.1 Novel nethod for the synthesis of S-inodline-2- carboxylic acid and
application thereof in the synthesis of perindopril The present invention
relates to a process for the synthesis dof (2S)-indoline-2-carboxylic acid,
and to its appblineWiddas thdlsyhih@sis ¥ REFhS.20 | i Ll pharpeeut i cal Iy
acceptable salts thereof .yhl\/bri gégggfi'féqii’.%i’iﬁﬁgﬂgbié@ﬂ%aq'f’ﬁgghe |'8ﬁ1€r el ates
to a new process for the industrial synthesis 5 of
(2S)-indoline-2-carboxylic acid of fornmula (1) : The conmpound of formula
(1) obtained according to the process of the invention is useful in the
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ki ni nase PF3listheigpleh al | ows, on the one hand, prevention of the conversion
of the decapeptide angiotensin Ito the octapeptide angiotensin rl (a
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The compound of formula (I) obtained according to the process of the invention is useful

in the synthesis of perindopril of formula (II) :
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10  and in the synthesis of pharmaceutically acceptable salts thereof.

Perindopril and salts thereof have valuable pharmacological properties.

Their principal property is that of inhibiting angiotensin I converting enzyme (or
kininase II), which allows, on the one hand, prevention of the conversion of the
decapeptide angiotensin I to the octapeptide angiotensin II (a vasoconstrictor) and, on the

15 other hand, prevention of the degradation of bradykinin (a vasodilator) to an inactive

peptide.



di seases, nore especially in arterial hypertension and heart failure.
Perindopril, its preparation and its use in therapeutics have been
described in the European patent specification EP 0 049 658. 5 In view of
t he pharnmaceutical value of this conpound, it has been inportant to be able
to obtain the internediate of fornula (1) by an effective synthesis
process that allows the (S enanti oner 4o be obt ai ned selectively in a
very good yield and with excellent purity. Sone nethods for the preparation
of the corffimenidwofactionsrebutripiife tar thedbeneficiyl kffesim of Petisdoprihenpardnvascular
specificatjons EP O 308.% 9, and.gP 0 308. 341 ggscripe obtaining (25)- 10

i ndol i ne- Aite33950%9Ts SPeRlY BAreRddpRerieT o and heat{ailurs,dol i ne- 2- car boxyl i ¢
acid using (R) a-nethyl benzyl am ne. The (R)-cc-nethyl benzyl am ne salt of
(2S)-indoline-2-carboxylic acid is isolated by fractional crystallisation,
t hen aci diReriadonrd, s piegaratien amhyousedn dheragentipuhaye(begn desprabedriatthe Butppsan he
advant age o{ rsing.a.stﬁﬁ&hﬂ@ terial and reagents that are reasonably 15
priced anddR8 ?“? 5@??@ accessi’ble. On the other hand, the yield of the
conmpound of forrmula (I) using that nmethod is only 35 % The Applicant has
now devel oped a process for the synthesis of the conpound of formula (I)

in which tIReiqeRr) thesthagpaceypicad yajus of shigeampeynds g hap beersmpraatag to hgadle to
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starting fenemionaaraobe obtahet iselestBretyambaoveyy geodayiekl,antl lwath exceltape purityom 50 %t o

70 % according to the nunber of recycling operations carried out. Mre
specifically, the present invention relates to a process for the synthesis

of the Some methods for the preparation of the compound of formula (I) are already known.

Thus, the patent specifications EP 0 308 339 and EP 0 308 341 describe obtaining (2S)-
10 indoline-2-carboxylic acid by resolution of racemic indoline-2-carboxylic acid using (R)-

o-methylbenzylamine. The (R)-a-methylbenzylamine salt of (2S)-indoline-2-carboxylic

acid is isolated by fractional crystallisation, then acidified to yield the compound of

formula (I).

That method has the advantage of using a starting material and reagents that are reasonably
15 priced and very readily accessible.

On the other hand, the yield of the compound of formula (I) using that method is only

35 %.

The Applicant has now developed a process for the synthesis of the compound of
formula (I) in which the (2R) isomer, which is formed during the course of the resolution
20 reaction, is recycled. The process developed in that way makes it possible to obtain the
compound of formula (I) in a yield, starting from racemic indoline-2-carboxylic acid, that

ranges from 50 % to 70 %, according to the number of recycling operations carried out.

More specifically, the present invention relates to a process for the synthesis of the
compound of formula (I) which is characterised in that racemic indoline-2-carboxylic acid

25 of formula (I11) :



conpound of forrmula (1) which is characterised in that racemc

i ndol i ne-2-carboxylic acid 25 of fornmula (Ill1) : -3 is reacted with a
chiral amne to yield the salt of formula (IV) : CO2H CO2H H 3 C5 which is
filtered off, and there is thus isolated : on the one hand the (2S) isoner

of formula (IVa) : CO2H (1V), (IVa) in the formof crystals, which
conpound of forrmula (1V a) is then treaf®¥d with hydrochloric acid to yield
10 the conpound of fornula (1), and on the other hand a m xture of the
(2S) isonmer of fornmula (1V a)zand the (2R) isonmer of formula (IV Db) in

whi ch the (2R) isomer predo gs: . C CO2H (N b) by evaporation of the

filtrate, (I1II)
lﬁ CO,H
is reacted with a chiral amine
to yield the salt of formula (IV) :
. H,C (Iv),
E COH x
NH,
5 which is filtered off, and there is thus isolated :

¢ on the one hand the (2S) isomer of formula (IV a) :

N~ TCoH TN
NH

2

in the form of crystals,
which compound of formula (IV a) is then treated with hydrochloric acid to yield

10 the compound of formula (I),

e and on the other hand a mixture of the (2S) isomer of formula (IV a) and the (2R)

isomer of formula (IV b) in which the (2R) isomer predominates:

H,C (IV'b)

N~ “coH
H

él““

by evaporation of the filtrate,



-4 which mxture is then treated with hydrochloric acid to yield a m xture
of (2R)- indoline-2-carboxylic acid and (2S)-indoline-2-carboxylic acid in
which the (2R) acid predonm nates, which is racem sed by reaction with

sodi um hydroxi de solution, 5 at a tenperature of from 140 to 200C, under a
pressure of fromb5 to 15 bars, to yield, after isolation, the conpound of
formula (I111), with which the series of ™ operations described above is
repeated, then, after having carried out between 2 and 6 cycles, all the
portions made upwhichnhsturd & thempreated woth Hysrenhlaric(dc)d tr weldoarhiixtore. of BR)-

70 % " accor di g OTrACHBRBAR B BYLrSY TEhPr 2q ity bt p80 S AR ATI 1O

enanti onmeri c purididpleSoladesgood, which nekes its use in the synthesis of
perindopril of fornmula (1) especially advantageous. 15 By way of
illustration, the catalytic hydrogenation of the conpound of formula (1)

obt ai ned accor (] 0 . . Of P | faollowed by coupling
of the (2S, 3aS, g‘g@{)&}-} Esprg%%ﬁlaéf)({)l %%?té&zw%}g?%dé%%? g}oggzhleds ogJ(t)logbt ained with the
conposind of f or natlaaerapriture &HBom (1% Yo 2@0°Cows peri ndopril of fornmula (11) to
be obtained in very sati sfacftgry 5puri ty and yi el d.

under a pressure of fro to 15 bars,

to yield, after isolation, the compound of formula (III), with which the series of

operations described above is repeated,

then, after having carried out between 2 and 6 cycles, all the portions made up of the

10 compound of formula (I) are combined.

The compound of formula (1) is thereby obtained in a yield ranging from 50 % to 70 %,

according to the number of cycles carried out.

Its chemical and enantiomeric purity is very good, which makes its use in the synthesis of

perindopril of formula (I) especially advantageous.

15 By way of illustration, the catalytic hydrogenation of the compound of formula (I) obtained
according to the process of the invention, followed by coupling of the (2S,3aS,7aS)-
perhydroindole-2-carboxylic acid so obtained with the compound of formula (VI) :

CH,

> CH

PPN VD,

Et0,C” ® "NH ® “CO,H

allows perindopril of formula (II) to be obtained in very satisfactory purity and yield.

20 The present invention relates also to a variant of the above process in which there is

reacted (2R)-indoline-2-carboxylic acid of formula (V) :



20 The present invention relates also to a variant of the above process in
which there is reacted (2R)-indoline-2-carboxylic acid of formula (V) : -5
CO H (V) which is racem sed by reaction with sodi um hydroxi de solution, at
a tenperature of from 140 to 200C, under a pressure of from5 to 15 bars, 5
to yield, after isolation, the corrpoundréof formula (111) : H whichis
reacted wwth a chiral amne to yield the salt of formula (1V) : CO2H CO2H
H3C 10 which is filtered off, and there is thus isolated : on the one hand
the (2S) isonmer of fornmula (I\Vax(IV a) CRHin the formof crystals,

whi ch compound of fornmula (I treated with hydrochloric acid to
yield 15 the conpound of for V)

N " CoH

which is racemised by reaction with sodium hydroxide solution,
at a temperature of from 140 to 200°C,

under a pressure of from 5 to 15 bars,

5 to yield, after isolation, the compound of formula (III) :
(1),
II\{I CO,H

which is reacted with a chiral amine

to yield the salt of formula (IV) :

N~ “coH TN

NH,

10 which is filtered off, and there is thus isolated :

e on the one hand the (2S) isomer of formula (IV a) :

N~ “coH TN

NH,

in the form of crystals,
which compound of formula (IV a) is then treated with hydrochloric acid to yield

15 the compound of formula (I),



-6 and on the other hand a m xture of the (2S) isoner of fornula (IV a) and
the (2R) isonmer of fornmula (IV b) in which the (2R) isoner predom nates :
| C2H NH2 (1V b) by evaporation of the filtrate, 5 which mxture is then
treated with hydrochloric acid to yield a m xture of (2R)-

i ndol i ne-2-carboxylic acid and (2S)-i ndo(Jéi ne-2-carboxylic acid in which the
(2R) acid predom nates, with which therfe is repeated, if desired, the
series of operations described above, then, after having carried out from1l

to 6 cycles, atl artdnenplmDihenbarrfhdemuplr@bftthﬁe(25108@mmtf tmuls ([(Granangd the )

are conbi ned A t he chi.ral used in the rocess
according to thn&lrfﬁ\}%’ﬁ?qré’ﬁ rfnul?{g\,r}salrnl anfh ﬁlﬁgﬁg)elrsraverb%re%%ﬂﬂao ed, w thout

inplying any limtatio
1- (1- napht hyl ) - etyl amni
1-am no- 2- net hyl but a

(R) a- met hyl benzyl - am ne
""" ni ne, a-chynotryp ec- but yl am ne,
i methyl-1- phenyl et e, (IVb)
| - cycl ohexyl et hyl am ne Qse rng Iﬁ $ yethyl ) - pyrrolidine,
a- di met hyl am no- c- caprol act arﬁ i sobbb yl am ne,: 1- (4-
ni trophenyl ) - et hyl am ne, a-am no-c-caprol act agy,;2- am no- 1| - but anol ,

1-am no- 2- propanol, ci nchoni dine, cinchoni ne, net hyl - ephedri ne,
phenyl al ani nol , g}l}.lle‘palpgll_a%%h O}Iﬁllelftl’l%t,e’ a- phenyl - gl yci nol , | euci nol .
5 which mixture is then treated with hydrochloric acid to yield a mixture of (2R)-

indoline-2-carboxylic acid and (2S)-indoline-2-carboxylic acid in which the (2R)
acid predominates,

with which there is repeated, if desired, the series of operations described above,

then, after having carried out from 1 to 6 cycles, all the portions made up of the

10 compound of formula (I) are combined.

Among the chiral amines that can be used in the process according to the invention or its
variant there may be mentioned, without implying any limitation, (R)-o.-methylbenzyl-
amine, 1-(1-naphthyl)-ethylamine, ephedrine, a-chymotrypsin, sec-butylamine, 1-amino-2-
methylbutane, N,N-dimethyl-1-phenylethylamine, 1-cyclohexylethylamine, cycloserine, 2-
15 (methoxymethyl)-pyrrolidine, a-dimethylamino-g-caprolactam, isobornylamine, 1-(4-
nitrophenyl)-ethylamine, a-amino-g-caprolactam, 2-amino-1-butanol, 1-amino-2-propanol,
cinchonidine, cinchonine, N-methyl-ephedrine, phenylalaninol, quinidine, valinol,

o-phenyl-glycinol, leucinol.

The preferred chiral amine 1s (R)-o-methylbenzylamine.

20 “Mixture in which the (2R) isomer predominates” is understood to mean a mixture of (2R)

and (2S) isomers in which the (2R) isomer forms the majority of the mixture.

The Example below illustrates the invention.



The preferred chiral amne is (R)-a-nethyl benzylamne. 20 "M xture in which
the (2R) isoner predom nates"” is understood to nean a m xture of (2R) and
(2S) isomers in which the (2R) isoner fornms the majority of the m xture.
The Exanple below illustrates the invention. -7 EXAMPLE:

(2S)-indoline-2-carboxylic acid Step A : Resolution of racemc
i ndol i ne-2-carboxylic acid 3.7 kg of ( Tct - met hyl benzyl am ne are added to

a solution of 5 kg of indoline-2- carboxylic acid in ethanol and then the
m xture i EXAMPEN :f 0(29kindoling-2icaebaxylic 8cidt ep A
(2S)-indoline-2-carboxylic acid The white precipitate collected in Step A
is recrystallised fromisopropanol and then dissolved in 13 |itres of

water, and 12 ISdy s of Resdidlibyéfaebhplirdolnei2casbbytit apidar e added. After
stirring for 2h, the precipitate is filtered off and then washed and dried
to yield (2S)- indoline-2-carboxylic acid (<< Is portion ") in the form of

crystals ( 0 kg)p\WM t ] C rpt f . 0 [:omeric
purity grea g(rg Pﬁéﬁwg@ggﬁ%b%g%ﬁgﬁme: gjledg Ie?ﬁt%&sg?ﬁg&?f% ggiﬁn?‘%k&?ure in
whi ch ( 2R)caffor¢idrhdi@ie&hanbhend tHeh tiad Rixeatk ieaired fon2iSimpfikered evapor at ed and

the residue obtained is dissolved in 13 litres of water and then 12 litres
of a IN hydrochloric acid solution are added. After stirring for 2h, the

ol ne 2 car BIEAA C.acia ) e Ke TREIRAPRC A lre or thi (2R) and (29)

enantiomers (2.6 kg) in which the (2R) enanti oner predom nates. Step B :
The white precipitate collected in Step A is recrystallised from isopropanol and then
dissolved in 13 litres of water, and 12 litres of a 1N hydrochloric acid solution are added.
After stirring for 2h, the precipitate is filtered off and then washed and dried to yield (2S)-
indoline-2-carboxylic acid (« 1% portion ») in the form of crystals (1.80 kg) with a

10 chemical purity of 98 % and an enantiomeric purity greater than 99.5 %.
Step A, : Idoline-2-carboxylic acid (mixture in which (2R) predominates)

The filtrate collected in Step A is evaporated and the residue obtained is dissolved in

13 litres of water and then 12 litres of a 1N hydrochloric acid solution are added.

After stirring for 2h, the precipitate is filtered off and then washed and dried to yield
15 indoline-2-carboxylic acid in the form of a mixture of the (2R) and (2S) enantiomers

(2.6 kg) in which the (2R) enantiomer predominates.
Step B : Racemisation

Introduce into an autoclave the precipitate obtained in Step A, (2.6 kg), and then 12 litres

of water and 3.1 litres of an 8.65N sodium hydroxide solution, then heat at 170°C for 3h
20 under a pressure of 7 bars.

The reaction mixture is subsequently brought to ambient temperature and then transferred

to a reactor, and concentrated hydrochloric acid is subsequently added until a pH of 3.4 is

reached while maintaining the temperature between 20 and 25°C.



Racem sation Introduce into an autoclave the precipitate obtained in Step
A2 (2.6 kg), and then 12 litres of water and 3.1 litres of an 8. 65N sodi um
hydr oxi de sol ution, then heat at 170C for 3h 20 under a pressure of 7
bars. The reaction mxture is subsequently brought to anbi ent tenperature
and then transferred to a reactor, and 8concentrat ed hydrochloric acid is
subsequent|ly added until a pH of 3.4 is " reached while maintaining the
tenperature between 20 and 25C. -8 The mixture is then stirred for Ih and
the preci ﬁhean@turs is thes stjred dory 11 ppd hegecapitate yasiheeuuerth fiiered @off avaghed d
racemc in i-n r I| Step C:
Recycling ag dnﬁcgg 8% ggcaftl)lg%@i %g éﬁgbogy%g&gérg% gd ?@n%)& igé’h%}%ar boxylic
acid obtained in St ep B (2.34 kg) is resol ved according 5 to the procedure
in Step A The (R -a-methyl benzyl am ne_sal t (2S)-indoline-2-carboxylic
acid so formed$ S0l at’@ﬂ)’d’élﬂﬁft'ﬁiéfﬁ"‘t’?éﬁ’fté’dyl\’zﬁ‘f hydrochl oric acid
according to the procedure in Step At to yield (2S)- indoline-2-carboxylic
acid (<< 2nd portion ))) in the formof crystals (0.84 kg) having a

chemi cal piheiragenoé irﬁﬂwli%:ammxyﬁmaciﬂiobm&dn&np B 2.4 &g) mrresdiend @00rdily 10
The |I's’ porgﬂ Onm??ibt ai s n Step At, and the 2nd portion, obtained in Step
C, ar® théfNeFEREIHEI" ?‘3’8%‘ i ndol i ne- 2-carboxylic acid is thereby obtained

in a totalrhuiRhd. xﬂf:thgﬁ)eﬁzy%mﬁle%ﬁﬁfm%) -ind¥inbVeaPboxYfic %eiaRE fettheaNatblander i C
purity great er t han

and then treated with hydrochloric acid according to the procedure in Step A; to yield (2S)-
indoline-2-carboxylic acid («2"™ portion ») in the form of crystals (0.84 kg) having a
chemical purity of 98 % and an enantiomeric purity greater than 99.5 %.

10 The 1% portion, obtained in Step A, and the 2" portion, obtained in Step C, are then
combined.
(2S)-indoline-2-carboxylic acid is thereby obtained in a total yield of 52.8 %, a chemical

purity of 98 % and an enantiomeric purity greater than 99.5 %.



CLAIMS 1. Process for the synthesis of (2S)-indoline-2-carboxylic acid of
formula (1) : CO2H (1), characterised in that racem c indoline-2-carboxylic
acid of formula (I1l) : CO2H 5 is reacted with a chiral amne to yield the
salt of formula (N) : CO2H . H3C which is filtered off, and there is thus
isolated : 10 on the one hand the (2S) jsoner of formula (I1V a) : CO2H H3C
(I'v a) in the formof crystals, which cohpound of fornmula (IV a) is then
treated with hydrochloric acid to yield the conpound of formula (1), -10
and on the other hand a nixture of theLAXMS i soner of formula (I1V a) and
the (2R) isoner of formula (I1V b) in which the (2R) isonmer predom nates:
CO 2 H. H3C
1. Process for the synthesis of (2S)-indoline-2-carboxylic acid of formula (I) :

(S)

CO,H m,

N
H
characterised in that racemic indoline-2-carboxylic acid of formula (III) :

(1)

T2,

CO,H

is reacted with a chiral amine

to yield the salt of formula (IV) :

N” “COMH N
NH

2

which is filtered off, and there is thus isolated :

10 ¢ on the one hand the (2S) isomer of formula (IV a) :

@:—j\ : HC\/© (Va)
N~ Tcon N

NH

2

in the form of crystals,
which compound of formula (IV a) is then treated with hydrochloric acid to yield

the compound of formula (I),



(I'V b) by evaporation of the filtrate, 5 which mxture is then treated with
hydrochloric acid to yield a m xture of (2R)- indoline-2-carboxylic acid
and (2S)-indoline-2-carboxylic acid in which the (2R) acid predom nates,
which is racem sed by reaction with sodi um hydroxi de solution, at a
tenperature of from 140 to 200C, 10 und?@ a pressure of from5 to 15 bars,
to yield, after isolation, the conmpound*6f formula (I11l1), wth which the
series of operations described above is repeated, then, after having
carried out bet \mdronZhanﬂheﬁhaJyzlcﬂ msxturaloff tlter(éS))tsomiemffsfonadle (I apind thh&R)

d of forml the synth f
(29 ndol i ne- 2 tear e Ra B Shsie LR Fe el BinefF sod i n chat

there is reacted (2R)-iRrdoline-2-carboxylic acid of~formula (V) : CO2H (V)
-11 5 CO2H CO2H HC N
(IVb)

NH

2
by evaporation of the filtrate,

5 which mixture is then treated with hydrochloric acid to yield a mixture of (2R)-
indoline-2-carboxylic acid and (2S)-indoline-2-carboxylic acid in which the (2R)

acid predominates,

which is racemised by reaction with sodium hydroxide solution,
at a temperature of from 140 to 200°C,
10 under a pressure of from 5 to 15 bars,
to yield, after isolation, the compound of formula (III), with which the series of

operations described above is repeated,

then, after having carried out between 2 and 6 cycles, all the portions made up of

the compound of formula (I) are combined.
15 2. Process for the synthesis of (2S)-indoline-2-carboxylic acid of formula (I) :

COH ,

Tz

characterised in that there is reacted (2R)-indoline-2-carboxylic acid of formula (V) :

V)
CO,H

TZ



which is filtered off, and there is thus isolated : 10 on the one hand the
(2S) isonmer of formula (IVa) : COHH NH2 (IV a) in the formof crystals,
whi ch conmpound of formula (IV a) is then treated with hydrochloric acid to
yield the conpound of fornula (1), which is racem sed by reaction with
sodi um hydroxi de solution, at a tenperature of from 140 to 200C, under a
pressure of from5 to 15 bars, to yiel d!-after isolation, the conpound of
formula (111) H which is reacted with a chiral amne, to yield the salt
of fornmula (1V) : 15 and on the other hand a m xture of the (2S) isoner of
Lo whi ch the (2R

f I |V
i gggr ap§ edoﬁ‘l) H‘a{] 18 racefé t\)'lr%% W%ﬁgf‘ﬁ? Xﬁgélldets%ll@ ¥ trate, which
mxture is thenyhk@dieesdu® dfffroy 4@eioprcc acid to yield a mxture of (2R)-

under a pressure of from 5 to 15 bars,

to yield, after isolation, the compound of formula (I1I) :

(1),
g CO,H
which is reacted with a chiral amine,

to yield the salt of formula (IV) :

@j\ - HC\/© )
N~ “CoH Y

NH,

which is filtered off, and there is thus isolated :

10 ¢ on the one hand the (2S) isomer of formula (IV a) :

. H.C (IV a)
CO.H

%.....

in the form of crystals,

which compound of formula (IV a) is then treated with hydrochloric acid to yield

the compound of formula (1),

15 e and on the other hand a mixture of the (2S) isomer of formula (IV a) and the

(2R) isomer of formula (IV b) in which the (2R) isomer predominates :



i ndol i ne-2-carboxylic acid and (2S)-indoline-2-carboxylic acid in which the
(2R) 5 acid predom nates, with which there is repeated, if desired, the
series of operations described above, then, after having carried out from1l
to 6 cycles, all the portions nade up of the conpound of formula (1) are
conbi ned. 3. Synthesis process according to either claim1l or claim 2,
characterised in that the chiral 10 a e is (R -a-nethyl benzyl am ne. 4.
Process for the synthesis of perindopril or pharnaceutically acceptable
salts thereof, wherej he conpound of fornula (] is converted into the
i nt er medi at e conpoung process of claim1,
and then the intermnmeg conpound of 15 ?i S coiveted into
perindopril or phar macew ! 3 _ hgreof . 5. Process for
t he synthesis of perindopriljor phardraceutically acceptable salts thereof,
wherein the conpound of formula (V) is converfgd into the internediate
conpound of formula (1) according to the process of claim2 and then the
internediate co (I') is converted into perindopril or
pharnaceuticalI§9§g%%g%%gﬁgwégﬁggﬁﬁhereof.

which mixture is then treated with hydrochloric acid to yield a mixture of (2R)-

”

indoline-2-carboxylic acid and (2S)-indoline-2-carboxylic acid in which the (2R)
5 acid predominates,

with which there is repeated, if desired, the series of operations described above,

then, after having carried out from 1 to 6 cycles, all the portions made up of the

compound of formula (I) are combined.

3. Synthesis process according to either claim 1 or claim 2, characterised in that the chiral

10 amine is (R)-o.-methylbenzylamine.

4. Process for the synthesis of perindopril or pharmaceutically acceptable salts thereof,
wherein the compound of formula (III) is converted into the intermediate compound of
formula (I) according to the process of claim 1, and then the intermediate compound of

15 formula (I) is converted into perindopril or pharmaceutically acceptable salts thereof.

5. Process for the synthesis of perindopril or pharmaceutically acceptable salts thereof,
wherein the compound of formula (V) is converted into the intermediate compound of
formula (I) according to the process of claim 2 and then the intermediate compound of

20 formula (I) is converted into perindopril or pharmaceutically acceptable salts thereof.



