The invention relates to D-prolines of the formula [err] wherein Ris SH,
benzyl or phenyl, optionally sub§tl|2&u1ed by hydroxy or |ower or the group

[err] is hydrogen or hal ogen; |s [err] [err] [err] [err] benzyI [err]
[err] or thiazol-2,5-diyl; Y -S-S-; [e

-NHC(O NH-; - [err] [err] [err] [err] -N(alkoxyalkyl)

-N(cycl oal kyl -nethyl)-; 2, 6-

The invention relates to D-prolines of the formula
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wherein
R is SH, benzyl or phenyl, optionally substituted by hydroxy or lower

alkoxy

or

OH
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R' is hydrogen or halogen;

X  is (CHg)n-; -CH(R2)(CHgn-; -CH20(CHy)y-; -CHNH-; benzyl,
-C(R")=CH-; -CH,CH(OH)-; or thiazol-2,5-diyl;

Y is-8-8-; (CHg)p-; -O-; -NH-; -N(R?-; -CH=CH-; -NHC(O)NH-; -
N(R)C(O)N(R?)-; -N{CH,C H(OCH,),]-; -N(CH,C . H)-;
-N(CH,C H,))C(O)N(CH,CH,)-; -N(alkoxyalkyl)-; -N(cycloalkyl-methyl)-; 2,6-
pyridyl; 2,5-furanyl; 2,5-thienyl; 1,2-cyclohexyl; 1,3-cyclohexyl; 1,4-
cyclohexyl; 1,2-naphthyl; 1,4-naphthyl; 1,5-naphthyl; 1,6-naphthyl;
biphenylen; or 1,2-phenylen,1,3-phenylen and 1,4-phenylen, wherein the
phenylen groups are optionally substituted by 1 - 4 substituents, selected
from halogen, lower alkyl, lower alkoxy, hydroxy, carboxy, -COO-lower
alkyl, nitrilo, 5-tetrazol, (2-carboxylic acid-pyrrolidin-1-yl)-2-oxo-ethoxy, N-
hydroxycarbamimidoyl, 5-oxo-[1,2,4}oxadiazolyl, 2-oxo-
[1,2,3,5]oxathiadiazolyl, 5-thioxo-[1,2,4]oxadiazolyl and 5-tert-butylsulfanyl-
[1,2,4]oxadiazolyl;



pyridyl; 2,5-furanyl; 2,5-thienyl; 1,2-cyclohexyl; 1,3-cyclohexyl, 1, 4-
cycl ohexyl; 1, 2-naphthyl; 1, 4-kabhthyl; 1,5-naphthyl; 1,6-naphthyl;
bi phenyl en; or 1, 2-phenylen, 1, 3-phenyl en and 1, 4-phenyl en, wherein the

Pr o hi oden Chiafher Rt CRRA. QbR NHOHLPaRN) "“000 1 over
| Kyl
ZCI é pyplr E)'Iq% ﬁ(ﬁz) ‘F@@’Cﬁ% Hggémzﬂlfhri'ﬁy&ycar bam m doyl ,
hi adi lyl, h

5- 3 5 [ -[1,2,4
oxad abo] ?F%‘Q'é?%!l?% okt SBRF prbon i, O e oyt ¢ ot

n is0-8,

and to pharmaceutically acceptable salts and mono- and diesters thereof.

The D-prolines of formula I-A and I-B can be used in the treatment or

prevention of all forms of central and systemic amyloidosis.

This Sheet Has Been R

Hllllll B

THIS SHEET HAS BEEN
REPLACED




