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

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

W is selected from the group consisting of optionally substituted phenylenyl,
optionally substituted 5-membered heteroarylenyl, and optionally substituted 6-membered
heteroarylenyl;

mis0,1,2,3,4,56,0r7;

nis0,1,2,3,4,5/6,7,0r8;

Y is selected from the group consisting of -C=C-, -CH,-, -O-, -N(R*)-
, -C(=0)N(R®)-, -N(R*\C(=0)CH,0-, and -N(R*)C(=0)CH,N(R?)-: or

Y is absent;
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wherein  the  carboxamide  nitrogen atom  of  -N(R*)C(=O)CH,0-
and -N(R?%)C(=0)CH,N(R?-, and the carbon atom of -C(=O)N(R?)- is attached to L;

R? R® R¥* R¥ R* R¥ R%, and R® are each independently selected from the
group consisting of hydrogen and C;.4 alkyl,

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

R® is selected from the group consisting of hydrogen and fluoro,

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

2. The compound of any one of claim 1, or a pharmaceutically acceptable salt or

solvate thereof, wherein L is Cy.1, alkylenyl.

3. The compound of claim 2, or a pharmaceutically acceptable salt or solvate
thereof, wherein L is selected from the group consisting of -CH,-, -CH,CH,-, -CH,CH,CH.-
,  -CH(CH),CH,-, -CH2(CH,)3CH2-, -CH3(CH)4CH2-, -CHy(CHy)sCH,-, and -
CH3(CH2)6CH-.

4. The compound of claim 1, or a pharmaceutically acceptable salt or solvate
thereof, wherein:

L is selected from the group consisting of -(CH),O-(CH,CH,0),-(CH.)q-
and -(CH2);0-(CH2)s-O(CHy)t-;

ois2or3;

pis0,1,2,3,4,5/6,0r7

gis2or3;

ris2,3,or4,

sis 3, 4, or 5; and

tis2or3.

5. The compound of claim 4, or a pharmaceutically acceptable salt or solvate

thereof, wherein L is selected from the group consisting of

~CH,CH,0CH,CH,-,
-CH,CH,0(CH,CH;0),CH,CH-,
-CH,CH,O(CH,CH,0);CH,CHo-,
-CH,CH,O(CH,CH,0),CH,CHo-,
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-CH,CH,O(CH,CH,0)sCH,CHo-,
-CH,CH,O(CH,CH,0)sCH,CHo-,
-CH,CH,CH,0CH;CH;0CH,CH;CH;-,
-CH,CH,CH,0(CH;CH;0),CH,CH;CH,-, and
-CH,CH,CH,0(CH2)40CH,CH,CH,-.

6. The compound of claim 1, or a pharmaceutically acceptable salt or solvate
thereof, having Formula 1V:

wherein:

Bis B-1;

Y is selected from the group consisting of -C=C-, -CH,-, and -N(H)-;
mis 1, 2, or 3; and

nis0,1,2, 3, or4.

7. The compound of claim 1, or a pharmaceutically acceptable salt or solvate

thereof, having Formula V:

/
0
N= R’
| B
(@] / NN /
~(CHz)m—Y
H
- N/)\WN—«:Hz)nﬂ/ﬁ/JN
H N
O V,
wherein:
Bis B-1;
Y is selected from the group consisting of -C=C-, -CH,-, and -N(H)-;
mis 0, 1, or 2; and
nis0,1, 2, or3.
8. The compound of claim 1, or a pharmaceutically acceptable salt or solvate

thereof, having Formula VI:
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N= R
0 Ny R}j (CHa)n YB
” N/)\H/N—(CHz)m \\|(
O VI,
wherein:
Bis B-1;

Y is selected from the group consisting of -C=C-, -CH,-, and -N(H)-;
R® is selected from the group consisting of hydrogen and methyl;
mis 0,1, 2, or 3; and

nisi, 2, or3.

9. The compound of claim 1, or a pharmaceutically acceptable salt or solvate

thereof, having Formula VII:

wherein:

Bis B-1;

Y is selected from the group consisting of -C=C-, -CH,-, and -N(H)-;
R® is selected from the group consisting of hydrogen and methyl;
mis 0,1, 2, or3; and

nisi, 2, or3.

10.  The compound of claim 1, or a pharmaceutically acceptable salt or solvate

thereof, having Formula VI11I:

(CHa)—Y’

VI,
wherein:
Bis B-1;

160



Y is selected from the group consisting of -C=C-, -CH,-, and -N(H)-;
mis 1, 2, or 3; and
nis0,1,2,3,or4.

11.  The compound of claim 1, or a pharmaceutically acceptable salt or solvate

thereof, having Formula I1X:

/
0
N= R
! B
o / | A H N/(CHZ)m_Y
N NN—(CHZ»{.
H
o) X,
wherein:
Bis B-1;

Y is selected from the group consisting of -C=C-, -CH,-, and -N(H)-;
misO, 1, or 2; and
nis0,1,2,or3.

12.  The compound of claim 1, or a pharmaceutically acceptable salt or solvate

thereof, selected fromthe group consisting of:

N o}
\ r\i\
HN Et o NH
MeO —N H o) )
~NTNN N e
\ 7 H
0 N N N 0 o) o)
N= H
Q o)
N
\ N NH
\ 0
HN Et o o
MeO. N HN/\/\O/\/ \/\O/\/\NJ\ N o) :
W "o 0
o N N o}
N= H

161



--O

MeO

~-O

--0

Iz

MeO

MeO

o}

N
N
H
AN
NN
N\
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=N
N\ 7
N
N
H
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NN NH
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N O
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\ 7
o N N o}
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0
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N, N o}
HN Et H o
\ 7
o N N
\
N= H
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\ 7
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N NH
\ N
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MeO N HN™ """ N 0
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o\ AN N N O
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N, 0
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\ 7
o' N N o)
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N= H
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HN Et Y (0] N 5
MeO =N N~ O ’
S H o) NH o)
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N= H
O
SN NH
\ N o)
HN  Et o H N9
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13. A pharmaceutical composition comprising the compound of claim 1, or a

pharmaceutically acceptable salt or solvate thereof, and a pharmaceutically acceptable carrier.

14. Use of a therapeutically effective amount of the compound of claim 1, or a
pharmaceutically acceptable salt or solvate thereof, in the manufacture of a medicament for
the treatment of a patient, wherein the patient has cancer, a chronic autoimmune disorder, an

inflammatory condition, a proliferative disorder, sepsis, or a viral infection.
15. A kit comprising the compound of claim 1, or a pharmaceutically acceptable
salt or solvate thereof, and instructions for administering the compound, or a

pharmaceutically acceptable salt or solvate thereof, to a patient having cancer.

16. A compound having Formula XIV:




or a pharmaceutically acceptable salt or solvate thereof, wherein:

R is -N(H)R?;

Q' is =CH- and Q% is -N=; or

Q' is =N- and Q? is -CH=; or

Q'is=N-and Q% is -N=;

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

R is selected from the group consisting of chloro and -OR™; and

R™ is selected from the group consisting of hydrogen and Ci.4 alkyl.
17. Use of a compound of claim 2, or a pharmaceutically acceptable salt, or solvate

thereof, in the manufactures of a medicament for reducing BET bromodomain protein within

a cell of a patient in need.
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