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WHATNS CLATMED IS:

A compound of Formula I:

R4
" N ‘3,L—R1
[ )=
WP 2
R? 4

or a pharmaceuticall\acceptable salt, a prodrug, solvate, a tautomer, an isomer or a deuterated
analog thereof,

wherein:

(1) Y?is N and Y?is C; or

(i) Y*is Cand Y is N;

Y'isCHorN;

L is a bond, optionally substituted C,.gglkylene, optionally substituted deuterated C,_alkylene, -
C(R°R))-, ~C(O)NR’-, -CHaN(R®)-, -SON(R))- NNRIC(OIN(R)-, -N(R*)SO,-, -N(R*)CHa-, -OC,.
salkylene-, -Cyqalkylene-O-, -NR’C(0)-, -N(R*)SQX, -C(0)-, -S(0)-, -SO»-, -O-, -S-, -P(O}R?)-,
optionally substituted Ca.salkenylene, optionally substuted -CH=C(R")- or optionally substituted ~

SiR)RY); or R® and R taken together with the carbon athm to which they attach form an optionally

substituted 3- to 6-membered ring having from 0-2 heteroatoyps selected from O, N or S or an oxo; R*is
optionally substituted Cyalkyl, optionally substituted aryl or optionally substituted heteroaryl; R” is H or
C.salkyl; or R® and R’ taken together with the carbon atom to whidl they attach form an optionally
substituted 3- to 6-membered carbocyclic ring or an optionally substiNted 4- to 8-membered heterocyclic
ring having from 1-2 heteroatoms as ring members selected from O, N d¢ S, wherein the nitrogen or sulfur
ring atoms can be optionally oxidized; each R is independently C;.¢alkyl ox C,_salkoxy; R’isH, Ci4alkyl
or Cyshaloalkyl;

R', R%, R*, R® and R are each independently H, D, optionally substituted\C:salkyl, optionally
substituted C, alkenyl, optionally substituted C,_¢ alkynyl, optionally substituted akyl, optionally
substituted heteroaryl, optionally substituted cycloalkyl, optionally substituted cycloalkenyl, optionally
substituted heterocycloalkyl, optionally substituted heterocycloalkylalkyl, optionally subMituted
cycloalkylalkyl, optionally substituted arylalkyl, optionally substituted heteroarylalkyl, optignally
substituted heterocycloalkylalkyl, optionally substituted —Si(R°)(R®) or R"* selected from haloden, -CN, -
OH, -NH,, -NO,, -C(O)OH, -C(S)OH, -C{O)NHo,, -C(S)NH,, -S(0),NH,, -NHC(O)}NH,, -NHC(S\NH,,
-NHS(0).NH,, -C(NH)NH,, -CH=C(R®)(R*), -OR¥®, -SRE, -OC(O)R?, -OC(S)R®, -P(=0YHR®, -P(=0)}R*R®,
-PH(=0)ORS, -P(=0)(ORE),, -OP(=0)(OR®),, -C(0)H, -O(CO)ORE, -C(O)RE, -C(S)RE, -C(O)ORE,
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-C(S)ORY, -S(O)RE, -S(0),RE, -C(O)NHRE, -C(S)NHRE, -C(O)NRERE, -C(S)NRERE, -S(O),NHRE,
-S(0),NRER¢, -C(NH)NHRS, -CONH)NRERE, -NHC(O)RE, -NHC(S)RS, -NREC(O)R®, -NREC(S)RE,
-NHS(O):RE, WRES(0),RS, -NHC(O)NHRS, -NHC(S)NHRS, -NREC(O)NH,, -NREC(S)NH,,
“NREC(O)NHRENNREC(S)NHRE, -NHC(O)NRERE, -NHC(S)NRERE, -NREC(O)NRERE, -NREC(S)NRERE,
-NHS(0):NHRE, -NR®S(0);NHa, -NR5S(0),NHRE, -NHS(0),NRER®, -NRES(0);NRERS, -NHRE or

-NRER®, wherein each

£ is independently H, optionally substituted C,.¢alkyl, optionally substituted C;4
alkenyl, optionally substiuted C,¢ alkynyl, optionally substituted aryl, optionally substituted heteroaryl,
optionally substituted cycloalkyl, optionally substituted heterocycloalkyl, optionally substituted
heterocycloalkylalkyl, optionally substituted cycloalkylalkyl, optionally substituted arylalkyl, optionally
substituted heteroarylalkyl or optignally substituted heterocycloalkylalkyl; or two R* groups when
attached to the same carbon or nitrogen atom are taken together to form a 3- to 6-membered carbocyclic
rifig or 3- to 8-membered heterocyelid\ring having from 1-2 heteroatoms as ring members selected from

O, N or S, wherein the nitrogen or sulfur\fing atoms are optionally oxidized; wherein the aliphatic or

ed with from 1-3 R substituents independently selected from
halogen, -CN, -OH, -NH,, -NO,, -CH=C(R)(R}), -C(0)OH, -C(S)OH, -C(O)NH,, -C(S)NH,, -S(0);NH,,
-NHC(O)NH,, -NHC(S)NHa, -NHS(0):NH,, -CRNH)NH,, -OR’, -SR', -OC(O)R}, -OC(S)R’, -P(=0)HR’,
-P(=0)R'R, -PH(=0)OR’, -P(=0)(OR),, -OP(=0)(QR ), -C(O)H, -O(CO)OR’, -C(O)R}, -C(S)R,
-C(O)OR!, -C(S)OR!, -S(O)R, -S(0):R’, -C(O)NHR', \C(S)NHR', -C{OINR'R’, -C(S)NR'R', -S(0).NHR/,
-8(0):NR'R,, -C(NH)NHR', -CQNH)NR'R', -NHC(O)R', \NHC(S)R’, -NR'C(O)R!, -NRIC(S)R’,
-NHS(0),R, -NR!S(0),R’, -NHC(O)NHR', -NHC(S)NHR'\NRC(OINH,, -NR'C(S)NH,,
NRIC(O)NHR/, -NR'C(S)NHR', -NHC(O)NR'R', -NHC(S)NR'R', -NR'C(O)NR'R!, -NR'C(S)NR'R,
-NHS(0);NHR', -NR'S(0);NH,, -NR'S(0),NHR', -NHS(O),NR®R', -NR'S(0),NRR!, R}, -NHR' or -NR'R/,
wherein each R’ is independently C,.galkyl, aryl, ary}-Cjnalkyl, Csicycloalkyl, Cigcycloalkyl-Cy salkyl,
heteroaryl, heteroaryl-Cisalkyl, heterocycloalkyl or heterocycloalkyhcualkyl, wherein each R' is further

aromatic portion of R® is optionally substi

optionally substituted with from 1-3 RF groups independently selected figm halogen, CN, -OH, -NH 4, -
NERHRY, -NO,, -C(O)OH, - C(O)NH,, -S(0),NH,, -NHC(O)NH,, -C(NE§NH,, -P(=0}HRY, -
P(=0)R°RY, -PH(=0)OR?, -P(=0)(OR")., -OP(=0)(OR%),, -OC(O)RY, -OC(S)RY, -C(OIRY, -C(S)RY,
-C(O)ORY, -S(0):RY, -C(O)NHRY, C,¢alkyl, C| salkoxy, halogen, C).¢haloalkylsr Cy.¢ haloalkoxy,
wherein R? is C, ¢alkyl;

R* is H, halogen, -CN, optionally substituted C,_¢alkyl, optionally substituted\{euterated C;.
calkyl,optionally substituted aryl, optionally substituted aryl-C,satkyl optionally substityed heteroaryl,
optionally substituted heteroaryl-C,_salkyl, optionally substituted Cy¢ cycloalkyl, optionall¥ substituted
Cs cycloalkenyl, optionally substituted Cs5 cycloalkyl-C, 4alkyl, optionally substituted Ca¢ alkynyl,
optionally substituted heterocycloalkyl, optionally substituted heterocycloalkyl-C, _salkyl or R! shlected
from halogen, -CN, -OH, -NH.,, -NO., -C(O)OH, -C(S)OH, -C(O)NH,, -C(8)NH,, -S(O),NH,,
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-NHC(OWH,, -NHC(S)NH,, -NHS(0),NH,, -C(INH)NH,, -CH=C(R*)(R"), -OR¥, -SR¥, -OC(O)R¥,
-OC(S)R, R(=0)HR", -P(=0)R*R*, -PH(=0)OR", -P(=0)(OR*}5, -OP(=0)(OR),, -C(O)H, -O(CO)OR¥,
-C(O)RY, -C(SIR¥, -C(O)ORY, -C(S)ORY, -S(O)RF, -S(0),R*, -C(O)NHR, -C(S)NHRY, -C(O)NR*RY,
-C{S)NR*RY, -S(]),NHR", -S(0),NR*R¥, -C(NH)NHR¥, -C(NH)NR*R*, -NHC(O)R*, -NHC(S)RY,
-NR*C(O)RY, -NR*§(S)R¥, -NHS(0),R*, -NR¥S(0),R*, -NHC(O)NHRY, -NHC(S)NHRY, -NRFC(O)NH,,
-NR*C(S)NH;, -NR*CYO)NHRY, -NR*C(S)NHRY, -NHC(O)NR*R¥, -NHC(S)NR'R¥, -NRFC(O)NR*R¥,
NRFC(S)NR'RY, -NHS(&)NHR*, -NR¥*S(0),NH,, -NR¥S(O),NHRY, -NHS(O),NR*R¥, -NR*S(0),NR*R¥,
-NHR* or NR*RY; or two R groups when attached to the same carbon or nitrogen atom are taken together
to form a 3- to 6-membered caxpocyclic ring or 3- to 8-membered heterocyclic ring having from 1-2
hetercatoms as ring members selygted from O, N or S, wherein the nitrogen or sulfur ring atoms are

¥ is independently H, Cy_¢alkyl or aryl, arylalkyl, heteroaryl,

optionally oxidized; wherein each
heteroarylalkyl, heterocycloalkyl, hetéxocyeloalkylalkyl, cycloalkyl or cycloalkylalkyl, wherein R¥ is
optionally substituted with from 1-3 R®;

R’ is an optionally substituted 5- oNg-membered heteroaryl having from 1 to 4 heteroatoms as

ring members selected from O, N or S; or an dytionally substituted heterocycloalkyl; and

5. The compound of claim 1, having formula (IV):
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(IV)

The compound of any of claims 1-6, whgein Y is N.
9. The compound of any of claims 1-6 whereiny’ is CH.

10.  The compound of any of claims 1, 5 or 8-9, wherd{n Y is C and Y*is N.

&3

I1. The compound of any of claims 1, 5 or 8-9, whercin Y is N and Y* is C.

12. The compound of any of claims 1-11, whercin R? is halogey, -CN, optionally substituted

alkynyl, optionally substituted heterocycloalkyl, optionally substituted heterocycloalk-C; qalkyl or RI.

13. The compound of any of claims 1-12, wherein R* is halogen, -CN, -CDs, duterated C;.
salkyl, Cygalkyl, aryl, aryl-C_salkyl heteroaryl, heteroaryl-C, salkyl, C;5 cycloalkyl, Ca s cycloalkenyl,
C.5 cycloalkyl-C)salkyl, Cag alkynyl, heterocycloalkyl, heterocycloalkyl-C.qalkyl or R’, whereieach R?

is optionally substituted with from 1-3 R™ groups independently selected from CN, -OH, -NH,, -N
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-C(O)QH, -C(8)0H, -C(O)NHS,, -C(S)NH,, -S(0).NH,, -NHC(O)NH,, -NHC(S)NH,, -NHS(G),NH.,,
-C(NH)NH., -B(OH),, -Si(R™);, -CH=C(R™(R"), -OR", -SR", -OC(O)R", -OC(S)R", -P(=O)HR", -
P(=0)R"RN,-PH(=0)OR”, -P(=0)(OR"),, -OP(=0)(OR™;, -C(O)H, -O{CO)OR?, -C(O)R", -C(S)R",
-C(O)OR?, -((S)OR”, -S(O)R", -5(0)aR", -C{O)NHR", -C(S)NHR", -C(O)NRR", -C(S)NR"R",
-S(0)>NHR?, -SY0):NR"R®, -C(NH)NHR?", - C(NH)NR*R?, -NHC(O)R®, -NHC(S)R®, -NR*C(O)R",
-NR'C(S)R", -NHXO):R", -NR"S(0),R", -NHC(O)NHR", -NHC(S)NHR", -NR"C{O)NH,, -NR"C(S)NH,,
-NR"C(O)NHR", -NRYC(S)NHR?, -NHC(QO)NR'R", -NHC(S)NR"R", -NR*C(O)NR"R", -NR"C(S)NR'R",
-NHS(O)NHR", -NR*StQ),NH,, -NR"S(0),NHR", -NHS(O),NR"R", -NR"S(0);NR"R", -NHR", R" or
-NR"R”, wherein each R" is\independently selected from H, C,_salkyl or aryl, arylalkyl, heteroaryl,
heteroarylalkyl, heterocycloalkyl, heterocycloalkylalkyl, cycloalkyl or cycloalkylalkyl; or two R” groups
when attached to the same carboy or nitrogen atom are taken together to form a 3- to 6-membered
carbocyclic ring or 3- to 8-membei¢d heterocyclic ring having from 1-2 hetercatoms as ring members
selected from O, N or S, wherein the hjtrogen or sulfur ring atoms are optionally oxidized, wherein the

aliphatic or aromatic portion of R" is furtier optionally substituted with from 1-3 R".

14. The compound of any of clakns 1-13, wherein Riis halogen, -CN, -CDs, deuterated C,.
galkyl, Ci¢alkyl, aryl, aryl-C, salky!l heteroaryl,\ieteroaryl-Cy_salkyl, Cs5 cycloalkyl, Cs g cycloalkenyl,
Cs.4 cycloalkyl-Cy_salkyl, Cy.6 alkynyl, heterocycldalkyl, heterocycloalkyl-C, salkyl or R}, wherein each R?
is optionally substituted with from 1-3 R® members ihdependently selected from halogen, vinyl, C,_salkyl,
-OH, C,salkoxy, C ghaloalkyl, C_¢haloalkoxy, -CN, -NH,, -NH(C, _salkyl), -N{(C,_¢alkyl}s, Cs¢cycloalkyl,
heterocycloalkyl, aryl, heteroaryl, wherein each R® is furtler independently optionally substituted with

from 1-3 RE

15. The compound of any of claims 1-14, wherein R\{js aryl, hetcroaryl or Ca alkynyl, cach
of wheih is optionally substituted with from 1-3 independently seledted R™; or 1-3 independently selected

16. The compound of any of claims 1-4 and 8-15, wherein L ida bond, -CD,-, Cisalkylene, -
CRR")-, -C(0)-, -8(0)-, -SO;-, -O-, -S-, -P(O)(R%)-, Cagalkenylene, -CH=C{R®)- or —Si(R°)(R®),
wherein;

R%and R’ are each independently H, halogen, -OH, C,salkyl, deutérated C,salkyl, aryl,
aryl-C,4 alkyl, Ci.alkoxy, Csgeycloalkyl, Csgcycloalkyl-Cyalkyl, heterocycloalkyl, hgterocycloalkyl-C;.
salkyl, heteroaryl, heteroarylalkyl, C, shaloalkyl, C_chaloalkoxy, -OR?, -NR°RY, -C(O)OR?, -OC(O)RY, -
OC(O)ORY, -C(O)R, -NHC(O)R?, -C(O)NRR?, -SO:R?, -NHSO:R? or -SO,NRR?; or R® dnd R’ taken

together with the carbon atom to which they attach form a 3- to 6-membered ring having from\)-2
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heterdytoms selected from O, N or S; each R% is independently selected from H, C, salkyl, Cs.geyeloalkyl,
C;cycldalkyl-Cqalkyl or aryi, each of which is optionally substituted; and

R" and R’ taken together with the carbon atom to which they attach form a 3- to 6-
membered caNocyclic ring or 4- to 8-membered heterocyelic ring having from 1-2 heteroatoms as ring

members selectey from O, N or S, wherein the nitrogen or sulfur ring atoms can be optionally oxidized.

17. Theompound of claim 16, wherein L is -CDs-, Cy.ealkylene, -C(R°R")-, -C(Q)-, -S(0)-,
-804, -0-, -S-, -P(O)}K)-, Co¢alkenylene, -CH=C(R")- or -Si(R°)(R").

18. The compoynd of any of claims 1-4 and 8-15, wherein L is a bond, -CD,-, C;salkylene, -
C(0)-, -8(0)-, -80»-, -0-, -5-XP(0)(C,salkyl)-, -P(O)(aryl)-, -CH(OH)-, -CHF-~, -CF-, -CH(C)_salkyl)-,
-C(OC¢alkyl)-, -C(Cigalkyl)2- NCH(C; scycloalkyl)-, -CH(haloalkyl}-, -C(Cs_gcycloalkyl)s-, Ca.
salkenylene, -CH(R®)-, -C(C_salky§(R®)-, -CHCH=C(R"- or -Si(R*)(R"), wherein:

R® and R' taken together witt\the carbon atom to which they attach form an optionally
substituted 3 to 6-membered cycloalkaneé,or cycloalkene ring or an optionally substituted 4- to 8-
membered heterocyclic ring having from [32 heteroatoms as ring members selected from O, N or S,
wherein the nitrogen or sulfur ring atoms can {e optionally oxidized;
salkyl, haloalkyl, haloalkoxy, RY, -OR?, -NR‘R®, -
C(OYORY, -OC(O)RY, -OC(OYORY, -C(O)RY, -NHC{O)R?, -C(O)NRERY, -SO,RY, -NHSO,R® or -
SO,NRRY; wherein the aliphatic or aromatic portion %f L is optionally further substituted with from 1-3
alkoxy, halogen, -OH, -CN, -NH,, Cs.

each R® is independently selected from

R® substituents independently selected from Cjgalkyl,

scycloalkyl, aryl, Cyshaloalkyl or C, ghaloalkoxy.

19. The compound of claim 1-18, wherein L is -CB,-, Cy¢alkylene, -C(Q)-, -S(0)-, -SO»-, -
O-, -S-, -P(0)(C,.qalkyl)-, -P(O)(aryl)-, -CH(OH)-, -CHF-, -CF»-,\CH(Calkyl)-, -C(OC,_salkyl)-, -
C(Ch.¢alkyl)s-, -CH(Cs.seycloalkyl)-, -CH(haloalkyl)-, -C(Cs.scycloatkyl)-, Caealkenylene, -CH(R®)-, -
C(Cr.ealky)(R®)-, -CHCH=C(R")- or -Si(R°)(R®); and each R® is indepindently selected from Cy.salkyl,
haloalkyl, haloalkoxy, RY, -OR?, -NR‘R?, -C(Q)YOR, -OC(O)RY, -OC(0)ORY, -C(O)R?, -NHC(O)RY, -
C(O)NR'R?, -SO,R?, -NHSO-R? or -SO,NRR®,

20. The compound of any of claims 1-4 and 8-15, wherein L is a bokd, -CHz-, ~CD;-, -C(0O)-,
-C(OCy¢alkyl}-, -CH(C,_¢alkyD)-, -C(C, salkyl)z-, -CH{OH)-, -CHF-, -S(0)}-, -50,-X0-, -S-, -P(O)(C,.
salkyl)-, -P(O)CsHs)-, -CH(Cs.scycloalkyl)-, -C(Cs.scycloalkyl),-, -C(OH)(Cisalkyl)\-CH{COOH)-, -
CH(CONR")-, -8i(C;.¢alkyl)>- or -CH(CD,OH)-, each of which is optionally substitutedwith from 1-3 R®
groups independently selected from Cy.alkyl, C,alkoxy, halogen, -OH, -CN, -NHa, C;_scycloalkyl, aryl,

C, ghaloalkyl or C; ghaloalkoxy.
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21, The compound of claim 1-20, L is -CH,-, -CD,-, -C(0)-, -C{OC, 4alkyl)-, -CH{(C,_salky])-

halogen, -OH, C,.alkyl, deyterated Cy.salkyl, Caalkenyl, Cagalkynyl, aryl, aryl-C, 4 alkyl, C)_salkoxy, C;.
scycloalkyl, Cs4cycloalkyl-Chalkyl, heterocycloalkyl, heterocycloalkyl-C_salkyl, heteroaryl,
heteroarylalkyl, Cy shaloalkyl, Cyshaloalkoxy, RY, -OR¢, -NRRY, -C(O)OR®, -OC(O)R®, -OC(Q)OR", -
C(O)R®, -NHC(O)R", -C(O)NR°R“\:SO,R?, -NHSO:R? or -SO.NRR®, wherein at cach occurrence, RS or
R’ is further optionally substituted with from 1-3 independently selected R* members; wherein the
aliphatic or aromatic portion of L is optidgally substituted with from 1-3 R® substituents independently
selected from Cy_galkyl, Cisalkoxy, halogen)\-OH, -CN, -NH,, vinyl, ethynyl, Ciscycloalkyl, aryl, C,.
shaloalkyl, Cy shaloalkoxy, -C(O)OR', -OC(O)R], -OC(O)OR’, -C(O)R', -NHC(O)R', -C(O)NR'R’, -
SO.R', -NHSO:R! or -SO,NR'R’; R? is H, C,4alkN or C\shaloalkyl; each R* is independently selected
from H, C,salkyl, Csscycloalkyl, Cyscycloalkyl-C, salkyl or aryl, each of which is optionally substituted;

each R'is independently H or C,_salkyl.

23, The compound of any of claims 1-22, wherdin R” is an optionally substituted 5- or 6-
membered heteroaryl having from 2 to 4 heteroatoms as ring mgmbers selected from O, N or S; or an

optionally substituted heterocycloalkyl.

24. The compound of any of claims 1-23, wherein R’ is selected from:

— N N~
S/N-.__ /N.____ /N_____ /N--N / ,__\__\ / ) NH
0, 0, (o] N N N
s /S;.. N S \/)\__ N N-g. o P
N N N
N N
/ NH / —
N HN
N A\g__ /;5:\ o=<:>~§_
N , or Hit

groups independently selected from D, halogen, C,salkyl, Ci4haloalkyl, C, shaloalkoxy or
members independently selected from D, halogen, CHs, CDs, -CFs, -CHF,, CH,F, CH,Cl or

, each of which is optionally substituted with from 1 to 2 R"
;or 1-2R"
, wherein

the wavy line indicates the point of attachment to the rest of molecule.

25, The compound of any of claims 1-24, wherein R is optionally substituted 4-isoxazol¥{.
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The compound of any of claims 1-23, wherein R’ is an optionally substituted 6-

membered Reteroaryl having from 1 to 2 nitrogen atoms as ring members,

27.
salkyl, aryl, aryl-

he compound of any of claims 1-26, wherein R" is H, halogen, deuterated Cysalkyl, C,.
alkyl, Csg-cycloalkyl, Cs6-cycloalkylalkyl, heteroaryl, heteroarylalkyl,
heterocycloalkyl, hetdgocycloalkylalkyl, Cagalkenyl or Cosalkynyl, each of which is optionally
substituted with from 1-S§ R groups, wherein two R! substituents when attached to adjacent atoms of aryl,
heteroaryl, cycloalkyl or hétgrocycloalkyl ring are optionally taken together to form a 3- or 6-membered
ring having from 0-2 heteroatdms selected from O, N or S, wherein the 5- or 6-membered ring is
optionally substituted with from -3 R" groups; or two RJ groups when attached to the same carbon or
nitrogen atom are optionally taken tegether to form a 3- to 6-membered carbocyclic ring or 3- to 8-
membered heterocyclic ring having from 1-2 heteroatoms as ring members selected from O, N or S,

wherein the nitrogen or sulfur ring atoms\are optionally oxidized.

28. The compound of any of claits 1-27, R' is halogen, deuterated C,_salkyl, C, galkyl, aryl,
aryl-C,alkyl, Csg-cycloalkyl, Cs.s-cycloalkylal
heterocycloalkylalkyl, Caealkenyl or Cogalkynyl, ¢

1, heteroaryl, heteroarylalkyl, heterocycloalkyl,

h of which is optionally substituted with from 1-3 R’
groups, wherein two R! substituents when attached to ljacent atoms of aryl, heteroaryl, cycloalkyl or
heterocycloalkyl ring are optionally taken together to forly a 5- or 6-membered ring having from 0-2
heteroatoms selected from O, N or S, wherein the 5- or 6-mdubered ring is optionally substituted with
from 1-3 R" groups; or two R! groups when attached to the sam carbon or nitrogen atom are optionally
taken together to form a 3- to 6-membered carbocyclic ring or 3-Yp 8-membered heterocyclic ring having
from 1-2 heteroatoms as ring members selected from O, N or S, whe¥gin the nitrogen or sulfur ring atoms

arc optionally oxidized.

29, The compound of any of claims 1-27, wherein R' is H, ha ﬁ:m deuterated C_salkyl,

Ci.salkyl, aryl, aryl-C4alkyl, Css-cycloalkyi, Cs.s-cycloalkylalkyl, heteroaryl, heteroarylalkyl,

heterocycloalkyl, heterocycloalkylalkyl, Cs¢alkenyl or C,galkynyl, each of whichys optionally
substituted with from 1-3 R groups, wherein two R” substituents when attached to alljacent atoms of aryl,
heteroaryl, cycloalkyl or heterocycloalkyl ring are optionally taken together to form a 5\or 6-membered
ring having from 0-2 heteroatoms selected from O, N or S, wherein the 5- or 6-membered ¥ing is

-OH, C,.
salkoxy, C) shaloalkyl, C|.shaloalkoxy, -CN, -NH,, -NH(C,galkyl) or -N(C,.alkyl)s; or two R” groups

when attached to the same carbon or nitrogen atom are optionally taken together to form a 3- to 6-

optionally substituted with from 1-3 members independently selected from halogen, Cysalky

membered carbocyclic ring or 3- to 8-membered heterocyclic ring having from -2 heteroatoms as ring
members selected from O, N or S, wherein the nitrogen or sulfur ring atoms are optionally oxidized.
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The compound of any of ¢laims 1-29, wherein R! is aryl, heteroaryl, cycloalkyl or
heterocycldalkyl, each of which is optionally substituted with from 1-3 independently selected R® groups,
wherein two R” substituents when attached to adjacent atoms of aryl, heteroaryl, cycloalky! or
heterocycloalkyhring are optionally taken together with tch atoms to which they attach form a 5- or 6-
membered ring ha¥ng from 0-2 heteroatoms selected from O, N or S, wherein the 5- or 6-membered ring
is optionally substituted with from -3 members independently selected from halogen, C,salkyl, -OH, C,.
calkoxy, C)ghaloalkyl, &; shaloalkoxy, -CN, -NH,, -NH(C,alkyl) or -N(C,_calkyl);; or two R* groups

when attached to the samesgarbon or nitrogen atom are optionally taken together to form a 3- to 6-

membered carbocyclic ring 0r 3- to 8-membered heterocyclic ring having from 1-2 heteroatoms as ring

members selected from O, N oAS, wherein the nitrogen or sulfur ring atoms are optionally oxidized.

31. The compound of dpy of claims 1-30, wherein R* is H, halogen, Calkyl, C,salkoxy, Ci.

shaloalkyl, Cishaloalkoxy, -OH or

32 The compound of any of §laims 1-31, wherein R'is H, halogen, Csalkyl, C,s alkoxy,

CN, C;shaloalkyl, C, shaloalkoxy, OH, CN,Yyiny! or ethynyl.

33. The compound of any claims 1-82, wherein R? and R* arc H.

34. A pharmaccutical composition compgising a compound of any of claims 1-33 and a

pharmaceutical acceptable excipient or carrier.

35. A pharmaceutical composition comprising'a compound of any of claims 1-33 and another

therapeutic agent.

36. A method for modulating bromodomain, said method comprising: administering to a

subject a compound of any of claims 1-33 or a composition of clain\34 or 35.

37. A method for modulating bromodomain, said method comprising: contacting a cell with a

compound of any of claims 1-33 or a composition of claim 34 or 35.

38. A method for treating a subject suffering or at risk of a disease\or condition mediated by
a bromodomain, said method comprising:
administering to the subject in need thereof an effective amount of a compotind of any of claims

1-33 or a composition of claim 34 or 35.

39. The method of claim 38, wherein the disease or condition is selected from's cancer, an

autoimmune, an inflammatory condition or a combination thereof,
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40. The method of any claims 36-39, wherein the bromodomain is a member in the BET

family.




CLAIMS

1. A compound of Formuia [:
R4
— R
AN
| A BN —R?
H Y1/ Tz
R? m

or a pharmaceutically acceptable salt, a prodrug, solvate, a tautomer, an isomer or a deuterated
analog thereof,

wherein:

(i) Y2is N and Y*is C; or

(i) Y*is C and Y* is N;

Y'isCHorN;

L is a bond, optionally substituted C,_salkylene, optionally substituted deuterated C, galkylene, -
C(R°R")-, —-C(O)NR’-, -CH;N(R?)-, -SO,N(R?)-, -N(R)C(OIN(R?)-, -N(R*SO,-, -N(R*)CH,-, -OC,.
salkylene-, -C4alkylene-O-, -NR’C(0)-, -N(R?)SO,-, -C(O)-, -S(0)-, -SO;-, -O-, -S-, -P(O)R?)-,
optionally substituted C, salkenylene, optionally substituted -CH=C(R®)- or optionally substituted —
Si(R)(R); or R® and R taken together with the carbon atom to which they attach form an optionally
substituted 3- to 6-membered ring having from 0-2 heteroatoms selected from O, N or S or an oxo; R? is
optionally substituted C,_salkyl, optionally substituted aryl or optionally substituted heteroaryl; R” is H or
C,alkyl; or R® and R' taken together with the carbon atom to which they attach form an optionally
substituted 3- to 6-membered carbocyclic ring or an optionally substituted 4- to 8-membered heterocyclic
ring having from 1-2 heteroatoms as ring members selected from O, N or S, wherein the nitrogen or sulfur
ring atoms can be optionally oxidized; each R® is independently C, salkyl or C, alkoxy; R%is H, Cj4alkyl
or Cshalealkyl;

R!, R%, R*, R® and R’ are each independently H, D, optionally substituted C,.salkyl, optionally
substituted C,_¢ alkenyl, optionally substituted C, alkynyl, optionally substituted aryl, optionally
substituted heteroaryl, optionally substituted cycloalkyl, optionally substituted cycloalkenyl, optionally
substituted heterocycloalkyl, optionally substituted heterocycloalkylalkyl, optionally substituted
cycloalkylalkyl, optionally substituted arylalkyl, optionally substituted heteroarylalkyl, optionally
substituted heterocycloalkylalkyl, optionally substituted —Si(R®)(R®) or R" selected from halogen, -CN, -
OH, -NH,, -NO,, -C(Q)OH, -

C(S)OH, -C(O)NHa, -C(S)NH,, -S(0),NH;, -NHC{OQ)NH,, -NHC(S)NH;, -NHS(O),NH,, -C(NH)NH,, -
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CH=C{R®(R"), -ORE, -SR¥, -OC(O)R®, -OC(S)R®, -P(=0)HRE, -P(=0)R*RE, -PH(=0)ORE, -P(=0)(OR?),,
-OP(=0)(OR%),, -C(O)H, -

O(CO)ORE, -C(O)R?, -C(S)RE, -C(O)ORE, -C(S)ORE, -S(O)RE, -§(0),R%, -C(O)NHRE, -C(S)NHRE, -C(0O)
NRFR®, -C(S)NR*R®, -S(0),NHRY, -S(0),NRFR¥, -C(NH)NHRE, -C(NH)NRER¥, -NHC(O)R¥, -NHC(S)RE,
-NREC(O)R®, -NREC(S)RE, -NHS(0),R%, -NR*S(0),R®, -NHC(O)NHR?, -NHC(S)NHRE, -NR*C(O)NH,,
-NREC(S)NH,, -NREC(O)NHRE, -NREC(S)NHRE, -NHC(O)NRER®, -NHC(S)NR*R?, -NR*C(O)NR®RE, -N
REC(S)NRFRE, -NHS(0),NHRE, -NRFS(0),NH,, -NRES(O),NHRE, -NHS(O),NRER®, -NRFS(0),NRR®, -

NHR® or -NR*R¥, wherein each RE is independently H, optionally substituted C, ¢alkyl, optionally
substituted C,.¢ alkenyl, optionally substituted C, alkynyl, optionally substituted aryl, optionally
substituted heteroaryl, optionally substituted cycloalkyl, optionally substituted heterocycloalkyl,
optionally substituted heterocycloalkylalkyl, optionally substituted cycloalkylalkyl, optionally substituted
arylalkyl, optionally substituted heteroarylalkyl or optionally substituted heterocycloalkylalkyl; or two R®
groups when attached to the same carbon or nitrogen atom are taken together to form a 3- to 6-membered
carbocyclic ring or 3- to §-membered heterocyclic ring having from 1-2 heteroatoms as ring members
selected from O, N or S, wherein the nitrogen or sulfur ring atoms are optionally oxidized; wherein the
aliphatic or aromatic portion of R¢ is optionally substituted with from 1-3 R" substituents independently
selected from halogen, -CN, -OH, -NH,, -NO,, -CH=C(R)(R, -C(O)OH, -
C(S)OH, -C(O)NHs, -C(S)NH3, -S(0);NH,, -NHC(O)NH,, -NHC(S)NH,, -NHS(0),NH,, -C(NH)NH,, -
OR, -SR’, -OC(O)R, -OC(S)R!, -P(=0)HR’, -P(=0)R'R, -PH(=0)OR’, -P(=0)(ORY),, -OP(=0O)(ORY,, -
C(OY, -
O(CO)OR', -C(O)R', -C(S)R’, -C(O)OR’, -C(S)OR’, -S(O)R’, -S(O),R’, -C(O)NHR, -C(S)NHR', -C(O)NR
'R, -C(SNR'R', -S(0),NHR, -S(0),NR'R!, -C(NH)NHR', -C(NH)NR'R', -NHC(O)R', -NHC(S)R', -NR'C
(O)R!, -NR'C(S)R', -NHS(0),R’, -NRS(O),R}, -NHC(O)NHR', -NHC(S)NHR', -NR'C(O)NH,, -NRIC(S)
NH,, -NR'C(O)NHR', -NR'C(S)NHR', -NHC(O)NR'R!, -NHC(S)NR'R], -NRIC(O)NR'R}, -NR'C(S)NRR,
-NHS(0),NHR', -NR'$(0),NH;, -NRS(0),NHR', -NHS(O),NR'R!, -NR'S(0),NR'R", R}, .-NHR! or -NR'R/,
wherein each R’ is independently C,_galkyl, aryl, aryl-C,,alkyl, Cs.ccycloalkyl, C;4cycloalkyl-Cysalkyl,
heteroaryl, heteroaryl-C4alkyl, heterocycloalkyl or heterocycloalkyl-C,alkyl, wherein each R’ is further
optionally substituted with from 1-3 R” groups independently selected from halogen, CN, ~OH, -NH , -
NRYRY, -NO,, -C(O)OH, - C{O)NH,, -S(0),NH,, -NHC(O)NH,, -C(NH)NH,, -P(=0}HRY, -
P(=0)RRY, -PH(=0)ORY, -P(=0)(OR%,, -
OP(=0)(OR%,, -OC(O)RY, -OC(S)RY, -C(O)RY, -C(S)RY, -C(O)ORY, -S(0),R", -C(O)NHRY, C, salkyl, C,.
salkoxy, halogen, C,¢haloalkyl or C¢haloalkoxy, wherein R? is C_salkyl;

R’ is I, halogen, -CN, optionally substituted C 1salkyl, optionally substituted deuterated C,.
ealkyl,optionally substituted aryl, optionally substituted aryl-C,_jalkyl optionally substituted heteroaryl,
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optionally substituted heteroaryl-C,_4alkyl, optionally substituted C,; cycloalkyl, optionally substituted
C;.5 cycloalkenyl, optionally substituted C;g cycloalkyl-C.alkyl, optionally substituted C, 4 alkynyl,
optionally substituted heterocycloalkyl, optionally substituted heterocycloalkyl-C,qalkyl or R selected
from halogen, -CN, -OH, -NH,, -NO,, -C(O)CH, -

C(8)OH, -C(O)NH,, -C(S)NH,, ~-S(0),NH,, -NHC(O)NH,, -NHC(S)NH,, -NHS(0),NH,, -C(NH)NH,, -
CH=CRH(RY, -ORY, -SR¥, -OC(0O)RY, -OC(S)RY, -P(=0)HRY, -P(=0)R*R, -PH(=0)ORY, -P(=0)(OR"),
-OP(=0)(OR",, -C(O)H, -

O(CO)ORY, -C(O)RF, -C(S)RY, -C(O)ORY, -C(S)OR", -S(OIRY, -S(0),R¥, -C(OINHRY, -C(S)NHRY, -C(0)
NR*R¥, -C(S)NR*RY, -S(O),NHR, -S(0),NR*R¥, -C(NH)NHR", -C(NH)NR*R¥, -NHC(O)R, -NHC(S)R¥,
-NR*C(O)R, -NRFC(S)RF, -NHS(0),R, -NR*S(0),R¥, -NHC(O)NHR¥, -NHC(S)NHR¥, -NR*C(O)NH,,
-NR'C(S)NH,, -NR*C(O)NHR", -NR*C(S)NHR¥, -NHC(O)NR'R¥, -NHC(S)NR'RK, -NR¥C(O)NR*R¥, -N
R*C(S)NR*RF, -NHS(O),NHRF, -NR*$(0),NH,, -NR*S(0),NHR*, -NHS(0),NR*R¥, -NR*S(0),NR'R¥, -
NHR* or -NR*R¥; or two R* groups when attached to the same carbon or nitrogen atom are taken together

to form a 3- to 6-membered carbocyclic ring or 3- to 8-membered heterocyelic ring having from 1-2
heteroatoms as ring members selected from O, N or S, wherein the nitrogen or sulfur ring atoms are
optionally oxidized; wherein each R¥ is independently H, Cyalkyl or aryl, arylalkyl, heteroaryl,
heteroarylalkyl, heterocycloalkyl, heterocycloalkylalkyl, cycloalkyl or cycloalkylalkyl, wherein R¥ is
optionally substituted with from 1-3 R";

R’ is an optionally substituted 5- or 6-membered heteroaryl having from 1 to 4 heteroatoms as

ring members selected from O, N or S; or an optionally substituted heterocycloalkyl; and

the compound is other than 3,5-dimethyl-4-(1H-pyrrolo[2,3-b]pyridin-5-yl)isoxazole; or R? and —L-R' are

not simultaneously hydrogen.

2. The compound of claim 1, wherein —L-R' and R? are other than hydrogen.
3. The compound of claim 1, having formula (IT):
R4
LR
R2 N
| \ RZ
H Y1/ ]|\|
R? (1)
4. The compound of claim 1, having formula (III):
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(I11)

5.

R? (Iv)
6.

V)
7.
(Va)

3. The compound of any of claims 1-6, wherein Y' is N.
2. The compound of any of claims 1-6 wherein Y' is CH.

0. The compound of any of claims 1, 5 or 8-9, wherein Y is C and Y? is N.
11. The compound of any of claims 1, 5 or 8-9, wherein Y2 is N and Y? is C.

12. The compound of any of claims 1-11, wherein R is halogen, -CN, optionally substituted
C..qalkyl, optionally substituted aryl, optionally substituted aryl-C,4alkyl optionally substituted
heteroaryl, optionally substituted heteroaryl-C, salkyl, optionally substituted C; 5 cycloalkyl, optionally
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substituted C, 5 cycloalkenyl, optionally substituted C, g cycloalkyl-C, salkyl, optionally substituted Cp4
alkynyl, optionally substituted heterocycloalkyl, optionally substituted heterocycloalkyl-C)_alkyl or R,

13. The compound of any of claims 1-12, wherein R? is halogen, -CN, -CDs, deuterated C,.
oalkyl, Cyealkyl, aryl, aryl-C,4alkyl heteroaryl, heteroaryl-C, 4alkyl, Cs5 cycloalkyl, Cs.5 cycloalkenyl,
Cs5 cycloalkyl-C 4alkyl, Cy alkynyl, heterocycloalkyl, heterocycloalkyl-C;_salkyl or R, wherein each R?
is optionally substituted with from 1-3 R™ groups independently selected from CN, -OH, -NH,, -

NO,, -C(O)OH, -

C(S)OH, -C(O)NH,, -C(S)NHa, -S(0),NH,, -NHC(OYNH,, -NHC(S}NH., -NHS(0),;NH,, -C(NH)NHS,, -
B(OH),, -Si(R")3, -CH=C(R")(R"), -OR", -SR", -OC(O)R", -OC(S)R", -P(=0)HR", -P(=0)R"R”, -
PH(=0)OR", -P(=0)(OR"),, -OP(=0)(OR";, -C(O)H, -

O(CO)OR", -C(O)R", -C(S)R", -C(O)OR", -C(S)OR", -S(O)R", -3(0),R", -C(O)NHR", -C(S)NHR", -C(0)
NRR", -C(S)NR'R", -S(0),NHR", -S(0),NR"R", -C(NH)NHR", -C(NH)NR"R", -NHC(O)R", -NHC(S)R”",
-NR"C(O)R", -NR"C(S)R", -NHS(O),R", -NR"S(0);R", -NHC(O)NHR", -NHC(S)NHR", -NR"C(O)NHS,,
-NR"C(S)NH,, -NR"C(O)NHR", -NR"C(S)NHR", -NHC(O)NR'R", -NHC(S)NR"R", -NR"C(O)NR'R", -N
R'C(S)NR'R", -NHS(0),NHR", -NR"S(0),NH,, -NR"S$(0),NHR", -NHS(O)},NR"R", -NR"S(0),NR"R", -

NHR", R" or -NR"R", wherein each R" is independently selected from I, C,salkyl or aryl, arylalkyl,
heteroaryl, heteroarylalkyl, heterocycloalkyt, heterocycloalkylatkyl, cycloalkyl or cycloalkylalkyl; or two
R" groups when attached to the same carbon or nitrogen atom are taken together to form a 3- to 6-
membered carbocyclic ring or 3- to 8-membered heterocyclic ring having from 1-2 heteroatoms as ring
members selected from O, N or S, wherein the nitrogen or sulfur ring atoms are optionally oxidized,

wherein the aliphatic or aromatic portion of R"is further optionally substituted with from 1-3 R".

14. The compound of any of claims 1-13, wherein R* is halogen, -CN, -CDs, deuterated C,.
¢alkyl, C, qalkyl, aryl, aryl-C, salkyl heteroaryl, heteroaryl-C, salkyl, Ci4 cycloalkyl, C;4 cycloalkenyl,
C.3 cycloalkyl-C,alkyl, C, alkynyl, heterocycloalkyl, heterocycloalkyl-C,salkyl or R}, wherein each R®
is optionaily substituted with from 1-3 R” members independently selected from halogen, vinyl, C,salkyl,
-OH, C,salkoxy, C.shaloalkyl, Cighaloalkoxy, -CN, -NH,, -NH(C,.calkyl), -N(C,_¢alkyl),, Cs.¢cycloalkyl,
heterocycloalkyl, aryl, heteroaryl, wherein each R® is further independently optionally substituted with
from 1-3 R".

15. The compound of any of claims 1-14, wherein R? is aryl, heteroaryl or Cs. alkynyl, each
of wheih is optionally substituted with from 1-3 independently selected R™; or 1-3 independently selected
R
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16. The compound of any of claims 1-4 and 8-15, wherein L is a bond, -CD,-, C,salkylene, -
C(R°RY-, -C(0)-, -$(0)-, -SO;-, -O-, -S-, -P(O)RY)-, Cy.alkenylene, -CH=C(R)- or —Si(R°)(R),
wherein;

R® and R are each independently H, halogen, -OH, C,alkyl, deuterated C,¢alkyl, aryl,
aryl-C 4 alkyl, Calkoxy, Cs¢cycloalkyl, Cigcycloalkyl-Csalkyl, heterocycloalkyl, heterocycloalkyl-C,.
salkyl, heteroaryl, heteroarylalkyl, C, ghaloalkyl, C,haloalkoxy, -OR", -NRRY, -C(O)ORY, -OC(O)R?Y, -
OC(O)OR, -C(O)R?, -NHC(O)RY, -C(O)NRRY, -SO,R, -NHSO;R? or -SO,NR'R; or R® and R’ taken
together with the carbon atom to which they attach form a 3- to 6-membered ring having from 0-2
heteroatoms selected from O, N or S; each R s independently selected from H, C,;salkyl, C;¢cycloalkyl,
Cs.eeycloalkyl-C) 4alkyl or aryl, each of which is optionally substituted; and

RP and R' taken together with the carbon atom to which they attach form a 3- to 6-
membered carbocyclic ring or 4- to 8-membered heterocyclic ring having from 1-2 heteroatoms as ring

members selected from O, N or S, wherein the nitrogen or sulfur ring atoms can be optionally oxidized.

17. The compound of claim 16, wherein L is -CD,-, Cysalkylene, -C(R’R")-, -C(O)-, -S(0)-,
-S05-, -0-, -S-, -P(O)R")-, Ca.salkenylene, -CH=C(R®)- or —Si(R%)(R").

18. The compound of any of claims 1-4 and 8-15, wherein L 1s a bond, -CD,-, Cjsalkylene, -
C(0)-, -8(0)-, -80;-, -0-, -8-, -P(O)C,salkyl)-, -P(O)(aryl)-, -CH(OH)-, -CHF-, -CF,-, -CH(C.salkyl)-,
-C(OCyalkyl)-, -C(Csalkyl),-, -CH(C;.cycloalkyl)-, -CH(haloalkyl)-, -C(Cj scycloalkyl),-, C,.
salkenylene, -CH(RY)-, -C(C,alkyl)(R*)-, -CHCH=C(R®)- or —Si(R°)(R"), wherein:

R’ and R' taken together with the carbon atom to which they attach form an optionally
substituted 3 to 6-membered cycloalkane or cycloalkene ring or an optionally substituted 4- to 8-
membered heterocyclic ring having from 1-2 heteroatoms as ring members selected from O, N or §,
wherein the nitrogen or sulfur ring atoms can be optionally oxidized;

each R® is independently selected from C,galkyl, haloalkyl, haloalkoxy, RY, -OR®, -NR°R, -
C(O)ORY, -OC(O)RY, -OC(O)ORY, -C(O)RY, -NHC(O)RY, -C(O)NRRY, -SO,RY, -NHSO,R or -
SO,NRRY; wherein the aliphatic or aromatic portion of L is optionally further substituted with from 1-3
R® substituents independently selected from C, 4alkyl, C,salkoxy, halogen, -OH, -CN, -NH;, C;.
scycloalkyl, aryl, C¢haloalkyl or C, shaloalkoxy.

19. The compound of claim 1-18, wherein L is -CD,-, Csalkylene, -C(O)-, -S(0)-, -S0,-, -
O-, -8-, -P(0)(C, 4alkyl)-, -P(O)(aryl)-, -CH(OH)-, -CHF-, -CF,-, -CH(C, salkyl)-, -C(OC_alkyl)-, -
C(Cyalkyl)z-, -CH(Cy ¢cyeloalkyl)-, -CHhaloalkyl)-, -C(Cs ¢cycloalkyl);-, C, salkenylene, -CH(RS)-, -
C(C1salkyl)(RY)-, -CHCH=C(R")- or —-Si(R°)}(R); and each R® is independently selected from C,galkyl,
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haloalkyl, haloalkoxy, RY -ORY, -NRRY, -C(O)ORY, -OC(O)RY, -OC(O)OR?, -C(O)R?, -NHC(O)R?, -
C(O)NRRY, -SO,R¢, -NHSO,R® or -SO,NRRY

20. The compound of any of claims 1-4 and 8-15, wherein L is a bond, -CIH,-, -CD,-, -C(Q)-,
-C(OC,salkyl)-, -CH(C,salkyl)-, -C(C;.salkyl),-, -CH(OH)-, -CHF-, -S(0)~, -8O;-, -O-, -S-, -P(0)(C..
ealkyl)-, -P(O)(CsHs)-, -CH(Cs 4cycloalkyl)-, -C(Cy scycloalkyl);-, -C(OH)(C . ¢alkyD)-, -CH(COOH)-, -
CH(CONR")-, -Si(C,.alkyl),- or -CH(CD,OH)-, each of which is optionally substituted with from 1-3 R®
groups independently selected from C,alkyl, C,¢alkoxy, halogen, -OH, -CN, -NH,, C; scycloalkyl, aryl,
C,shaloalkyl or C_¢haloalkoxy.

21. The compound of claim 1-20, L is -CH;-, -CD,-, -C(O)-, -C{OC salkyl}-, -CH{C,.salkyl)-
, -C(Cgalkyl);-, -CH(OH)-, -CHF-, -S(0)-, -80;-, -O-, -8-, -P(O)(C, salkyl)-, -P(O)}(C:H;)-, -CH(Cs.
seycloalkyl)-, -C(Cageycloalkyl)y-, -C(OH)(Cgalkyl)-, -CH(COOH)-, -CH(CONR)-, -Si(C,alkyl),- or -
CH({CD,0H)-, each of which is opticnally substituted with from 1-3 R® groups independently selected
from C,4alkyi, C\¢alkoxy, halogen, -OH, -CN, -NH,, C; scycloalkyl, aryl, C,ghaloalkyl or C,.
shaloalkoxy.

22, The compound of any of claims 1-16, wherein R® and R’ are each independently H, D,
halogen, -OH, C, salkyl, deuterated C, salkyl, C;.salkenyl, Cysalkynyl, aryl, aryl-C, 4 alkyl, C,qalkoxy, Cs.
scycloalkyl, Cy¢cycloalkyl-C,.4alkyl, heterocycloalkyl, heterocycloalkyl-C\ salkyl, heteroaryl,
heteroarylalkyl, Cy.ghaloalkyl, Cghaloalkoxy, RJ, -OR?, -NRURY, -C(O)OR?, -OC(O)R?, -OC(Q)ORY, -
C(O)R?, -NHC(O)R?, -C(O)NR'RY, -SO,R?, -NHSO,R? or -SO,NRR?, wherein at each occurrence, R® or
R’ is further optionally substituted with from 1-3 independently selected R" members; wherein the
aliphatic or aromatic portion of L is optionally substituted with from 1-3 R® substituents independently
selected from C, galkyl, C,salkoxy, halogen, -OH, -CN, -NH,, vinyl, ethynyl, C; ¢cycloalkyl, aryl, C,.
shaloalkyl, C,ghaloalkoxy, -C(O)OR', -OC(O)R, -OC(Q)OR’, -C(O)R', -NHC(O)R, -C(O)NR'R, -
SO,R", -NHSO,R or -SO,NRR'; R? is H, C,alkyl or C,.shaloalkyl; each R® is independently selected
from H, C,salkyl, C;.ccycloalkyl, C;seycloalkyl-C) salkyl or aryl, each of which is optionally substituted;
each R'is independently H or C, salkyl.

23. The compound of any of claims 1-22, wherein R is an optionally substituted 5- or 6-
membered heteroaryl having from 2 to 4 heteroatoms as ring members selected from O, N or S; or an

optionally substituted heterocycloalkyl.

24, The compound of any of claims 1-23, wherein R’ is selected from:
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groups independently selected from D, halogen, C,.galkyl, C,shaloalkyl, C, shaloalkoxy or CN; or 1-2 R"
members independently selected from D, halogen, CH;, CDs, -CF;, -CHF,, CH,F, CH,Cl or CN, wherein

, each of which is optionally substituted with from 1 to 2 R"

the wavy line indicates the point of attachment to the rest of molecule.
25. The compound of any of claims 1-24, wherein R’ is optionally substituted 4-isoxazolyl.

26. The compound of any of claims 1-23, wherein R® is an optionally substituted 6-

membered heteroaryl having from 1 to 2 nitrogen atoms as ring members.

27. The compound of any of claims 1-26, wherein R' is H, halogen, deuterated Ciealkyl, Cy.
salkyl, aryl, aryl-C,_alkyl, Cig-cycloalkyl, C;4-cycloalkylalkyl, heteroaryl, heteroarylalkyl,
heterocycloalkyl, heterocycloalkylalkyl, C,¢alkenyl or Cyalkynyl, each of which is optionally
substituted with from 1-3 R’ groups, wherein two R! substituents when attached to adjacent atoms of aryl,
heteroaryl, cycloalkyl or heterocycloalkyl ring are optionally taken together to form a 5- or 6-membered
ring having from 0-2 heteroatoms selected from O, N or S, wherein the 5- or 6-membered ring is
optionally substituted with from 1-3 R" groups; or two R groups when attached to the same carbon or
nitrogen atom are optionally taken together to form a 3- to 6-membered carbocyclic ring or 3- to 8-
membered heterocyclic ring having from 1-2 heteroatoms as ring members selected from O, N or S,

wherein the nitrogen or sulfur ring atoms are optionally oxidized.

28. The compound of any of claims 1-27, R' is halogen, deuterated C, qalkyl, C)salkyl, aryl,
aryl-Cyaalkyl, Css-cycloalkyl, Cig-cycloalkylalkyl, heteroaryl, heteroarylalkyl, heterocycloalkyl,
heterocycloalkylalkyl, Cy4alkenyl or Cygalkynyl, each of which is optionally substituted with from 1-3 R/
groups, wherein two R’ substituents when attached to adjacent atoms of aryl, heteroaryl, cycloalkyl or
heterocycloalkyl ring are optionally taken together to form a 5- or 6-membered ring having from 0-2
heteroatoms selected from O, N or S, wherein the 5- or 6-membered ring is optionally substituted with
from 1-3 R" groups; or two R’ groups when attached to the same carbon or nitrogen atom are optionally
taken together to form a 3- to 6-membered carbocyclic ring or 3- to 8-membered heterocyclic ring having
from 1-2 heteroatoms as ring members selected from O, N or S, wherein the nitrogen or sulfur ring atoms

are optionally oxidized.
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29. The compound of any of claims 1-27, wherein R' is H, halogen, deuterated C,galkyl,
Ci.alkyl, aryl, aryl-C | alkyl, Csg-cycloalkyl, Cs¢-cycloalkylalkyl, heteroaryl, heteroarylalkyl,
heterocycloalkyl, heterocycloalkylalkyl, C;salkenyl or Cqalkynyl, each of which is optionally
substituted with from 1-3 R" groups, wherein two R” substituents when attached to adjacent atoms of aryl,
heteroaryl, cycloalkyl or heterocycloalkyl ring are optionally taken together to form a 5- or 6-membered
ring having from 0-2 heteroatoms selected from O, N or S, wherein the 5- or 6-membered ring is
optionally substituted with from 1-3 members independently selected from halogen, C,¢alkyl, -OH, C,.
salkoxy, C,_shaloalkyl, C,.shaloalkoxy, -CN, -NH,, -NH(C_salkyl) or -N(C,_salkyl),; or two R" groups
when attached to the same carbon or nitrogen atom are optionally taken together to form a 3- to 6-
membered carbocyclic ring or 3- to 8-membered heterocyclic ring having from 1-2 heteroatoms as ring

members selected from O, N or S, wherein the nitrogen or sulfur ring atoms are optionally oxidized.

30. The compound of any of claims 1-29, wherein R' is aryl, heteroaryl, cycloalkyl or
heterocycloalkyl, each of which is optionally substituted with from 1-3 independently selected R" groups,
wherein two R" substituents when attached to adjacent atoms of aryl, heteroaryl, cycloalkyl or
heterocycloalkyl ring are optionally taken together with the atoms to which they attach form a 5- or 6-
membered ring having from 0-2 heteroatoms selected from O, N or S, wherein the 5- or 6-membered ring
is optionally substituted with from 1-3 members independently selected from halogen, Csalkyl, -OH, C,.
salkoxy, C,.ghaloalkyl, C,¢haloalkoxy, -CN, -NH,, -NH(C4alkyl) or -N(C, salkyl),; or two R" groups
when attached to the same carbon or nitrogen atom are optionally taken together to form a 3- to 6-
metmbered carbocyelic ring or 3- to 8-membered heterocyelic ring having from 1-2 heteroatoms as ring

members selected from O, N or §, wherein the nitrogen or sulfur ring atoms are optionally oxidized.

31. The compound of any of claims 1-30, wherein RYisH, halogen, Cjalkyl, Cy.4alkoxy, C,.
shaloalkyl, C, 4haloalkoxy, -OH or CN.

32. The compound of any of claims 1-31, wherein R* is H, halogen, C,.¢alkyl, C, alkoxy,
CN, C,shaloalkyl, C,shaloalkoxy, OH, CN, vinyl or ethynyl.

33. The compound of any claims 1-32, wherein R? and R* are H.

34, A pharmaceutical composition comprising a compound of any of claims 1-33 and a

pharmaceutical acceptable excipient or carrier.

35, A pharmaceutical composition comprising a compound of any of ¢laims 1-33 and another

therapeutic agent.
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36. A compound of any of claims 1-33 or a composition of claim 34 or 35 for modulating

bromodomain.

37. A method for modulating bromodomain, said method comprising: contacting a cell in

vitro with a compound of any of claims 1-33 or a composition of claim 34 or 35.

38. A compound of any of claims 1-33 or a composition of claim 34 or 35 for use in the

treatment of a disease or condition mediated by a bromodomain.

39. The compound or composition of claim 38, wherein the disease or condition is selected

from a cancer, an autoimmune condition, an inflammatory condition or a combination thereof.

40, The method of any claims 36-37, wherein the bromodomain is a member in the BET

family.

41. The compound or composition of claim 38 or 39, wherein the bromodomain is a member
in the BET family.

42, Use of a compound of any of claims 1-33 in the manufacture of a medicament for the

treatiment of a cancer, an autoimmune condition, an inflammatory condition or a combination thereof.

43. The use of claim 42, wherein the bromodomain is a member in the BET family.
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