
- 1 - New addition salts of angiotensin-converting enzyme inhibitors
with NO donor acids, a process for their preparation and
pharmaceutical compositions containing them  The present invention
relates to new addition salts of angiotensin-converting enzyme
5inhibitors with NO donor acids, to a process for their preparation
and to pharmaceutical compositions containing them. Those compounds
may be used in the field of hypertension and cardiovascular disease.
10Hypertension brings about an increased risk of vascular accidents,
especially at the cerebral and coronary level. It is more and more
frequently associated with other pathologies such as atherosclerosis
or with metabolic disorders such as obesity, diabetes or renal
insufficiency, which appreciably increases the risk of spasms and
thromboses. 15Since the discovery of its cardiovascular action in
1980, nitrogen monoxide (NO) has been recognised as a vasodilatory
and vasoprotective molecule capable of preventing vasospasms,
atherosclerosis and thrombosis, that mediator thus offering
protection against cardiovascular disease. NO is essentially produced
by the endothelium. NO is generally recognised as having
vasodilatory, anti-adhesive, anti-thrombotic, anti-inflammatory and
20anti-oxidant properties. Inhibitors of angiotensin-converting
enzyme (ACE), such as perindopril (Ferrari et al., 2005, Am J
Hypertension, 18, 142S-154S), are therapeutic agents the
cardiovascular-protecting effects of which are well known; these
products reduce arterial pressure, myocardial infarction, cardiac
insufficiency, left ventricular dysfunction, stroke and  25
cardiovascular mortality. Those beneficial effects arc also observed
in diabetic patients with or without atherosclerosis. For
perindopril, recent clinical data have demonstrated its
anti-atheromatous and anti-inflammatory properties and its beneficial
effects on endothelial dysfunction (Ferrari et al., 2005). By
blocking the converting enzyme, the ACE inhibitors (1) prevent the
formation of angiotensin TI, a potent vasoconstrictor that is 30
implicated in cardiovascular disease (Con and Jabs, 2004, Current
Opinion Neplu-ol Hypertens, 13, 291-297 ; Unger, 2002, Am J Cardiol,
89, 3A-10A ; Ferrari et al., 2005) and (2) protect against the
degradation of bradykinin, the beneficial cardiovascular effects of
bradykinin (by way of anti-ischaemic effects) being due to the
endothelial production of NO (Unger 2002 ; Ferrari et al., 2005).
35It is a well-established fact in a number of pathological
conditions, such as atherosclerosis, hypertension, diabetes and
others, that the production of NO is reduced or even completely
absent (Gewaltig and Kodja, 2002, Cardiovasc Res, 250-260 ; Russo et
at, 2002, Vase 



- 2 -- Pharmacol, 38, 259-269). hi that condition of endothelial
dysfunction, the beneficial effects of the ACE inhibitors combined
with inhibition of the degradation of bradykinin will be expressed to
a lesser extent. It has been postulated that hybrid products, ACE
inhibitors and NO donors, might be beneficial in those various
pathological conditions, 5more specifically in cardiovascular
pathologies. NO donor compounds, such as nitroglycerine, have
furthermore been used for a long time to treat angina pectoris and
cardiac insufficiency. The beneficial effect of those products is
associated with their capacity to form NO (spontaneously or
metabolically). Their use has also led to thc observation that, in
the hypertensive subject, those NO donors cause a  10 substantial
reduction in systolic arterial pressure (Nesbitt, 2005, Hypertension,
45, 352- 353). Uncontrolled systolic arterial pressure is a
significant risk factor for cerebral and cardiac accidents and is
often resistant to anti-hypertensive treatments. Indeed, despite the
demonstrated anti-hypertensive and vasoprotective effects of products
such as ACE inhibitors and other classes of anti-hypertensive
products, arterial pressure, especially  15 systolic arterial
pressure, remains difficult to control, and the morbidity and
mortality rate remains high in hypertensive subjects. Thus, the
addition of NO donor properties to ACE inhibitors such as perindopril
appears to be a significant strategy in the fight against
cardiovascular disease. Indeed, having NO donor. properties would
improve the antihypertensive, cardioprotective and  20
vasculoprotective properties, since NO is a vasodilatory,
anti-platelet (and thus anti-thrombotic), anti-adhesive and
anti-oxidant molecule (Watford et al., 2003, J. Thromb. Haemost., 1,
2112-2118; Gewaltig and Kodja, 2002, Cardiovasc Res, 55, 250-260).
The compounds of the present invention exhibit such a dual
pharmacological activity, which confers upon them valuable properties
in the field of hypertension and of 25cardiovascular pathologies.  -
3 - More specifically, the present invention relates to the salts of
formula (I) : (A),,,(B)"(I) wherein A represents an
angiotensin-converting enzyme inhibitor compound containing at 



least one salt-forming basic function, B represents a compound
containing at least one salt- forming acid function and at least one
NO donor group, in represents the number of acid 5functions of B that
have been converted to a salt and n represents the number of basic
functions of A that have been converted to a salt, the bond or bonds
between A and B being of the ionic type. By a "salt-forming basic
function" there is understood a function that is capable of accepting
a proton. 10 As an example of a salt-forming basic function there may
be mentioned a primary, secondary or tertiary amine_ By a
"salt-forming acid function" there is understood a function that is
capable of releasing a proton.     As an example of a salt-forming
acid function there may be mentioned a -0041, -S03H or 15 P(0)(011)2
group. By an NO donor group there is understood a group that is
capable of donating, releasing and/or transferring nitrogen monoxide
or a biologically active form thereof, and/or of stimulating in vivo
the endogenous production of nitrogen monoxide or a biologically
active form thereof. 20 Preferably, the angiotensin-converting enzyme
inhibitor A belongs to the following foimula (II):    C0011  -4--
wherein: 



-  R1 represents a hydrogen atom or a linear or branched C1-C6alkyl
group,  it represents a linear or branched Ci-Csalkyl group or an
aryl-(Ci-C6)alkyl group 5in which the alkyl group is linear or
branched,  R3 represents a lin ear or branched C1-C6alkyl group or an
amino-(C -C6)alkyl group in which the alkyl group is linear or
branched,  represents a monocyclic or bicyclic nitrogen-containing
system having  from 3 to 12 carbon atoms and capable of having one or
more additional hetero 10atoms selected from N, 0 and S, the said
system optionally being substituted by one or more groups selected
from linear or branched Ci-C6alkyl, linear or branched   -C6alkoxy,
oxo, carboxy, aryl, Ca-C8cycloallryl, heteroaryl,
carboxy-(C1-C6)alkyl in which the alkyl group is linear or branched,
and hydroxy,           wherein when the nitrogen-containing system is
bicyclic, it may be fused, spiro or 15bridged.  preferably represents
a pyrrolidine, perhydroindole, octahydrocyclopenta[b]pyrrole,
imidazolidine or tetrahydroisoquinoline ring.    Among the
angiotensin-converting enzyme inhibitors A there may be mentioned by
way of example enalapril of formula (a), enalaprilate of formula
(Jib), lisinopril of 20formula (11c), perindopril of formula (lid),
perindoprilate of formula (le), ramipril of formula (III), spirapril
of formula (11g), trandolapril of fonnula trandolaprilate of formula
(I), imidapril of formula RED, moexipril of formula (Ilk), quinapril
of formula (Ihn) and ramiprilate of formula (Tin).  



- 5 - OH  (Ha) OH   HO (Hc) OH   - 6 - OH  OH  OH 



OH  (thi)  - 7 - OH  01-1  OH  (B10   - 8 - OH  



(lb) The following compounds are preferred compounds of formula (I) :
OH  (Ia) OH  (Ib) NH B  HO  -9- OH  0  (Id) OH 



OH  (If) OH   - 1 0 - OH  Ih) OH  OH  OH 



- 11 - OH  OH  Preferably, compound B belongs to the following
formula (III) : X-(Aki)x-(Y)y-(A1(2).-z 5wherein :  X represents a
C0/11, SO3H or P(0)(OH), group,  Ak] and Ak2, which may be identical
or different, each represents a saturated or unsaturated, linear or
branched C1-C8alkylene group in which one or more of the carbon atoms
may be replaced by an oxygen, sulphur or nitrogen atom or by an SO2
10group, the said alkylene group optionally being substituted by one
or more groups selected from CO211, SO3H, hydroxy and amino, x, y and
z, winch may be identical or different, each represents 0 or 1, Y
represents CO or CONH,  Z represents an NO donor group.  



- 12- Among the compounds of formula (HI), the compounds belonging to
one of the formulae below may be mentioned : HO2C-(Aki)x-Z(lila)
HO2C-CH=C1-I-(),c-Z(11) HO2C Ak4 H020HetAkZ HO2COH HO,C0 HO,C /OH
HO2CCONN-- HO2C HO2C HO HO P Ak Z //3 HO 



HO P Ak3 CON H -AkZ 0 HO,S-Akr CONN -AIT-Z  - 1.3 - HO2C HO,C0
,z(Ak,),(Mk), in which formulae : Aki, x, y, z and Z are as defined
hereinbefore,   Alc3 and Ak,, which may be identical or different,
each represents a saturated linear or 5 branched CI-C6alkylene group
in which one or more of the carbon atoms may be replaced by an
oxygen, sulphur or nitrogen atom or by an SO2 group, Ak4 represents a
saturated linear or branched C1-C3alkylene group in which one of the
carbon atoms may be replaced by an oxygen, sulphur or nitrogen atom
or by an SO? group,     Ak6 represents a saturated linear or branched
C2-05alkylene group in which one of the 10 carbon atoms may be
replaced by an oxygen, sulphur or nitrogen atom or by an SO? group,
Het represents 0 or NH, and Y1 represents a carbonyl group.
Preferably, Z is selected from the following groups : ONO,(Z1) 15
itter,ONO, ONO,(Z3) 



- 14 -        N N )"( Afw- 0R3 and its regioisomer   (Z8)(;) 0 0 



N N- N )"(\and its regioisoincr nfl Vw- 0S 02  - 15 - in which
formulae : in represents 0 or 1, R1 and R2, which may be identical or
different, each represents a linear or branched C1-C6alkyl group, or
R1 and R,, together with the nitrogen atom carrying them, form a 5
nitrogen-containing heterocycle having from 3 to 7 ring members which
is optionally substituted by a linear or branched Ci-C6alkyl group,
R3 represents a methyl or aniinocarbonyl group,  and R4 and R'4,
which may be identical or different, each represents a hydrogen or
halogen atom or a linear or branched Ci-C6alkyl, trifluoromethyl or
trilluoromethoxy group. 10 By a nitrogen-containing heterocycle
having from 3 to 7 ring members there is understood a saturated
monocyclic group having from 3 to 7 ring members that contains one,
two or three betero atoms, one of those hetero atoms being a nitrogen
atom and the additional hetero atom or atoms that may be present
being selected from the atoms oxygen, nitrogen and sulphur. 15The
nitrogen-containing heterocycle having from 3 to 7 ring members that
is preferred is the pyrrolidinyl group. 



- 16 -  Prefened B compounds are as follows :  HO     5  (134)  - 17
-    



OH P=0 OH    0 0 /./ \c/NOH 0  P=0 (139) 1\1+0OH 0  - 18 - 0 0 S0\OH
\P=0 



\ / OH V -----0 0     1\"\\\ (311) 0OH  - 19 -   - 20 -  



0 0 0 \(0 /Io       -21 -      SO3H  



Preferred compounds of formula (1) are as follows :  - 22 -
(25)-24(3- f[5-oxido-4-(phenylsulphony1)-1,2,5-oxadiazol-3-yThoxy}
-propionyeamino}-succinic acid - (2S,3aS,7a5)-1-[(2S)-2-
{[(15)-1-(ettioxycarbony1)-butyl]- amino } -propionylr
octalaydro-M-indole-2-carboxylic acid (1:1); (28)-2- [(3-{[5-oxi
do-4-(pheny1s u1phony1)-1,2,5-oxadiazol-3-y1]-oxy) -propiony1)-
5amino] -pentanedioic acid - (28,3a8,73.8)-1-[(25)-2-
[(18)-1-(ethoxycarbony1)-
butyThaminoppropiany1i-octahydro-1H-indole-2-carboxylic acid (1:1);
2-[(3- {[5-oxido-4-(phenylsulphony1)-1,2,5-oxadiazol-3-yli-oxy}
-propionyeaminoLethanesulphonic acid - (2S,3a8,7a5')-1-[(25)-2- {
[(18)-1-(ethoxycarbony1)-
butyll-aminol-propiony1i-octallydro-1//-indole-2-carboxylic acid
(1:1), 10(28,3a8,7a5)-1-[(28)-2-
{[(18)-1-(etlioxycarbony1)-buty1]4minol-propionyli- octabydro-
Iff-indole-2-carboxylic acid - {[(3- {{5-oxido-4-(pheny1su1phony1)-
1,2,5- oxadiazol-3-yl]-oxy) -propiony1)-aminol-methyl} -phosphoric
acid (1:1);
(2S,3aS,7a5)-1-[(25)-2-1[(18)-1-(ethoxycarbo1iy1)-buty11-amino}-propi
ony1loctahydro-1H-indole-2-carboxylic acid - 2,2'4(3-
f[5-oxido-4-(pheny1sulpliony1)- 151,2,5-oxadiazol-3-ylkoxy}
-propiony1)-iminokdiacetic acid (1:1); (28,3aS,7a5)-1-[(2S)-2-
{[(18)-1-(ethoxycarbony1)- butyl J-innino} -propionylk
octahydro-1H-indole-2-carboxylic acid -
{2-[(34[5-oxido-4-(pheny1su1phony1)- 1,2,5-oxadiazol-3-ylkoxyl
-propionye-aminoFethyl} -phosphoric acid (1:1); (28,3 a51,7a8)-1-f
(251)-2- {[(15)-1-(ethoxycarbouy1)-butylkaminol-propiony1]-
20octahydro-1R-indole-2-carboxylic acid -
(2-1[5-oxido-4-(pbeny1su1phony1)-1,2,5-
oxadiazol-3-y11-oxyl-ethy1)-phosphonic acid (1:1).; (23)-24(4- {
[5-oxido-4-(phenylsulphony1)-1,2,5-oxadiazol-3-y1]-oxy} -butanoy1)-
aminoks actinic acid - (2S,3 aS,7aS)-1-[(2S)-2- {
[(15)-1-(etboxycarbony1)-buty1Jamino}-propionyThoctahydro-IH-indole-2
-carboxylic acid (1:1) 



25(2S)-2-
f[3-({4-[(4-chloropheny1)sulphony1]-5-oxid0-1,2,5-oxadiazol-3-yll
oxy)- propionyllamino} succinicacid-(2S,3aS,7a5)-1-[(2S)-2-
{[(1S)-1-(ethoxy-
carbony1)-butylkamino}-propionylkoctahydro-111-indolc-2-carboxylic
acid (1:1); (25)-2- {
[3-({4-[(4-methylphenyOsulphony1]-5-oxido-1,2,5-oxadiazol-3-ylloxy)-
propionyl] amino} succinicacid-(2 S,3 aS,7aS)-1-[(2S)-2-
[(15)-1-(ethoxy- 30carbonyl)-butylkamino}
-propionylkoctahydro-1H-indo1e-2-carboxy1ic acid (1:1); (2S)-2- {
[3-({4-[(4-methylphenyl)sulphony1]-5-oxido-1,2,5-oxadiazol-3-yll
oxy)- butanoyliaminolsuccinic acid - (23,3aS,7a5)-1-[(2S)-2-
{[(1S)-1-(ethoxycarbony1)-
butylkaminol-propionylikoctahydro-1H-indolc-2-carboxylic acid (1:1).
-23 - The present invention relates also to a process for the
synthesis of the compounds of formula (I), in which process compound
A is reacted with compound B in an amount at least equal to (n/m)
equivalents of compound A.    The compounds A of formulae (Ha),
(Jib), (He), (Ed), (He), (Hf), (lig), (fib), (Hi), (Hi), 5(Ilk),
(llm) and (Iin) are known. The compounds B can be obtained by
conventional reactions of organic chemistry. By way of example, the
compounds B1 and 132 can be obtained from crotonaldehyde, which is
converted to 4-methyl- 1,2,5-oxadiazole 5-oxide-3-carboxaldehyde by
reaction with sodium nitrite in acetic acid. The aldehyde so obtained
is then oxidised to yield 10 compound B1 or reacted with a protected
triphenylphosphinomethylidenecarboxylic acid compound to yield
compound B, after deprotection. Compound Br can be obtained by
coupling isosorbide mononitrate with suceinic anhydride.      The
compounds B of formula (III) wherein Z represents the group 4 or T9
can be obtained 15 by reaction between the compound of the following
formula : 



and an alcohol compound X-Olcih-My4A10z-011 in which the acid
functions are protected, in the presence of a base, followed by
deprotection of the acid functions. Compounds B of formula (HI)
wherein Z represents the group 4 or Zig are new products 20 for use
as synthesis intermediates in the chemical or pharmaceutical
industry, especially in the synthesis of the salts of formula (I),
and as such form an integral part of the present invention.  - 24 -
In view of their pharmacological properties, the compounds of the
present invention are indicated in pathologies that require treatment
with an ACE inhibitor and/or with an NO donor, and are of use in the
treatment of cardiovascular pathologies such as arterial hypertension
(in its various forms) and the vascular and renal sequelae thereof,
systolic  5 hypertension, peripheral vascular disease,
atherosclerosis, restenosis, cardiac insufficiency, thrombosis and
any thromboembolic events, angina pectoris (stable or unstable),
cerebral vascular accidents, coronary accidents, myocardial
infarction, vascular remodelling, diabetes and the vascular and renal
scquelae thereof, complications associated with surgical operations
such as cardiovascular surgery, and endothelial dysfunction.  10
Since NO also has anti-inflammatory and anti-oxidant properties, the
compounds of the present invention are of use in the treatment of
pathologies involving inflammation and oxidative stress.   The
present invention relates also to pharmaceutical compositions
comprising as active ingredient a compound of formula (I), in
combination with one or more pharmaceutically 15acceptable, inert,
non-toxic, excipients or carriers. Among the pharmaceutical
compositions according to the invention there may be mentioned more
especially those that are suitable for oral, parenteral (intravenous,
intramuscular or sub-cutaneous), per- or trans-cutaneous, nasal,
rectal, perlingual, ocular or respiratory administration, and
especially tablets or dragees, sublingual tablets, hard gelatin
20capsules, capsules, suppositories, creams, ointments, dermal gels,
injectable or drinkable preparations, aerosols, eye drops or nose
drops etc... In addition to the compound of formula (I), the
pharmaceutical compositions according to the invention contain one or
more excipients or carriers, such as diluents, lubricants, binders,
disintegrants, absorbents, colorants or sweeteners. 25 By way of
example of excipients or carriers there may be mentioned :  as
diluents : lactose, dextrose, sucrose, mann itol, sorbitol,
cellulose, glycerol, 



as lubricants : silica, talc, stearic acid and its magnesium and
calcium salts, 30polyethylene glycol,  -.25  -  as binders :
aluminium and magnesium silicate, starch, gelatin, fragacauth,
rnethylcellulose, sodium carboxymethylcellulose and
polyvinylpyrrolidone,  as disintegrants : agar, alginic acid and its
sodium salt, effervescent mixtures.     The percentage of active
ingredient of formula (I) in the pharmaceutical composition is 5
preferably from 5% to 50% by weight.  The useful dosage varies
according to the age and weight of the patient, the administration
route, the nature and severity of the disorder and the administration
of any associated treatments and ranges from 0.5 mg to 500 mg in one
or more administrations per day. 10 The following Examples illustrate
the present invention. The structures of the compounds described in
the Examples were determined according to the usual
spectrophotometric techniques (infrared, nuclear magnetic resonance,
mass spectrometry). Abbreviations: DCCN,N-dicyclohexylearbodiimide 15
DIEAN,N-diisopropylethylamine DMAP4-dimethylaminopyridine
DMYdimethylfonnamide
EDCI1-(3-dimethylaminopropy1)-3-ethylcarbodiimide (hydrochloride)
HOBT1-hydroxybenzotriazole 20 TEMtetrahydrofunm TFAtrifluoroacetic
acid  



- 26 - EXAMPLE 1 :
(2S)-2-[(3-115-Oxido-,1-(phenylsulphony1)-1,2,5-oxadiazol-3-y11-oxy}-
propiony1)-aminopsuccinic acid - (2S,3aS,7aS)-1-1(2S)-2- 0(1 S)-1-
(elhoxycarbony1)-butyll-amino}-propionylpoctallydro-1 1I-indole-2-
carboxylic acid (1:1) 5 Step A tert-ButyI
3-[(5-oxido-4-(phenylsulphony1)-1,2,5-oxadiazol-3-y1)-wolpropionate
Aqueous 50% Na0II solution (6.4 g - 80 mmol) is added in the course
of 15 minutes to a solution, cooled to 15C, of
3,4-bis(phenylsu1phony1)-1,2,5-oxadiazole 2-oxide (16 g - 44 nunol)
and tert-butyl 3-hydroxypropionate (10 g - 68 mmol) in 200 ml of
anhydrous 10 THY After stirring for 2 hours, the solvent is removed
in vacuo and the residue is taken up in 100 ml of water and 100 ml of
ethyl acetate. The organic phase is decanted off, washed with
saturated NaCI solution, dried with sodium sulphate and evaporated.
The remaining oil is purified by flash chromatography using as eluant
a (98/2) dichloromethane/ethyl acetate mixture to yield the expected
product. 15 Step B
3-115-Oxido-4-(phenylsulphony1)4,25-oxadiemo1-3-y1)-oxyl-propionic
acid (compound B4) 14 g of the compound obtained in Step A dissolved
in 100 ml of dichloromethane are placed under argon, 10 nil of TFA
are added, and then stirring is carried out for 6 hours at ambient
temperature. 20The solvents are removed in yacht. The residue is
crystallised in diisopropyi ether to yield the expected product.
Me/ting_potht : 138C. Step C: Di-tert-butyl
(2S)-2-[(3-{[5-oxido-4-(phenylsu1phony1)-1,2,5-oxadiazol-3-y1]-
oxyPpropiony1)-aminorsuccinate 25A solution of the compound obtained
in the above Step (2.7 g - 8 nnnol), di-tert-butyl L-aspartate
hydrochloride (2.25 g - 8 mmol), EDCI (1.62 g -8 munol), Dib;A (1.32
g - 8 mmol) and HOBT (1.1 g - 8 mmol) in 100 ml of anhydrous DMI is
stirred for 72 hours 



- 27 - at ambient temperature under argon. The DMT is removed by
distillation and then the residue is taken up in 100 ml of water and
100 ml of ethyl acetate. The organic phase is then washed with 5%
NaHCO3 solution, dried over Na2SO4 and then evaporated to dryness.
The crude reaction product is purified by flash chromatography using
as eluant a 5(90:10) dichloromethanciethyl acetate mixture. Step
D(24-21(3-(115-Oxido-4-(phenylsulphony1)-1,2,5-oxadiazol-3-ylroxy}-
propiony1)-aminorsuccinic acid (compound $5). A solution of the
compound obtained in the above Step (4 g - 7.3 nunol) in 100 ml of
diehloromethane and 15 ml of TEA is stirred for 6 hours under argon.
The solvents are 10distilled off to dryness. The residue is
triturated in diisopropyl ether for 2 horn-s until crystallisation
occurs. Filter off with suction, dry. Mehina point 130-131C. Step E:
(2S)-2-[(3-fi15-Oxido-4-(phenylsulphonyl)-1,2,5-oxadiazol-3-yll-oxy)-
propionyl)-aminoJ-succinic acid - (2S,3a5,7aS)-1-[(25)-2-1/(1S)-1-
15(ethoxycarbony1)-butylramino}-propionylroctahydro-IH-indole-2-carbo
xylic acid (1:]) A solution of perindopril or
(2S,3aS,7aS)-1-[(2S)-2-{[(1S)-1-(ethoxycarbony1)-butylp
amino)-propionylroctahydro-1H-indole-2-carboxylic acid (368 g 1 mmol)
and of the compound obtained in the above Step (429 g - 1 mmol) in 50
ml of water and 50 ml of 20 acetonitrile is prepared. Filter through
Whatman filter and lyophilise. Elemental microanalysis : 



%C %H %N %S Calculated 51.19 5.94 8.78 4.02 Found 5149 579 8.80 3.70
-28 - 



EXAMPLE 2 :
(2S,3aS,7aS)-14(2S)-2-{R1S)-1-(Etlioxycarbooy1)-hutylkamino}-
propionyll-octallydro-LEI-indole-2-carboxylic acid - 4-roethyl-1,2,5-
oxadiazole-3-carboxylic acid 5-oxide (1:1) Step A :
4-Methyl-1,2,5-oxadiazole 5-oxide-3-carboxaldehyde 5 A solution of
crotonaldehyde (100 g - 1.42 mot) in 200 ml of acetic acid is cooled
to 0-5C and added in the course of 3 hours 30 minutes to a solution
of sodium nitrite (340 g - 4.2 mol) in 400 nil of water. After
stirring for 1 hour, 150 ml of water are added and extraction is
=tied out 6 times with 100 ml of CH,Ch each time. 10 The combined
organic phases are washed with 100 ml of water, dried over Na)SO4 and
evaporated to dryness. 'The residue is purified by flash
chromatography using dichloromethane as cluant. Melting point : 62C.
Step B: 4-Methy1-122,5-oxadiazole 5-oxide-3-carboxylic acid (compound
B 1514.2 g of KM1104 (90 mmol) are added in portions in the course of
1 hour 30 minutes, at a temperature maintained at 20C, to a solution
of 7 g of the compound obtained in Step A in 400 ml of water. 100 ml
of 1M NaOH are then added and filtration through 200 g of Celite is
canied out. The filtrate is then acidified with 100 ml of 1M HC1 and
concentrated to a volume of 100 ml using a rotary evaporator.
Following extraction 8 times with 100 of 20 dichloromethane each
time, the organic fractions are dried over Na2SO4 and then evaporated
to yield the expected compound. Melting point : 92C. Step C:
(2S,3a8,7aS)-1-[(2S)-2-{[(18)-1-(Etholycarbonyi)-butylkamino)-propion
ylloctahydro-1H-indole-2-carboxylic acid -
4-inethy1-1,2,5-oxadiazole-3- 25carboaylic acid 5-oxide (1:1)  - 29 -
Elemental microanalysis :   



%C %H %N Calculated 53.90 7.08 10.93 Found 54.10 7.07 11.28  5
EXAMPLE 3:
(2R,3R)-2-1Iydroxy-3-{[5-oxido-4-(phenylsulphony1)-1,2,5-oxadiazol3-y
li-oxy)-succinic acid -
(2S,3a5,7a5)-1-[(25)-2-{i(1Y)-1-(ethoxycarbony1)-butyll-amiao}-propio
nylkoctahydro-1H-inclole-2- carboxylic acid (1:1)      Step A:
Di-tert-butyl
(21?,3R)-2-hydroxy-34[5-oxido-4.-4phenylsulpPony1)-1,2,5-
10oxadiazol-3-ylroxy}-succinate 50% NaOH solution (1.2 g - 30 nunol)
is added in the course of 1,4 hour to a solution of
3,4-bis(pheny1su1phony1)-1,2,5-oxadiazo1e 2-oxide (7 g - 19 mmol) and
di-tett-butyl tartrate (5 g - 19 mind) in 100 ml of anhydrous TIE.
After stirring for 5 hours, the solvent is evaporated off to dryness
and the residue is taken up in water and ethyl acetate. The 15
organic fraction is dried with Na,SO4 and evaporated to dryness and
subsequently purified by flash chromatography, using a (98:2)
dichloromethane/ethanol mixture as eluant, to yield the expected
product in the form of a colourless oil. Step B:
(2R,3R)-2-Hydroxy-3-1/5-nxido-4-(phenylsulphony1)-1,2,5-oxadiazol-3-y
11- oxyl-sztccinic acid (compound B3) 20 The compound obtained in the
above Step is stirred for 4 hours in 50 ml of dichloromethane and
101111 of TM. 



The solvents are removed in yacuo and the residue is crystallised in
diisopropyl ether. Melting point : 198-200C.  - 30 -- Sjcp C
:(212,3R)-2-Hydroxy-3-1/5-oxido-4-(phenylsztlphony1)-1,2,5-oxadiazol-
3-yll- oxyl-succinic acid - (28
3a8,74-1-172S)-2-(17151)-1-(ethoxycarbony1)-hu04]-
amino}-propionylrociahydro-1H-indole-2-carboxylic acid (1:1)     The
compound is obtained according to the procedure described in Step E
of Example 1, 5starting from perindopril and the compound obtained in
the above Step. Elemental microanalysis :   %C %H %N %S Calculated
50.13 5.70 7.54 4.32 



Found 49.68 5.30 7.74 4.17  10EXAMPLE 4 :
(2S)-21(3-{15-Oxido-4-(plienyisulpliony1)-1,2,5-oxadiazol-3-ytkoxyl-
propitinyl)-aminokpentaitedinic acid -
(2S,3aS,7a5)-11(2S)-2-{[(18)-1-
(ethoxycarboily1)-butylFaminoi-propionyll-octahydro-1H-indole-2-
carboxylic acid (1:1)      Step A : Di-tert-butyl
(2S)-2-[(34[5-oxido-4-(phenylsulphony1)-1,2,5-oxadiazol-3-yl, 1-
15oxy}-propionyl)-(tnanorpentaneatioate A solution prepared from the
compound B4 obtained in Step B of Example 1 (2.5 g - 8 mmol),
di-tert-butyl hydrochloride L-glutamate (2.36 g - 8 limo, EDCI (1.62
g - 8 mmol), DIEA (1.32 ml - 8 nunol) and HOBT (1.1 g - 8 nunol) in
100 ml of anhydrous DMF is stirred for 72 hours at ambient
temperature. The DMF is removed by distillation 20 and then the
residue is taken up in 100 nil of water and 100 ml of ethyl acetate.
The organic phase is washed with 5% NaHCO3 solution and then with
water, dried over Na9SO4 and evaporated to dryness. Purification by
flash chromatography is carried out using a (90:10)
dichloromethane/ethyl acetate mixture as eluant to yield the expected
product in the form of a colourless oil.  - 31 - Step B:
(2S)-2-1(3-111-5-Oxido-4-(phenylsulphony1)-1,2,5-oxadiazol-3-ylkoxylp
ropionylFaminorpenttmedioic acid (compound B6) A solution of the
compound obtained in Step A (3 g - 5.5 minol) in 100 ml of
dichloromethane and 15 ml of TFA is stirred for 6 hours under argon.
The solvents are 5distilled off in vacuo. The residue is triturated
in diisopropyl ether, filtered off with suction and then dried in
vacuo to yield the expected product in the form of white crystals.
Melting point : 157-158C. Step C:
(25!)-2-113-{[5-Oxido-4-(phenylsulphony1)-1,2,5-oxadiazol-3-y11-my}- 



propionylFaminorpentanedioic acid - (25,3a87aS)-1-1:(25)-2-(1(1 S)-1-
10(ethoicycarbony1)-butylraminoi-propionylPoctahydro-1H-indole-2-carb
oxylic acid (1:1) The compound is obtained according to the procedure
described in Step E of Example 1, starting from perindopril and the
compound obtained in the above Step. Elemental microanalysis: 15 %C H
%N %S Calculated 51.78 608 8.63 3.95 Found 51.21 5.93 



8.69 3.68  EXAMPLE 5:
(2E)-3-(4-Methy1-5-oxido-1,2,5-oxadiazo1-3-y1)-acrylic acid -
(28,3aS,7aS)-11(25)-2-{f (15)-1-(ethoxycarbony1)-butyll-amillo)-
20propionyl1-octahydro-1H-indo1e-2-carboxylic acid (1:1) Step A :
tert-Butyl (20-3-(4-methyl-5-oxido-1,2,5-oxadiazol-3-y1)-amylate A
solution prepared from the compound obtained in Step A of Example 2
(3.9 g - 30 nunol) and tert-butyl
triphenylphosphinomethylidenecarboxyl ate (13.1 g - 35 mmol) in 100
ml of anhydrous THE is stirred for 1 hour at ambient temperature. 25
The solvent is removed in VCICUO and then the residue is purified by
flash chromatography using dichloromethane as eluant to yield the
expected product in the form of white crystals. Melting point :
72-74C.  -32 -- Step B:
(2E)-3-(4-Methyl-5-oxido-1,2,5-oxadiazo1-3-y1)-aciylic acid (compound
B2) A solution of the compound obtained in the above Step (6.2 g - 27
mmol) in 100 ml of dichloromethane and 10 ml of TEA is stirred for 8
hours at ambient temperature. The solvents are then evaporated off in
vacua and the residue is crystallised in diethyl ether and
5subsequently filtered off with suction and dried to yield the
expected product in the form of white crystals. Melting port: 160C.
Step C: (2E)-3-(4-Methy1-5-oxido-1,2,5-oxadiazol-3-yl)-0oylic acid -
(25,3a8,7aS)-1-
17252-2-(HIS)-1-(ethozycarbonyl)-butylramino}-propionylroctahydro-1H-



10indole-2-carboxylic acid (1:1) The compound is obtained according
to the procedure described in Step E of Example 1, starting from
perindopril and the compound obtained in the above Step. Elemental
microanalysis : %C %H %N 15Calculated55.75 7.1110.40 Found55.90
7.0610.25 EXAMPLE 6 :
2-1(3-115-Oxido-4-(plienylsulphonyl)-1,2,5-oxadiazo1-3-y11-oxylpropio
nyl)-aminoFethanesulphonic acid - (2S,3a8,7a5)-1-1(11)-2-
{[(LS)-1-(ethoxycarbony1)-buty1l-aminol-propionylkoctahydro-1H-
20iudole-2-carboxylic acid (1:1) Step A :
N-{2-1(3-1[5-Oxido-4-(phenylsulphony1)-1,2,5-oxadiazol-3-y1
:1-cay)-propionyl)- oxyhz- 5-norbornene-2,3-dicarboximide A solution
of the compound B4 obtained in Step B of Example 1 (2.5 g - 5.4
mmol), N-hydroxy-5-norbomene-2,3-dicarboximide (1.03 g - 5.4 rnmol)
and DCC (1.17 g - 25 5.4 annol) in 100 ml of anhydrous THF is stirred
for 20 hours at ambient temperature. The dicyclohexylurea formed is
removed by filtration and the TIIF is removed by distillation in
vacua  - 33 - The crude product is taken up in 80 ml of ethyl
acetate, filtered again and evaporated to dryness. The activated
ester so obtained is used in Step B without being purified. 



Step B:
2-[(3-{115-Oxido-4-(phenylsulphony1)-.12,5-oxadiazol-3-ylroxy}-propio
nyl)- aminorethanesztlphonic acid (compound &I) 5A solution of the
activated ester obtained in the above Step (2.56 g - 5.4 nunol),
tannic (0.81 g - 6.5 =11), and NaHCO3 (0.54 g - 6.5 inmol) in 80 ml
of water is stiffed at ambient temperature for 48 hours. The solvents
are removed by distillation in vacuo. The residues are taken up in
100 ml of water and 100 nil of ethyl acetate. Following extraction
and decanting, the aqueous phase is eluted on a column of DOWEX 50WX8
cation 10 exchange resin. The solvent is evaporated off in vacua. The
residue is purified on an inverse phase preparative HPLC column
eluted with a (650:350:1) water-acetonitrile-TFA mixture. The pure
fractions are lyophilised. Step C:
2-113-0-Oxido-4-6thenylsulphony1)-1,2,5-oracliazol-3-yl
foxy}-propiony1)- aminokethanesulphonic acid -
(283a3,7aS)-1-1125)-2-ff(IS)-1-
15(ethalycarbonyl)-bulylpamino}-propionyll-octahydro-IH-indole-2-carb
oxylic acid (1:1) The compound is obtained according to the procedure
described in Step E of Example 1, starting from perindopril and the
compound obtained in the above Step. Elemental microanalysis :  20
%C % %N 915  



Calculated 48.66 600 8.87 8.12  Found 48.32 6.32 8.66 8.08  - 34 -
EXAMPLE 7:
(2S,3aS,7a5)-14(25)-2-{[(1,5)-1-(Ethoxycarbony1)-butylEaminolpropiony
lboctahydro-1H-indole-2-carboxylic acid - {K3-1[5-oxido-,1-
(phenylsulphony1)-1,2,5-oxadiazol-3-y1Foxy}-propiolly1)-amino]-
methyl}-phosphonic acid (1:1) 5Sten A :
(113-0-Oxido-4-(phenylsulphony11-1,Z5-oxadiazol-3-ylroxyl-propiony1)-
amino_ rmethyl}-phosphonic acid ('compound 89)  



A solution prepared from the compound obtained in Step A of Example 6
(2.14 g - 4.5 mmol), aminomethylphosphonic acid (0.7 g - 6 mmol) and
NaHCO3 (1 g - 12 nunol) in 50 ml of dioxane and 50 ml of water is
stirred for 72 hours at ambient temperature. 10 The solvents are then
evaporated off to dryness and the residue is taken up in 100 ml of
water and 100 ml of ethyl acetate and stirred for 1 hour. After
decanting, the aqueous phase is purified on a column of DOWFX 50WX8
cation exchange resin. The residue obtained following evaporation of
the water is crystallised in acetonitrile, filtered off with suction
and then dried in yocuo to yield the expected product. 15Melting
point : 171-172C. Step B:
(2S,3aS,7aS)-1-172S)-2-1/(13)-1-(Ethoxycarbonyl)-butylPamino}-propion
ylloctahydro-IH-indole-2-carboxylic acid -
(173-0-oxido-4-(phenylsztlphorzy1)- 1,2,5-oxadiazol-3-y I I
-oxyl-propiony11-aminormethyl}-phosphonic acid (1:1) 20 The compound
is obtained according to the procedure described in Step E of Example
1, starting from perindopril and the compound obtained in the above
Step. Elemental microanalysis : %C %H %N %S Calculated48.00
5.989.034.13 25 Found47.38 6.059.073.97  - 35 - EXAMPLE 8:
(2S,3aS,7aS)-1-[(2S)-2- { [(181)-1-(Ethoxycarb ony1)-butyl] -a min
olpropionyg-octahydro-11/-indole-2-carboxylic acid - 2,2'-[(3-0-
oxido-4-(plienylsulphony1)-1,2,5-oxadiazol-3-yll-oxyl-propiony1)-
iminoFdiacelic acid (1:1) 5 Step A : ten-Butyl
2,2V(3-115-oxido-4-(phenylsulphony1)-1,2,5-oxadiazol-3-ylroxyr
propionyl)-aminordiacetate A solution of the compound obtained in
Step B of Example 1(3.5 g - 11 mmol), tert-butyl iminodiaeetate
(2.748 - 11 mmol), HOBT (1.5 g - 11 mmol) and EDCI (2.4 g - 12 mmol)
in 100 ml of anhydrous DMF is stirred at ambient temperature for 72
hours. 



10 The DMF is removed by distillation in vacuo. The residue is taken
up in 100 ml of water and 100 ml of ethyl acetate. The organic phase
is washed with aqueous 5% NalICO3 solution, dried over Na7SO4 and
evaporated to dryness. The residue is purified by flash
chromatography using as cluant a (95:5) diehloromethane-ethyl acetate
mixture to yield the expected product in the form of a colourless
oil. 15 Step B:
2,2'-[(3-11-5-Oxido-4-(phenylsulphony1)-1,Z5-oxadiazol-3-y11-oxyl-pro
pionyl)- atninol-diacetie acid (compound B8) A solution of the
compound obtained in the above Step (800 mg - 1.5 nunol) in 50 ml of
dichloromethane and 5 ml of TFA is stirred for 6 hours at ambient
temperature. The solvents are then evaporated off in vacua The
residue is crystallised in diisopropyl ether, 20 filtered off with
suction, and then dried under a pump vacuum to yield the expected
product in the form of white crystals. Melting point : 154C
(decomposition). Step C(25, 3aS, 7aS)-I
-1(2S)-2-{[(1S)-1-(ethoxycarbonyl)-buly1Pamino}-propionyll -
octahydro- I H-inclole-2-carboxylic acid -
2,2T-173-015-oxido-4-(phenyl-
25sztlphonyl)-1,2,5-oxadiazol-3-ylroxy}-propiony1)-iminordiacetic
acid (1:1)  - 36 - Elemental microanalysis : %C %H % %
Calculated51.19 5.998.784.02 Found51.41 5,938593.56 5 EXAMPLE 9 :
(2S,3aS,7aS)-14(15)-2-{[(15)-1-(Ethincycarb(my1)-butylpaminolpropiony
li-octahydro-lthindole-2-carboxylic acid -
{2-R3-U5-oxide-4-(plienyisuipliony1)-1,2,5-oxadiazo1-3-y1foxy}-propio
nyl)-amin0l- etliy1}-phosphonic acid (1:1) Step A
:{[(3-{115-Oxido-4-(phenylsulphonyl)-1,2,5-oxadiazol-3-yll-oxy}-propi
ony1)- 10amino lethy0-phosphonic acid (compound By) 



The compound is obtained according to the procedure described in Step
A of Example 7, with the replacement of aminomethylphosphonic acid
with aminoethylphosphonic acid. MeltingpoMt : 162C. Step B:
(25,3aS,7aS)-11(2S)-2-11118)-1-(Ethoxycclrbony1)-butylkennino}-pr0pio
nylp 15octahydro-1H-indole-2-carbaxylie acid -
2-173-{1-5-oxido-4-02henyl- sztlphony1)-1,2,5-oxadiazol-3-y1
-o.xy}-propiony1)-aminorethyl)-phosphonic acid (1:1) The compound is
obtained according to the procedure described in Step E of Example 1,
starting from perindoptil and the compound obtained in the above
Step. 20 Elemental microanalysis :   %C %H %N %S Calculated 48.66
6.13 8.87 4.06 Found 



48.81 6.06 8.90 4.42  - 37 - EXAMPLE 10:
(2S,3aS,7aS)-1-[(2S)-2-{[(1S)-1-(Ethoxycarbony1)-butylLanainolpr0pion
yl1-octahydro-1H-iudo1e-2-carboxylic acid - (2-1[5-oxido-4-
(phenylsulphony1)-1,2,5-oxadiazol-3-y1Foxyl-ethyl)-phosplionic acid
(1:1) 5 Step A: Dimethyl
(2-0-oxido-4-(phenylszflphony1)-1,2,5-oxadiazol-3-y1Poxy}-ethyl
phosphonate 50% NaOH solution in water (1.5 g - 32 mmol) is added in
the course of 1/4 hour to a solution of
3,4-bis(3henylsulphony1)-1,2,5-oxadiaz0le 2-oxide (7.5 g - 20.7
irnnol ) and dimethyl 2-hydroxyethylphosphonate (4.5 g - 31 Immo!) in
100 ml of THF. After stirring 10 for 1 hour, the solvent is removed
in vaczto and the residue is taken up in water (100 ml) and ethyl
acetate (100 ml). The organic phases is dried over Na2SO4 and then
evaporated to dryness. The residue is purified by flash
chromatography using a (95/5) dichloro- methane/ethanol mixture as
eluant to yield the expected product in the form of a colourless oil.
15 Step
B:(2-1[5-Oxido-4-(phenylsuIphony1)-1,23.5-oxadiazol-3-yThoxy)-ethyl)-



phosphonic acid (C0771/90Und B 1 0) 2.9 ml of trimethylsily1 bromide
(4 eq.) are added to a solution of the compound obtained in the above
Step (1.8 g -4 mina]) in 50 ml of dioxane, and then the reaction
mixture is heated for 4 hours at 60C. 20 The solvents are evaporated
off to dryness. The residue is unified on a Biogel column eluted with
a (1/1) water/acetonitrile mixture. The fractions containing the pure
product are lyophilised. Step
C:(2S,3aS,7aS)-1-[(2S)-2-{1(1S)-1-(Ethoxycarbony1)-bittylramino)-prop
ionyli-                octahydro-IThindole-2-carboxylic acid -
(2-6115-oxido-4-(phenylsulphony1)-
251,2,5-oxadiazo1-3-y11-oxyl-ethy1,-phosphonic acid (1:1)  - 38 -
Elemental microanalysis : %C %H %N %S Calculated48.46 6.037.804.46
Found48.53 5.977.954.61 5 EXAMPLE Ii;
(2S,3a51,7aS)-1-1(25)-2-{[(1S)-1-(ethoxycarbony1)-blityli-amiflo)-
propionyl1-octahydro4H4ndole-2-carboxylic acid - mono-(6-
ilitrooxy-bexahydro-furo[3,2-bliuran-3-yl) succinate (1:1) Step A :
Mono- (6-nooxy-hexahydrofuro13,2-Elfuran-3-ylsuccinate (compound BR)
A solution of isosorbide mononitrate (5.73 g - 30 mmol), succinic
anhydride (3.0 g - 10 30 mmol) and 100 mg of DMAP in 100 ml
acetonitrile is heated at reflux for 20 hours. 



The solvent is then removed by evaporation. The product is purified
by flash chromatography using a (98/2) dichloromethane/ethanol
mixture as eluant. The product obtained is re-crystallised from
diisopropyl ether to yield the expected product in the form of a
white solid. 15Melting point : 65C. Step B:
(25,3aS,7aS)-1-1(2S)-2-als)-1-(Eihraycarbonyl)-buOilkamino}-propionyl
loctahydro-1H-indole-2-carboxylic acid
-mono-(6-nitrooly-hexahydrofiiro13,2-bifitran-3-yl)succinate (1:1)
The compound is obtained according to the procedure described in Step
E of Example 1, 20 starting from perindopril and the compound
obtained in the above Step. Elemental microanalysis :  %C %H %N
Calculated 52.80 6.88 6.37 Found 52.66 6.87 6.65 



- 39 - EXAMPLE 12 :
(2S,3aS,7aS)-1-[(2S)-2-{K1S)-1-(Ethoxycarbony1)-butylFatuino}-
propionylkoctahydre-1H4ndole-2-carboxylic acid -
oxido-4-(phenyisulphony1-1,2,5-oxadiazol-3-ylkoxyl-propiony1)-
glycine acid (1:1) 5 Step A:tert-Butyl
N-(3-175-oxido-4-(phenysulphony1-1,2,5-oxadiazol-3-y1Poryl-
propiony1)-glycinate A solution of the compound obtained in Step B of
Example 1(1.5 g - 4 trunol), tert-butyl glycinatc (0.6 g - 4 nunol),
EDO- (0.81 g - 4 nunol) and HOBT (0.57 g - 4 nunol) in 100 ml of
anhydrous OW is stirred for 24 hours at ambient temperature under
argon. The 10 Miff is then removed by distillation and the residue is
taken up in 100 ml of water and 100 ml of ethyl acetate. The organic
phase is washed with 5% NalICO3 solution in water, dried over Na2SO4
and then evaporated to dryness. Purification by flash chromatography
is carried out using a (9515) dichloromethane/ethyl acetate mixture
as eluant to yield the expected product in the fonn of a colourless
oil. 15 Step B:
N-(3-015-Oxido-4-(phenylsulphonyl-1,2,5-oxadiazol-3-yll-cayipropiony1
)- glycine acid (compound B73) A solution of the compound obtained in
the above Step (1.7 g - 4 mmol) in 100 ml of dichloromethane and 10
ml of TFA is stirred for 6 hours at ambient temperature. The solvents
are then removed in vacuo and the residue is triturated in diethyl
ether for 20 2 hours until crystallisation occurs. Filter off with
suction, dry under a pump vacuum. Melffincant : 177C. Step  C:
(28,3m8,7aS)-1-[(2S)-2-1/(1S)-1-(Ethoxycarbony1)-butylkamino}-propion
ylloctahydra-Hilindole-2-carboxylic acid -
N-(3-([5-orido-4-(ohenylsztlphonyl1,2,5-oxadiazol-3-ylropg1-propiony1
)-glycine acid (1:1)  - 40 - - EXAMPLE 13 :
(2S)-2-[(4-1[5-Oxido-4-(phenylsalphony1)-1,2,5-oxadiazol-3-yThoxy}-
butanoy1)-aminol-succinic acid - (2S,3aS,7aS)-1-[(2S)-2-([(1S)-1- 



(ethoxycarbony1)-buty11-amino)-propionyll-octallydro-111-indole-2-
carboxylic acid (1:1) 5Step A :
4-115-Oxido-4-(pheny7sulphony1)-1,2,5-oxadiazol-3-y1)-oxyl-bu 170iC
acid (compound Bic) The expected compound is obtained according to
the procedure described in Steps A and B of Example 1, with the
replacement of tert-butyl 3-hydroxypropionate with tert-butyl 4-
hydroxybutanoate in Step A. 10Afeltine: point : 130-131C Step
B:(2S)-2-[(44[5-Oxic7o-4-(phenylsulphony1)-1,2,5-oxadiazol-3-yl
-oxyl- butanoyl)-aminorsuccinic acid ('compound Bu). The expected
compound is obtained according to the procedure described in Steps C
and D of Example 1, starting from the compound obtained in the above
Step. 15 Step
C:(25)-2-174-([5-Oxido-4-(phenyisulphony1)-1,2,5-oxadiazol-3-yll-oxyl
- butanoy1)-aminal-succinic acid - (21,3aS,7aS)-1-[(25)-2-{11151-1-
(ethoxycarbonyl)-buoill-amino}-propionyll-ociahydro-1H-indole-2-carbo
xylic acid (1:1)      The compound is obtained according to the
procedure described in Step E of Example 1, 20 starting from
perindopril and the compound obtained in the above Step. Elemental
microanalysis :   %C %H %N 



%S Calculated 51.78 6.08 8.63 3.95 Found 52.52 605 8.82 3.47  -41 -
EXAMPLE 14:
([5-Orido-4-(plienyisulphony1)-1,2,5-oxadiazol-3-y1Foxyl-acetic acid
- (2S,3aS,7aS)-1-[(2S)-2-{k1S)-1-(ethoxycarbony1)-butyli-amino}-
propionylkoctahydro-1H-indole-2-carboxylic acid (1:1)     Step A :
(115-Oxido-4-(phenylsulphony0-1,2,5-oxadictzol-3-ylloxylacetic acid
5(compound II& The expected compound is obtained according to the
procedure described in Steps A and B of Example 1, with the
replacement of tert-butyl 3-hydroxypropionate with telt-butyl
hydroxyacetate in Step A. 



Step B:
{1-5-Oxido-4-(phenylsulphony1)-1,Z5-oxadiazol-3-yll-oxy}-acetic acid
-
10(2S,3aS,7a5)-1-1(2S)-2-0-05)-1-(ethoxycarbon31)-butyll-aminol-propi
onyl - octahydro-1[1-indole-2-carboxylic acid (1:1) The compound is
obtained according to the procedure described in Step E of Example I,
starting from perindopril and the compound obtained in the above
Step. Elemental microanalysis : 15%C %H %N %S Calculated52.09
6.038.384.80 Found51.76 5.848.504.97 EXAMPLE 15:
3-[(5-Oxido-4-(phenylsulphony1)-1,2,5-oxadiazol-3-y1)-oxyjpropionic
acid - (2S,3aS,7aS)-1-[(2S)-24[(1S)-1-(ethoxycarbony1)-
20bulyThanduao}-propionyll-octahydro-111-indole-2-carboxylic add
(1:1) The compound is obtained according to the procedure described
in Step E of Example 1, starting from perindopril and the compound
obtained in Step B of Example I.  - 42 - EXAMPLE 16 :
4-I(5-Oxido-4-(phenylsu1phouy1)-1,2,5-oxadiazol-3-y1)-oxyl-butanoic
acid -
(2S,3aS,7aS)-1-[(2S)-2-{[(1S)-1-(ethoxycarbony1)-butyllaminoppropiony
ll-octahydro-111-indole-2-carboxylic acid (1:1)     The compound is
obtained according to the procedure described in Step E of Example 1,
5starting from perindopril and the compound obtained in Step A of
Example 13. EXAMPLE 17 :
3-({4-[(4-Chlorophenyesulphony1]-5-oxido-1,2,5-oxadiazol-3-
yl}oxy)-propionic acid -
(2S,3aS,7aS)-1-[(2S)-2-([(1S)-1-(elhoxycarbony1)-butyl
kaminol-propionyll-octahydro-111-indole-2- carboxylic acid (1:1) 



10 Step A : 3-({4-[(4-ChlorophenyOsulphonyll -5-oxido-1,2,
5-axadiazol-3 -Awl)* propionic acid (compound B1 7) The expected
compound is obtained according to the procedure described in Steps A
and B of Example 1, with the replacement of
3,4-bis(pheny1su1phony1)-1,2,5-oxadi5z0le 2-oxide with
3,4-bis[(4-chloropheny1)-sulphonyl]-1,2,5-oxadiazole 2-oxide in Step
A. 15 Step B:
3-({4-114-ChlarophenyOndphonyl]-5-prido-1,2,5-oxadiazol-3-yl}oxy)-
propionic acid -
(25,3a5,7aS)-1-1(2S)-2-{[(1S)-1-(ethaucarbo)y1)-butyli -
aininol-propionylroctahydro-libindale-2-carboxylic acid (1:1) The
compound is obtained according to the procedure described in Step E
of Example 1, starting from perindopril and the compound obtained in
the above Step.  -43 - EXAIV1PLE 18:
(28)-2-{[3-({4-[(4-Clilorophenyi)sulphonyl]-5-oxido-1,2,5-oxadiazol3-
ylloxy)propionyl]aminolsticcinic acid - (28,3a8,7aS)-1-[(2S)-2-
11(18)-1-(ethoxycarbony1)-butylkamino}-propionyll-octahydro-111-
indole-2-carboxylic acid (1:1) 5 Step A :
(2S)-240-614-f('4-Chlorophenyl)sulphonyli-5-oxido-1,2,5-oxadiazol-3-
yljoxy)propionyllaminokuccinic acid (compound B18) The expected
compound is obtained according to the procedure described in Steps C
and D of Example 1, starting from the compound obtained in Step A of
Example 17.      Step B:
(2S)-2-11-3-({4-[(4-ClilorophenyOsztlphony11-5-oxido-1,25-oxadiazol-3
- 10ygoxy)propionyllamino}succinic acid -
(2S,3a3,7oS)-14(25)-2-{P7S)-1-
(ethoxycarbonyp-butyll-amino}-propionyll-octahydro-1H-indole-2-crtrbo
xylic acid (1:1) The compound is obtained according to the procedure
described in Step E of Example 1, starting from perindopril and the
compound obtained in the above Step. 15 Elemental microanalysis : 



Calculated Found EXAMPLE 19:
(2S)-2-[(3-{p-Oxido-4-(plienylsulphony1)-1,2,5-oxadiazo1-3-y11-oxyl-
20acety1)-aminol-succinic acid - (28,3a8,7a5)-11(2S)-2-{k1S)-1-
(ethoxycarbony1)-butylkamino}-propionyll-octahydro-111-indole-2-
carboxylic acid (1:1) Step
A:(2S)-2-113-{f5-Oxido-4-(phenylsulphony1)-1,2,5-oxachazol-3-ylkory}-
acety11- amino] sziccinic acid (compound B74). 25 The expected
compound is obtained according to the procedure described in Steps A
to D of Example 1, with the replacement of tett-butyl
3-hydroxypropionate with tert-butyl hydroxyacetate in Step A.  - 44 -
Step
B:(28)-2-H3-11-5-Oxido-4-(phenylsztlphony1)-1,2,5-oxadiazol-3-ylkoxyl
-acety1)- amino_l-sztccinic acid -
(28,3a57aS)-1-112S)-2-{1-(15)-1-(ethavcarbony1)- butyl]
-amino}-propionylhoctahydro-111-hidole-2-carboxylic acid (1:1)
The compound is obtained according to the procedure described in Step
E of Example 1, 5starting from perindopril and the compound obtained
in the above Step. Elemental microanalysis : %C %H %N %S
Calculated50.57 5,798.944.09 Found50.71 5.799.043.82 



10EXAMPLE 20 :
(2S)-2-1(2-115-Oxido-4-(phenyisulphony1)-1,2,5-oxadiazol-3-
ylIoxyjethyl)aminoisuccinic acid : (281,347aS)-1-[(2s)-2-{[(1S)-1-
(ethoxycarbanyl)-butylkamino}-propionyThociahydro-lH-indole-2-
carboxylic acid (1:1) Step A: Di-tert-butyl
(2S)-2-1-(2-hydroxyethypaininolyucein0te 15A solution of
di-tert-butyl L-aspartate (5.62 g - 20 nunol), 2-bromoethanol (2.84
ml - 40 mmol) and K2CO3 (5.6 g - 40 mmol) in 100 ml of acetonitrile
is heated at reflux for 16 hours. The mineral salts are filtered off
and the solvent is removed by distillation in vacua. The crude
product so obtained is purified by flash chromatography on silica gel
using a (95/5) dichloromethane/ethanol mixture as eluant. The
expected product is 20obtained in the form of a colourless oil. Step
B:(2S)-2-1(2-1/5-Oxido-4-(pbenylsulphony1)-1,2,5-oxadiazol-3- yl
oxylethyl)aminolsuccinic acid (compound B25))   The compound is
obtained according to the procedure described in Steps A and B of
Example 1, with the replacement of tert-butyl 3-hydroxypropionate
with the compound 25obtained in the above Step. Melting point :
160-161C  - 45 - Step
C:(2S)-2-[(2-{15-Oxido-4-(phenyisulphony1)-1,2,5-oxadiazol-3-
ylloxylethyl)aminolsteccinic acid - (28,3aS,7t6)-1-1-(28)-24[(18)-1-
(ethoxycarbony1)-butylkamino1-propionyli-octahydro-111-indole-2-carho
xylic acid (1:1) 5The compound is obtained according to the procedure
described in Step E of Example 1, starting from perindopril and the
compound obtained in the above Step. Elemental microanalvs1s. : 



%C %H %Ist %S Calculated51.49 6.159.104.17 10 Found51.05 5.949.204.06
EXAMPLE 21:
(2S)-2-{p-({44(4-Methylphenyl)sulphaay11-5-orido-1,2,5-oxadiazol3-yll
oxy)propionyllaminolsuccinic acid - (2S,3aS,7aS)-1-[(2S)-2-
{k1S)-1-(ethoxycarbony1)-butylkaminol-propiony1j0ctahydr0-1Hindole-2-
carboxylic acid (1:1) 15Step A:
(2S)-2-113-(f4-[(4-Methylphenyl)sulphonyll-5-0xido-1,2,5-oxadiazol-3-
ylioxy)propionyliamino}succinic acid (compound B211 The compound is
obtained according to the procedure described in Steps A to I) of
Example 1, with the replacement of
3,4-his(plienylsulphony1)-1,2,5-ox5di5zole 2-oxide with
3,4-bis[(4-methylphenyesulphony1]-1,2,5-oxadiazole 2-oxide in Step A.
20Afelting point : 167-168C. Step
B:(2S)-2-0-614-[(4-MethylphenyOsztlphony11-5-oxid0-],2,5-oxadiazol-3-
y0oxy)propionyllaminoisuccinic acid - (28,3aS7aS)-1-1(25)-2-1[(1S)-1-
(ethavcarbony1)-1m4,11-amino}-propionylkoctahydro-1H-indole-2-carboxy
lic acid (1:1)  - 46 - Elemental microanalysis  %C %H %N S
Calculated51.78 6.088.633.95 Found51.92 5.968.453.96 



5EXANIPLE 22 :
(2S)-2-([3-({4-[14-Ch1oroplienypsulphony1]-5-oxido-t,2,5-oxadiazol-
3-ylioxyThutanoylIamino}succinic acid - (2S,3aS,7aS)-1-1(2S)-2-
{[(15)-1-(ethoxycarbony1)-butylkamino}-propionyll-octahydro-111-
indole-2-carboxylic acid (1:1)      Step A :
(2S)-2-([3-614-[(4-Chlorophenyl)sulphonyl -5-oxido-1,2,5-oxadiazol-3-
10ylioxy)butanoyliamino)succinic acid (compound 13761 The expected
compound is obtained according to the procedure described in Steps A
to D of Example 1 with the replacement, in Step A, of teit-butyl
3-hydroxypropionate with tertbutyl 4-hydroxybutanoate, and of
3,4-bis(phenylsulphony1)-1,2,5-oxadiaz0le 2-oxide with 3,4-bi s
[(4-chloropheny1)-sulphony11-1,2,5-oxadiazole 2-oxide. 15Melting
point: 145-146C. Step B:
(2S)-2-([3-(0-174-Chlorophenyl)sulphony11-5-oxid0-1,2,5-oxadiazol-3-
y1}oxy)butanoyl amino}suecinic acid - (2S,3aS7aS)-1-1(25)-2-{1(15)-1-
(ethorycarbony11-butyll-amtho)-propionyl
-octahydro-1H-indole-2-carboxylic acid (1:1) 20 The compound is
obtained according to the procedure described in Step E of Example 1,
starting from perindopril and the compound obtained in the above
Step. Elemental microanalysis :                %C %H %N %S %
Calculated49.67 5.728.283.794.19 25Found49.44 5.788.203.704.10  - 47
- EXAMPLE 23 :
(2S)-2-{[3-(14-1(4-Methylphenyl)sulphouy11-5-oxido-1,2,5-oxadiazol3-y
lioxy)butanoylJaminolsuccinic acid - (2S,3aS,7a5)-1-[(2s)-2-
1[(18)-1-(edioxycarbony1)-butylfamino}-propionyli-octahydro-111-
iudole-2-carboxylic acid (1:1) 



5 Step A :
(2S)-2-0-({4-174-MethylphenyOsulphony11-5-oxido-1,2,5-oxadiazol-3-
y0oxy)butanoyl aminokuccinic acid (compound 13,7) The expected
compound is obtained according to the procedure described in Steps A
to D of Example 1 with the replacement, in Step A, of tert-butyl
3-hydroxypropionate with ten-butyl 4-hydroxybutanoate, and of
3,4-bis(phenylsulphony1)-1,2,5-oxadiazole 2-oxide with
103,4-bis[(4-methylpheny1)-sulphony]1-1,2,5-oxadiazole 2-oxide.
Melting point : 147-148C. Step B:
(2S)-2-11-3-({4-[(4-Methylphenyl)sulphony11-5-oxido-12,5-oxadiazol-3-
ylkay)butanoyll amino}succinic acid - (25,3a5,7a8)-1-[(28)-2-1/05)-1-
(ethoxycarbonyl)-butyl -amino}-propionyll -octal2ydro-1
Hindole-2-carboxylic 15acid (1:1) The compound is obtained according
to the procedure described in Step E of Example I, starting from
perindopril and the compound obtained in the above Step. Elemental
microanalysis :                     %C % H %N %S 20Calculated52.36
6.228.483.88 Found52.66 6.158.674.16  - 48 - EXAMPLE' 24 :
2-[(3-([5-Oxido-4-(phenyisulphony1)-1,2,5-oxadiazo1-3-yll-oxy}-
butanoy1)-aminol-ethanesulphonic acid - (2S,3a8,7aS)-1-[(28)-2-
([(1S)-1-(elhoxycarborayl)-hutyl]-amino}-propionylFoctahydro-1Hindole
-2-carboxylic acid (1:1) 5 Step
A:2-1(3-175-Oxido-4-(phenylstilphony1)-1,2,5-oxadiazol-3-ylroxy}-buta
noy1)- aminorethanesulphonic acid (compound 1378) The expected
compound is obtained according to the procedure described in Steps A
and B of Example 6 with the replacement, in Step A, of compound 134
with compound B16 obtained in Step A of Example 13. 



Melling point : 131-132C. 10 Step B:
2-113-{1-5-Oxido-4-(phenylsulphony1)-1,2,5-oxadiazol-3-yll-oxy)-butan
oy1)- aminorethanesztlphonic acid - (25,3a7aS)-1-[(28)-241(1S)-1-
(ethoxycarbony1)-butylpantinol-propionylroctahydro-111-indole-2-carbo
xylic acid (1:1)     The compound is obtained according to the
procedure described in Step E of Example 1, 15 starting from
perindopril and the compound obtained in the above Step. Elemental
microanalysis : %C %H %N %S Calculated49.30 614717.98 Found49.15
6.128.828.22 20  - 49 - EXAMPLE 25:
NN-Bis(2-sulphoethyl)-4-1[5-oxido-4-(phenylsulphony1)-1,2,5-
oxadiazoi-3-yljoxylbutanatnide - (2S,3aS,7a5)-1-[(28)-2-{[(1S)4-
(ethoxycarbony1)-bu ty11-aininol-propionyll -octahydro-1H-indole-2-
carboxylic acid (1:1) 5 Step A :
N-12-[(3-{1S-Oxido-4-(phenylsulphony1)-1,2,5-oxadiazol-3-ylroxy}-buta
nnyl)- oxyll-5-norbornene-2,3-dicathoximide The expected compound is
obtained according to the procedure described in Step A of Example 6,
with the replacement of compound B4 with compound B16 obtained in
Step A of Example 13.      Step B:
Isi,N-Bis(2-sulphoethy7)-4-1[5-oxido-4-(phenylsulphorty1)-1,2,5-oxadi
azol-3- 10ytioxy}butanamide (compound .8)9) 



The expected compound is obtained according to the procedure
described in Step B of Example 6, starting from ditaurine (prepared
according to DE 10033580) and the compound obtained in the above
Step. 15 Step C:
1V,N-Bis(2-sztlphoethyl)-4-1/5-oxido-4-(phenylsulphony1)-1,2,5-aradia
zol-3- yi oxy}butanatnide -
(28,3aS7aS)-11(25)-2-(1(1S)-1-(ethoxycarbony1)-butyll-
aminol-propionyll-octahydro-III-indole-2-carboxylic acid (1:1)
The compound is obtained according to the procedure described in Step
E of Example 1, 20 starting from perindopril and the compound
obtained in the above Step.     PHARMACOLOGICAL STUDY OF THE PRODUCTS
OF THE INVENTION EXAMPLE 26: NO donor activity In vitro 25 Aorta
rings without endothelium are used. After a first contraction induced
by 60 in.M KC1 to characterise the sensitivity of the ring, and
washing, a stable contraction is induced by  - 50 -- noradrenaline
(0.1-0.3 uM) in the presence or absence of a guanylate cyclase
inhibitor, ODQ (10 uM). A cumulative concentration series is applied
and the activity of the product under test is calculated by an IC50
(dose that inhibits the maximum effect by 50 %). Results : the
compounds according to the invention have a quite significant
relaxing effect; 5 by way of example, the compounds of Examples 1 and
7 have IC50 values of 0.048 and 0.047 uM, respectively. EXAMPLE 27
:Activity inhibiting angiotensin I-converting enzyme In vivo Rats are
anaesthetised with pentobarbital and placed under artificial
respiration, and the 



10 average arterial pressure is measured by a catheter that has been
placed in the femoral artery and is connected to a pressure sensor.
The vagus nerves are divided into sections and mecamilamine
(sympathetic ganglion blocker) is injected Lv at 1.5 mg/kg. After
stabilisation, angiotensin I is injected Lv. at 1.5 ug/kg. The
maximum hypertensive response to angiotensin I is measured in rats
that, 60 minutes 15prior to anaesthesia, have received by the oral
route either Senegal gum alone(control group), or the compound under
test in Senegal gum. The inhibitory effect is determined as a
percentage from the response to angiotensin I compared with the
control group. Results : the compounds according to the invention
have a quite significant inhibitory effect ; 20 by way of example,
injected at a dose of 0.1 mg/kg the compounds of Examples 1 and 7
result in angiotensin I inhibitions of 85 and 88% respectively.
EXAMPLE 28 : Pharmaceutical composition Preparation formula for 1000
tablets each containing a dose of 100 mg Compound of one of Examples
Ito 25 100 g 25 Hydroxypropyl cellulose2 g Wheat starch 10 g Lactose
100 g Magnesium stearate3 g Talc3g  -51 - CLAIMS 1. Compounds of
formula (I) : 



A B (I) wherein A represents perindopril or perindoprilate, B is a
compound containing at least one salt-forming acid function
represented by the following formula (III) : X-(Ak1)-(Y)y-(Ak2),-Z
(III) wherein : X represents a CO2H, SO3H or P(0)(0II)2 group, Aki
and Ak2, which may be identical or different, each represents a
saturated or unsaturated, linear or branched Ci-Csalkylene group in
which one or more of the carbon atoms may be replaced by an oxygen,
sulphur or nitrogen atom or by an SO2 group, the said alkylene group
optionally being substituted by one or more groups selected from
CO2H. SO3H, hydroxy and amino, x, y and z, which may be identical or
different, each represents 0 or 1, Y represents CO or CONTI,    (Z9)
wherein R4 and R'4, which may be identical or different, each
represents a hydrogen or halogen atom or a linear or branched
Ci-C6alkyl, trifluoromethyl or trifluoromethoxy group, the bond
between A and B being of the ionic type.  - 52 - 2. Compounds of
formula (I) according to claim I, wherein the compound of formula
(III) is selected from the compounds of the following formulae : I
IO2C-(A 



HO2C-CH=CH-(AlOs-Z HO,C   (ilk) HO,CHetAls-Z HO,COH HO2C0z HO,C OH
HO,CCONH-- HO2C HO2CNr kOz___ z ly HO HO P Aks Z 0 HO HO -IDCONH -A
Ics-Z 



0 HO,S-Als- CONNZ A Z CO2H  - 53 - HO k3),- HO2C0zz (Mk),  in which
formulae : x, y, z and Z are as defined in claim 1, Ak3 and Ak5,
which may be identical or different, each represents a saturated
linear or branched Ci-C6alkylene group in which one or more of the
carbon atoms may be replaced by an oxygen, sulphur or nitrogen atom
or by an SO2 group, Alt4 represents a saturated linear or branched
C1-C3alkylene group in which one of the carbon atoms may be replaced
by an oxygen, sulphur or nitrogen atom or by an SO2 group, Ak6
represents a saturated linear or branched C2-Csalkylene group in
which one of the carbon atoms may be replaced by an oxygen, sulphur
or nitrogen atom or by an SO2 group, Het represents 0 or NH, 



and Yi represents a carbonyl group.    - 55 -  ft 011 P=0 (B7) N0OH 0
0  0 011 <:\ 0 



)7i0KN 0(Bs) 0 HO IV* zN   (1:1 S\/0N 27-\\ 0OH ./N -0 0    - 57 -  



OH 0 0 H S \)----(0 \H N0  i \ N0 N-, z 0    



- 59 -     SO3H 0(B28)   SO3H    4.Compounds of formula (I) according
to claim 1, selected from the following compounds : - (25)-24(3- {
[5-oxido-4-(phenylsu lphony1)-1,2,5-oxadiazol-3-y1]-oxyl -propiony1)-
aminol-succinic acid - (2 S,3 aS,7aS)-1-[(2S)-2- {[(1S)-1
-(ethoxyearbony1)-buty11- am i nol-prop ionyli-octahydro-11-1-indo
le-2-carboxyl ic acid (1:1);
(25)-2-[(3-{{5-oxido-4-(phenylsulphony])-1,2,5-oxadiazol-3-ylkoxyl-pr
opiony1)- amino1-pentanedioic acid - (2S,3aS,7a51-1-[(28)-2-1[( I 5)-
I -(ethoxycarbony1)-
butylpaminol-propionylpoctahydro-1H-indole-2-carboxyl ic acid (1 :1);
2-[(3-{15-oxido-4-(phenylsulphony1)-1,2,5-oxadiazol-3-ylkoxyl-propion
y1)- amincd-ethanesulphonic acid -
(25',3a8,7a5)-1-[(28)-2-{[(18)-1-(ethoxycarbony1)-
butylkaminol-propionylpoctahydro-IH-indole-2-carboxylic acid (1:1); 



(28,3 aS,7aS)-1-[(281-2- { [(151)-
-(ethoxycarbony1)-butylkamino)-propiony11-
octahydro-1H-indole-2-carboxylic acid -
[(3-{{5-oxido-4-(phenylsulphony1)-1,2,5-
oxadiazol-3-yl]-oxy}-propiony1)-aminokmethyl}-phosphonic acid (1:1);
(28,3 aS,7aS)-1 -[(2S)-2-{
[(15)-1-(ethoxycarbony1)-butylkamino}-propionyllocrahydro-1Thindole-2
-carboxylic acid - 2,2r-[(3-1[5-oxido-4-(phenylsulphony1)-
1,2,5-oxadiazol-3-ylkoxy}-propiony1)-im nopd iacetic acid (1:1);
(28,3 aS,7aS)-1-[(28)-2- { [(18)-1 -(cthoxycarbony1)-butylkam
inol-propionyl]- octahydro-1H-indole-2-carboxylic acid - {24(3-
{{5-oxido-4-(phenylsulphony1)-
,2,5-oxadiazol-3-y1]-oxyl-propiony1)-aminopethyll-phosphonie acid (I:
I);  - 60 - (2S,3aS,7aS)- 1 -[(25)-2- {I( I S)- 1
-(erhoxyearbony1)-butylkam 'no} -prop ionylk octahydro- I H-i ndol
e-2- carboxylic acid - (2- {1-5-oxido-4-(phenylsulphony1)-1,2,5-
oxadiazol-3-ylkoxyl-ethyl)-phosphonic acid (1:1).;
(2S)-2[(44[5-oxido-4-(phenylsulphony1)-1,2,5-oxadiazol-3-yThoxy}-buta
noy1)- aminoksuccinie acid - (2 S,3 aS,7aS)- I -ff2S)-2- {1( I S)- I
-(ethoxycarbonyI)-butylk amino I -propionylkoctahydro-
1F1indole-2-carboxyl ic acid ( I : I ); (2S)-2-
{[3-04-[(4-chlorophenyl)sulphony1]-5-oxido- 1 ,2,5-oxad iazol-3- yl
oxy)prop ionyl] amino} succinic acid - (2S,3aS,7a8)-1-1.(2S)-2-{ S)-
I
-(ethoxycarbony1)-butyll-amino)-propionyll-octahydro-1H-indole-2-carb
oxylic acid (1:1); (2S)-2- {134 {4[(4-methy
lphenyl)sulphonyl]-5-oxido-1,2,5-oxadiazol-3- yll oxy)propionyl] am
ino succin ic acid - (2S,3 aS,7aS)- 1 -[(2S)-2- {US)- 1
-(ethoxycarbony1)-butylkaminol-propionyll-octahydro-1indole-2-carboxy
lic acid (I :1); (2S)-2-
{{3-({44(4-methylphenyl)sulphonyl]-5-oxido-1,2,5-oxadiazol-3-yll
oxy)- butanoyl]arnino}succinic acid - (2S,3aS,7aS)-1-[(2S)-2-{ff 1
S)- 1-(ethoxycarbony1)-
butylkaminol-propionyll-octahydro-lH-indole-2-carboxylic acid (1:1).
5.Compounds of formula (ITT): X-(Aki)-(Y)y-(A1(2),-Z (III) wherein  X
represents a CO211, S03H or P(0)(OH)2 group,  Aki and Ak2, which may
be identical or different, each represents a saturated or
unsaturated, linear or branched Ci-Cgalkylene group in which one or
more of the carbon atoms may be replaced by an oxygen, sulphur or
nitrogen atom or by an SO2 group, the said alkylene group optionally
being substituted by one or more groups selected from carboxy, SO3H,
hydroxy and amino, x, y and z, which may be identical or different,
each represents 0 or I, 



Y represents CO or CONH,  Z represents a group 4 or Z'9 :  -61 -
(Z9)(Z'9) wherein R4 and Ri4, which may be identical or different,
each represents a hydrogen or halogen atom or a linear or branched
CI-Coalkyl, trifluoromethyl or trifluoromethoxy group. 6. Process for
the synthesis of the compounds of formula (I) according to claim 1,
wherein compound A is reacted with compound B in an amount at least
equal to 1 equivalent of compound A. 7. Pharmaceutical composition
comprising as active ingredient a compound of formula (I) according
to any one of claims 1 to 4 in combination with one or more
pharmaceutically acceptable, inert, non-toxic excipients or carriers.
8. Pharmaceutical composition according to claim 7 for use in the
treatment of cardiovascular pathologies. 9.Pharmaceutical composition
according to claim 8 for use in the treatment of arterial
hypertension and the vascular and renal sequelae thereof, systolic
hypertension, peripheral vascular disease, atherosclerosis,
restenosis, cardiac insufficiency, thrombosis and any thromboembolie
events, stable or unstable angina pectoris, cerebral vascular
accidents, coronary accidents, myocardial infarction, vascular
remodelling, diabetes and the vascular and renal sequelae thereof,
complications associated with cardiovascular surgical operations, or
endothelial dysfunction. 10.Pharmaceutical composition according to
claim? for use in the treatment of pathologies involving inflammation
and oxidative stress. 


