;e3e ]| 4H6. T?GGi r ~r Adoww PREVENTI ON OF M GRAI NE RECURRENCE Thi s i on
relates to the use of eletriptan for the manufacture of a\m ﬂ%ﬁﬂ‘%or
the prevention of mgraine recurrence. 5 SHT,g"fl receptor ysuch
as the conmpounds known as "triptans”, have been shown to be higlaisy
effective for the treatnent of m graine.1 Exanpl es of such triptan
derivatives include eletriptan, sumatriptan, naratriptan, rizatriptan)
zotmtriptan, ainotriptan and frovatriptan. Eletriptan,

3- ([ 1- met hyl pyrrol i di nEREMENTASNG RAING Rit{a phonyl et hyl ) -1
Hindole, is disclosed in WO A-921 06973. A preferred hydrobrom de salt form
of eletriptan is disclosed in WO A-96106842. WO A 99101135 di scl oses a

phar maceut i cal ‘rﬁirsrer@fntf&nré_ra@E th fhd 08 loteldtRpan hefesmbRliRicRuast £af f ei ne.
Mgraine is generally classified into two types, "mgraine wth aura"” and
15. " m gr anaedicamdrduor the prevetien atimigrasne recucrenpeex of focal neurol ogi cal
synmptonms which initiates or acconpanies an attack. Mgraine with aura is
commonly def i nedH Amnafietentenagenists. puch asithg CHW@PB@?%HQMW%%M@@WS{',%I f

wth atta | 0gi : . Y | le to the
cerebral ?ﬁeﬁe%ﬁgﬁ%ﬁﬁb@e?@@%%agﬁ SJF%H%\%)P&@#%E@M ‘eg- 20
m nutes arnd slu@sxtt'riF@rf derivathestifand eletriptang sumderidas earatriptaea and/ or

phot ophobi a usual |y foll ow neurol ogi cal aura synptons directly or after a
synpt om f rgatiiptasy gaimitiiptarsaimatriptas madchGayatrigias. ni gr ai ne headache usual |y

| asts from4 tq-72.hour ut may be c e b M grai ne w thout
aura is commn%'efﬂﬁ ?He%'(@s'mgﬁh)ﬁwrfﬂiﬁﬂ%&é”@%ﬁﬁ}yﬁ%}(% headache di sorder
mani f [ 'nﬁ,gqj ' 3 H T intVWOClA- Ty Bl

char ag‘tﬁer :a)g‘te: S é@h?@e@%’g%? rllrlleﬁéé'a{gg%%dé&éerdgmu\ﬁﬂ étéerﬁ?g?g?%cgp f%f%hegm sating
qual i ty, mydesroenide saitferra df eletriptanyis digriosadini WD-Ay96/0684 2e WDy cal

activity and association with nausea) hg{uﬁ)%hobi a or phonophobi a. Most
pati ents WYQTEXR dissiasas,a Ragenageytisahtor KICompig efaffiptan; t al so 30

seens tha%m&h%?%nafga@‘%y&.frequent attacks with aura have attacks

W t hout aura as renmoni'tory synptonms” may occur either hours or a
day or two *coquRpiine ié genkpily dadBifisdine trb tysds, (idriinerwith hlpitarir @) -
These 1(sgrrpt(,)ms_frequently consi st of general features such as

hyper dé. i vinigraing pithout auray, The puesisi thbe, catnpiex e§fgast nepedogicalf oods,

repetitive yawning and .si.mlar atypical. sympt . Mgraine recurrence is
classifi e&yé'?vt\gnksgﬁa?cgt'@'t'g}ﬁ‘?d%?%9%#8%%%8' 5 itself and can be
defined as the i SR Wal Y Wi thin 24
hours of the fi“?grg'g‘%s‘%%%mt)ﬁed&ﬁ'?’gg[’? on, rad b doIRNREFEARRRG" 11

m gr ai ne lkieadeheanifelsting #salb with atfackseffriaustlodical sygnpionis ueekwadcalty.

.
410_MNiHeld R ira i)
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-localisable to the cerebral cortex or brain stem, usually gradually developing
20 over 5-20 minutes and lasting for less than 60 minutes. Headache, nausea
and/or photophobia usually follow neurological aura symptoms directly or after
a symptom-free interval of less than one hour. The migraine headache usually
lasts from 4 to 72 hours but may be completely absent.
Migraine without aura is commonly defined as an idiopathic, recurring
25 headache disorder manifesting itself in attacks lasting from 4 to 72 hours.
Typical characteristics of the migraine headache are unilateral location,
pulsating quality, moderate or severe intensity, aggravation by routine physical
activity and association with nausea, photophobia or phonophobia.
Most patients will exclusively have migraine attacks without aura. It also
30 seems that patients that have frequent attacks with aura have attacks without

aura as well. “Premonitory symptoms™ may occur either hours or a day or two
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There is evidence that although a triptan derivative can provide effective
relief of a mgraine headache) the use of such a derivative actually
results in 10 the condition of m graine recurrence developing at a rate
that is characteristic of the particular triptan derivative used. |ndeed
the typical mgraine recurrence incidenQe rate per mgraine attack is of
the order of 30% when a triptan derivative is used. A clear distinction
must be drawn between either the treatnment of 15 mgraine, that is to treat
an est abl i seloge @ miciRine attasldwitb)oravithawt aurahiliese imptems fieqeenteur rence)

that is to treat an est I{H?hed ‘gi‘grﬁ&ne h«?a acP‘e recgur.reigce and t he
prevent i onCYISIH; YragnREaligatdres Rueh as Ayperactivity s Py peachivity HeRtessipn.

anti ci pati } ’ e £6ea k : fi b i t hat
Fecur r oncer e s FPEERL a3 AT o YaRMIIFARE SIRIAL SGPIGE SHIRAEMS. 7ol ne
20 recurrence aMiginensstusieace is dlasdified asn s€p@rajewonditiewt Bomagrigrafiie has

been shown tq prevent m graine recurrence and this sinply cannot be
predi ct ed Hss!f ang caahe delingd asogdetin Qfvamadergiesd RUArG Migdalgt ed for t he

t r eat ment 1 i he. , Ll ok Ve Dd] d.for the
preventi onﬁ)%?@grﬁq‘%eﬁ\gﬁﬁ@ érdggﬁ‘?rrgé)rflg@? ﬁﬁed% %g{br ‘éﬁatgo'ﬁgégcgﬂ{)ﬁ’_eﬁ%&eée%%t:éocﬁ i _

m gral ne r&?#ﬁlﬂ@ﬁ@?aihé'ﬁé@dﬁ&ﬁé Rithit alhbﬁré_. of tH@aaﬁrsit H@sﬁ@tw% Paydiehtion 9r ai ne
recurrence i s not understood. Further, little is known about the

char act eri st i csThérepistavidansetthat althaughaa teéptasrdsriviadiveoser pravide affgetaiene
recurrence Qqr | ternativyel t he characferistics. of. m graipne headaches
that are Ielel gf e smigerine heagaehaiei ot Sugh asieryaive sy wsulls fes t nat
a 100 or ; 3 ' % ' j ]

i thin 9 1SRRG pERTipeRoShreRas Ui apig BEH Al ThPieLhscRe ity
second t abthetparticstamtriptap derivativeausadilndesd thetypcal 2nigeaing rebusredogs not
increase initial efficacy_ and neither Prevent S nor odeI ays mgraine

r ecur r encdncideRegdate pefmniaraine atiask et the aidaraf 30w mdierva tERa riptan is
highly effecti i.n treating the established mgraine 5 recurrence.

Furt her, ?ﬁ\@\{ﬁaﬁ uﬁg_,g‘ 1505- 1509 (1995)) discloses that mgraine
recurrence may AGHedr disGittidBn2AustBE drawh BERVESH BRAST theXpdatphemt &I ai ne
attacks successfully treated with a 6ng subcutaneous dose of sumatriptan.
Howeveld amigraibey thatds toltreat a establisheégpmigraing dieadapber or thfet reatrhentiofi ti al

6 subcut apeous dose does,K not .prevent m i.ne, recurrence, but it
singni fi carfigrang WoUFeacebat is tf%?ﬁ"gl?ségﬁ@ﬂ%%mmge??aﬁ% now been

surprisin Hs& qalr

i ar ai ne eareied, BREInELRVERfAD! RRaR: Riifroiie, WA IRIRERR Fhafent .
of el etri phanticipatioh of phdgraimechdadatheyresamreptatih erder tb preveatrtizti ti on
thereof, for the manufacture of 15 a nedi canent for the prevention of

ni gr ai ne rieécufieapeelt shouldrha noteddhat satall patigrlsisulter fronafaigraigea net hod f or

t he pr dep}e&ﬁprg%gg%n%%eﬁggrrence conprising admnistration to a

patient o Mot of eletriptan, or a pharmaceutically
accept abl e sal tTQrda@Q,rm?)ﬁHﬂaﬁarééwﬁpégorﬂ& Hae beBAldRRWRIHD prdventaccept abl e

salts of eletriptan include e acid addition and the base salts thereof.
Sui t abl e amigtaddiecumenseland thissimphneahriat be pradictedtocany panticwdar t oxi ¢

| t d I the hyd hl.oride, h b i.de, hydroi odjde,
e RO R R e
| eat e, fegl ot; e ; '
T ot 0 R ol Skl et b el A o Bl e 19

benzen25ul asoatfer the peiveatiors of migraniccrezacrepaattsding svbtedictiblé dbthat s e
salts are fornmed from bases which formnnon-toxic salts and exanples are the
sodi um poRelidpayof pig@inmiecHEgRes isiAPhwadenstRod diurtherglittieds knowan akauton

Bref orr oo D etarerelicy phbatfys fia BAORR @nlericya BenerioateBloarg ( ne
hydr obr om @deusidthce WrPArdMhtivdlg, tHe ichard@Blistit PEPAfigrafid héad AbiSes tHt larsled

wi thin the scope of the present invention are polynorphs, solvates and
r adi ol abelliledy trerécust i ves of eletriptan or a pharmaceutically 5 acceptable

T phaPmmceut | CaPhgEsdg aanoaed REaT ircases Rt APameSralclosbicl A
mixi ng gty Rar A GPEHE Byt o mili Al R ASAF B MEERRE *C. 2%

O appropriate. The salt may precipitate fromsolution and be coll ected by
filtration



or may be recovered by evaporation of the solvent. Eietriptan, or a salt
thereof, can be adm nistered alone but will generally be admnistered in
adm xture with a suitable pharmaceutical excipient, diluent or carrier
selected with regard to the intended route of admi nistration and 15
standard pharmaceutical practice. For ex&nmple, eletriptan, or a salt
thereof, an be admnistered orally or sublingually in the formof tablets)
capsul es, ovules, elixirs, solutions or suspensions, which may contain

fl avouri ng Beadatheunpygesyamthtin Zdonoursmid seeondtableimfrssinataptas isase

o beryss anpmitietti gt Rofu s GSEL BaFirk ey A ety Hhdopisrar .
di cal ci um phesBhRg! frafklagd Midrafe ctirdinee! RdWeverCadmmisttaion of a further

croscarmnel |l ose sodi um and certain conplex silicates, and granul ation

bi nders suctabias of sbpnatrigtapys highlyd efiectivauicr togatingyticaestablishiedarigraine
Additionally, lubricatin ents su i stearate, 25 glyceryl
benhenat ﬁ&“f’&ﬂﬁe-réimb%' ﬁ%&'f‘dﬂ@ﬂ-.Xgoﬁﬁgﬁ%&éﬁl’bﬂs%%& thahimigiaing, pe
may also b il i 2 | o ed Lhi,ents
i o roqr e il o yellin 28 R84 BppRATHARGY 4008 LERTIGRIFBRYE
wei ght pol yaidegssfoiy gental with aodmapubeutarrempedosossandtripta®! Haweser, a

eletriptan, or a salt thereof, may be conbined with 30 various sweetening
or fl avour i HPragemlslosenpfswmatgptan takendt hayrssafteq the initigl @mgl si f yi ng andl or
suspendi ng ents and wth diluents h.as.wat er t hano r | ene

o' vool ang SFUERUE, dhtpeladis Ha B EHE MRt EoloeRiod B n sfirinfy

t her eofqp cadbgg*§g,et1ﬁngribeﬁb@n@§é&m@{@.l y, for exanple, intravenously,
intraperitoneally, intrathecally, intraventricularfy, 5 intrasternaliy,
intracranially, Ithasaousbegrastinprismghufonutchthad eldtsiptanr cart bemgetdor the

adm ni stered bé infusi on techniques. It is best used in the formof a
steril e aqu¥BYSNUQN Ok ARG TERUEDCRont ai n ot her substances, for exanpl e,

h salt o e otaoni ; |
Sueaus. sol ut | or S LEERBY e BreCeitifivetio IAadsTE BB el dloiotiior 1%
to 9), if Ifharareestically ddvephibie saiior@onybositivr tHereof)dsetheanahufaetureloft i ons

under sterile conditions is readily acconplished by standard pharnaceuti cal
t echni qlies awadigamenttfer theorievertion efi migraing regurrencs: oral and parenter al

admnistration t tien ] i (o) f : n, or
2 Salt ther eof, iErReERiebeRtyebfifn FEbies § 5 BROT 45, 1 Bl EhiorEp

di vi ded dosf ain@hééuﬁé:%@&éméﬁsﬁ?%%tfﬁtioﬁ't@té pBtiém ofdn afféétive t her eof,
may contain fromb5 to 240 ng, preferably from5 to 100 ng, of active
conpound f camadni oficletriptan or si pharmaneuticellypaceeptable salt of cempasition
appropriate T‘%g physician in any event will determ ne the actual dosage
which wi Il BeeRst suitable for an 20 individual patient and it will vary
witht age, i Qfﬁ?a ; i : | above
dosagegﬁ) are exgﬁpﬁég 0 ({%@Bé@}i?gﬁégté?l&@%@f@é@f rt]?ﬁ‘é) &Lg%%%h-sg;?c' e

i ndi vi dual additiengss thdbase balghthereof.| ower dosage ranges are nerited and
such are within the scope of this invention. Eietriptan, or a salt thereof,

can al so be adniitable agid additignmsalts grexformiediiommaeidswhich tosm paen-toxic

i entl | i din the f . ..nhal er. or I
cpr ay pr eSO ORieE 25 fas By et s S RBHE SIS Refpictio S b B tRe. e
of “a sui t aldiguBhaREhitaE, pﬁosqma@é,qtyd%géh fdhaggﬁa@, RBfate, maleate,
trichl orof | uor omet hane, di chl or ot'et’raf T uor oet hane, a hydr of f uor oal kane such

as 1, 1,25 2-fustarafe, lactatet teatrete| iditraté 3glacphated sugeinkje,actharate 2Hh@)2date,30
hept af | uor opr gpane FA 227 jtrade mark carb di oxi de or other

suitabl e eg%é"?sﬁ“%ﬁpﬁétee&%@S@%@@ue’%é@%ﬁ?&mqtet he dosage unit may
be determ 35’-@0!9% L@yﬂﬁé}%ggdrﬁmgageosg@.i ver a netered anount. The

pressuri sed contal ner ul'i'ser may contain a solution or suspension of

fhe active conpasuithble bgse $ait®ara@ farmddifrenpibastswhith foneh ddietaxiopaitd ant as
the solvent, which may 5 additionally contain_a lubricant) e.g. sorbitan
triol eate. anhexaplegraredhe spdiygapqlassiem, calciumamagnesiynangeiae salfs-f or

use in i nhal aor i npsuf Fl ator  may, b a cont ai n rmx
of el e pt any. Grod EeW e gy B ot Bl R oL Tt St b o8

| act ose or gHxgrch. Alternatively, eletriptan, or a salt therof, may be
adm nistered intranasally by delivery froma non-pressurised



10 unit or nmulti-dose, punp-type device. Preferred fornulations for
dAntranasal adm nistration include those conprising eletriptan, or a salt "
thereof) and caffeine or a cyclodextrin. Alternatively, eletriptan) or a
salt thereof, can be adm nistered in the formof a suppository or pessary,
or it my be applied topically in the fogmof a lotion, 15 solution, cream
oi ntment or dusting powder. Eletriptan, or a salt thereof, may al so be
transdernmal |y adm nistered by the use of a skin patch. For application
topical ly to thdrekeméd shlis af gletriptas foa usalin thehpreseht inventibe afetheul at ed as

a suitabl e, ointnent . containi the acgtive co upd suspended or di ssol ved
in, for ex%f%t{roﬁ“ﬁjr?ﬁqﬁf%ﬁﬂﬁgfﬁ'dﬂgu 'l"gmsg%%?%e FipOV\,i ng: 20 nineral
oil, liquid petr, : diBhi hyl ene
ot Yoxy or opy | endisSTLablMiif The SbabB e SRELRMEBhYGRbre BRI o0

be fornmul akelvates anduatiithiselled derivativesrof ahatristanpemal ptannackutigallyed in, for
exanple, a mxture of one or nore of the followng: mneral oil, sorbitan
nonost ed aBeceptapls salt iyem@es. gl ycol ) 1iquid paraffin, polysorbate 60, 25

cator o of o e nepaREY e AacepidHic ShPEER G eriotaT Al 8; Core "
di scl 0sed phalRdedRiARIDeEbI SAIAAAC MY ato SRHAES. Par i cul ary

preferred fornul ations of etetriptan, or a salt thereof, for use in the
prevention of niAgphameacecticalyraccdptabladalt df elstriptangnay hedeadityopteparédtd- )

del d- ] sed-rel 30 f ti : 7 t aj -rel d

For me ar o BYTHTEHOCS Pt SAlUBoBREl IR AG e dRRIEAAGHPEBEMPES (1 act of
> e . AN HE GRISCATACESEIBAS (ract

dovage Tor APPITiAL ILIER MEYmEaPial MmO P A BETOILAEUEY Mpaten, 7

whi ch el et br pinbe recovdratrme evaporitibn oftieesslabhie salt thereof is enbedded
inamtrix fromwhich it is released by diffusion or erosion) (b) those in

whi ch el et ri pt afrleffiptamter ansaldbeaal) sardee agmimpiered alonenbutawil gesemllysent
inor on a,nultiparticulate core waich i.s coated with.a, rat.e control]ing
rebr ane) 8 ARG gkt Mabr poieie PhaftodisBL i Biefl Hilghb r abi o
salt there hideh i W H bt i L,aper neabl e
to the drugi'\s\:?lglrég rei eggevwit@rv a a dtpi@ll%ﬁ@ﬁ%?t{lﬁ?&é@(ﬁ@%}ﬂﬁgggbﬁﬁ whi ch

el et ri pban standarg ipvamnaeetutical practiceepabl e salt thereof is rel eased through
a sem - per rreablg: menbrane, allow ng the \%urg to djffuse 15 across the
menbrane or t hr 6Q§EXBRIEdetatiiptan. ppassltineitoh amee admipistred orally @) t hose
in which e - I j C al . ffectively
funct | ons - SEAGUA thiind (BARYr A0IeRE caPRUBKTARILE, JBRE ESUISHR of | na' (e g

by use of guspengibhe, whichnmeyadumgia fi=Rsufing ve Bobiringtgents dbyiiniegiate-20
sul phonate). The skilled person woul d appreciate that sone of the above
nmeans of a@hreniraliedieleasaapplicatiaB® nay be conbined, for exanple) a matrix

cont oL 4TS, h° S B ATIRADS T RTS8 ek Bl ke, = o
Pul sed-r el pag6sd, Yolithm ¢itBfe, HdftcidRPEsHBBHalcO dicld@hHHIEPhAtd ANE glycine,

disintegrants such as starch, croscarmellose sodium and certain complex

f® 4!

silicates, and granulation binders such as polyvinylpyrrolidone, sucrose, gelatin
and acacia. Additionally, lubricating agents such as magnesium stearate,
25 glyceryl benhenate and talc may be included.

Solid compaositions of a similar type may also be employed as fillers in
gelatin capsules. Preferred excipients in this regard include lactose or mitk
sugar as well as high molecular weight polyethylene glycols. For aqueous
suspensions and/or elixirs, eletriptan, or a salt thereof, may be combined with

30 various sweetening or flavouring agents, colouring matter or dyes, with



conmpound i n pul ses over a sustained period of tinme follow ng adm nistration
.of the dosage formto 'the patient. The release may then be in the form of
i mredi at e- or sustained-release. Delay in release may be achi eved by

rel easing the drug at particular points in the gastro-intestinal tract or
by 30 releasing drug after a pre-determfed tinme. Pul sed-rel ease

formul ati ons may 8 be in the formof tablets or multiparticulates or a
conbi nation of both. Suitable dosage fornms include: {a) osnotic potential
triggered e@WEYING andor sespendiag agsntmasdtwity dilkerds 3ugh as)watgr, @hanol,
conpression coated two, | ayer tabl et e.g._see US Patent no. 5,464, 633),
(c) capsul@ré)pé( eaQWFﬂba%‘%g&FSHFb"fl%osBﬁgﬁﬁ’%%ﬁ(@s Elgéeqaﬁs Pat ent no.
5,474,784), (d) Eiéﬂtmaﬁ',aéré@b@ﬁ%r%{,%h'@&é H@in‘;’bcté’é{)é@n%r‘éﬁ)q fbp in US
Patent no 5,112,621°) and (e) fornulations coated wth or contal ning pH

dependent exdmpiey, sntrancdnodishg irtCapshiddhedaly, phitratieanlly, detravestriontsrjy, pol yacryl i c
aci d derivatives and crotonic acid copol yners. gégl -rel ease formul ati ons

can conBi nBtragteraaly.jatragrapiliydintidmupcuiary or subaiiarequsialiitayde t i onal
ti i t: ad - f oy i t abl et
cC Ve COMpO S OB GERGEDSs! o BSR4 B <D ©

| medi at e- a@beRResHIntion WHich Ftayoddirain Gter sabstamicesor ekaiple)eaBugibedded
inamtrix fromwhich it is released by diffusion or erosion. Dualrel ease

f or nul at i osAtscerrgltrese t@ makedhersolution isetaniaydtindlopd. Therasieauer el ease form
wi th additiqnal active co d, i ul sed:-re se far For, .e le, a
capsul e co?@ﬁﬁ?ﬁ%ﬁh%%'%&%g‘ﬂﬁ%ﬂy BpBal%glofﬂrafqr?bg&gtaep@&?}fp@ ééﬂé&r}ﬁd 20

i nitiahkhy r i i J i f LMEugonmpound
my bo el T T S e S g S T g
dual r el easmnditiarfs isereaditg hodemphghadioye dtandandgbrearmceolicad techniguesowel-ol | ed

rel ease; (b) imedi ate rel ease foll owed by zero order release; 25 (c)
i mredi ate K V@hi‘é”’f‘!ﬂqm B\Vingi&dhodi al rel ease; and (d) doubl e pul se

rel ease. Del ayed- tions. : | rel egse the active
conmpound a pr eg‘g?'{a&rﬁﬁ%gg F%éljrrrar\s\m’élart t%@ﬂgﬂaﬁf%ﬁﬁaﬁﬁﬁ%pﬁﬁé@%ﬁ%ﬁs&e’ from
del ayed- r e [E0END @etripian ea bait terebe, willrusually beTfrsh 8ttty £hepRg or 30

sustai ned-rel ease. 9 Controlled-release fornulations inpart control wth
r especfldt oin hinglaecedpideddesgs. or the time of release, or both, of the

i d,i d i - .. Pul sed-, | - d_del d-rel
formitati one. | sTRES FAEtn GABHI Miteicliny 7 3 sl Warze® Ny P8I, | on or a
5 T, B'D IRGHRS & 2809, ref@thbf RAATIRCLO0 g bpadivs eapldufasal t L hereol)

in the formof a dual-7 'sustained-, delayed-; controll or pul sed-rel ease
f or mul at i cadminésteation singlyadmieva @cmpreeata tinker a$ appmpaiatd. eShephpsieianBhp

T zatri pt Y 2uTh Al QR ERHINg e P ARsaHE WhlShAT bpriest Sutable for ah -

20 individual patient and it will vary with the age, weight and response of the
particular patient. The above dosages are exemplary of the average case.
There can, of course, be individual instances where higher or lower dosage
ranges are merited and such are within the scope of this invention.

Eletriptan, or a salt thereof, can also be administered intranasally or by

25 inhalation and is conveniently delivered in the form of a dry powder inhaler or
an aerosol spray presentation from a pressurised container or a nebuliser with
the use of a suitable propellant, e.g. dichlorodifiuoromethane,
trichlorofluoromethane, dichlorotetrafluoroethane, a hydroﬂuoroalkaﬁe such as
1,1,1,2-tetrafluoroethane (HFA 134A [trade mark] or 1,1,1,2,3,3,3-

30 heptafluoropropane (HFA 227EA [trade mark}), carbon dioxide or other suitable



The dual -, sustained-, delayed-, controlled- and pul sed-rel ease

formul ations that can be used are as descri bed above for eletriptan.
Accordingly the present invention further provides: 15 a) a dual -,

sust ai ned-, del ayed-, controlled- or pul sed-rel ease pharnaceuti cal
conposition far the prevention of m graigie recurrence conprising a 5-HT,e"D
receptor agonist, or a pharnaceutically acceptable salt thereof, and a
pharmaceutically acceptabl e excipient, diluent or carrier; b) the use of a
5- HT, e" o rgaeptrotheagand of a pressuriskdrasaoselt treatbsageeriporaly tre datermitedr
conpositiqgn thereof, for the manufacture of a dual-, sustai-ned-, delayed-)
Cont ol | e BIOVAING vl B ieThoR RRGIELR] SRIUbmyBe PHF S RER COREAIBPEQBNt 1 b
of m grai ne.gaRdr Eéu&ﬁiﬂﬂja“sbnﬁidﬁ%m;ie%iér{‘&f tﬂé%}éﬁ% bBﬁpﬂunﬁ‘, 8!@' ne
recurrence conprising admnistration to a patient of an efrective dnount of

a dual -, awsthgianeikturedef effreahol anditie ptdpaliant as thelkslednt, elhiers may
phar maceuti cal conposition conprising a 5-HT,Br,o receptor agonist, or a
F

phar naceutaddilionalyceaniaimha duligant.ieygy sefbitagdrioleate. Frppaiesind) castridgasA

Pat i ent ' ' t ) ' tack I d dwth
cither a0 Brads REEBAm B Topas D Ror s L AR S SRS bRl 1) as a
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For application topically to the skin, eletriptan, or a salt thereof, can be
~ formulated as a suitable ointment containing the active compound suspended
or dissolved in, for example, a mixture with one or more of the following:

20 mineral oil, liquid petrolatum, white petrolatum, propylene glycol,
polyoxyethylene polyoxypropylene compound, emulsifying wax and water.
Altemnatively, it can be formulated as a suitable lotion or cream, suspended
or dissolved in, for example, a mixture of one or more of the following: mineral
oil, sorbitan monostearate, a polyethylene glycol, liquid paraffin, polysorbate 60,

25 cetyl esters wax, cetearyl alcohol, 2-octyldodecanol, benzyl aicohol and water.

Preferred formulations of eletriptan, or a salt, thereof are disclosed in
WO-A-92/06973, WO-A-96/06842 and WO-A-99/01135. Particulary preferred
formulations of eletriptan, or a salt thereof, for use in the prevention of migraine
recurrence include dual-, sustained-, controlled-, delayed- or pulsed-release

30 formulations.



1. The use of eletriptan, or of a pharmaceutically acceptable salt or
.conposition thereof, for the manufacture of a nedicanent for the 5
prevention of mgraine recurrence. 2. Use as clained in claim1l wherein the
salt is a hydrobrom de salt. 3. Use as clained in claim1l wherein the salt
Is a hem sul phate salt. 10 4. Use as clainmed in claim1 wherein the

nmedi canent conprises eletriptan hem sul phate and caffeine. 5. Use as
claimed in claiml1l wherein the medi canment conprises eletriptan, 15 or a

phar maceut i cal | yggaspRbaRicasealdsdgesbrat hr@@ssignsy ¢ RIEXLd ielétri&an%e as
clained in claim1l wherein the nedicanent is a dual -, sustal ned-,

cont r ol | edthe dstrpadiestinalpirhc ed -ar pdtead eveoa sustaineshperiodoktimedfolowing a
pharmaceutical | y acceptable salt thereof. a(290 7. Use as, clained in claim®6
wher ei n t h@dmigistratign ofitae dogage forgn Eh@‘@ﬁ eRti avitable dosagedeims an or a
phar maceut iﬁ&hbé;. acceptable salt thereof. 8 A nethod for the prevention of
m grai ne recurrénce conprising 25 admnistration to a patient of an

ef fecti ve apthtisedh velieh elcistan oita phamngusaticalieaddeptdbly sateriedplie salt or
conposition thereof. 9. A nethod as clainmed in claim8 wherein the salt is

a hydr obr oni dembgdded 3p arpatrix framiydichd ic releaaad bydifiusion o efesiasi,n t he salt

I's a hernisul phat e sal.t,. 12 11, 0 | ai I, clalm8_wherein
t he conpos??* Sgd?rﬁ\‘q]' %gleéri'élﬁpi%t&%éﬂﬁ%ﬂ@t%éﬁ%b&%ﬁﬁ_k?rﬁ%r.eoi29. A
met hod as cl abf&‘éntﬁw&x'@fh E‘rﬁul‘ﬁ?§ﬁﬁ:hfhtéfé6ré3ﬂméﬁ%E:bﬁ!édc‘«ﬁﬁﬂ”é'ré% 5
eletriptan, or a pharmaceutically acceptable salt thereof, and a

cycf odext ri n. cdiBrolingratdmbraas, cl ai ned in claim8 wherein the conposition is
a dual -) sustained-) controlled-, delayed- or pul sed-rel ease fornul ation of

10 el eflPi pf{@nthasedn yiush alebintae orap am%@sa@cppﬁa%@ galt thargof i net hod
B . . apren
Formurar on oprsebf = g88aE Koind BnERINDBIafiy Wipduiie ISWiERRG . oo 15

15. A phar macgHeie flle@sei8054 bidrilleticipdriige pr eventi on of migrai ne recurrence
conprising eletriptan) or a pharmaceutically acceptable salt thereof, and a

phar maceut (@4dihopedr vdyietn pledripira iopiacpliarmaceyticallyaccenablecssalt thereof is
released through a semi-permeable membrane, allowing the drug to diffuse

15 across the membrane or through liquid filled pores within the membrane,
and
(e) those in which eletriptan is present as an ion exchange complex that
effectively functions as a controlled release “salt” form of the active compound
(e.g. by use of a suitable anion exchange resin such as sodium polystyrene

20 sulphonate).

The skilled person would appreciate that some of the above means of
achieving sustained-release may be combined, for example, a matrix containing
the active compound may be formed into a multiparticulate and/or coated with
an impermeable coating provided with an aperture.

25 Pulsed-release formulations are designed to release the active
compound in pulses over a sustained period of time following administration of
the dosage form to the patient. The release may then be in the form of
immediate- or sustained-release. Delay in release may be achieved by
releasing the drug at particular points in the gastro-intestinal tract or by

30 releasing drug after a pre-determined time. Pulsed-release formulations may



20 16. A dual -, sustained-, controlled-, delayed- or pul sed-rel ease

phar maceuti cal conposition for the prevention of mgraine recurrence
conprising eletriptan, or a pharmaceutically acceptable salt thereof, and a
pharmaceutically acceptabl e excipient, diluent or carrier. 25 17. A
conposition as clainmed in claim16 that 4 s a dual -rel ease conposition. 18.
A conposition as clainmed in claim15, 16 or 17 that further conprises
caffeine or a cyclodextrin. 30 19. A dual-, sustained-, delayed-,

control | edbe g il fsiflof ©bRASSr mﬁﬁmﬁ@mbie@ér § eopasihhiion of ebtH. Buipbgyent i on
of mi graine recurrence 13 conprising a 5-HT,B"p receptor agonist, or a

phar maceut dosag§ fearowepciidee salt thereof, and a pharmaceutical |y acceptabl e
exci pi ent i luent or, c ual - rel ease euti cal

conposi ti o@%%er‘Ptéﬁ P@t&“?ﬁ{@gg?'fﬁdl@?e% fdﬂ"§d§t%lsf?§dugh€@ NBhar maceut i cal
conposi tion agg ? ﬁzd in claim19. 22. A del ayed-rel ease pharnaceuti cal
conposition as claingd in claim19. 10 23. A controlled-rel ease

phar macéut (alomressiontdodited twe Ipjicrtsblets (@@ sec IS Pater noulS5s46k,688pase
pharmaceut i cal conposition as clainmed in claim19, 15 25. A conposition
as cl ai ned(q)rcamylwnsammgaamrqcbbkeoplgg (949e sepr S HEatsNHIO 5 4 At or

zari pt offD SRR PENhOGeBR . TP 8 In S PaleR s 1960, 8701

a 5-HT,B"o reggfptor agonist, or a pharnmaceutically acceptable salt or
conposition thereof, for the manufacture of a dual -, sustained-, delayed-)
cont r ol | edie)dormulatieds cohteaiswitip bacont@ining phl depapdent palymiess irndhedipg event i on

ofmgrlnercur nce. Use .as cl ai dln ]l ai m 26 erelnthe
S 1B Endfico phiftistedornaliver s iGH O e BANES Aodrlanig age

sumat ri pt I ptan, rizatriptan, zolmtriptan, alnotriptan and
frovatri ptgonp&g(g@r% nmet hod for the prevention of m graine recurrence

conprising 30 aluahrsléasd formulatiohspedn esrhbivie the adtivectompoandimt of a
dual -, sustained-) delayed-, controlled- or poised-re|lease pharnmaceuti cal
conposi t i oifimediate-release form with additional active compound in sustained-release
form. For example, a bilayer tablet can be formed with one layer containing
15 eletriptan in an immediate-release form and the other layer containing eletriptan
embedded in a matrix from which it is released by diffusion or erosion. Dual-
release formulations can also combine the active compound in immediate-
release form with additional active compound in pulsed-release form. For
example, a capsule containing an erodible plug could liberate active compound
20 initially and after a predetermined period of time further active compound may
be delivered in immediate- or sustained-release form.
Preferred drug dual release profiles include
(a) immediate release followed by controlled release;
(b) immediate release followed by zero order release;
25 (c) immediate release followed by sigmodial release; and
(d) double puise release.
Delayed-release formulations are designed to release the active
compound a predetermined time after administration. The release from
delayed-release formulations may be in the form of immediate-release or

30 sustained-release.



14 conprising a 5-HT,e"o receptor agonist, or a pharmaceutically acceptable
salt thereof. 29. A nethod as clained in claim28 wherein the 5-HT,B"p
receptor agonist 5 is selected fromthe group consisting of sumatri ptan,
naratriptan, rizatriptan, zolmtriptan, alnotriptan and frovatri ptan.
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pharmaceutically acceptable excipient, diluent or carrier;
b) the use of a 5-HT 4,y receptor agonist, or a pharmaceutically acceptable salt
20 or composition thereof, for the manufacture of a dual-, sustained-, delayed-,
controfled- or pulsed-release pharmaceutical composition for the prevention of
migraine recurrence; and
c¢) a method for the prevention of migraine recurrence comprising administration
to a patient of an effective amount of a dual-, sustained-, delayed-, controlled-
25 or pulsed-release pharmaceutical composition comprising a 5-HT,g,,p receptor

agonist, or a pharmaceutically acceptable salt thereof.

30
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5 formulation. All of the patients that experienced migraine relief within a 2 hour

$" dEuV70!

period after the initial dosing had a either a second dose (of the same strength
as that administered initially) of eletriptan (in the form of a hydrobromide salt) or
placebo administered if either migraine recurrence occurred within 8 hours after
initial dosing or, if no migraine recurrence occurred, as close to 8 hours after
10 initial dosing as possible.

The above protocol was repeated if the patient experienced a second
acute migraine attack at least 48 hours after the first attack.

The resuits obtained for migraine recurrence rates (RR) following the first

and second migraine attacks are tabulated below.

15
TABLE
Dosing 40mg - 40mg - 40mg 80mg - 80mg - 80mg
Sequence placebo placebo
First 16.6 7.0 12.5 6.2
attack
RR %
Second 10.2 3.3 11.2 6.1
attack
RR %

20  These tabulated data show that eletriptan prevents migraine recurrence since
where a second dose of eletriptan was administered following successful
treatment of the initial migraine headache, the number of patients experiencing

a migraine headache recurrence was at least halved compared with placebo.
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2. Use as claimed in claim 1 wherein the saltis a hydrobromide salt.
3. Use as claimed in claim 1 wherein the salt is a hemisulphate salt.
10

4. Use as claimed in claim 1 wherein the medicament comprises eletriptan
hemisulphate and caffeine.

5. Use as claimed in claim 1 wherein the medicament comprises eletriptan,

15 or a pharmaceutically acceptable salt thereof, and a cyclodextrin.

6. Use as claimed in claim 1 wherein the medicament is a dual-, sustained-,
controlled-, detayed- or puised-release formulation of eletriptan or a
pharmaceutically acceptable salt thereof. "

20

7. Use as claimed in claim 6 wherein the medicament is a dual-release
formulation of eletriptan or a pharmaceutically acceptable salt thereof.

8. A method for the prevention of migraine recurrence comprising

25 administration to a patient of an effective amount of eletriptan, or of a

pharmaceutically acceptable salt or composition thereof.

9. A method as claimed in claim 8 wherein the salt is a hydrobromide salt.

30 10. A method as claimed in claim 8 wherein the salt is a hemisulphate salt.
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12. A method as claimed in claim 8 wherein the composition comprises
5 eletriptan, or a pharmaceutically acceptable salt thereof, and a

cyciodextrin.

13. A method as claimed in claim 8 wherein the composition is a dual-,
sustained-, controlled-, delayed- or pulsed-release formulation of

10 eletriptan or a pharmaceutically acceptable salt thereof.

14. A method as claimed in claim 13 wherein the composition is a dual-
release formulation of eletriptan or a pharmaceutically acceptable salt
thereof.

15

15. A pharmaceutical composition for the prevention of migraine recurrence

comprising eletriptan, or a pharmaceutically acceptable salt thereof, and

a pharmaceutically acceptable excipient, diluent or carrier.

20 16. A dual-, sustained-, controlled-, delayed- or pulsed-release
pharmaceutical composition for the prevention of migraine recurrence
comprising eletriptan, or a pharmaceutically acceptable salt thereof, and

a pharmaceutically acceptable excipient, diluent or carrier.
25 17. A composition as claimed in claim 16 that is a dual-release composition.

18. A composition as claimed in claim 15, 16 or 17 that further comprises

caffeine or a cyclodextrin.

30 19. A dual-, sustained-, delayed-, controlled- or pulsed-release

pharmaceutical composition for the prevention of migraine recurrence
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21. A sustained-release pharmaceutical composition as claimed in claim 19.

22. A delayed-release pharmaceutical composition as claimed in claim 19.
10

23. A controlled-release pharmaceutical composition as claimed in claim 19.
24. A pulsed-release pharmaceutical composition as claimed in claim 19.

15 25. A composition as claimed in any one of claims 19 to 24 wherein the 5-
HT q4p receptor agonist is selected from the group consisting of
sumatriptan, naratriptan, rizatriptan, zolmitriptan, almotriptan and

frovatriptan.

20 26. The use of a 5-HT,,,, receptor agonist, or a pharmaceutically acceptable
salt or composition thereof, for the manufacture of a dual-, sustained-,
delayed-, controlled- or pulsed-release pharmaceutical composition for

the prevention of migraine recurrence.

25 27. Use as claimed in claim 26 wherein the 5-HT,g,,, receptor agonist is
selected from the group consisting of sumatriptan, naratriptan,
rizatriptan, zolmitriptan, almotriptan and frovatriptan.

28. A method for the prevention of migraine recurrence comprising
30 administration to a patient of an effective amount of a dual-, sustained-,

delayed-, controlled- or puised-release pharmaceutical composition
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