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INHIBITORS OF HISTONE DEACETYLASE 

CROSS-REFERENCE TO RELATED 
APPLICATION 

This application is a continuation of US. patent applica 
tion Ser. No. 10/358,556, ?ledFeb. 4, 2003, now US. Pat. No. 
6,897,220, Which is a continuation-in-part of US. patent 
application Ser. No. 10/242,304, ?led Sep. 12, 2002, Which in 
turn claims the bene?t of US. Provisional Patent Application 
Ser. No. 60/391,728, ?led Jun. 26, 2002, and US. Provisional 
Patent Application Ser. No. 60/322,402, ?led Sep. 14, 2001. 

BACKGROUND OF THE INVENTION 

1. Field of the Invention 
This invention relates to the inhibition of histone deacety 

lase. More particularly, the invention relates to compounds 
and methods for inhibiting histone deacetylase enzymatic 
activity. 

2. Summary of the Related Art 
In eukaryotic cells, nuclear DNA associates With histones 

to form a compact complex called chromatin. The histones 
constitute a family of basic proteins Which are generally 
highly conserved across eukaryotic species. The core his 
tones, termed H2A, H2B, H3, and H4, associate to form a 
protein core. DNA Winds around this protein core, With the 
basic amino acids of the histones interacting With the nega 
tively charged phosphate groups of the DNA. Approximately 
146 base pairs of DNA Wrap around a histone core to make up 
a nucleosome particle, the repeating structural motif of chro 
matin. 

Csordas, Biochem. J., 286: 23-38 (1990) teaches that his 
tones are subject to posttranslational acetylation of the 0t,e 
amino groups of N-terminal lysine residues, a reaction that is 
catalyzed by histone acetyl transferase (HAT1). Acetylation 
neutralizes the positive charge of the lysine side chain, and is 
thought to impact chromatin structure. Indeed, Taunton et al., 
Science, 272: 408-411 (1996), teaches that access of tran 
scription factors to chromatin templates is enhanced by his 
tone hyperacetylation. Taunton et al. further teaches that an 
enrichment in underacetylated histone H4 has been found in 
transcriptionally silent regions of the genome. 

Histone acetylation is a reversible modi?cation, With 
deacetylation being catalyzed by a family of enzymes termed 
histone deacetylases (HDACs). Grozinger et al., Proc. Natl. 
Acad. Sci. USA, 96: 4868-4873 (1 999), teaches that HDACs is 
divided into tWo classes, the ?rst represented by yeast Rpd3 
like proteins, and the second represented by yeast Hda1-like 
proteins. Grozinger et al. also teaches that the human 
HDAC1, HDAC2, and HDAC3 proteins are members of the 
?rst class of HDACs, and discloses neW proteins, named 
HDAC4, HDAC5, and HDAC6, Which are members of the 
second class of HDACs. Kao et al., Genes & Dev., 14: 55-66 
(2000), discloses HDAC7, a neW member of the second class 
of HDACs. Van den Wyngaert, FEBS, 478: 77-83 (2000) 
discloses HDAC8, a neW member of the ?rst class of HDACs. 

Richon et al., Proc. Natl. Acad. Sci. USA, 95: 3003-3007 
(1998), discloses that HDAC activity is inhibited by trichos 
tatin A (TSA), a natural product isolated from Slreplomyces 
hygroscopicus, and by a synthetic compound, suberoylanil 
ide hydroxamic acid (SAHA). Yoshida and Beppu, Exper. 
Cell Res., 177: 122-131 (1988), teaches that TSA causes 
arrest of rat ?broblasts at the G1 and G2 phases of the cell 
cycle, implicating HDAC in cell cycle regulation. Indeed, 
Finnin et al., Nature, 401: 188-193 (1999), teaches that TSA 
and SAHA inhibit cell groWth, induce terminal differentia 
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2 
tion, and prevent the formation of tumors in mice. Suzuki et 
al., US. Pat. No. 6,174,905, EP 0847992, JP 258863/96, and 
Japanese Application No. 10138957, disclose benzamide 
derivatives that induce cell differentiation and inhibit HDAC. 
Delorrne et al., WO 01/38322 and PCT IB01/00683, disclose 
additional compounds that serve as HDAC inhibitors. 
The molecular cloning of gene sequences encoding pro 

teins With HDAC activity has established the existence of a set 
of discrete HDAC enzyme isoforrns. Grozinger et al., Proc. 
Natl. Acad. Sci. USA, 96:4868-4873 (1999), teaches that 
HDACs may be divided into tWo classes, the ?rst represented 
by yeast Rpd3-like proteins, and the second represented by 
yeast Hda1 -like proteins. Grozinger et al. also teaches that the 
human HDAC-1, HDAC-2, and HDAC-3 proteins are mem 
bers of the ?rst class of HDACs, and discloses neW proteins, 
named HDAC-4, HDAC-5, and HDAC-6, Which are members 
of the second class of HDACs. Kao et al., Gene & Develop 
ment 14:55-66 (2000), discloses an additional member of this 
second class, called HDAC-7. More recently, Hu, E. et al. J. 
Bio. Chem. 275: 15254-13264 (2000) discloses the neWest 
member of the ?rst class of histone deacetylases, HDAC-8. It 
has been unclear What roles these individual HDAC enzymes 
play. 

These ?ndings suggest that inhibition of HDAC activity 
represents a novel approach for intervening in cell cycle regu 
lation and that HDAC inhibitors have great therapeutic poten 
tial in the treatment of cell proliferative diseases or condi 
tions. To date, feW inhibitors of histone deacetylase are 
knoWn in the art. There is thus a need to identify additional 
HDAC inhibitors and to identify the structural features 
required for potent HDAC inhibitory activity. 

BRIEF SUMMARY OF THE INVENTION 

The invention provides compounds and methods for treat 
ing cell proliferative diseases. The invention provides neW 
inhibitors of histone deacetylase enzymatic activity. 

In a ?rst aspect, the invention provides compounds that are 
useful as inhibitors of histone deacetylase. 

In a second aspect, the invention provides a composition 
comprising an inhibitor of histone deacetylase according to 
the invention and a pharmaceutically acceptable carrier, 
excipient, or diluent. 

In a third aspect, the invention provides a method of inhib 
iting histone deacetylase in a cell, comprising contacting a 
cell in Which inhibition of histone deacetylase is desired With 
an inhibitor of histone deacetylase of the invention. 
The foregoing merely summarizes certain aspects of the 

invention and is not intended to be limiting in nature. These 
aspects and other aspects and embodiments are described 
more fully beloW. 

BRIEF DESCRIPTION OF THE DRAWINGS 

FIG. 1 is a graph shoWing the antitumor activity of com 
pound 106 in an HCT 116 human colorectal tumor model. 

FIGS. 2-11 shoW additional data for other compounds used 
in the in vivo experiment described in Assay Example 2. 

DETAILED DESCRIPTION OF THE PREFERRED 
EMBODIMENTS 

The invention provides compounds and methods for inhib 
iting histone deacetylase enzymatic activity. The invention 
also provides compositions and methods for treating cell 
proliferative diseases and conditions. The patent and scien 
ti?c literature referred to herein establishes knoWledge that is 
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available to those With skill in the art. The issued patents, 
applications, and references that are cited herein are hereby 
incorporated by reference to the same extent as if each Was 
speci?cally and individually indicated to be incorporated by 
reference. In the case of inconsistencies, the present disclo 
sure Will prevail. 

For purposes of the present invention, the following de? 
nitions Will be used (unless expressly stated otherwise): 
As used herein, the terms “histone deacetylase” and 

“HDAC” are intended to refer to any one of a family of 
enzymes that remove acetyl groups from the 0t,e-amino 
groups of lysine residues at the N-terminus of a histone. 
Unless otherWise indicated by context, the term “histone” is 
meant to refer to any histone protein, including Hl, H2A, 
H2B, H3, H4, and H5, from any species. Preferred histone 
deacetylases include class I and class II enZymes. Preferably 
the histone deacetylase is a human HDAC, including, but not 
limited to, HDAC-l, HDAC-2, HDAC-3, HDAC-4, HDAC-5, 
HDAC-6, HDAC-7, and HDAC-8. In some other preferred 
embodiments, the histone deacetylase is derived from a pro 
toZoal or fungal source. 

The terms “histone deacetylase inhibitor” and “inhibitor of 
histone deacetylase” are used to identify a compound having 
a structure as de?ned herein, Which is capable of interacting 
With a histone deacetylase and inhibiting its enZymatic activ 
ity. “Inhibiting histone deacetylase enZymatic activity” 
means reducing the ability of a histone deacetylase to remove 
an acetyl group from a histone. In some preferred embodi 
ments, such reduction of histone deacetylase activity is at 
least about 50%, more preferably at least about 75%, and still 
more preferably at least about 90%. In other preferred 
embodiments, histone deacetylase activity is reduced by at 
least 95% and more preferably by at least 99%. 

Preferably, such inhibition is speci?c, i.e., the histone 
deacetylase inhibitor reduces the ability of a histone deacety 
lase to remove an acetyl group from a histone at a concentra 
tion that is loWer than the concentration of the inhibitor that is 
required to produce another, unrelated biological effect. Pref 
erably, the concentration of the inhibitor required for histone 
deacetylase inhibitory activity is at least 2-fold loWer, more 
preferably at least 5-fold loWer, even more preferably at least 
lO-fold loWer, and most preferably at least 20-fold loWer than 
the concentration required to produce an unrelated biological 
effect. 

For simplicity, chemical moieties are de?ned and referred 
to throughout primarily as univalent chemical moieties (e.g., 
alkyl, aryl, etc.). Nevertheless, such terms are also used to 
convey corresponding multivalent moieties under the appro 
priate structural circumstances clear to those skilled in the art. 
For example, While an “alkyl” moiety generally refers to a 
monovalent radical (e.g. CH34CH2i), in certain circum 
stances a bivalent linking moiety canbe “alkyl,” in Which case 
those skilled in the art Will understand the alkyl to be a 
divalent radical (e.g., 4CH24CH2i), Which is equivalent 
to the term “alkylene.” (Similarly, in circumstances in Which 
a divalent moiety is required and is stated as being “aryl,” 
those skilled in the art Will understand that the term “aryl” 
refers to the corresponding divalent moiety, arylene.) All 
atoms are understood to have their normal number of valences 
for bond formation (i.e., 4 for carbon, 3 for N, 2 for 0, and 2, 
4, or 6 for S, depending on the oxidation state of the S). On 
occasion a moiety may be de?ned, for example, as (A)a-B-, 
Wherein a is 0 or 1. In such instances, When a is 0 the moiety 
is B- and When a is l the moiety is A-B-. Also, a number of 
moieties disclosed herein exist in multiple tautomeric forms, 
all of Which are intended to be encompassed by any given 
tautomeric structure. 
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4 
The term “hydrocarbyl” refers to a straight, branched, or 

cyclic alkyl, alkenyl, or alkynyl, each as de?ned herein. A 
“CO” hydrocarbyl is used to refer to a covalent bond. Thus, 
“CO-C3-hydrocarbyl” includes a covalent bond, methyl, 
ethyl, propyl, and cyclopropyl. 
The term “alkyl” as employed herein refers to straight and 

branched chain aliphatic groups having from 1 to 12 carbon 
atoms, preferably l-8 carbon atoms, and more preferably l-6 
carbon atoms, Which is optionally substitutedWith one, tWo or 
three substituents. Preferred alkyl groups include, Without 
limitation, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, 
secbutyl, tert-butyl, pentyl, and hexyl. A “CO” alkyl (as in 
“C0-C3 -alkyl”) is a covalent bond (like “CO” hydrocarbyl). 
The term “alkenyl” as used herein means an unsaturated 

straight or branched chain aliphatic group With one or more 
carbon-carbon double bonds, having from 2 to 12 carbon 
atoms, preferably 2-8 carbon atoms, and more preferably 2-6 
carbon atoms, Which is optionally substitutedWith one, tWo or 
three substituents. Preferred alkenyl groups include, Without 
limitation, ethenyl, propenyl, butenyl, pentenyl, and hexenyl. 
The term “alkynyl” as used herein means an unsaturated 

straight or branched chain aliphatic group With one or more 
carbon-carbon triple bonds, having from 2 to 12 carbon 
atoms, preferably 2-8 carbon atoms, and more preferably 2-6 
carbon atoms, Which is optionally substitutedWith one, tWo or 
three substituents. Preferred alkynyl groups include, Without 
limitation, ethynyl, propynyl, butynyl, pentynyl, and hexynyl. 
An “alkylene,” “alkenylene,” or “alkynylene” group is an 

alkyl, alkenyl, or alkynyl group, as de?ned hereinabove, that 
is positioned betWeen and serves to connect tWo other chemi 
cal groups. Preferred alkylene groups include, Without limi 
tation, methylene, ethylene, propylene, and butylene. Pre 
ferred alkenylene groups include, Without limitation, 
ethenylene, propenylene, and butenylene. Preferred alky 
nylene groups include, Without limitation, ethynylene, pro 
pynylene, and butynylene. 

The term “cycloalkyl” as employed herein includes satu 
rated and partially unsaturated cyclic hydrocarbon groups 
having 3 to 12 carbons, preferably 3 to 8 carbons, and more 
preferably 3 to 6 carbons, Wherein the cycloalkyl group addi 
tionally is optionally substituted. Preferred cycloalkyl groups 
include, Without limitation, cyclopropyl, cyclobutyl, cyclo 
pentyl, cyclopentenyl, cyclohexyl, cyclohexenyl, cyclohep 
tyl, and cyclooctyl. 

The term “heteroalkyl” refers to an alkyl group, as de?ned 
hereinabove, Wherein one or more carbon atoms in the chain 
are replaced by a heteroatom selected from the group consist 
ing of O, S, and N. 
An “aryl” group is a C6-Cl4 aromatic moiety comprising 

one to three aromatic rings, Which is optionally substituted. 
Preferably, the aryl group is a C6-Cl0 aryl group. Preferred 
aryl groups include, Without limitation, phenyl, naphthyl, 
anthracenyl, and ?uorenyl. An “aralkyl” or “arylalkyl” group 
comprises an aryl group covalently linked to an alkyl group, 
either of Which may independently be optionally substituted 
or unsubstituted. Preferably, the aralkyl group is (ClC6)alk 
(C6-Clo)aryl, including, Without limitation, benZyl, phen 
ethyl, and naphthylmethyl. 
A “heterocyclyl” or “heterocyclic” group is a ring structure 

having from about 3 to about 8 atoms, Wherein one or more 
atoms are selected from the group consisting of N, O, and S. 
The heterocyclic group is optionally substituted on carbon at 
one or more positions. The heterocyclic group is also inde 
pendently optionally substituted on nitrogen With alkyl, aryl, 
aralkyl, alkylcarbonyl, alkylsulfonyl, arylcarbonyl, arylsulfo 
nyl, alkoxycarbonyl, aralkoxycarbonyl, or on sulfur With oxo 
or loWer alkyl. Preferred heterocyclic groups include, Without 
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limitation, epoxy, aZiridinyl, tetrahydrofuranyl, pyrrolidinyl, 
piperidinyl, piperaZinyl, thiaZolidinyl, oxaZolidinyl, oxaZoli 
dinonyl, and morpholino. In certain preferred embodiments, 
the heterocyclic group is fused to an aryl, heteroaryl, or 
cycloalkyl group. Examples of such fused heterocyles 
include, Without limitation, tetrahydroquinoline and dihy 
drobenZofuran. Speci?cally excluded from the scope of this 
term are compounds having adjacent annular O and/or S 
atoms. 

As used herein, the term “heteroaryl” refers to groups 
having 5 to 14 ring atoms, preferably 5, 6, 9, or 10 ring atoms; 
having 6, 10, or 14 a electrons shared in a cyclic array; and 
having, in addition to carbon atoms, from one to three het 
eroatoms per ring selected from the group consisting of N, O, 
and S. A “heteroaralkyl” or “heteroarylalkyl” group com 
prises a heteroaryl group covalently linked to an alkyl group, 
either of Which is independently optionally substituted or 
unsubstituted. Preferred heteroalkyl groups comprise a C l-C6 
alkyl group and a heteroaryl group having 5, 6, 9, or 10 ring 
atoms. Speci?cally excluded from the scope of this term are 
compounds having adjacent annular O and/or S atoms. 
Examples of preferred heteroaralkyl groups include pyridyl 
methyl, pyridylethyl, pyrrolylmethyl, pyrrolylethyl, imida 
Zolylmethyl, imidaZolylethyl, thiaZolylmethyl, and thiaZolyl 
ethyl. Speci?cally excluded from the scope of this term are 
compounds having adjacent annular O and/ or S atoms. 
An “arylene,” “heteroarylene,” or “heterocyclylene” group 

is an aryl, heteroaryl, or heterocyclyl group, as de?ned here 
inabove, that is positioned betWeen and serves to connect tWo 
other chemical groups. 

Preferred heterocyclyls and heteroaryls include, but are not 
limited to, acridinyl, aZocinyl, benzimidazolyl, benzofuranyl, 
benZothiofuranyl, benZothiophenyl, benZoxaZolyl, benZthia 
Zolyl, benZtriaZolyl, benZtetraZolyl, benZisoxaZolyl, ben 
ZisothiaZolyl, benZimidaZolinyl, carbaZolyl, 4aH-carbaZolyl, 
carbolinyl, chromanyl, chromenyl, cinnolinyl, decahydro 
quinolinyl, 2H,6H-1,5,2-dithiaZinyl, dihydrofuro[2,3-b]tet 
rahydrofuran, furanyl, furaZanyl, imidaZolidinyl, imidaZoli 
nyl, imidaZolyl, 1H-indaZolyl, indolenyl, indolinyl, 
indoliZinyl, indolyl, 3H-indolyl, isobenZofuranyl, isochro 
manyl, isoindaZolyl, isoindolinyl, isoindolyl, isoquinolinyl, 
isothiaZolyl, isoxaZolyl, methylenedioxyphenyl, morpholi 
nyl, naphthyridinyl, octahydroisoquinolinyl, oxadiaZolyl, 
1,2,3-oxadiaZolyl, 1,2,4-oxadiaZolyl, 1,2,5-oxadiaZolyl, 1,3, 
4-oxadiaZolyl, oxaZolidinyl, oxaZolyl, oxaZolidinyl, pyrim 
idinyl, phenanthridinyl, phenanthrolinyl, phenaZinyl, phe 
nothiaZinyl, phenoxathiinyl, phenoxaZinyl, phthalaZinyl, 
piperaZinyl, piperidinyl, piperidonyl, 4-piperidonyl, pipero 
nyl, pteridinyl, purinyl, pyranyl, pyraZinyl, pyraZolidinyl, 
pyraZolinyl, pyraZolyl, pyridaZinyl, pyridooxaZole, pyri 
doimidaZole, pyridothiaZole, pyridinyl, pyridyl, pyrimidinyl, 
pyrrolidinyl, pyrrolinyl, 2H-pyrrolyl, pyrrolyl, quinaZolinyl, 
quinolinyl, 4H-quinoliZinyl, quinoxalinyl, quinuclidinyl, tet 
rahydrofuranyl, tetrahydroisoquinolinyl, tetrahydroquinoli 
nyl, tetraZolyl, 6H-1,2,5-thiadiaZinyl, 1,2,3-thiadiaZolyl, 1,2, 
4-thiadiaZolyl, 1,2, 5-thiadiaZolyl, 1,3 ,4-thiadiaZolyl, 
thianthrenyl, thiaZolyl, thienyl, thienothiaZolyl, thienoox 
aZolyl, thienoimidaZolyl, thiophenyl, triaZinyl, 1,2,3-triaZ 
olyl, 1,2,4-triaZolyl, 1,2,5-triaZolyl, 1,3,4-triaZolyl, and xan 
thenyl. 
As employed herein, When a moiety (e.g., cycloalkyl, 

hydrocarbyl, aryl, heteroaryl, heterocyclic, urea, etc.) is 
described as “optionally substituted” it is meant that the 
group optionally has from one to four, preferably from one to 
three, more preferably one or tWo, non-hydrogen substitu 
ents. Suitable substituents include, Without limitation, halo, 
hydroxy, oxo (e. g., an annular iCHi substituted With oxo is 
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6 
4C(O)i) nitro, halohydrocarbyl, hydrocarbyl, aryl, aralkyl, 
alkoxy, aryloxy, amino, acylamino, alkylcarbamoyl, arylcar 
bamoyl, aminoalkyl, acyl, carboxy, hydroxyalkyl, alkane 
sulfonyl, arenesulfonyl, alkanesulfonamido, arenesulfona 
mido, aralkylsulfonamido, alkylcarbonyl, acyloxy, cyano, 
and ureido groups. Preferred substituents, Which are them 
selves not further substituted (unless expressly stated other 
Wise) are: 

(a) halo, cyano, oxo, carboxy, formyl, nitro, amino, ami 
dino, guanidino, 

(b) Cl-C5 alkyl or alkenyl or arylalkyl imino, carbamoyl, 
aZido, carboxamido, mercapto, hydroxy, hydroxyalkyl, 
alkylaryl, arylalkyl, Cl-C8 alkyl, Cl-C8 alkenyl, Cl-C8 
alkoxy, Cl-C8 alkoxycarbonyl, aryloxycarbonyl, C2-C8 
acyl, C2-C8 acylamino, Cl-C8 alkylthio, arylalkylthio, 
arylthio, Cl-C8 alkylsul?nyl, arylalkylsul?nyl, aryl 
sul?nyl, C l-C8 alkylsulfonyl, arylalkylsulfonyl, arylsul 
fonyl, CO-C6 N-alkyl carbamoyl, C2-Cl5 N,N-dialkyl 
carbamoyl, C3-C7 cycloalkyl, aroyl, aryloxy, arylalkyl 
ether, aryl, aryl fused to a cycloalkyl or heterocycle or 
another aryl ring, C3-C7 heterocycle, or any of these 
rings fused or spiro-fused to a cycloalkyl, heterocyclyl, 
or aryl, Wherein each of the foregoing is further option 
ally substituted With one more moieties listed in (a), 
above; and 

(c) i(CH2)SiNR3OR31, Wherein s is from 0 (in Which 
case the nitrogen is directly bonded to the moiety that is 
substituted) to 6, and R3 O and R3 l are each independently 
hydrogen, cyano, oxo, carboxamido, amidino, Cl-C8 
hydroxyalkyl, Cl-C3 alkylaryl, aryl-Cl-C3 alkyl, Cl-C8 
alkyl, C l-C8 alkenyl, C l-C8 alkoxy, C l-C8 alkoxycarbo 
nyl, aryloxycarbonyl, aryl-C l-C3 alkoxycarbonyl, 
C2-C8 acyl, C l-C8 alkylsulfonyl, arylalkylsulfonyl, aryl 
sulfonyl, aroyl, aryl, cycloalkyl, heterocyclyl, or het 
eroaryl, Wherein each of the foregoing is further option 
ally substituted With one more moieties listed in (a), 
above; or 

R30 and R31 taken together With the N to Which they are 
attached form a heterocyclyl or heteroaryl, each of 
Which is optionally substituted With from 1 to 3 substitu 
ents from (a), above. 

In addition, substituents on cyclic moieties (i.e., 
cycloalkyl, heterocyclyl, aryl, heteroaryl) include 5-6 mem 
bered mono- and 10-12 membered bi-cyclic moieties fused to 
the parent cyclic moiety to form a bi- or tricyclic fused ring 
system. For example, an optionally substituted phenyl 
includes the folloWing: 

@m 

A “halohydrocarbyl” is a hydrocarbyl moiety in Which 
from one to all hydrogens have been replaced With one or 
more halo. 

The term “halogen” or “halo” as employed herein refers to 
chlorine, bromine, ?uorine, or iodine. As herein employed, 
the term “acyl” refers to an alkylcarbonyl or arylcarbonyl 
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substituent. The term “acylamino” refers to an amide group 
attached at the nitrogen atom (i.e., R4COiNHi). The 
term “carbamoyl” refers to an amide group attached at the 
carbonyl carbon atom (i.e., NHZiCOi). The nitrogen atom 
of an acylamino or carbamoyl substituent is additionally sub 
stituted. The term “sulfonamido” refers to a sulfonamide 
substituent attached by either the sulfur or the nitrogen atom. 
The term “amino” is meant to include NH2, alkylamino, 
arylamino, and cyclic amino groups. The term “ureido” as 
employed herein refers to a substituted or unsubstituted urea 
moiety. 

The term “radical” as used herein means a chemical moiety 
comprising one or more unpaired electrons. 
A moiety that is substituted is one in Which one or more 

hydrogens have been independently replaced With another 
chemical substituent. As a non-limiting example, substituted 
phenyls include 2-?urophenyl, 3,4-dichlorophenyl, 3-chloro 
4-?uoro-phenyl, 2-?uor-3-propylphenyl. As another non 
limiting example, substituted n-octyls include 2,4 dimethyl 
5-ethyl-octyl and 3-cyclopentyl-octyl. Included Within this 
de?nition are methylenes (4CH2i) substituted With oxygen 
to form carbonyl iCOi). 
An “unsubstituted” moiety as de?ned above (e.g., unsub 

stituted cycloalkyl, unsubstituted heteroaryl, etc.) means that 
moiety as de?ned above that does not have any of the optional 
substituents for Which the de?nition of the moiety (above) 
otherWise provides. Thus, for example, While an “aryl” 
includes phenyl and phenyl substituted With a halo, “unsub 
stituted aryl” does not include phenyl substituted With a halo. 

Preferred embodiments of a particular genus of com 
pounds of the invention include combinations of preferred 
embodiments. For example, paragraph [0043] identi?es a 
preferred Ayl and paragraph [0047] identi?es preferred Arl 
(both for compound (1) of paragraph [0042]). Thus, another 
preferred embodiment includes those compounds of formula 
(1) in paragraph [0042] in Which Ayl is as de?ned in para 
graph [0043] and Ar1 is as de?ned in paragraph [0047]. 

Compounds 
In a ?rst aspect, the invention provides novel inhibitors of 

histone deacetylase. In a ?rst embodiment, the novel inhibi 
tors of histone deacetylase are represented by formula (1): 

(1) 

11*“ A 
Y1 N Y2—Ak 

and pharmaceutically acceptable salts thereof, Wherein 
R3 and R4 are independently selected from the group con 

sisting of hydrogen, L1, Cyl, and -Ll-Cyl, Wherein 
L1 is Cl-C6 alkyl, C2-C6 heteroalkyl, or C3-C6 alkenyl; 

and 
Cyl is cycloalkyl, aryl, heteroaryl, or heterocyclyl, each 

of Which optionally is substituted, and each of Which 
optionally is fused to one or more aryl or heteroaryl 
rings, or to one or more saturated or partially unsat 
urated cycloalkyl or heterocyclic rings, each of Which 
rings optionally is substituted; or 

R3 and R4 are taken together With the adjacent nitrogen 
atom to form a 5-, 6-, or 7-membered ring, Wherein the 
ring atoms are independently selected from the group 
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8 
consisting of C, O, S, and N, and Wherein the ring 
optionally is substituted, and optionally forms part of a 
bicyclic ring system, or optionally is fused to one or 
more aryl or heteroaryl rings, or to one or more saturated 

or partially unsaturated cycloalkyl or heterocyclic rings, 
each of Which rings and ring systems optionally is sub 
stituted; 

Y1 is selected from the group consisting of iN(Rl)(R2), 
4CH24C(O)iN(Rl)(R2), halogen, and hydrogen, 
wherein 

R1 and R2 are independently selected from the group 
consisting of hydrogen, L1, Cyl, and -Ll-Cyl, 
Wherein 

L1 is Cl-C6 alkyl, C2-C6 heteroalkyl, or C3-C6 alkenyl; 
and 

Cyl is cycloalkyl, aryl, heteroaryl, or heterocyclyl, each 
of Which optionally is substituted, and each of Which 
optionally is fused to one or more aryl or heteroaryl 
rings, or to one or more saturated or partially unsat 

urated cycloalkyl or heterocyclic rings, each of Which 
rings optionally is substituted; or 

R1 and R2 are taken together With the adjacent nitrogen 
atom to form a 5-, 6-, or 7-membered ring, Wherein 
the ring atoms are independently selected from the 
group consisting of C, O, S, and N, and Wherein the 
ring optionally is substituted, and optionally may 
form part of a bicyclic ring system, or optionally is 
fused to one or more aryl or heteroaryl rings, or to one 

or more saturated or partially unsaturated cycloalkyl 
or heterocyclic rings, each of Which rings and ring 
systems optionally is substituted; 

Y2 is a chemical bond or N(RO), where R0 is selected from 
the group consisting of hydrogen, alkyl, aryl, aralkyl, 
and acyl; 

Akl is Cl-C6 alkylene, Cl-C6-heteroalkylene (preferably, 
in Which one 4CH2i is replaced With iNHi, and 
more preferably iNH4CH2i), C2-C6 alkenylene or 
C2-C6 alkynylene; 

Arl is arylene or heteroarylene, either of Which optionally 
is substituted; and 

Z1 is selected from the group consisting of 

\Ayl and 

Wherein Ayl is aryl or heteroaryl, Which optionally is sub 
stituted. 

Preferably in the compounds according to paragraph 
[0042], Ayl is phenyl or thienyl, each substituted With ‘OH 
or iNHZ. 
More preferably in the compounds according to paragraph 

[0042], Ayl is optionally amino- or hydroxy-substituted phe 
nyl or thienyl, Wherein the amino or hydroxy substituent is 
preferably ortho to the nitrogen to Which Ay2 is attached. 
More preferably in the compounds according to paragraph 

[0042],Ayl is ortho aniline, ortho phenol, 3-amino-2-thienyl, 
or 3-hydroxy-2-thienyl, and tautomers thereof. 
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In some preferred embodiments of the compounds accord 
ing to paragraph [0042], Z1 is 

NH2 

In some preferred embodiments of the compounds accord 
ing to paragraph [0042], Arl is phenylene. In some embodi 
ments, Akl is alkylene, preferably methylene. In some pre 
ferred embodiments, Y2 is iNHi. In some preferred 
embodiments, Y1 is iN(R1)(R2) or iCH2iC(O)iN (R1) 
(R2) 

In some embodiments of the compounds according to para 
graph [0042], R1 and R2 are each independently selected from 
the group consisting of hydrogen, L1, Cyl, and -Ll-Cyl. In 
some embodiments, Rl and/or R2 is hydrogen. In other 
embodiments, Rl and/or R2 is alkyl or alkenyl, preferably 
allyl. In still other embodiments, Rl and/or R2 is aryl, het 
eroaryl, aralkyl, or heteroaralkyl, the rings of each of Which 
optionally is substituted and optionally is fused to one or more 
aryl rings. Some preferred aryl, heteroaryl, aralkyl, and het 
eroaralkyl groups comprise a phenyl, pyridyl, or pyrrolyl 
ring. In still other embodiments, Rl and/or R2 is cycloalkyl, 
e.g., cyclopropyl, cyclopentyl, or cyclohexyl, Which option 
ally is substituted and optionally is fused to one or more aryl 
rings. 

In some embodiments of the compounds according to para 
graph [0042], R3 and R4 are each independently selected from 
the group consisting of hydrogen, L1, Cyl, and -Ll-Cyl. In 
some embodiments, R3 and/or R4 is hydrogen. In other 
embodiments, R3 and/or R4 is alkyl or alkenyl, preferably 
allyl. In still other embodiments, R3 and/or R4 is aryl, het 
eroaryl, aralkyl, or heteroaralkyl, the rings of each of Which 
optionally is substituted and optionally is fused to one or more 
aryl rings. Some preferred aryl, heteroaryl, aralkyl, and het 
eroaralkyl groups comprise a phenyl, pyridyl, or pyrrolyl 
ring. In still other embodiments, R3 and/or R4 is cycloalkyl, 
e.g., cyclopropyl, cyclopentyl, or cyclohexyl, Which option 
ally is substituted and optionally is fused to one or more aryl 
rings. 
As set forth above, L1 is C l-C6 alkyl, C2-C6 heteroalkyl, or 

C3 -C6 alkenyl. HoWever, one skilled in the art Will understand 
that When L1 is not a terminal group, then L1 is Cl-C6 alky 
lene, C2-C6 heteroalkylene, or C3 -C6 alkenylene. In some 
embodiments, L1 is alkylene, preferably methylene or ethyl 
ene. In other embodiments, L1 is alkenyl, preferably allyl. In 
some embodiments, Cyl is the radical of a heterocyclic group 
including, Without limitation, piperidine, pyrrolidine, pipera 
Zine, and morpholine, each of Which optionally is substituted 
and optionally is fused to one or more aryl rings. In other 
embodiments Cyl is cycloalkyl, e.g., cyclopropyl, cyclopen 
tyl, or cyclohexyl. In still other embodiments, Cyl is aryl or 
heteroaryl, e.g., phenyl, pyridyl, or pyrrolyl, each of Which 
optionally is substituted and optionally is fused to one or more 
aryl rings. In some embodiments, Cyl is fused to one or tWo 
benZene rings. In some embodiments, Cyl has betWeen one 
and about ?ve substituents selected from the group consisting 
of C 1 -C4 alkyl, C 1 -C4 alkoxy, and halo. Examples of preferred 
substituents include methyl, methoxy, and ?uoro. 

In some embodiments of the compounds according to para 
graph [0042], R1 and R2 and/or R3 and R4 are taken together 
With the adjacent nitrogen atom to form a 5- or 6-membered 

10 
ring, Wherein the ring atoms are independently selected from 
the group consisting of C, O, and N, and Wherein the ring 
optionally is substituted, and optionally is fused to one or 
more aryl rings. In some preferred embodiments, R1 and R2 

5 and/ or R3 and R4 are taken together With the adjacent nitrogen 
atom to form a ring such as, for example, pyrrolidine, piperi 
dine, piperaZine, and morpholine, Wherein the ring optionally 
is substituted, and optionally is fused to an aryl ring. In some 
embodiments, the ring comprising R1 and R2 or R3 and R4 is 
fused to a benZene ring. In some embodiments, the ring com 
prising R1 and R2 or R3 and R4 has a substituent comprising an 
aryl or cycloalkyl ring, either of Which optionally is substi 
tuted and optionally is fused to a cycloalkyl, aryl, heteroaryl, 
or heterocyclic ring. Preferred substituents include, Without 
limitation, phenyl, phenylmethyl, and phenylethyl, the phe 
nyl ring of Which optionally is fused to a cycloalkyl, aryl, or 
heterocyclic ring. 

In a preferred embodiment, the HDAC inhibitors of the 
invention comprise compounds of formula 1(a): 

20 (M) 
Y 

NAN 
\ k 

X N J 

30 0 

and pharmaceutically acceptable salts thereof, Wherein 
J is Cl-C3-hydrocarbyl, iN(R2O)i, iN(R2O)iCH2i, 
40*, or 4OiCH2i; 

R20 is iH or iMe; 
X and Y are independently selected from iNH2, 

cycloalkyl, heterocyclyl, aryl, heteroaryl, andA-(Cl -C6 
alkyl)n-Bi; 
A is H, Cl-C6-alkyloxy, cycloalkyl, heterocyclyl, aryl, 

or heteroaryl; 
B is iNHi, 40*, or a direct bond; and 
n is 0 (in Which case A is directly bonded to B) or 1. 

Preferably in the compounds according to paragraph 
[0052], A is phenyl optionally substituted With one or more 
moieties selected from halo (preferably chloro) and methoxy, 
and B is iNHi. In another preferred embodiment, A is 
selected from cyclopropyl, pyridinyl, and indanyl. 

Preferably in the compounds according to paragraph 

35 

40 

45 

50 [0052], J is iNHiCHZi, wicnzi, iN(CH3)i 
CH2i, %H:CHi, or %H2%H2i. 

Preferably in the compounds according to paragraph 
[0052], R20 is iH. 

55 In the compounds according to paragraph [0052] X is 
preferably selected from 

60 

65 

m2 
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-continued -continued 

©\/\ MeOCHZCHZNH, 
[>— NH, , , 5 N/ 

H / N/ J/G/ 
— OMe, NH, — NHZ HN 

10 
Cl 

Me, 

m2 

Cl \©\/\ 0 / 
g / 15 

OMe HN 

M6O\©\/\ 20 OMe N/ 
H OMe, 

25 

HN 

OMe 

| 
\ 30 \ 

N/ / and l / N, , — H Me — OMe 

HN 35 
andY is preferably selected from 

C1, 

Me 5? 
p 

H 

—NH2, [>—NH, A/N\ , n-BuNH, 40 In a more preferred embodiment of the compounds accord 
ing to paragraph [0052], the HDAC inhibitors of the invention 
comprise the following compounds of formula la: 

Cpd I X Y 

204 iNHi / iNHZ 

NH 

207 wcHf / iNHZ 
NH 

210 iNHCH2i iH 

N/ 
H 

212 iNHCHZi iOMe 4OMe 
































































































































































































































































































































































































































































































































































