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1 3 AUG 2007 New process for the synthesis of

( 7- met hoxy- 3, 4-di hydr o- 1- napht hal enyl ) acetoni tr ll '$ ﬁU@I 2007

its application in the syntthesis of agonelatin he

NUWERELREs foPWE R’ R | Ah&Rody B, AdiRfaRER RS htrAlen]iABetonitrile and its

I r@ﬁst rial syntpgfagonah th@%ymﬁi_sﬁ@ﬂg&ai‘line _

di hydro-1-napht hal enyl )acetonitrile, and to its
Theﬁpmi;einlc atviedtion Fel4tbetd Behusesd Rk (Y QlsHiaDEyHesis of (7-methoxy-3,4-
. agomel atine, or " . . . .
dihygrp2 -pephihaleprbageianidg redye fistappliraioat anhedodustsiad production of

1L e as [ ' qlates to a

%pggg@gééﬁ oFyf@%gﬁﬁgﬁ?ﬁ%@gﬁbgéﬁpﬂégﬁﬁﬁ@%' 5 the conpound

of formula (I) CN MO C6 The conpound of fornula (1)

obt ai .ned, according.to the process of the inventionis

Morggsspesifically, the,pressid dmyegtian gﬁdatgb@n%p&cpﬁef’or gie industrial synthesis of
Ny & :napht hyl ) et hyl ] acetam de, of fornula

the ??r%%&aﬁﬁéﬁ&g)ﬁv%ab MeO 10 Agonel atine, or

N-[ 2-(7-met hoxy-1 -napht hyl )ethyl] acetam de, has

val uabl e pharmaco- | ogi cal Qﬁpperties. I ndeed it has

t he doubl e feature of being,” on the one hand, an

agoni st of nel§é8ninergic systemreceptors and, on the

ot her hand, an antagoRi of the 5-HT2c receptor. Those

15 properties confe y in the centfal nervous '

system and, nore es 5 7 in the treatnment of severe

depressi on, seasonal affective disorders, sleep

di sorders, cardiovascul ar pathol ogi es, pathol ogi es of

the digestive system insomia and fatigue resulting
Theqogmoupd pf fymudp@eebtased jasenrdiag $o drripiopessiof yhe invention is useful

in the synthesis of agomelatine, or N-[2-(7-methoxy-1-naphthyl)ethyl]acetamide, of
formula (1I) :

S

NHCOMe

Agomelatine, or N-[2-(7-methoxy-1-naphthyl)ethyl]acetamide, has valuable pharmaco-

logical properties.

Indeed it has the double feature of being, on the one hand, an agonist of melatoninergic
system receptors and, on the other hand, an antagonist of the 5-HT,c receptor. Those
properties confer activity in the central nervous system and, more especially, in the
treatment of severe depression, seasonal affective disorders, sleep’disorders, cardiovascular
pathologies, pathologies of the digestive system, insommnia and fatigue resulting from

jetlag, appetite disorders and obesity.
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1 3 AUG 2007 -2 Agonelatine, its preparation and its
t herapeutic use have been described in European Pd}éﬂﬂ; 2007
Specification EP 0 447 285. In view of the
phar maceuti cal value of this compound, it has been
important to be able to obtdn it by an effective
i ndustrial synthesis process that is readily
Agdoneetsines &blpeefapatin akl itndbstpduit &6 Ha9e e tdRHESH! E§ropean
in §goqelat|ne in aE%ood yield and with excell ent
Paient Pregiiicelien R 04fdcA%i cati on EP 0 447 285 describes the
preparation of agonelatine in eight steps, starting
from 7-met hoxy-|-tetral one, giving an average yield of
In veessoft thaph@@4ceiitial vidueotdss toivsunesit hBebestiBrtait to be able to
et hyl bron?fcetate foll owed by aromatisation and
Ob@Hlpﬁnf?Sf PR A iesHve endpsisial syniBesio Prosessothia rgreadilyy trapgriogable to an

indggtﬁbgr&gegagﬁ;fgﬁ;r%gﬂtg% A A Qrg}god %Qldséﬁ*a%%%“eex%%ﬁé{n purity.

(7-met hoxy-I|-naphtliyl)acetonitrile, this being

f .b ] d then condensation of the
Patﬁgge%gofﬁmﬁdml%& PR R ienbesd ¢ PrsPargtiph Qfiagameltingda eight steps,
staltg fFiith GichotheheIPRSEHS IS ivﬁﬂéeanddvga'gg Sqetld Sisle&ftpfl‘gf ({%' ng

out the process, these beirng caused’princi pa
probl ens of reproducibility of the first step, which

o) Itutes the action_ of. ethyl bronpacetate. on .
TR P ecole SRl YR e D BHe ALY apgigtion and
sapoeHhiiemtd gisld ﬂlie_ﬂﬁ)rﬂeﬁpdﬁﬁﬂxg' acid, which is then converted to acetamide and

(7-met hoxy- 3, 4-di hydro-1 (2H) -
subsgg@isniin Idé%)ﬂff‘té@ i@ yisld §haethoxyNorapbihod)acetonstrie this e followed

by fég%@r%ﬁ 3%/ ﬁ%ﬁ&@gﬁ%@@gf’o‘cﬂﬂe}élﬂ chloride.

napht hal enyl i dene) et hanoat e has often been inconpl ete
and resulted, after saponification, in a mxture of

TragspRastionstoraRatndpsiriah sopjechastquickly demeystraey thadliffigpltice af carrying
d : ' ' ' rQCess
o8 pRRSEOLS! 0288 DB BAURE S DERFO R e o
stepeadhichocohsitates dhe puionf b atliyd nbronvaegaeebat 7-Retikya -tetralone
as a pharnaceutica

urit 0 ible wth.its use ]
aooithie, b R SarBHE ferctien Ershianeve S anehenr bideindso-1(22)-
napB ARl @rRTbtMinbhiet Ne process described in Patent
Moreover, the subsequent step of aromatisation of ethyl (7-methoxy-3,4-dihydro-1(2H)-
naphthalenylidene)ethanoate has often been incomplete and resulted, after saponification,

in a mixture of products that is difficult to purify.

The Applicant has now developed a new industrial synthesis process that results, in a
reproducible manner and without the need for laborious purification, in agomelatine of a

purity compatible with its use as a pharmaceutical active ingredient.

An alternative to the difficulties encountered with the process described in Patent
Specification EP 0 447 285 has been obtained by directly condensing a cyano compound

with 7-methoxy-1-tetralone. It was in addition necessary that the condensation compound
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Specification EP 0 447 285 has been obtai ned by .
directly condensing a cyano conpound 25 with 1 3AU{J 200“
7-met hoxy-1-tetralone. It was in addition necessary
that the condensation conpound 1 3 AUG 2001 { -3
obt ai ned coul d readily be subj-ected to aronatisation to
yield (7-methoxy-I- naphthyl)acetonitrile. It is
ob&ﬁi@ar epuld hahdily be subjected to ar -1-
- met hoxy- 3, 4- }(,jl hydr o- JI - napht halogaflllse)ltggettgm t?‘lld| (7-methoxy-1
na%}w’lb‘icé@ﬁ&ﬂ letute an ideal synthesis internediate that
neets the requirenents for direct synthesis from 5
7-met hoxy-1-tetral one, and woul d be an excel | ent
It is wppdrewatt thatf (Grméthex @B QﬂdihycﬁallLM@hﬂia%yl)Bﬁ:ﬁﬁﬁﬂnWﬁoﬁlﬁ leoh&ifute an
rect condensation of tetralones wth acetonitrile or
ldeéi: ¥15 j Infermediaso thdsmaete esteanisedents fohedirect synthesis from

L N L

phosphonate with 6-fluoro-I-tetral one and Pat ent
R S‘ﬁecif US 3 931 188 describes the condensation
Yroat Bn Fr IFeet ianHensation| ntstratynpe auith groelgnidriley ein gicetonitrile

corhPSRiIEBEH @lsEritMai i ind ﬁteﬂitﬁr@ iy c}%ﬁ?&%@gﬁ%ﬁﬂg%}kp %fat{ n 83 e992 403

subsequent reaction. Applie
deschibesc thedenslansatinn off cacaaomaﬁhylr phesplibedtel svith 61 fkdous-@-t&falone, and

Patg%tgeegﬁ'ﬁistriloﬁl\ﬂ g 032? O qlﬁs‘l teu%ggsésgﬁ%ng %ﬁatqggafeléggh tetralone
leaEilngltkS e cﬂlar@\ln@hlned@@ WBG W@e%&&b %éd 1n"tﬁé(gubs thr reaction.

portion "endo" mnor portion I5 ai ni ng suc
APPW‘?& i d- m@tl}axﬂﬁ@tragm dbricondedsaioni of acetoratrils a‘teﬂda;na mixture of

djf tibl th th dust |
o A8, O S50 R TBE) el B BB oo,
accsm@m%gmefl :

Figure 1
CN
o CN
MeO MeO MeO
CH,CN
+ ’
"exo" major portion "endo" minor portion

obtaining such a mixture requiring subsequent drastic aromatisation conditions that are not
compatible with the industrial requirements for the purpose of carrying out the synthesis of

agomelatine.

The Applicant has now developed a new industrial synthesis process that allows (7-
methoxy-3,4-dihydro-1-naphthalenyl)acetonitrile to be obtained in a reproducible manner
and without the need for laborious purification, especially free from the "exo" impurity of

formula (I1I) :



agonel ati ne. The Applicant has now devel oped a new

i ndustrial synthesis process that allows (7- 13 AUG 2007
net hoxy- 3, 4- di hydr o-| - napht hal enyl ) acetonitrile to b
obtained in a reproduci ble manner 20 and w thout the
need for | aborious purificati‘on, especially free from
the "exo" inpurity of formula (II1l1) : 1 3 AUG 2007 -4
CN MeO which inmpurity cannot bensubjected to
subsequent aromati sati on under; operating conditions
that are conpati bl ®e@ th the ilndustrial requirenents
for the purpose of cart the synthesis of

agonel atine. 5 Mdre spe( q , the (@.esent invention
relates to a process forthe~inadustrial synthesis of
the conpound of formula (1) CN MO which is
characterised in that 7-nmethoxy-|-tetral one of fornula

wlgc%h\/%ignp%i}%&ﬁf O%lg)]%c?ed’ :‘3’[? Cteﬁrl%?qv%etnp @%Xnaqgt?saaﬁgltl | gnd%? | gperating

conditions that are compatible with the industrial requirements for the purpose of carrying

out the synthesis of agomelatine.

5 More specifically, the present invention relates to a process for the industrial synthesis of

the compound of formula (1) :

CN

which is characterised in that 7-methoxy-1-tetralone of formula Iv):

MeO

Iv)

10 is reacted with cyanoacetic acid of formula (V) :

HO
e
V)

o)

1n conditions wherein the water formed is removed, in the presence of a catalytic amount

of a compound of formula (VI) :
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in conditions wherein the water fornmed is renoved, in

the presence of a catalytic amount of a conpound OfoLAUG 2007
|

formula (M) : 1 3 AUG 2007 -5 RNH3 OYR V1 O wher
R and R, which may be the same or different, each
represents a linear or branched (C3-C o)alkyl group,
an unsubstituted or substituted aryl group, or an
unsubstituted or substituted |inear or branched aryl
(g -Co) al kyl gr oupr—5NHQ ype#ﬁJiheoqpnpound of formula
(1) after filtration and washing with a sodi um
hydr oxi de sol ution, which cémpound of formula (1) is
isolated in the formof a solid after
recrystallisation wherein : - aryl is understood to
wheeaihR anf Rewhich Ry tiehibié séic &H RITBIRM, c8HPresek®s 4 1ihd3€ or branched
term "substituted” governing the terns "aryl" an
(Cs-Grojaligylkgroup,deth gpebstitatad ehsubstiuteratiyt srmipetoy aof utsabstituted or
: : j ed. b roml to 3 identical or
sul%lfl X iy opﬁaﬁéﬁgﬁta ég{:b’g:ﬁ)raﬁ%/

ent groups se 1%"Rear or branched

to Yi€ld-ti6 parhisyind dhdfay (Bt fitf@bn 2R WALAE G 4 Sdlum hydroxide
-é@?al oxy. More especially, the water forned during
solpticat, r whichj epmpeunde ey @ ds iiselated o, thEhderan iof a 16lid after
recBsefifa@Bh Y used a reaction solvent that has a boiling
t'enperature higher than or equal to that of water, and
even nore preferably that forns an azeotrope with
hmater, such as, for exanple, xylene, toluene, anisole,
WOEEHV| benzene, tetrachl oroet hyl ene, cycl ohexene or

NESaryis @NBerstob& tema ¥ phd i1 QbipR: gﬁr[) d out

with reflux of toIueneppﬁﬁﬁyagﬁé9ang?ﬁn3$ ehﬁecially,

20 e ttermy fubsixtutsfl” overeing. the terms “aryl” and “arylalkyl” denotes that the
aromatic moiety of those groups may be substituted by from 1 to 3 identical or
different groups selected from linear or branched (C1-Ce)alkyl, hydroxy and linear

or branched (C,-Cg)alkoxy.

More especially, the water formed during the reaction is removed by distillation. There is
preferably used a reaction solvent that has a boiling temperature higher than or equal to
that of water, and even more preferably that forms an azeotrope with water, such as, for
example, xylene, toluene, anisole, ethylbenzene, tetrachloroethylene, cyclohexene or

mesitylene.

Preferably, the reaction is carried out with reflux of toluene or xylene and, more especially,

with reflux of toluene.

Advantageously one of the groups R or R’ of the catalyst employed represents a linear or
branched (Cs-Cio)alkyl group and the other represents an aryl or arylalkyl group. More
especially, a preferred catalyst is that of formula (VL) :
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Advant ageously one of the groups R or R of the
catalys? enpl oyed represents a linear or branched ] J AUG 2007
(C3-¢ o)al kyl group and the other represents an aryl or
aryl al kyl group. Mre especially, a preferred catalyst
is that of formula (Vh) : 1-3-AUG 2001 -6 Ri (CH )N NH3
OR (VI) Il 0 wherein R, represents a phenyl group
unsubstituted or sub?tltuted by one or nore |inear or
branched (G - 06) Bfkyl "gFoups, 3 8: orvily and R
represents a |inear (C3-Cip)alkyl|group. =

Advant ageously, R, represents anOunsubstituted or
substituted phenyl group, nore 5 especially an _
unsubstituted phenyl group. The preferred group R is

whietegn REXstire@n@UPphenMNIMBIS aRRONTLINA o? sﬁbcstlguted lﬂgor&r & ﬁ§{€q9163r or

catal st _used in the process according t I nven
brangh edated rireuns, misdt eino ané Refepkesents |aam¢at| (Cp-C1o)blkS1 Soup.

CH3 (VIl). X 10 Advant ageously, the conmpound of

formula (VI) is obtained after filtration and mashlng

Adwarithgeaustly RY adpréent g ahsbsHiatddGor S@bshitalpheY LS ofS, r{'}@rg_l
C}%Z Sr(OH)2 or NH40H, and nore eSpecially
eﬂﬁﬁ}hyéng%ﬂﬁﬁﬁpﬁydﬂﬁ&Yd@mgblutlon 15 This process is of
particular interest for the foll ow ng reasons:

The preferred group R, is the hexyl group.
Advantageously, nis 1.

The preferred catalyst used in the process according to the invention is benzylammonium

heptanoate of formula (VII) :

Advantageously, the compound of formula (VI) is obtained after filtration and washing
with a mineral or organic basic solution, such as NaOH, KOH, Ca(OH),, Sr(OH), or

NH,OH, and more especially with a sodium hydroxide solution.
This process is of particular interest for the following reasons:

- it allows the "endo" compound, exclusively, to be obtained on an industrial scale.
This result is altogether surprising considering the literature relating to that type of
reaction, which most frequently reports obtaining "exo"/Mendo" mixtures
(Tetrahedron, 1966, 22, 3021-3026). The result is due to the use of a compound of
formula (VI) as reaction catalyst instead of the ammonium acetates currently used

in such reactions (Bull. Soc. Chim. Fr., 1949, 884-890).
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- it allows the "endo" conpound, exclusively, to be
obtained on an industrial scale. This resuit is 1 3AUG 2007
al t oget her surprising considering the literature
relating to that type of reaction, which nost
frequently reports obtaining7*exo"/"endo" m xtures
(Tetrahedron, 1966, 22, 3021-3026). The result is due

t 0 {Haerats6f BdnvarsTBRREd Ak R hghMek@eki k)97@§ ﬁlﬁ?{@tth&nwhlch

catal yst instead of the anmoni'um acetates-current

us egould he gbzehvadaong aseisc ¢Bll fbr wisiob theGhiendoefnot, ex]:@aﬂ975%
884-890). 1 3 AUG 2007 -7 the rate of conversion
obtained is very high, exceeding 97% unlike that which

The euinfoarl ebsemvVRATHSS BBtapeatis GeRGnd is E@éfulv\ﬁy -,sahuﬁé}ﬁleaﬁkem the
does not exceed 75%_  The conpound of fornula (I)

synsiprssi Heagomsatiagy imnwhick itjiseubjectsd t«alarqmﬂtmatnmadfoapwed ﬂnytrh@cnon

muﬁ%@ﬁﬂ?&hllﬁ%“%%%ﬂﬁ r@gg |n which it is subjected to

aronatls Feduction 5 and then to

coupling with acetic anhydrlde. The Exanpl es bel ow

illustrate the invention but do not limt it in any
Exanpl e |

Thd EX%}SIQQ%M()@’lﬂusngatMgé Qiventd (Z’Pl@]}%l%l Mmlte}f: &t Om bt 1€

here are I ntroduced 1 nto re reactor g5. 0 kg
of 7-nmet hoxy- I-tetralone, 60. 3 kg of cyanoacetlc acid

and, 15. 6 0|c acid in toluene in the
——%9—‘8]5331!1 (Jég/l‘ffg ky riol-gapbihalenyhacetonitrilei xt ure is
heated at reflux. Wen all the starting substrate has

Thé&t SAPREBEGR 1@)&3&4 &R Hird 9&0{02 8§(boﬂ(%e ﬁf 9%&0){ e{e? anP%f-ho% 3 kg of

preci pitate obtalned is was
cyanbaeefi¢ latidadnd Idhé &iz nd chepmnvia sdeit] involiena ﬁ%ép@béﬂm of 12.7 kg of

d |.ut nd subsequent|y w th water unti
el T PRt JERedr ot e S0l YOk By tey dpoieg (whstate has
disdppeared, etﬁé”sbluﬁgn §9 |cb61€d Snd Gfeyedt b Ip?&:%l{%l[ Q)Fled is s washed with

et hanol /water (80/20) mixture to give t
tolupge japd §1®§ll th¢ diltofte opronachds wiashed amdhe ﬁNCSlidumm hydhymde solution and

excee 99W Meltin 0 , 50
R A I
resulting solid is recrystalhsed from an ethanol/water (80/20) mixture to give the title product
in a yield of 90% and with a chemical purity exceeding 99%.

Melting point : 48-50°C
Example 2 : (7-Methoxy-3,4-dihydro-1-naphthalenyl)acetonitrile

There are introduced into a 670 litre reactor 85.0 kg of 7-methoxy-1-tetralone, 60.3 kg of
cyanoacetic acid and 15.6 kg of heptanoic acid in toluene in the presence of 11.0 kg of
aniline. The mixture is heated at reflux. When all the starting substrate has disappeared, the
solution is cooled and filtered. The precipitate obtained is washed with toluene and then the
filtrate obtained is washed with a 2N sodium hydroxide solution and subsequently with water
until neutral. After removal of the solvent by evaporation, the resulting solid is recrystallised
from an ethanol/water (80/20) mixture to give the title product in a yield of 87% and with a

chemical purity exceeding 99%.

Melting point : 48-50°C
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There are introduced into a 670 litre reactor 85.0 kg
of 7-nmethoxy-|-tetralone, 60.3 kg of cyanoacetic acid
and 15.6 kg of heptanoic acid in toluene in the 1 3 AUG 2007
presence of 11.0 kg of 20 aniline. The m xture is
heated at reflux. When all ti¥e starting substrate has
di sappeared, the solution is cooled and filtered. The
preci pitate obtained is washed with toluene and then
the filtrate obtained is washed with a 2N sodi um

hydr oxi de sol uti on and sulfskeAlMStly with water unti
neutral. After renoval of the solvent by evaporation,
the resulting solid is recrystallised froman

et hanol /water (80/20) m xture to give the title product

i% a yjﬁld of 87% and with a 25 chemical purity
- ex E¥E

§ thegogusipeal sywbesiorfithe compoumdof forguldU® 2007 - $
CLAIMS 1. Process for the industrial synthesis of the
compound of forrmula (I) CN MO (1), which is
characterised in that 7-nmethoxy<Chtetral one of formula
(I'v) : O MOs is reacted wfth cyanoacetic acid of
formula (V) no \Me®

@,

which is characterised in that 7-methoxy-1-tetralone of formula Iv):

MeO

V)

is reacted with cyanoacetic acid of formula (V) :

HO
N
V)

0

in conditions wherein the water formed is removed, in the presence of a catalytic

amount of a compound of formula (VI) :

+ -
, 0 R
R—NH, \”/ (VD
0

wherein R and R’, which may be the same or different, each represents a linear or
branched (C3-Cjg)alkyl group, an unsubstituted or substituted aryl group, or an
unsubstituted or substituted linear or branched aryl (Cy-Ce)alkyl group,
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I ETR Ty
0 in conditions wherein the water formed is removed, in! J AL (UU¢

the presence of a catalytic anount of a conpound of

formula (VI) : RHB OR (V1) 10 O wherein R and R,

whi ch may be the sane or different, each represents a
linear or branched (C3-Co)aPkyl group, an

unsubstituted or substituted aryl group, or an

utes yiedd ittiel tedpOunds b $érituld €l AfieRe@tra®én BRANEREG AR Hh a sodium

(g -Co)al kyl group, 13 AUG 2007 -9 to yield the _

cByetide sfitipoy Whik compoytid ef formplar @) isgeolaind 1m,amhﬁomfg of a solid
| h hydr oxi de sol ution, which conpound o

Wh i} r?cﬁ%%')h‘é;li’ﬂs%

f ornu solated in the formof a solid after

~recrystallisation, wherein 5 - aryl is understood to

mean a phenyl, naphthyl or biphenyl group, - the term
"?Eﬁ??ﬁiuted" governing the terms "aryl" and

"arylal kyl" denotes that the aromatic noiety of those
groups nmay be substituted by froml to 3 identical or
d+f@EfEﬂMdmgmodm$n$ahephﬁﬂ&ﬁﬁpﬂﬁkhﬁﬁ%@mﬁpﬂ@ﬁ@ﬂChed

C al kyl . hydrgoxy and Iinear or branche .

(G TS Faibsttiied” 2o aPiedys e Thd” Sy e fendies tha the
ConpeHiasic HhoibQr Gl i e dent:
chg?gct g(r:i s%ld@,i n t ﬁséét %%Oﬁgg‘rﬁ%ggﬁq%#sﬁgﬁégg? ri egq_ (lnut? 3V\Heﬂtlcal or
r ef dififerant. gravipsiselected froRr s or banchdie( Gy dikg] Bydrbxy bed linear

co und,of, fo a (1) according to claim1,
chggggﬁgwfgéérpgﬂﬁﬁﬁ§ the catal yst enployed is that of
formula (M.) Ri(CHz) --N-I 3 0YR(VIA

2. Process for the synthesis of the compound of formula (I) according to claim 1,

characterised in that the reaction is carried out with reflux of toluene.

Process for the synthesis of the compound of formula (I) according to claim 1,

characterised in that the catalyst employed is that of formula (VL,) :

+
' R
Ry (i gy OT“ v1)
0]

wherein R,’ represents a phenyl group unsubstituted or substituted by one or more
linear or branched (C;-Cg)alkyl groups, n is 0 or 1, and R, represents a linear (Cs-

Cio)alkyl group.

Process for the synthesis of the compound of formula (I) according to claim 1,

characterised in that R represents a hexyl group.

Process for the synthesis of the compound of formula (I) according to claim 1,

characterised in that R' represents a benzyl group.
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Ol | 15 wherein Ra' represents a phenyl group

unsubstituted or substituted by one or nore I|inear or L
branched (Ci-C6)al kyl groups, nis 0 or 1, and R 1 3 AlG 2001
represents a linear (C3- G o)al kyl group. 4. Process

for the synthesis of the conpbund of formula (1)

according to claiml, characterised in that R

. I Bprcesse fdrsthe §@xickisgsfothe. cotbdund REOERESIS Oy dcB&ding to claim 1,

sypthesis of the conpound of fornula (1) according to
cehgrastarised c far St e fthes eptalystt magd Rs rheprydaemosium blesptarioate  of
g &Hﬁl A1 -AUG 2007 -10 6. Process for the synthesis

o? t ea(co ound of formula (lI) according to claim1,
characterised in that the catal yst used is

benzyl ammoni um heptanoate of formula (VII) NE O CH

(VI1). 5 7. Cdppoung,ofoforxul a(I) ichis
( 7- met hoxy di hydr- | Jfaphthal enyl YeHacet@Htri | e,
for use as "8 nternedi at® in the synthesis of

agonel atine. 8. Process for the synthesis of

agonel atine starting fromthe conpound of formula (1),
cggracterised in that the conpound of formula (1) is
0

mpAeRf pot ¢ Hemayat KBavhichr it e §smethostridt-Aidydo- Bnyphimdenyl)-
ceforft lotiab i) &R FLomahl sat |
7 T 3 1 g m Gl BRMRE L8 BB BBF IR e
aceti c anhydri de.

Process for the synthesis of agomelatine starting from the compound of formula D,
characterised in that the compound of formula (1) is obtained by the synthesis process
according to any one of claims 1 to 6, and is subjected to aromatisation followed by

reduction and then to coupling with acetic anhydride.



