Enzyme | nhibitors Abstract Conpounds of formula (1) are inhibitors of
hi st one deacetyl ase activity, and are useful in the treatnent of, for
exanpl e, cancers:: R2 RR N Y- L1- M8 [CH2] ZA -[Linker]-CONHOH (1)
wherein RL is a carboxylic acid group (-COOH), or an ester group which is
hydrol ysabl e by one or nore intEasghé Whiitofalr boxyest erase enzymes to a
carboxylic acid group; R2 is the side chain of a natural or non-natural
al pha amno acid; Yis a bond, -C(=0-, -S(=02-, -C(=00, -C(=0 NR3-,
-Q(=9)-NR3, -C(=NH)NR3 or -S(=0) 2MRsiragtherein R3 is hydrogen or optionally
substituted C1-C6 alkyl; L' is a divalent radical of formula
-(Ak1),"(Q" (A k2)p wherein m n and p are independently 0 or 1, Qis (i)
an opt i ofafrippusdsheftformiiad) aieviahibiters b histongrdespelylape BCAY LRV eiusely
het er ocy%ghgtgegggeqﬁgf lﬁ@r\ééxglg, B zardrd:i ng menbers, or (ii), in the case where
both mand "p-are 0, ‘a divalent radical of fornula -X2-Q - or -Ql-X2-
wherei n X2 iRs0-, S or NR'- wherein RA is hydrogen or optionally
?nl;bstl tuwll-@ alkyl, and Q is an-optionally substituted dival ent

no- or Bicyclic,,carpocyglic . teracyglig; ' Pﬁ.}@ 51y 13 rin
menbers, Al k'NandY Ak 9771 1pen3§h{;Zyse t"{'%gliilgén%’ y iggbsgll)tut ed )
di val ent C3-|-<{:7 cycl oal kyl radicals, or—o0ptionally substituted straight or
branched, C1-C6 al kylene, C2-C6 al kenyl ene or C2-C6 al kynyl ene radicals
which may optionally contain or termnate in an ether (-0-), thioether
(-S-) or whetain Ry MRA )carhoxiiontaside grourA ({GOOH), dpfo GBn eBier 5oy yliehy is
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R4 andoRaciarg;oumdwenu@mdbwhlaymfoageatuoal a5 ponvakiralalehithaminoadtl CB-#6 al kyl ;
z is 0 or 1 A _KeProsgnt s~amept icQnaiNg,- sepsdifm] ed=RMNR, i -
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RéLRZNH— Y—%(%N%ﬂ-ﬂﬂ]qremdﬁdls PIENPIRD. P [OREETR Y %%étltaﬁia@h% afvifler Bn? ring
atons; and - r esgni\s iy al i j bidd i
atomin R'W%Hﬁ%l h];/f E@glgmigma?ﬁ%“(g@éo)ép Vﬁ%trce\ll;l]—la?lkﬁté ﬂ%ﬁfﬂéﬁﬁdﬁbgﬁnﬁg ?i LIkQ?
radi cal , Of oo Chés tipani apdibnallyosubistifsies divaleph eanpn@r bigyelis ERPACKTAC Ohe

term nal a w %R.rgbeh r 1, G AL i-Se Qdry B he that
of an unlg'legfﬁ gh@éagj SE a?\;é %yﬁ?é@?g?ﬂ%ﬁbgﬁé%n@iwg}eodr%%%— 10 ééartgg*r‘l aa,!‘t ons. (No
Sui t abl e prargu, @)divalent radical of formula -X*-Q'- or -Q'-X*- wherein X" is —O-, S- or NR™-

wherein R" is hydrogen or optionally substituted C4-C; alkyl, and Q' is an optionally

substituted divalent mono- or bicyclic carbocyclic or heterocyclic radical having 5 - 13

ring members, Alk' and Alk? independently represent optionally substituted divalent

Cs-C; cycloalky! radicals, or optionally substituted straight or branched, C4-Cq alkylene,
C,Cs alkenylene ,or C,-Cg alkynylene radicals which may optionally contain or
terminate in an ether (-O-), thioether (-S-) or amino (-NR?-) link wherein R is
hydrogen or optionally substituted C4-C; alkyl; X' represents a bond; -C(=0); or -
S(=0),-; -NR,C(=0)-, -C(=O)NR4-,~NR,C(=O)NRs- , -NR4S(=0),-, or -S(=0),NR4-
wherein R, and Rs are independently hydrogen or optionally substituted C4-Cs alkyl; z
is 0 or 1: A represents an optionally substituted mono-, bi- or tri-cyclic carbocyclic or
heterocyclic ring system wherein the radicals R4R,NH-Y-L'-X"-[CH,],- and

HONHCO-ILINKER]- are aitached different ring atoms; and -[Linker]- represents a
divalent linker radica!l linking a ring atom in A with the hydroxamic acid group
CONHOH, the length of the linker radical, from the terminal atom linked to the ring
atom of A to the terminal atom linked to the hydroxamic acid group, is equivalent to

that of an unbranched saturated hydrocarbon chain of from 3-10 carbon atoms.

(No Suitable Figure)



