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ORODI SPERSI BLE PHARMACEUTI CAL COVPOSI TI ON FOR
OROVMUCOSAL OR SUBLI NGUAL ADM NI STRATI ON OF AGOMELATI NE

-1 TORODSPHRSIBIEPHANMA U EFCAL CoNBoSagoairen | d
OROATBRISARIGR BWLWHP@W?EMTIO}N‘BF AGOMELATINE

adm ni stration of agonel ati ne e ora or onmucosa

or sublingual route. Agonel atilne or

N-[ 2- (7- met hoxy- 1| - napht hyl ) et hyl ] acet am de of fornul a
Thé Présent Nirkeohen réthes o amdwalosRdisbBd By dipbRble SR hutitd)Sorm for

forns and addition salts wth a pharmaceutically
theadaapsiaaion of apemelptingdayethe orel. pagynecopt] ar AedioEen) ires-

properties : it is a selective agonist of

mel at oni nergi c systemreceptors and, on the other hand,
Agomehitina ot Agan{7shethbxy-haaphthifBahyllReRplidy of fofrn@h (gonf ers

on it activity in the central nervous system These

properties 10 provide it with activity in the centra

nervous system and, nore especially, in the treatnent

of maj or depression, seasornal afH@mmd ve di sorder, sleep

di sorders, cardif@ayascul ar |pat hol ogi es, pathol ogi es of

the di gestive system Orma and fatigugydue to

jet-lag, appetite d and obesity. Agonel atine,

its preparation and | n therapeutics have been

described in European 15 Patent Specifications EP 0O

447 285 and EP 1 564 202. In the follow ng,

vagonel atine”’ is_understood to n. agonel atj ne, .and .
and PO Shifies, o AEHE SREF, it AR T Ry imgffaceuticall

SO |

accptable aid bBr Bage) asluakle Whh&ddcbloghBE BRIpeRies : 3Cisth QllecB@E Bgonist of
Agonel ati ne may be admi nistered by the oral route in

melfenipggin HEthieaPiRteand|wade aths hand, scan wdagomest lofwes 5-HTxc
| f r: C onmel atine, tabl.ets :
rec\gﬁgp’o?ﬁiﬁge@oggé 6221?%& %/C [ ﬁ;tl etﬁgtcr%rétg nento of Syr%}utsjmo Pthese properties
praleéde i 9sthaitiviseastha abnted] hewbiy systins aid) @fore 8d4peéiplly, in the treatment
di sorders, cardiovas%ulgy . pat hol ogi es, pathol ogi es of
of { RRI%gj B@F?W’s;‘}%ﬁs% @Yfeive shtordst, i shespmiligprdgry  cardiovascular
oue | o hlding I it . q -
Pl Rl R Ao oBRR P ERFSE oor S JARRRNL Wiy KAICES 1o jerag
appRttedisdrdeis@nd obestiyr cadi an rhyt hns. -2- Phar nmacoki netic
studi es in humans have shown that the bioavailability
of agonel ati ne by

Agomelatine, its preparation and its use in therapeutics have been described in European

Patent Specifications EP 0 447 285 and EP 1 564 202.

In the following, “agomelatine” is understood to mean agomelatine, and also its hydrates,

crystalline forms and addition salts with a pharmaceutically acceptable acid or base.

Agomelatine may be administered by the oral route in the form of immediate-release tablets to
be swallowed with half a glass of water. Such agomelatine tablets are of use especially in the
treatment of major depression, seasonal affective disorder, sleep disorders, cardiovascular
pathologies, pathologies of the digestive system, conditions of insomnia and fatigue
resulting from jetlag, appetite disorders and obesity, and all pathologies associated with

deregulation of circadian rhythms.
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the oral route is very lowin relation to the

parenteral route and is subject to variation wthin

one and the same individual and from one individual to

anot her. Also, the |ow bioavailability of agonel atine

and the variations in inter- and intra-individual 5

concentrations led to the search for a new formul ati on

all owi ng those problens to be solved. A solid
Phagpagokipetic sthdiss phhwmerscdinve showe diab ths hipoilaility of agomelatme by

e h I|c t|o

GO DI BALID s b B AP ER L RRR A ClsoRBick! igariaton
wﬂimdoneg:{xﬁlrthé encodBiidial agd HdmlcreiwBedaddo ﬁﬁfﬂhé‘rh dried by

co-atom sation and marketed under the nanme STARLAC(r).

That pharmaceutical conposition makes it possible to

C

Alﬁp gl?énlp\gg?g%vgh?oﬁﬁ& énﬁgﬁﬁn%/\gﬁ(%’/ thd Qf?rq%tﬁ)e ana nttéf Emd 1ntra individual
comatramrgls lefheo chodeaplerfsi bidewt Yortuldtieni AlowTke those problems to be

d | e t lets allogw the active_ ingredient to
SOIB Adé‘?li‘{/%rf’ I§PFsl FWW%‘FCUE%}PPVPOSFH@ o agomelating fleggribed in the
paﬂeﬁfE aplfchN&h IEPIY 9@76%4 hafhs tH@reﬁ)‘?«Jz 'd\é@el?ﬂk‘&hé&?ﬁn %In}e)llatme and

absorption by the mucous nenbranes o e oral
graaptes rcapsisiingnafr lgctbse and $tarchldoicd byrmkzemmsatlcpnmi hiagkefedrunder the

naf SOMRLAET T TEG HE i e dede Sy Jaee e ropsilfpioogitain ables

haan R veay g%dpﬁélty/ B disiBtdgkdib &5 RNk, thil R tﬂe same time meeting
ppearance_ of = the active ingredient in the blood. For

theo@pﬁwneﬁs@dgb cpitdrign Thi rom@qurmle rtahiota llpwnthe sbee ingredi¢nd to be
del%e?éd ?ﬁlﬁlﬂet ¥al 05!;} gr tl%% dessP én o?t € d agﬁg 1rls£%cﬁ%:r{;ég ?he Q’ahva and then

ongue 'so as eliv

absaﬂ;g[c&dbﬁ‘ e trmcmemsmbfaneg daltha @0 Wsviteatl Apal ey &ho itBe blood
onsi dered to be the nost perneabl e nmucous nenbrane of

MRt ogtidleor pie-sysigmie egrodationdp bgicasemyenipd The bioavailability is
the?é'f@fer%‘ff Hl%bl‘l"}a én};rggé'g “Q{hefaf Qﬁ%ﬁbrtv%{lélgfgtﬁe% %dt\xnﬁ] rag%d appearance of

COﬁ'p I ance an ort o N Vi ew
ther@pvci lnyre}m:qb eraﬁm bdeodt Fom;tthmm rabiorp:t&)nl thiough tHeotiticduld @nembranes

f I
e%%%zcg}r”% an 7 c agﬁ%‘i el lcmm %ttﬂlzg\,\lgﬁﬁ ;gmtongeliver the

actf\%rlﬂghle@fehpﬁ) tﬁé‘%ulﬂu%’uﬁaxgﬁ@&{s%béﬁee i V\ﬂﬂlsfc%ﬁﬁh&la& to be the most

active ingredi ent Used, agonel atiné, ch causes
pelpne@hbum@ds membrangtof ﬂ%orsbcmfaw on in the nucous

h bl |
MQFE G SR pRariP TP Gise i s 6 Fagihip ‘frete t sompHatce and

corafRCef thabesknt REGRWSST tRdir Htibﬁi ﬂl@ﬁ{p@&m &8 e oral cavity without the
concentrations of ag onel I ne, resul ti ng in very poor

negsfor Bayid apd vetpoeishe pto)blem' pbswallowaig. gust at ory compounds
corresponding to the 5 descriptions sweet, salty, sour,
bitter -3-

It has rapidly become apparent, however, that that formulation has a disadvantage

stemming from the active ingredient used, agomelatine, which causes a pronounced irritant
sensation in the mucous membranes of the oral cavity.

When the sublingual route is specifically targeted, that stinging effect is exacerbated
because of the increased local concentrations of agomelatine, resulting in very poor patient

acceptability.

The use of gustatory compounds corresponding to the 5 descriptions sweet, salty, sour, bitter
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and umam is unlikely to change a perception of pain of
the irritation kind since the two chenosensitive
systens responsible for the transm ssion of taste and
irritation are anatomically and physiol ogically
different (Franck and Rabin, se and Throat Journal,
1989, 68, 291-296). The means known to the person
Killed in the arf for masking the irritant sensation
ang Ay 18 “B&} (¥ Gormge & Peigeptian jofi pafideldthe grrisesioni kb kineed the two
l.oc
AT e A NPy P e deitistirdof 5 WAFipBiuion PEatomicany
and il egiclly idifteers (Eriangy ant Rabing Moeind Mhrdaofoined 1089,168£291-296).
nerve ndlngs res ons ke for irritant sensations

THERaF205 kBRI HiRcPersSPSIlsAr (Do for moessing tha Sritapbsengaiipn caused
by(d ploluapgns '1ﬁtleﬁd¥d' t@rbeoclilssgi’s%drlﬁ rt?{@sa?ﬁq'a?ég% |rhied: &1) the use of

mal nt al ni ng t he control release (I n duration an
lomaﬂsﬂlebﬁs (WE DANi17p), diidi¢hes ufer ofmiblecpheardapaise ol Gﬁtbractmg with
nt en cavi ty

ded h I
e 8 e P b TRl B an

PréfprRacbem, hovs ﬁ1r3av1/9§01l3§? (lilg\f\ﬁ‘ééeﬁsmﬂaﬂgﬁ%‘% thd BEHSRdRes while
| ocal anaesthetics or nolecul es capabl e of Interact |§

majpteipinghihercopaptiest sel¢aspl(incdureidoni and i knantt) F is#drt qmodlszts from
oL AL U REANSS ol RREG SRR s prstned o

(UﬂbﬂemMBD a strategy based on desensitization is not
onpati ble with obtaining a pharmaceutical conposition
ThPT’FaYaqoélS BPIaR)5e hay himwhdsks) h@‘eg‘f@at Indeed, theviserod 1¢ceis gnaesthetics

or %@J&ufés c%eﬁw& @fsx}xtere{clﬁﬁé wllﬁl tbgan t’or31 thcgtI 3 L nt e ste%sgatlon 1S not

bucc cavity 1 n fess tes,
satmfmtcafy abtoausen thess comaouaize haven uﬁtelnsﬂ:' h ﬁnr%@@kdhéa nﬁ hdt@Scological
utical .conposition_t

now. devel o Qed a, new phar mac
prope W@W% HovenL @ strajegy %ﬁfe (gqsgxgﬁltbqatlpﬁés %tqom@atlble w1th obtaining
a pﬁ’éﬁﬁﬁ‘c@hﬁéﬂl Joﬁlﬂ%%tféﬂecﬁgtoﬁeorom%érglb (ﬁgﬁtegﬁﬂge L Jiiro lesa than 3

allowing an orodispersible ft |on al ne
mingigy), thet isviersay;tthet disiniegentésigribel beaml byvityhia lessubdr Bguialites, and

14%r§i1nﬁ ﬁ?ﬂ routetand w t hout association with a

PTGy "ARA SPFE"B¥®wi t h  anot her pharnacol ogi cal |y

ThaCApplRaSiORRROHN - deVBRpBY @SBV JHAMBIHe(98A] I ﬁﬁoﬁf%ﬁ callows the
espeC|aIIy to a solid pharmaceutical conposition

irrigaghpesbéan of theracgive emﬁrp@bntct@ rbe wercanee mihilalat keysme tlme allowing

t allow a
an Q)?&ﬁlgﬂseggélglgl %ﬁgﬂgor L a ﬁal{le Blg dg:ilgerﬁ g ag;tlvgnlngrerzhent by the
sutdingdilsppesrsintesat eaité agd V\]fﬂﬁup habbmestbWithal 1deanRestthét®Nor with

ccording to.the invention is forned especially by an
another pharmacolo gically active compound.

The present invention relates more especially to a solid pharmaceutical composition

composed of :

* a central core or a central layer comprising agomelatine and excipients that allow an
orodispersible formulation to be obtained,

* an orodispersible coating.

The pharmaceutical composition according to the invention is formed especially by an

orodispersible central core comprising agomelatine, and an orodispersible coating.
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or odi spersi bl e central core conprising agonel ati ne, and
an orodi spersible coating. -4- One enbodi nent accordi ng
to the invention relates to a pharmaceutica
conposition conposed of an orodi spersible centra
| ayer conprising agonel ati ne, zpnd an orodi spersible
coating. Preferably, the central core or the centra
| ayer of the solid pharmaceutical conposition
according to the invention conprises agonelatine and
| aw.:an [ l.e
O Chb eI, L BB R RRREES o RSl fin ForGpsiton
colnplosgdoaian amdispemqnb]eaﬁﬂﬂr:ilyayea chprising Egﬁmﬁﬁlﬂleaand an orodispersible
d|S|ntegrat|ng agent. 5 More especially, the
co8liNi spersi bl e formulation will be obtained with a
specific diluent for an orodispersible or wwth a
conventional diluent to which one or nore
Preffiesibhyt, élye atlitmy cagent the deatra llapc&mfaﬁd edlid ptvanicagralisériposition

thg.orgdl ersi bl.e dil uent used%W be based on

AT ang t §FYFBHOTy CURPTEEH nFEOMGARE o fing aechyentgnthat allow an

or@dlﬂf@blérﬂnﬁﬁlﬁﬁ&{ sl bd ncﬂﬁimécf‘ By r!ia&ﬁn rebsidi ﬁ cessoﬁsu\rf]ﬁpl ! diluent, a
be formed by an atom sed pol yol such as, for ex

lubyinapi and} optionzly.raflew egent and a Disidearatingtagenised ni xt ur e

BRSSP i PR o i ST S S SR e o

an@rcbtﬁipeﬁblﬂ)la e tvithnedbnbentibneldilueRt to At ynd & SR iRk @iing agents
Wit h d|3|ntggfants prOV|ded that they inpart
ha}ﬁ? R 2 dvantagsepd y,eﬁlwnoﬁlsa@rwlmtdduﬁar wiedswilhibg based on

f

“%éﬁg%g(1%%% éﬁnﬁﬁh |§¢% g?é?FnSkﬁge ?SégéFQS?@anmﬂe

Statfac?,r omwitieber Espredtby en clt@sises pofyol,hase ad;L fibieehitiple, sorbitol or
ex0|p|ents The lubrjcant is preferabl nesi um

mannial Ared? SHATUHPL: BHKre Pasedr o o %‘Fgcﬁss per skanpde, the
ex@lﬁi&ﬂ%rmzﬁﬁél%ﬂ Hﬂdéi‘@l?@ﬁa%é@@ah@k@ Beppyankien is preferably

gﬁose ['uent, a lubricant, optlonally a flow
Othg kuents ptaydwalsb@/ cq;tldnailyrmagm'ﬂtaltmg “a‘@ehi:m’&gthntsZﬁrowded that they
which is diluted in

lmPﬁio?géspF%ﬁ’?e &gsglﬂél%t&@gﬁg%}l gﬁ't dngs BErEEBIEY- coat i ng
Tha G @h)ghd AowhGehNMRAN IR SPNEMIOSHE d&ﬁﬁ%ﬁé@é Fgénfl Gre selected

agent, such as, for exenple citric acid
frogs ke frespeeitiedclasdss eofetiose |daﬂfetr9nt etvipiontodThpdulsidahe is preferably
ine a specific diluent for an

b
e &g Iﬂgte%akeb?r S%dl%ngsf:?{y ﬁlgbaﬁ &ntional diluent to which

I Spersi or w
one or nore disintegrating agents 25 have been added.

Advantageously, the orodispersible diluent used will be
Thg Qeqekispgrsible powder coating according to the invention is preferably composed of a

diluent, a lubricant, optionally a flow agent, optionally a disintegrating agent and
optionally a desensitising agent which is diluted in the coating.

Advantageously, the orodispersible coating according to the invention contains a
desensitising agent, such as, for exemple citric acid, menthol or aspartic acid.

More especially, the orodispersible coating will be obtained with a specific diluent for an
orodispersible or with a conventional diluent to which one or more disintegrating agents
have been added. Advantageously, the orodispersible diluent used will be based on
granules obtained by co-atomisation of lactose and starch and marketed under the name

Starlac®, or will be formed by an atomised polyol, such as, for example, sorbitol or
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granul es obtained by co-atonisation of |actose and
starch and marketed under the nane Starlac(r), or wll
be formed by an atom sed polyol, such as, for exanple,
sorbitol or -5- mannitol, or by a co-atomised mxture
based on polyols, such as, for:. exanple, the excipients
narketed under the nanes Parté&(r) or Pharmaburst(r).
uents may be used, optlonally i n associ ation
m%“{qﬂf é)%taeﬁ? é??f‘gsedp%wl&e agadapn tNeEipls, i swglaras, for example, the
&bt SkdLBd ﬁgﬁ?ﬁ @ h. 'ﬁgﬁﬁ ohar dness and
o g&?ﬁ?ﬁﬁ%lb??y(gﬁ T e SS%P%%ant hllﬁ%ﬁ:ovvagent and,

Oﬂm@blemp phaydmbised, dphienallysinrsegiatioh ngthadsintegRins, pﬂv&ﬁ:ﬁ@l@ht they
of those djfferent

L
lme%??tdgﬁﬁéﬁww@t P el ﬁﬁeq‘lgtephaéér@ﬁ%\mdylow@gww um
TheligsHRKE RS 16N S ¥ n¥te %%Hm%eé Ghe ?@ﬂgg ine agent are selected

d|S|ntegrat|ng agent s 't hat use
from tthe respedtiveenipssen dafhiiose diffisreltecxvipientan@he tiilas@anb &s @ekferably

odi gcolate starch, such as, for exanple,
an%rflg eeIra’?e B SEEbitMaratey hased on crospovi done,

Arﬁdxﬂghthafdl fitefra@X@apdres HEPLAd HORsclin RE ﬁh&% M% $te iR th
on L- HPCSI(I%T\?/- s%ggltut ed hydrgxygrop?/ cel osen él:Ii[ﬁ)(ill ere

maydieirgenpioasdithoatbased pn @@drpmsglwcdate sterchy slichgs, tfor B)h?enple Primojel®

or EQgt &%So&rﬂgggﬁgﬁ @%ﬁﬁg c;neefsgu;c agh%a; 8&?&%&@3@@%%% also those

ba@ﬂroﬁddmmdm-dﬁmmtﬁﬁﬂydr&)eypr@p}ﬂ Relngasy of o
non- or odi spersible tablets wth the aimof devising
sustai ned-rel ease forns : tablets with a central core

I t
TSl i P B Goh Rt seRlop IO e Beprgpa v o
comp@sswattmﬂmg pdcess. e eodhipregsibn cb:hmglmu@@i hﬁsrhlfba&y Bé&nadescribed
coating

h
in (R g GetisatibleghD ottt o dovisips merdsinedh e orms :
tablddewaB i dedirall @Y&€br mbfi-layeBBRS g ul ZEPSREP %Hﬁﬁﬂd}] g?ntrolled

| ayer covers over the central yer prior tg't

Rﬁb@%szﬁ4_i0HﬁW%§§|on In the case of the tablet

o th ventlon h ng a.central core, the
i Q5P A" SR S0P AN RS TR AS) « ShBo b e e
codtiap @aylel af pre S ompfdsbed 1At doyistiiB ek 2tHRALS f)@w§é%%q{rﬁlcﬁ B central layer
coating step. Such a coating process is not

1s deppsitere congl goatipg jayer gpvierfeoveaths cotrdl Gayer pdostpehs fitdlstep of
enerally exhibiting a noderate resistance to
Cmﬁ@%%ﬁfﬂg and a non- negligible friability. In the case

In e dahteofJﬂEStelbiEt advertihg eNthet i@etRAtHagIn fgCEDEéhtl@llilFioﬂ%ethe coating by
coated by . coppression without any difficulty using a
COTRRFFRFERTY TGSH%‘FS ihg gse of i2atent alngnre dat ansyffieisstly résistant to support the

coating step. Such a coating process is not recommended, a priori, in the case of
orodispersible cores generally exhibiting a moderate resistance to crushing and a non-
negligible friability. In the case of the present invention, the central core can be coated by
compression without any difficulty using a conventional industrial compression press
suitable for compression coating.

The present invention thus also relates to a process for obtaining the solid orodispersible
tablet having a central core, which process is characterised in that the constituents of the
central core are mixed and then compressed, and then the constituents of the coating layer

are mixed, and coating is carried out by compression of the resulting powder mixture
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sui table for conpression coating. The present invention
thus also relates to a process for obtaining the solid
orodi spersible 25 tablet having a central core, which
process is characterised in that the constituents of
the central core are m xed and then conpressed, and
then the constituents of the coating |ayer are m xed,
(ggg coating is carried out by conpression of the

ar $9N%% powder mixture -6- around the core. The
Applicant, then, has found that the pharnmaceuti cal
conposition according to the invention retains its
orodispersible character with a very good capacity to

priori,

di he nmout h, which was_not,
The o‘?‘%@ &l ST g fodh B d}hﬁﬁewwl%lcomﬁﬁﬁgn taceerding to the
inVeRtiBR Fdthifd! (1@ orodidherdhe ARG &Y gfﬁgl ae%??%%&ltchjgﬁ:lt g%sqntre]grate in

to the invention nakes It pos ach
thegingutht B’@}I@tW?@motna iphierip fabseeable tfqr d coategisphatiadtuBceal composition.
m _nut.es, re e%pe0|all in less than one m nute,

In GBS BBt G ComsoRtiPB et P e S amepian reaies i possible

to aéHiéveddisiftekR®on 'ﬁ%@&aﬁ%m?/fmqgéem%‘l Infitthie® Mnd more especially in
Surprisingly, the orodispersib ar maceut’i cal

lesg drApoaniet manlt@o’@drcmut iy ewdt foe ai menﬂwcbrelalsda ozymbles§agington the

bility of.the act 10 .i ngredi en
m RS E s PR ¢ WITRE CRar e léli’efﬂa}ﬁi | hagpaceutical
combﬁlﬁ(ﬁﬂﬁcddrcﬂiﬁg epattel RFentidhe aBGHd Very BESE @b@ﬁ%abﬁlﬁy b@f the active

solved in the saliva and allowing its rapid
1ng4r§5§glt it Be agliesd. bYﬂﬁéltﬁﬁatsrtEéWtqhé@Fteconbsattthmwme tlme enabling

theaé‘c%gé qh%'@?l‘éﬁ’t ttohﬁe 'd!;bggl%(} A th agamvnlta%'gteag r‘;g ét§( 6@11(1 Shfry into the

sublin route, has a enons
bkvdpa0|ty to reduce the |rr|tant 15 sensati on caused by
Thth active |n redi ent, and thus excellent patient

Ac Afsufirgly Compatiiens tacseidEig dar Hice dnvsation.n adinmistevag by the

sub@ﬁ%ﬁk{leﬁ)u?é"' enRepad i &erx{)dn@ﬁ‘ﬁtec? Iaa}lb ?éefllgﬁtt ]pllﬂ)aﬁe tloI 4k ed the irritant

hus all ows the bi oavai active
sensgigpme dhusnd b0 the ddtive elageadlemt] dartich ehmsn teeellenin ghiatiérfl Uadceptability.

A o8 e S b o RED e e RasticrBe s enast to be limited,
an(ﬁﬂﬂb RllsWE &id BiBavdiRbLARY €€ ﬁ{eeaﬁ%%g inggOdidit&o %‘%E%Q%thng&me inter-

conpositions according to the invention are prefe
indppdial ¥ ereationeebseryed twitit canventicnehgmonedgtine rphmahzatmtmal tampositions

e P8 e om 0,020 o 500 by
Starlac(r) or mannitol for direct conpression
The pharmaceutical compositions according to the invention are preferably characterised in
that they comprise, in relation to the total weight of the tablet :
- from 0.02% to 5% by weight of agomelatine
- from 70% to 99.88% by weight of Starlac® or mannitol for direct compression

- from 0.1% to 3% by weight of magnesium stearate.

Even more especially, the pharmaceutical compositions comprise, in relation to the total
weight of the tablet :

- from 0.02% to 5% by weight of agomelatine

- from 70% to 99.88% by weight of Starlac® or mannitol for direct compression
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- fromO0.1%to 3% by wei ght of magnesi um stearate. 25

Even nore especially, the pharnaceutical conpositions

conprise, in relation to the total weight of the

tablet : - fromO0.02%to 5% by wei ght of agonel atine -

from70%to 99.88% by wei ght o7f Starlac(r) or mannitol

for direct conpression -7- - fromO0.1%to 3% by wei ght
gnesium stearate - fromO0.5%to 5% by weight of a

des 5 P4l % 10g "/aémelgl}ﬁpéfr@gwtyneﬁeerﬂtec acid, and

r ef loy, f % naI .

PEHRER % 16 3% Dok et 1. 4l el aRhiaal Gl e, and

as, pfaderablyainqmh % for3y 0. 1% to 3% by wei ght of sodi um

stearyl funmarate, preferably from0.5%to 1.5% a flow

agent, such as colloidal silica, for exanple, fromO. 1%

Th(s-?“@ﬂ/% Yo /lyggﬁt,am preferably from0.2%to 1% ; from

0. 01% % by wei ght of one or nore sweetening agents,

pr efadulaluiayt 6ilhelm}ﬁn ToagnesiuthGitchP4te, |snclads]ifor extmpld)&rom 0.1% to 3%

pharbmace% . 0Si t| ons acc rdi n%{to tl(;le i nvention

S‘?‘PW ably drogy PSigtodubét ances

an d a0ty QEerd¥D E&hsﬂﬁ&;lﬁomaﬁ‘ Qllﬁg eﬂﬁ' %xéxﬂgﬁ %%m 539¢ s ngy wei ght

aspartam "acesul fame or sucral ose e dosage use

is @fﬁfémblbﬂf@m@e?dﬁ@hh‘b,to the nature and the severlty

of t.he 80 mnistration route and_the ag

and T dj% SN %%%W afge OF TS5 BRI PeghPoam 0.1% to
ng 190 1 g of agomsl atine per day in one or nore

adm ni strations. The Exanples below illustrate the

i nvention but do not limt it in any vvay . 20 EXAMPLE

In ]adgfglngukﬁt Bg?ﬁméeg#t Qgrg bcl)n(esh%ci%fg{ds t‘iTQh%?lg‘?e}nh%% %my contain
flagauirbig compounds, colouring substances and one or more sweetening agents such as
saccharose, aspartam, acesulfame or sucralose.

The dosage used is adaptable according to the nature and the severity of the disorder, the
administration route and the age and weight of the patient. The dosage varies from 0.1 mg

to 1 g of agomelatine per day in one or more administrations.

The Examples below illustrate the invention but do not limit it in any way :

EXAMPLE 1

Formulation : Finished tablet of 320 mg

Constituents Amount (mg)
Central core
Agomelatine 1
Starlac® 67.65
Sodium stearyl fumarate 1.35
Coating
Powdered anhydrous citric acid 7.5
Starlac® 238.75
Acesulfame potassium 2.5
Sodium stearyl fumarate - 1.25
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Sodi um stearyl fumarate 1.35 Coating Powdered
anhydrous citric acid 7.5 Starlac(r) 238.75
Acesul fane potassium 2.5 Sodium stearyl funmarate 1.25
-8- EXAMPLE 2 Fornul ation : Finished tablet of 350 ng
Constituents Anount (ng) Cen_tgr_al core Agonel atine 1
Starlac(r) 48.75 Magnesium stearate 0.25 Coating
Powder ed anhydrous citric acid 10 Starlac(r) 282
Aspartam 3 Acesul fane potassium 3 Magnesi uhm stearate
XAM central core is prepared by m xing the
E‘CUTTS%%ents foll owed by direct conpression. The
har dness of the cores of Exanples 1 and 2 is about 15
Newrondatidr hFinished atblet 6633 mgess than 1 % The
constituents of the coating lTayer are m'?<ed andlthen
coatin S carried_out._ by conpressiing the resuttiing
povvdergrr xture ar B or es. The cdatosdt (mg) et|s of
Exanpl es| e cdrehave a target hardness of 40 Newtons
and a 10afdh@kidd ty of about 1% The in vijtro
di si nt egr@k tinmes are less than 3 m nulgeis(Eurcpean
A

Phar NDCopG i‘un%'ea‘al\{apt%E 3 15 Formul ati on 095 i shed
tabl et of C ne
oating
Powdered anhydrous citric acid 10
Starlac® 282
Aspartam 3
Acesulfame potassium 3
Magnesium stearate 2

The central core is prepared by mixing the constituents followed by direct compression.
The hardness of the cores of Examples 1 and 2 is about 15 Newtons with a friability of less
than 1%. The constituents of the coating layer are mixed and then coating is carried out by
compressing the resulting powder mixture around the cores.

The coated tablets of Examples 1 and 2 have a target hardness of 40 Newtons and a
friability of about 1%. The in vifro disintegration times are less than 3 minutes (European

Pharmocopoeia).

EXAMPLE 3

Formulation : Finished tablet of 320 mg

Constituents Amount (mg)
Central core
Agomelatine 1
Mannitol for direct compression 68.3
Magnesium stearate 0.7
Coating
Powdered anhydrous citric acid 7.5
Mannitol for direct compression 235
Acesulfame potassium 2.5
Aspartam ‘ 2.5
Magnesium stearate 2.5




Constituents Anount (ng) Central core Agonel atine 1
Mannitol for direct conpression 68.3 Magnesium
stearate 0.7 Coating Powdered anhydrous citric acid
7.5 Mannitol for direct conpression 235 Acesulfane
potassium 2.5 Aspartam 2.5 gnesi um stearate 2.5 -9-
EXAVPLE 4 Fornulation : Finished tablet of 320 ny
Constituents Anount (ng) Central |ayer Agomelatine 2
Starlac(r) 67.65 Magnesiumstearate 0.35 Coating (2
E yers of 125 ng each) Powdered anhydrous citric
‘2§§$g£4i§ Starlac(r) 238.75 Sucralose 2.5 Magnesi um
stearate 1.25 The constituents of the different |ayers

alFormukabnUFiiBhad Eb& of B0 nyed! i ng, and the powder
m xtures obtained are then praced in the feed hoppers

of a conpression machine conprising a pruratity of
conpr ess?on st at i registitpgatst i r st | ayer dfovustfmglg (125
ng) is Ai@naPIpELSSed and constitules a bed of p wder
on whi ch Ag&%e@aﬁﬂfer al layer is deposited. lee

Starlac® 67.65

Magnesium stearate 0.35

Coating (2 outer layers of 125 mg

each)

Powdered anhydrous citric acid 7.5

Starlac® 238.75

Sucralose 2.5

Magnesium stearate 1.25

The constituents of the different layers are mixed using a mixer by tumbling, and the
powder mixtures obtained are then placed in the feed hoppers of a compression machine
comprising a plurality of compression stations. The first layer of coating (125 mg) is pre-
compressed and constitutes a bed of powder on which the central layer is deposited. The
second layer of coating covers over the central layer prior to the final step of compression.
The coated tablets obtained have a target hardness of 40 Newtons and a friability of about

1%. The in vitro disintegration times are less than 3 minutes (European Pharmocopoeia).

EXAMPLE 5

Acceptability

An acceptability study was carried out in 12 healthy male volunteers by administering in a
single dose either a conventional orodispersible composition containing 3% citric acid and
1% agomelatine diluted in the mass (finished uncoated orodispersible tablet of 320 mg), or
a finished orodispersible tablet of 320 mg having a central core and containing 1 mg of
agomelatine in the core and 3% citric acid in the coating.

The study carried out showed that the coated orodispersible tablet was liked well or
moderately by 67% of the volunteers as compared with only 50% for the conventional

orodispersible tablet.
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second | ayer of coating covers over the central |ayer
prior to the final step of conpression. The coated
tabl ets obtai ned have a target hardness of 40 Newt ons
and a friability of about 1% The in vitro
di sintegration tinmes are |ess;§han 3 mnutes (European
Phar nocopoeia). EXAMPLE 5 5 kcceptability An
acceptability study was carried out in 12 healthy male
vol unteers by admnistering in a single dose either a
conventional orodi spersiblg, osition containing 3%
citric acid and 1% agonelfatine diluted in the mass
(finished uncoat ed orodi spersible tablet of 320 ng), or
a finished orodispersible tablet of 320 rng having a
central core and containing 1 ng of agonelatine in the
core and 3%citric acid in the coating. The study
carried out showed that the coated orodispersible

1- t Slopted solad ofadicparsibd¢ phasmacentidelr @iglogitiop of Agbroélatimes characterised
% n rs as _conmpared with only 50%for the
c%L@%%??%ﬁ%?“mOrodispersibIe tablet. -10- CLAIMS 1-
Coat ed solid orodi spersible pharmaceuti.cal conposition .
of - AGOHEA SPISHE & CHIA BBV PSuSIg SRR e SR PiaReys Alowing an
a CBRIdigplrsifé GorinlMoR 80hE Shtain@y el cOMPrising
agonel ati ne and excipients allowing an 5
or o8 eyedisppisibde ¢asitingl ati on to be obtained, - an
orodi spersi bl e coating. 2- Pharmaceutical conposition
according to claim1, characterised in that agonel atine

2- PRarnpbéwd]cabeomgosttidtsicabidintetol dlaih®l Mehat&te3ised in that agomelatine is
Phar maceuti cal conposition according to claim1,
ebtaingd peerysiallinedl foma it contains a central core. 4-
Phan- naceuti cal conposition according to claiml,
characterised in that it contains a 15 central |ayer

3- SPh&hacerzeltimpdsittanmesidingdto datendichgadteridel ah hat it contains a

characterised in that the central core
central core.

4- Pharmaceutical composition according to claim 1, characterised in that it contains a

central layer.

5- Pharmaceutical composition according to claim 1, characterised in that the central core

or layer comprises a diluent imparting an orodispersible property.

6- Pharmaceutical composition according to claim 5, characterised in that the diluent

used in the central core is based on granules obtained by co-atomisation of lactose and

starch.

7- Pharmaceutical composition according to claim 1, characterised in that the central core

or layer comprises a diluent and a disintegrating agent.

8- Pharmaceutical composition according to claim 1, characterised in that the

orodispersible coating comprises a diluent imparting an orodispersible property.
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or layer conprises a diluent inparting an

or odi spersi bl e property. 6- Pharnmaceutical conposition
according to claimb5, characterised in that the dil uent
used in the central core is based on granul es obtai ned
by co-atom sation of |actose d 20 starch. 7-
Phannaceuti cal conposition according to claim 1,
characterised in that the central core or |ayer
conprises a diluent and a disintegrating agent. 8-

-P ; i.ti OB onhdi l,.ai m, 1 i

D e JompORSR ok BB e A, Ll iy ghat the dituent
canpl irsthe @atlng uebbsel npagtahnlgs abtapicddiyseehditidaion of lactose and
prpg rty. -11- 9- Pharmaceutical conposition according
t §%%%i m 8, characterised in that the diluent used in
the coating is based on granul es obtai ned by
co-atom sation of |actose and starch. 10-

10pRapmasewtidat atonymospoei taccordmge oo delagn t », adhaiadietised in that the

ar cterbilsed in that. thed 5 orodi spersible coating

RSPIPSELD S CORLnE S OMPRSes fydesgRstis g1 agentoh oy raceut i cal
conmposition according to claim 10, characterised in
that the _desensitising agent used is citric acid. 12-

N pRapmaceifidat sfomnesitioni aiendiagctr dilaig t10, cétaravtetised in that the
c t-ar | ' hat, it .conprises, in relation to the
tﬁ?%?&'&%."é%?&ékgﬁ 18 CWBEA8gi tion: 10 - fromo0.02%to 5%
by wei ght of agonelatine - from70%to 99.88% by wei ght
o1i) Starlac or mantitol for direct conpression - from

121 Phagmagewiialconppasgion ageordingrie slaimmls ehasacierised irgthat it comprises, in
P ' b cording to claim 1,
c%étggglﬁg%és@?lF%%gtﬂhltetcgglgﬁ%ﬁgées, in relation to the
t ot &bmikDMitto 6% bihweighhpbgotietiine 15 - from 0. 02% to 5%

by i f | ati.ne - from70%tao 99.88% by wei ght
of éﬁ%gfg% ?‘} 3£g$° oG |°ff56&lﬂagaf PEEANR i TediEerbgpmpression

f r omof AL19%th 89380 Rki gheh SHbeREi Lum stearate - from
0.5%to 5% by vve?ghltgwgf a %@s@@%ﬁ%’ng agent. 14-

Phar maceuti cal conposition according to claim1,
C acterised in that it contains one 20 or. npre L
13-| E@%rlméxg%tlg?lecgﬁa)ogplgg agcqrp%t%glléml ’1, &}%acéq.pée% }nnfgxﬂtrlécompnses, n
Sy&fioans Mg BAEWefzht of the composition:
- from 0.02% to 5% by weight of agomelatine

ch
CcoO

- from 70% to 99.88% by weight of Starlac® or mannitol for direct compression
- from 0.1% to 3% by weight of magnesium stearate
- from 0.5% to 5% by weight of a desensitizing agent.

14- Pharmaceutical composition according to claim 1, characterised in that it contains one

or more lubricants, and also a flow agent, and one or more sweetening agents.

15- Pharmaceutical composition according to claim 1, characterised in that it is presented

in the form of a tablet having a central core.

16- Pharmaceutical composition according to claim 1, characterised in that it is presented

in the form of a three-layer tablet.
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15- Pharnmaceutical conposition according to claim1,
characterised in that it is presented in the formof a
tabl et having a central core. 16- Pharmaceutica
conposition according to claim1, characterised in that
it is presented in the form a three-layer tablet.
-12- 17- Method of obtaini ng the pharmaceutica
conmposition according to claim 15, characterised in
that the constituents of the core are m xed and then

17 B fS $gd of?tﬁlr?ﬁj% rget ME&%%MO Rom ?Bgtl&h eé&:c&ll’lgx% to claim 15,

constituents he co ating layer are m xe
c clstraaterised ic dhatithel cmuﬂtmtqntscmﬁrthne e9sd am mfxetl head rthﬁutdrnprgssed by

wder mi xture ar cores ranul es
Cgﬁgq §pp}ﬁéesgpn1 %Rqo Bt ehao%spglreeﬁ c&'rtp% aozgglg layer a%e mlxede and the
Ceoﬁﬁlg% AN oGy %Bm%irésﬁlbﬁ ofafik %éu‘lhﬁé“ﬁoxﬂ@é}%ﬁ&ﬁﬂérﬁound the
of a coating for solid orodi spersible cohpositions
heariesig a central core or central |ayer of agonel atine
according to claim1 that disintegrate in the nouth in
| ess than three mnutes and preferably in | ess than one

183 b grahtlled %on@ﬁiﬂg%ﬂﬁ&géesﬁﬁlr Stirbh @riBd BY B GethisERIn and of citric

conposition having a central core or central |ayer of
agutendhe manafcbreliohg qoetnamiorowéldcffrOd:lerﬁ’elelcqr@omorl@ having a

g? ?e | h%y};en%raailjg?% f;%g%?elldaq ne a OD 51%§ ?o C gl’m T S féﬁltegrate in the

IV€ di"sor I sorders, “Ccardi ovascu

pﬁiohﬂi @de3shan thadeininQ@k and plefdriisly th FesSthal ens SR
conditions of insomia and fatigue resulting from
jetlag, appetite disorders and obesity, and al

f&l‘ls%\%ﬁﬂﬁﬁ gsérﬂ'ﬁl@gltl\%lt &n%rsﬁ%ﬂllﬁ{/fng% cet?al®ore or central layer

C|rcag|an r
of agomelatine accordmg to any one of claims 1 to 16 for use in the treatment of major

depression, seasonal affective disorder, sleep disorders, cardiovascular pathologies,
pathologies of the digestive system, conditions of insomnia and fatigue resulting from
jetlag, appetite disorders and obesity, and all pathologies associated with deregulation

of circadian rhythms.



