e/ he invention provides hydroxam c acid derivatives
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brjdg d N~ heterocyclijc ring which is attached via the é?g%%gzgﬂ§§%¢!ch,
when/it is nonocyclic,| optionally contains NR errl , or err] as
a rihg nenber and/or i proTatTy subsi i tuted on one or nore C atons by
oxy, |lower alkyl, |ower alkoxy, ﬁg%gugﬁetalized 0x0, am no, nono(l ower
| ) am no, d|(|0mer al kyl ) am no, car boxy, | ower al koxycarbonyl,
hgdr oxy-met hyl , | ower al koxynethyl, carbanoyl, nono(l ower alkyl)-
ar banoyl, di (Thé\/&ﬁvéhtimh)m&fvbdé@hb'deoxm am)d derivatR@srofpthesgetieral 5- or
/6- menber N—ﬂeterocycllc ring which (a) is attached via the N atom (b)
optionall ins NN Oand/or S, SOor SHJerr] as an additional ring
menber, (c) is substituted by oxo on one or both C atons adjacent to the
linking Natomand (d) is optionally Igenz-fused or optionally substituted
on one or nore other C atons by |ower jal kyl or oxo and/or on any additional
N atom(s) by lower alkyl or aryl; Re represents hydrogen, |ower alkyl,
aryl, aralkyl or a protecting grOup; .§%%nds for 1 or 2 and n_stands. for
1-4, and pharnmaceuti call accept&ble alts thereof, which ard:bollagenase
i nhibitors useful in the tr obC eu&$%n of degeneratlve j oi nt
di seases such as rheumatoid afjthritjs anff osteoarthritis or in the
treatment of invasive tunours, at sclgrosis or nultiple sclerosis. They
can be manufactured either by hydrgfdni dati ng a-correspondi ng novel
carboxylic acid or by deprotectingﬂ% correspondi ng novel benzyl oxycar banoyl
conpound.
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wherein R! represents cyclopropyl, cyclobutyl, cyclopentyl or cyclohexyl;
R2 represents a saturated 5- to 8-membered monocyclic or bridged N-
heterocyclic ring which is attached via the N atom and which, when it is
monocyclic, optionally contains NR4, O, S, SO or SOz as a ring member
and/or is optionally substituted on one or more C atoms by hydroxy,
lower alkyl, lower alkoxy, oxo, ketalized oxo, amino, mono(lower
alkyl)amino, di(lower alkyl)amino,carboxy, lower alkoxycarbonyl,
hydroxy-methyl, lower alkoxymethyl, carbamoyl, mono(lower alkyl)-
carbamoyl, di(lower alkyl)carbamoyl or hydroxyimino; R3 represents a 5-
or 6-membered N-heterocyclic ring which (a) is attached via the N atom,
(b) optionally contains N, O and/or S, SO or SO2 as an additional ring
member, (c) is substituted by oxo on one or both C atoms adjacent to the
linking N atom and (d) is optionally benz-fused or optionally substituted
on one or more other C atoms by lower alkyl or oxo and/or on any
additional N atom(s) by lower alkyl or aryl; R4 represents hydrogen,
lower alkyl, aryl, aralkyl or a protecting group; m standsfor 1 or 2 and n
stands for 1-4, and pharmaceutically acceptable salts thereof, which are
collagenase inhibitors useful in the control or prevention of degenerative
joint diseases such as rheumatoid arthritis and-osteoarthritis or in the
treatment of invasive tumours, atherosclerosis or multiple sclerosis.
They can be manufactured either by hydroxamidating a corresponding
novel carboxylic acid or by deprotecting a corresponding novel
benzyloxycarbamoyl compound.
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