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{54) Title: INDOLE-TYPE DERIVATIVES AS INHIBITORS OF p38 KINASE
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€73 (57) Abstract: The invention is directed to methods to inhibit p38-o: kinase using compounds of formula (1), and the pharmaceuti-
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<ally acceptable salts thereof, ora

composition thereof, wherein (a) represents a single or double bond; one Z2 is CA

or CR®A and the other is CR?, CR’;, NR® or N wherein each R?, R¢ and R® is independently hydrogen or nonintecfering substituent;
A is -W;-COX;Y wherein Y is COR? or an isostere thereof and R is hydrogen or a noninterfering substituent, each of W and X is
a spacer of 2-6A, and each of i and j is independently O or 1; Z3 is NR or O; each R? is independently a noninterfering substituent;
x js 0-3; each of L! and L*is a linker; each R? is independently a noninterfering substituent; m is 0-4; Z* is CR® or N wherein R¥ is
hydrogen or a noninterfering substituent; each of 1 and k is an integer from 0-2 wherein the sum of 1and k is 0-3; Ar is an aryl gronp
subsfitated with 0-5 noninterfering substituents, wherein two noninterfering substituents can form a fused ring: and the distance
between the atom of Ar linked to L2 and the center of the o ring is 4.5-24A.



(57) Absract: The invention is directed to nethods to inhibit p38-a kinase
usi ng conmpounds of formula (1), and the pharnaceuti- cally acceptabl®e salts

t hereof, or a pharmaceutical conposition ther i nts a
singl e or doubl e bond; ond3WI)HO/T15S5CA1 or Mﬂﬂlﬂiﬁﬁlﬁﬁl@m{ﬂﬁlmlﬂﬂmﬁm
CRlerr], CRerr[,NRerr] or Nwherein each Rerr|, Rerr] and Rerr] 1s
i ndepen | AL S kGl N substituent; Alis

e b e

-Werr] BbreRtiohs"tppedrindtMlp@inf | Or an isostere thereof and R[err]-
i S hydr egsyieadiregdor ranifrhe BITIGRRIeS UDSt i t uent, each of Wand X is a spacer of

2-6[err], and each of i and j is inde dently 0 or 1; Zerr] is NRerr] or

O each Rerr] is independently a noninterfering subsituent; nis 0-3;
each of L[err] and L[err] is a liker; each R err] is independently a
noninterfering substituent; mis 0-4; Z[err] is CRlerr] or N wherein Rerr]
is hydrogen or a noninterfering substituent; each of 1 andkis an integer
fromO-2 wherein the sumof 1 and k is 0-3; Ar is an ayl group

substituted with 0-5 noninterfering substituents, wherein two nonintefering
substituents can forma fused ring: and the di stance between the atom of Ar
linked to L[err] and the center of the aring is 4.5-24[err].




