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56 in particular in the treatment of conditions associated with cephalic pain and in alleviating the symptoms
associated therewith. '
It will be appreciated that reference to treatment is intended to include prophylaxis as well as the
alleviation of established symptoms.
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55 in water.
Aqueous solutions of the salt of the present invention adapted for intranasal administration will
preferably contain the salt in a concentration of 20mgmi~* to 500mgmi~!, most preferably 25mgml~' to
400mgmi-1,
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acid pr eV| ous 3{"
200mgmli™ of the compound of formula (I)

Sormulations were prepared containing 5, 10, 50, 100 and

Formulations were administered in unit dose volumes of 100 Ll to either one or both nostrils of patients

compound of formula ().

Examples 6 and 7

50 STERILE FORMULATION

suffering from a moderate or severe migraine attack to deliver a dose of 1, 5, 10, 20 or 40mg of the
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Example 6 Example 7
Compound of formuia (l), sulphate sait (2:1) | 23.2mg 465mg
Sodium Hydroxide BP gqs topH 5.4-568 | qstopH 5.4-56
Bulk Water for Injections Ph. Eur. to 1mi to 1mi




solution is made up.to approxi mately 90% of volune. The solution pHis
adjusted to 5.5 with sodi um hydroxi de solution and the solution finally
made up to volume. The sol ution pH EBR048088&B1t ed and adjusted 20 if
necessary. The solution nmay be packaged for intranasal adm nistration, for

exanpl e by f||||ng into vials, sealing and sterilising the vials by
aut ocl avi ng al ° ““F’o?f fH'HF'aI @s%“'ﬁhh‘aﬁz 1 isyflipsglveds in ysiorand dhe golufion “3?”5 up to
PRESERVED r_am solutlon pH is a e w{g@ sodium hydroxnde solution and the

Conpound Ofsollu up to volum olution pH is remeasur ?ﬁﬁ §E¢F *!]
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4y anzal KEn TGy FeoRe - Sodi um Hydr oxi de
BP 4-5.6 Qs topH5456Pur|f|edV\aterBP

to 1m Exgﬁp'és(%&h%lm The conpound of fornula (1) was dissolved in the
sul phuri ¢ 3Redefied/toiMXmEN! uted with water. Phenylethyl al cohol and

m chioride r

90% 40 of volune. The solution pH was adjusted to 5.5 vvith sodi um hydr oxi de
sol ution and the sototTom Tmat Ty TTadeup U'TUI'IIE. Th 3U| rom pH was
renmeasured and adqjusted if necessary 1Ipn a iﬁﬂ"gﬁ TT preserved
formul ati ons wer 4 Gumgpendetifonad (Bhisoipiate it (24,] Z2X®mgl00 and46}m@rrgn[ erj] of the
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5, 10, 20 or 40ng ified¥aterBhound of fornul g oM Exanpl &' and 7150
STERHI_?E FORMULATI ON Exanpl e 6 Exanple 7 55 Conmpound of
formiTa 1), el @hpbimasal bmul: () suighdte 268 (2:H0 B WssOReH Iwitbic IPRenyBYIBlfbohol and
gs to pH 5.vénZalkéniunfchidiide grblalided-abd the Bollilon Watietp fo @pprbsihately €094 6f volame.Fhe solutiont O
1m pH ib adjiisted to 5.5 lfth Sodile) hEidRid& Eolidtloe and e colotibnanalfyanade| up t6 lvdlume. The
sul phat e ( 2vlijop pHds rdmesswed ardl adjostedit excessargt t he sol uti on nade up to

appr oxi gﬁtel y 90% of volune. The solution pHis adjusted to 5.5 with sodi um
hydr oxi de dxemplesdf sl t he solution finally made up to volunme. The sol ution
pH i s reneasured and ad'| usted if necessary. The solution may be packaged
for intran ion, for exanple by filling into vials, sealing
and 5 sterilising the vials by autoclaving at [err] for not |ess than 15

m nut es.ssExanpl es,_8 and 9 PRESFRVED EORMI ATION 10 Exanple 8 . Exanpl e
9 Compound of forjula (1), sul phate saltB@apaio 28xa’n‘ﬁg1146ﬁmynplbaz

Phenyl et hyl Al coh DTG omsand of formula () T g UMipoReNZ | koni um
Chl ori de Sulphuric a% % 1. . Gfa% § g'b@gHycr 03. B
grsn to p|'|355- 4- 5£g Bk WieP1or mjoétions Fh. EY | T LEr fgq to 1mi to

\./ Example 13
40 Compound of formula (1) 200mg
Sulphuric acid (conc.) BP 42.3mg
Bulk Water for Injections Ph. Eur. to 1ml

The compound of formula (l) was dissolved in the sulphuric acid previously diluted with water. The
solution was made up to approximately 90% of volume. The solution pH was adjusted to pH 5.4 to 5.6 with
sodium hydroxide BP solution and the solution finally made up to volume. The solution pH was remeasured
and adjusted if necessary.

The formulations are filled into vials in 100 wl aliquots, the vials are sealed and are sterilised by
autoclaving at 121°C for not less than 15 minutes. The sterile unit dosage vials are assembled into a
convenient delivery device prior to use.

The formulations are administered in unit dose volumes of 100 Ll to a single nostril of patients suffering
from a moderate or severs migraine attack to deliver a dose of 2.5, 5, 10 or 20mg of the compound of
formula (1).
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20 The conpound of formul.a (1), sul phate salt (2:1), is dissolved in
wat er. Phenyl et hyl al cohol. and benzal koni um chl ori de are added and the
solution nmade up to approxi mately 90%Paf490@88B1. The solution pHis
adjusted to 5.5 with sodi um hydroxi de solution and the solution finally _
made up to volunme. The solution pHis reneasured and adjusted if necessary.
25 Exanpl esBemeles14addFER LE FORMULATI ON 30 Exanple 10  Exanple 11

Exanpl e 12 Cgonpound of formula (1) 25ngy 50ng 100ny
Sul phuric acﬁﬁgﬁéﬂﬁﬁﬁiiéﬂgﬂ 5. 3ny 10. 61y 21.2my 35

Bul k Water_ for Injections Ph. Eur. tolm. tol n to 1 m Exanple
13 40\/ 5 Conpound of formila (1) 00ny

Sul phuric acid (conc.) BP 42. 3ngy Bul k titéqamfaleMI npempledhy Ph. Eur.
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vol une. The sol ution pH vva; reneasured—and oru1 u:Leu Tt IIELEbsal y. The

formul ati ons aTE frlled
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noderate or {RMfling B H13EN&G it 168€ hat 95 u{e‘éefheast i8St Qbsage Vials re ddderfliecZHBT:
of tQe, conpogadeniht deeRito@cd dribr to 2. 6 EP 0 490 689 B1 anples 14 and 15
STERITE FERVULARS fohh mtibnsareddminiefored ifdimiBabevolimeSoMMOUINS a eihgié Adstitibidatehis suffering
200ny frob®) @ Fgderatd ﬁ*ﬁdﬁd@mi@ﬁlnd a0 B QslverBtioss of 204 ofltR@compound ofdemdiR). 10
Sodi um Saccharin BP Ong 20nmg Bul k water for Injections
Ph. Eur. tolaimsrl to 1 m The corrpound of fornmula (1) was dissolved in
the sul phyy i Clais fdr {wedallowingl Gonttadting States AT, DRIDG GB,VeMCONILSEon was made up
to approxinmately 90% of volune and the saccharin dissolved therein. The

sol uti on pH has-aHimeibaminojpthyiNanethyt-ti-indolp-Srnethenasyliphenamidg. dyhish imsy berepseseiied in
and the sol uti & fmy&®y nade up to volune. The solution pH was reneasured
and adjusted if necessary. The fornulations are filled into vials in 100
[err] aligaots, the viafe are sealed and are sterili sed:pr aut ocl avi ng at
[err] for not |ess than 1 gr The sterile osage vrals are
assenbled into a 20 convep}\I y ' [ Q. USe.

fornmul ations are admnis#ered in u umes of 1 [err] to a single
nostril of patients suffering _ ’
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© sulphate salt (2:1) and physiologically acceptable solvaies thereof.

2. A pharmaceutical composition which comprises 3-[2-(dimethylamino)sthyl]-N-methyl-1H-indole-5-
methanesulphonamide sulphate salt (2:1) or a physioclogically acceptable solvate thereof as active
ingredient together with a pharmaceutically acceptable carrier.

45

8. A pharmaceutical composition as claimed in Claim 2 adapted for infranasal administration.

4. A pharmaceutical composition as ¢laimed in Claim 2 or Claim 3 wherein the salt is in the form of an
aqueous solution.

%0 5. A pharmaceutical composition as claimed in Claim 4 wherein the pH is in the range of pH 5 to pH 7.

6. A pharmaceutical composition as claimed in Claim 4 or Claim 5 which contains the salt in a
concentration of 20mgmi~! to 500mgmi=!.
5 7. A pharmaceutical composition as claimed in any one of Claims 2 to 6 which is formulated in unit
dosage form comprising 0.5 to 100mg of active ingredient. '



froma noderate or severe migraine attack to deliver a dose o
conpound of forrmul'a (1). Cains 25 Cains for the fol |l ow ng lc&"i‘mﬂ“ﬂ“ﬂm'”m
States: AT, DE, DK, GB, LU, M, NL, ePfp 450 68 *
3-[2-(Di net hyl am no) et hyl ] - N-net hyl - 1H-1i ndol e 5 met hanesul phonam de Whl ch
may be represented by the formula (1) 30 : [err] [err] 35 40
sul phat e s&kdmpldd:13)anditfd physi ol ogi cal | y acceptabl e sol vates thereof. 2. A
phar maceuti cal conposition which conprises
3-[ 2- (di meCAGRIERFABMBLATION - N- et hyl - 1H-i ndol e- 5- net hanesul phonani de
sul phate salt (2:1) or a physiologically acceptable solvate thereof as
active ithgredient together with a pharmaceutically acceptable carrier. 3. A
phar maceuti cal conposi ion as clainmed in O §i Enaﬂ;plada t-eshnip 151 Nt r anasal
adm nistration. 4. A rnu(,e LI Cal_TONpoST{T Ol as Cijal geg 11 aim2 or
Cl aim3 wherein the s I 5'8"' ?ﬁmof AN Moud s jon] 5. A

ul hurlc aci :onc. . m 42, ; .
pharmaceyti cal conposift ab in Ca lg\f?}n rei B, | pH 118 |ncit he
range of' pH 5 to pH 7. I e} tign aired in aim
4 or Caimb5 which con u?".(.q t&%'@% %Cﬁgcsng?&!’a{.wﬁi 20.’# rr[err] to
S500ngnferr]. 7. A pharmaceutical conposition as claimed in an
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appr oxi mat gby aMbderale o SHvErEBnighaIsb 4Bk 15 BENEIRN doSo 6288 biviRélc G O forndiE ().
solution pH 15 was adjusted to pH 5.4 to 5.6 with sodi um hydroxide B

sol ution amthim&e solution finally made up to volune. The sol ution pH was
remeasur ed Ciids tuijthistosving ComteetingiStates t AT, BE)IDKIGBILWNME, RL,sEf i | | ed into
vials if°100 [err] aliquots, the vials are sealed and are sterilised by

aut ocl avi ng. ad-[2{(@imethylarino)stby!l-N-eetbylt1HamdolbS-metirnbsaiphondinige.swhiohi hay hevepresboed e
vial s are asstherforredr fInt o a conveni ent delivery device prior to use. 20

The formulations are admnistered in unit dose volunes of 100 [err] to a
single npstril of pag%@gts suffering froma noderate g severe mgraine
attack to deliver of 20rrg of the compound of f/orrrul a (l). cains
Clains for the follow ngN¥Fa - NERGEN. GB, U, MC, NL, SE
25 1. 3-[2-(Di et hyl ammo) et hyl ] - i ndol e- 5- hanesul phonam de, -
whi ch may be represented by the f B0 ' ’

[err] 35

w© sulphate salt (2:1) and physiologically acceptable solvates thereof.

2. A phafmaceutical composition which comprises 3-[2-(dimethylaminojethyi}-N-methyl-1H-indole-5-
methanesulphonamide. sulphate salt (2:1) or a physiologically acceptable solvate thereof as active
ingredient together with a pharmaceuticaily acceptable carrier.

3. A pharmaceutical composition as claimed in Claim 2 adapted for intranasal administration.
4. A pharmaceutical composition as claimed in Claim 2 or Claim 3 wherein the salt is in the form of an

aqueous solution.

50 5 A pharmaceutical composition as claimed in Claim 4 wherein the pH is in the range ofpH5topH?7.

6. A pharmaceutical composition as claimed in Claim 4 or Claam 5 which contains the salt in a
concentration of 20mgmi~! to 500mgmi=.
% 7 A pharmacsutical composition as claimed in any one of Claims 2 to 8 which is formulated in unit
dosage form comprising 0.5 to 100mg of active ingredient.



[erf] 35 40 sul phate salt (2:1) and physiol ogical |y accept altmr“ﬂﬂi

t hereof. 2. A pharmaceutical conposition which conprises "nlﬁml " '"i
3-[2- (di net hyl am no) et hyl ] - N- net hy| ER.0/490 88®Bt- 5- net hanesul phormami¢det

sul phate salt (2:1) or a physiologically acceptable sol vate thereof as

active |ngred| ent toget her with a har maceutlcally acc@gt abl e carr| er. 3. A
phar maceut i% cal qgpppopition, Pdo?P aqupous

d ﬁolutlan f -[ ]Nm I&rgﬁugqolgﬁ ﬂ?{%g i | 2
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4 or Aaim Do fbr usdindn centration err]
S00ngm [err]. ar maceutlc corrp03| ion as claimed in any one of

Cains 2 topb uymadequ(&métmﬁmHoﬁr@@lmntwm HeindbRSP88thehSYulphdn@iias s@pra@ dait 2:1) @r a
100”9 of spact i YigsiblogEayl hBtablelsolvate BHRrelr it #& fPparafibh of a medicament for use in the treatment

L &t conditions3aséocialbd WitREepHAlic Bah, iCsafiRaiantigrane. adapt ed for intranasal
adm ni strati on which conprises a sterile aqueous sol ution of
3- [ 2- (di netfy Aprocess fee the\preparbion®t Hi2Hdithéthyland@iethy Ny Tteinddiggunetbarissliphonamide
sul phat e sal t sughaté saliole:1)ang bhapabdigally atdeptatie sobvpteathbrect swicl eamprisdser eof i n a
concent r@ti on of) @axpgB{2dimethylgmibe)@mirN-fethyl-} H-indole frmethangsulphanamide q apsklt prsot-he
range of pH 5 t\@ter;q‘qrepf w@ sglphurlc acid; or

3-[2- (Di et hyl of reytisg t ol Sri-dinsthviaminpletg |- msthifiedtngqleSrmefieperdiphaseide phat e
salt (2:1) or as°Bﬁ9§‘°’°Pdf' ngqpvafemma%te soI vate thereof for use in
H- Sv)/ zoéoﬁ.egse of 1 dl et pyl am no eé‘h y | any one of Claims 210 8

i ndol e?
physi ol ogi cal ng %ﬁ ’B":E‘gg'\% 8’%?“%&'1" LCE')] d °8' "f'pl "amidetsul"
nmedi cament foP ‘ﬁe? RTPERE ‘fﬂy ﬁwp V?‘S fg 20R 'tc?'u ﬁtéf’t’c
pain, in partlc ar mgral ne. 11. A process for the preparatlon of
3- [ 2- ( di gEtﬂ)'l\?mcgf)ﬂﬁgﬁyd paMﬁ&ﬁ;f Q%l\ar tlcQQ:QJnSosﬁ HLMQ%%@'%EIS 210 8
sul phate salt mpti ifHP G Sdi4rC SulviliorRt Cff Sb

conprises 15 methanesuiphdnamRdGhd 618100.4 roldr GbirRlehtds edﬁbémtea
H i ndol e- 5- net hanesul phonam de or a salt or sol- vate thereof W|th

sul phuri c acalfks fétithd fB)lowiRg Coatr@ting States : BS, GR

3-[2- (diget hyl am no)ethyl]-N-nethyl -1 H-i ndol e- 5- met hanesul phonam de or a
sol vat e t hex eaf pwicésh & e pipmparatidh e ofs LA- [ptmahmhrto)ethamNbibihyml-pndmmsmetﬁanesut-he
prepar ati on ophoparitia whielcwayt beoegreseatnpinsthd foamulaa® cl ai med in any one of O ains
2 to 8 which conprises adm xi ng

3-[2-(di net hyl am no) e | ]-N-net hyl - 1Hi ndol e- 5- net hec}gsul phonam de sul -

phate sa¥t (2:1) or a ph %&g ticall y accept a@?&é@ vate thereof with a
pharmaceutically accepta éggr t h@preparation

of a pharmaceutical conBosition a$ n any one Cl ai s 2 to 8
whi ¢h,conprises adm xing 1 nol ar &g of
3-[ 2- (dlget hyl am no) et hyl ] - N- net hyI idol e- 5- net hanesul phonam de and
0.5 to 0.7 nol ar equival ent of concentratbd sul phuric acid in water. C ains
for the followi ng Contracting States: ESHGR 30 1. A process for the
preparation of 3-[2-(dinethylam no)ethyl]-Nnethyl-1 Hindol e-5-nethanesul -
phonam de, WhidhatdBit B:6) dn€ Phy2RREILMAY add¥ptdbitSsolvatbd Térébi Whidh cdmprises

45 (A) reacting 3-[2-(dimethylamino)ethyl]-N-methyl-1H-indole-5-methanesulphonamide or a salt or sol-

vate thereof with sulphuric acid; or

(B) reacting a salt of 3-[2-(dimethylamino)ethyl]-N-methyl-1H-indole-5-methanesulphonamide or a
solvate thereof with an appropriate sulphate salt.

s0 2. A process for the preparation of pharmaceutical composition which comprises admixing 3-[2-
(dimethylamino)ethyl}-N-methyl-1H-indole-5-methanesulphonamide sulphate salt (2:1) or a physiologi-
cally acceptable solvate thereof with a pharmaceutically acceptable carrier.

3. A process as claimed in Claim 2 wherein the pharmaceutical composition is adapted for intranasal
55 administration.

4. A process as claimed in Claim 2 or Claim 3 wherein the salt in the pharmaceutical composition is in the
form of an aqueous solution.
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3-[2- (di net hyl am no) et hyl ] - N- et hyl - EP-G 480688 -B3- net hanesul phonam
salt or sol- vate thereof wi th sul phuric acid; or (B) reacting a salt of
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salt (2:1) or é?) SRR able solvate thereof with a

phar nggeut’ cal 'Ayﬁgsegsas .sedcmn eJne & clﬁ,yagsgé%gaﬁr dr&iﬁﬁﬁacédﬁfa%gﬁmﬂas%on s

wherein the phgg, Etg\&’fn i fnbr%fr‘l R panasa

adm ni strati on. process as cl alrre Clarm2 or Calm3 wherein the
salt in the 9haar 31Tk i préfarRGHSbitd aﬁrmaseuuéhn tbHpobifdnBdRbtecdr MEAHASH Sdministration
sol ution. ,8 h QorfiSesi?dpalihl a sterile aqueous solution of 3-[2-(dimethyiamino)6thyl]-N-methy#1H-indole-

* 5. A process safetithésuiBRiarhiestipdtdTsah (2HEL6€4 PhyisldRgitdily @bcopthifte SENate! therBofi i ai ddn-
t he range of pHefiratidh dpROmgmIB to FBORMGMAICE FhicieRILEdNHas® gH inthdSlafgerst gH 6ito g8l Al M 5
wherein the pharmaceutical conposition contains the salt in a concentration
of 20ngni err$. tAoprod®@eargnthe preparation df a phapmapeuticat campositicni aswlefined inzany o Cigfms 2 to 8
Clainms 2 t9 6 wihish cdompiise® adinixingreic ewter eaivalsotrpio 812-{HigwthylamifidetmiliNamnetblyl-i krindelé-5-
dosage f or m cormstiiardspighopangide and DS0N G 7 gblangauivajent piregroetiated isulpi@rric #&idjn watelss f or
the preparation of har maceut i cal conposition adapted for intranasal

adm n| strati Bﬁewsprﬁcﬁm ch con'%rl ses preparl a sterile aqueous sol ution
of 3 - (di nﬁ%'&ﬁ?ﬂ?ﬁ?@l’mﬁ""ﬁl— ﬁ%&aﬁﬁﬁam. , DK, GB, LU, MC, NL, SE

col vat 2”?53 P P Bl R s Bt B2 6Bt PER o cn

solution has a pHin the range of pH 5 to pH 7. 9. A process for the
preparation of a pharmacelGcal conposition as defl ned&'H] any one of d ains
2 to 8 15, whi ch conpri se S"t?-ﬁlx' ng_1 nol ar hent of
3-[2-(di Mt hyl am no) et hyl | - N' VINEAHN ul phdPani de and
0.5 to 0.7 nolar equival ent Hof concd fled s Iphurlc acid in water.

Pat ent anspruche 20 Pat entanspr Uche nde Vertragsstaaten AT, DE,
DK, GB, LU, MC, NL, SE 1. .3-[2-(Dineth amo)ethyl] N- net hyl -

H- i ndol - 5gret hansul f onam d, das durch die Férrrel [1] 25

[err] 30 Sulfatsalz (2:1) angegeben werden Kann, und di e physiol ogi sch
annehnbaren Sol vate davon.” 35 2. Pharnazeuti sches Praparat, dadurch
gekennzel chnet ,SulfedsBlzd%1) 3ndeetipDivardertiahm piddig Bybigibdischiannebriaren Solvate davon.

1H-i ndol - 5- net hansul f onam dsul fatsal z (2: 1) oder ein physiol ogi sch
annehnbar 65  Bo|Rharmazeutisohps firdparg), dadyrgh ﬂemgﬁﬁ?eﬁts ek °%§E?E§P'ﬁ‘°§3ﬂaﬁ'nﬁ2t@u]t'\‘ -ethyl-
annehnbaren Tr ﬁéﬁd°b'h’!‘ﬁ%ﬁnﬁu"°®m'®‘ﬂf&isﬂﬁi%l]t‘?dQ'b H@§'W“éﬁ9§?‘b@"??ﬁ@?ﬁ’9§n§?5¥ab@ﬁv°2 als
dadur ch gekenn2¥keipfhasemmenrnitainem phagiageufiseh prgratgren THger ethaler apr ei chung

Gerebzel chnt Abha@%? S Al S A o B ST REI BTH 9 Blresels
5. Phar maZeut i sCHes” "ga%?regaf Rach Anspruch 4, dadurch gekennzel chnet, daB
der pH im Bej e'ﬁngm\éféﬂtlsgﬂsﬁ’rﬂ'aét Reh Andph@95 oder 3, dadurch gekennzelchnet, dag das Salz in der

Form einer wiBrigen L&sung vorliegt.

45 B. Pharmazeutisches Préparat nach Anspruch 4, dadurch gekennzelchnet, daB der pH im Bereich von
pH 5 bis pH 7 liegt.

6. Pharmazeutisches Priparat nach Anspruch 4 oder 5, dadurch gekennzeichnet, daB es das Saiz in
einer Konzentration von 20 mgm!™' bis 500 mgmi™! enthdlt.
50
7. Pharmazeutisches Préparat nach einem der Anspriiche 2 bis 6, dadurch gekennzeichnet, da8 es in
Einheitsdosisform, die 0,5 bis 100 mg Wirkstoff enthlt, formuliert ist.

8. Pharmazeutisches Préparat, das zur internasalen Verabreichung angepast ist, dadurch gekennzeich-
§5 net, daB es eine sterile wiBrige L&sung von 3-[2-(Dimethylamino)ethyl]-N-methyl-1H-indol-5-methansul-
fonamidsulfatsalz (2:1) oder eines physiologisch annehmbaren Solvats davon in einer Konzentration von
20 mgmi~! bis 500 mgmI~! umfaBt, wobei die LEsung einen pH-Wert im Bereich von pH § bis pH 7
hat. .



6. Phar mazeuti sches ,Praparat .nach Anspruch 4 oder 5, dadur
gekennzei chnet , .daB’es das Salz In einer Konzentration vonI MMMM ;E"‘!'I
500 mgmrnl ent halt 50 7. Pharnazeut EB0498 689 Bpar at nach ei

2 bis 6, dadurch gekennzel chnet, daB es |n Ei nhei t sdosi sform die 0,5 bis
100 ng Wrkstoff enthalt, formuliert ist. Phar mazeuti sches Praparat, das

zur i nt er na% aPEDipsinyamisplehy Ry matyd ﬁ?"%@@ha“mﬂwﬁg‘éﬂ?e@ﬂk@%ﬂ" physjologisch
net, daB es ePehahagsiSplat damep F'{jé""t’ﬂ%‘{ﬂ?ﬂj"\??f herapie.
3-[2(D|rret amno eth

%l hy, k1 e 4
mﬁi‘?ég R S s

* C VMahre;nfhr Herste 9ng V%n [Sg é@ﬁ‘aﬁ%&%@h?ﬁ%ﬁlwumd& - &tﬁéﬁkﬂf&namldsulfat-

Hi ndol - 5 rmt Qa?z”é’ﬂ' bHisétPdn &on, Yekenn B SHinat @thS C
annehnbayges Sol i voh! [3-[Y e R HIHS )e'th?l]- ﬁﬁeth_l/‘ PRLAGI-8:mothahsultRdnWE 136é# inel ON
3-[2- (Di net hyl aggzgga@pbma}s dbonptit Behwetdbaudabr 5- met hansul f onam dsul f at sal z

(2:1) oder 5 (B) uRkdtRRg BidSSHd YonSE2- (amemhamad)amyumhew $H-aol-8methidisulfonamid
Her st el | ung ei nesr oiies 1IS6ivaIs dava mit gintim géeigstsnCBuiigsatzei der Behandl ung von

Zusdi nden, die mt Kopfschnerzen, insbosondere M grane, einhergehen. 11.

Ver f ahr ers ZA2r Védiahst el Hergtollnogn eines pharmazeutischen Préparats nach einem der Anspriiche 2 bis 8,
3- [ 2- ( Di net hy dadvreho pekenpzejchhetdafh yilan Bri-{Dideshylamineisthiyd:Nanekhybtrbindotis tbthersulforaa| z
(2:1) und phamidayiiatgaiz $3:1) ademeim phermagquiisell ennekrrbares \Qelvat @e«emﬁmmmﬂnwmﬁh
10 (A) ennslapbaren Jrageryemnigeht. ( Di net hyl ani no) et hyl ] - N- net hyl - .

H i an/I 5- met hansul f onam d oder e| nes Sal zes oder Sol vat s davon m t
Schworel ¥ U%V°®H@? ze %@Q fvﬂ qu nach einem der Anspriiche 2 b|s 8,

h quiy al fRimethy Peet
S0l vats aayon] %3‘% PRt madt"%%fpmp e BaTete LAV Vs

Her st el | ung el jhar mazeut i schen Praparats nach ei nem der AnsprUche 2 b| S
8, dadur Nelgly hyl am no) et hyl ] - N- et hyl -

H-i ndol - ‘%‘anséﬁ#ona-ﬂo' eﬂ@%# %bssgﬁa&%h%;&tcmer ei n pharnmazeutisch
annehnbar esl SQbri4fon Q@rvﬂé?stél g €dnnﬁﬁeﬂhéﬁwﬁd%tﬂyﬁmné!ﬁwmlﬁ@&-ﬁ-%ﬁmlﬁsﬁ%&mld das
verm scht. 20gyrdnidie MebINr €N zur rstellung eines pharmazeuti schen
Praparats nach ei nem der Anspr~che 2 bis 8, dadurch gekennzel chnet, daB man
ei n nol ages Aqui val ent 3-(2-(Di net hyl am no) et hyl ] - N-ngt hyl -

i ndol - 5- net hansul f onani #s&yd 0,5 bis 0,7 nol are Agqui V, nt e konzent rierte
Schwef el saure in Wasser ver Niseqhil. 25 _Patent anm@,lw fUr foI&)ende

Vertragsstaaten: ES, GR 1./Verfahhg e el Tung ¥

3-[2- (D net hyl am no) et hyl ]"'I N- et hy @l - 5- met hansul f onam d, das durch
NS 3 71) angegeben wer den kann, und

, gekenn- zel chnet durch (A

die Fornel (1) 30 35 H 40 Sul f
der physi ol ogi sch annehnbaren Sol vate davq
Urset zung von H
3- [zkptinethylanino)ethyl] N- net hyl - 1H-i ndol - 5- net hansul f onam d oder ei nes

Sal 75 vBn o F ;- gf %@ﬂ% %87'@?%*? F i $0: B Poeon Bl £8P Rt desme o
45 . R
Ver f ahr en gu(r)r tsed%&{)ﬁg “ﬁ ﬂ%grntin &Wiﬁpﬂ%ﬁﬁf @\g%ggg?gimsﬁﬁﬁaﬂig odg eines

a
gekennzel ohnet, (B F?g ines Salzes von 3-[2-(Dimethylamino)ethyl]-N-methyl-1H-indol-5-methansulfonamid
45 oder eines Solvats davon mit einem geeigneten Sulfatsalz.

2, Verfahren zur Herstellung eines pharmazeutischen Priparats, dadurch gekennzeichnet, daB man 3-
[2-(Dimethylamino)ethyl]-N-methyl-1H-indol-5-methansulfonamidsulfatsalz (2:1) oder ein physiologisch
annehmbares Solvat davon mit einem pharmazeutisch annehmbaren Tréiger vermischt.

50

3. Verfahren nach Anspruch 2, dadurch gekennzeichnet, daB das pharmazeutische Priparat zur

infranasalen Verabreichung angepast ist.

4. Verfahren nach sinem der Anspriiche 2 oder 3, dadurch gekennzeichnet, daB8 das Salz in dem
56 pharmazeutischen Praparat in Form einer wiBrigen LGsung vorliegt.

8. Verfahren nach Anspruch ‘4, dadurch gekennzeichnet, daB der pH der L8sung im Bereich von pH 5
bis pH 7 liegt.

10



[ 2- (Di met hyl ani no) et hyl | - N-net hyl -1 H-i ndol - 5- met hansul f onani dsul f at s

(2:1) oder ein physiol ogi sch annehnmbares Sol vat davon mit, lm ml lumu |I|l i

pharmazeuti sch annehnbaren Trager verEf G43068931 3. Ver f ahr :

2, dadurch gekennzel chnet daB das pharnazeuti sche Prapar at zur |n'tranasal en

Verabrelchun aBt ist. 4. Verfahren nach eonenm der Ans rUche

3, dadur ch gg'keXﬁ?g g fhom s it oy eggroiwg &t Remrsspoiece
‘??Taﬁ ﬂ?"&é#’fﬂ‘gﬁt}?@ i 13500 MEt HRENE: nach Anspr uch

Praparat in For
‘71 |?28?r ch 99k hnl? égg aj) En%prﬂ& i SLQ%H;I}Q %n%gggl{n% aid ga phgr bluﬁscPeH
Ver f ahy en nach el nem nsprfn’dﬁosf'ﬂgg lIrk?itadurthéi gg Ignr‘{virgl chnet, daB

das phar mazeg! igghfen” E@%&&lur@a&néaﬁrérrﬁa%lﬂécﬂ&f PIREEE Nids Bul %P/a@élg)nz%r%?&ihung
bis 500 ngm -1 # lidk.- dadurcl GekenRzeidhnBE B4k fRan i3 stbfle WABRB Lk (23Difethylami-
dadur ch gekennzgehnRimetH B-RdHs-MBRERRBRLHidsEIRREZ 2:1) oder eﬁétﬂlaﬁ«fsﬁfoglbdi\ annehmbaren
Ei nhei t sdasi sf colvat dddd i) eierMoRzedfHilorbn \8b fmgii0Tofs 586 mGinl—t nerétéik, Wabdi @ietLs¥ing dinen
8. Verfahren zuyH indesdicalvbriiitys bik pe$ highar mazeut i schen Praparats, das zur

i nt ranasal en Ver abrei chung angepait ist, dadurch gekennzel chnet , daB man

ei ne ‘steril eswaBrfalgen 1o Herstpllungneis [ dharnBraotistimy| Rraparatan 0gch teingin] ddh-Amerrinpib -21bis 8,
H-i ndol - 5- met hadadwich @ekeninghichinktidafingn ¢if mblares dgpivalinh 8-A-(Pimethiyleiing)sthydHN-methyl-1H-
annehnbar ah 10 indol-5-@ethansutformicoundi §:5 bis 9 malase Aayivalente | konzenttiante Sohwefgisiure i Wag00
mgm -' her st el Ivermisghibei di e Losung ei nen pH i mBereich von pH 5 bis pH 7
hat. 9. Verfahren zur Herstell ung ei nes pharmazeutischen Pr~parats nach

ei nem der AnBg¥epdisgtionsi s 8 dadu ekennzel chnet . daB man ein ool ar es

Aqui ya) ent 3RF‘§"Q"5?*!9@§ nwral?a ﬁassépﬂwa SRty AT, BE DKGB, LU, MC, N, SE

i ndol =5- mét
oo --ur . ARSI e LS AR S0 e
Et ats contractartlr &P Ve D bE DK, GB, LU M, NL, SE 20 1. Sel de

sulfate (2:1) de
3-[ 2- (di ngf hyl am no)6th)q - N- et hyl - 1H-i ndol e- 5- nﬁtha ul f onam de, qui

pout etre represente par %(9 I e (1 25 30 H@%g%pgs sol vat
physi ol ogi quenment accept ab} € \saﬁl on ar maceut i que
-[Zilmjthyla 0) 6t hyl ] ;N

qui conprend un sel de sulfate (2: 1

met hyl -1 H i ndol e- 5- met hanesul f onam &g n_sol vate physi ol ogi querrent
acceptabl @@ de celui-ci en tant quo prt™nci p& actif conjoi ntenment avec un
vWhi cul e pharmaceuti quenent acceptabl e. 40! 3. Conposi tion pharnaceuti que
selon la revendication 2, adaptee pour une Hadm’ nistration intranasale. 4.
Conposi tion pharnmacoutique selon |a revendication 2 ou 3, dans laquolle le
sel est sous | tfeppeiated Phisiclogignementgrcepighleadeecslles 5. Conposi ti on

phar macout¥ que selon la revendication 4, dans |laquelle |le gH est dans |a
ganmme de pH52a @r"s‘t@(‘ p@ﬁﬁ‘g@ﬁ‘i"l“? GH Fofh 4B F8 ?fu%"@%l(%ﬁ o4 Pé‘\/@‘?ﬂ'maﬂ‘é{ﬂé@ﬁ"‘ i
ou 5, qui cont iBy-]tkindale-5S-methanasulfong E'%r?f‘r“%hcgﬁed’ Bysislpgigupment. acceptablnde, gelifich gn

\_J tant que principe actif conjomtement avec un

3

) pharmaceuth ment accepmble
40 3. Composition pharmaceutique selon la revendication 2, adaptée pour une administration intranasale.

4. Composition pharmaceutique selon la revendication 2 ou 3, dans laquelle le sel est sous la forme d'une
solution aqueuse.

45 B. Composition pharmaceutique selon la revendication 4, dans laquelle le pH est dans la gamme de pH5
a pH7.

6. Composition pharmaoeutique-selon la revendication 4 ou 5, qui contient le sel en une concentration de -
20 mg.mI~! & 500 mg.mi™".

7. Composition pharmacsutique selon I'une quelconque des ravendications 2 & 8, qui est formulée sous
forme de dose unitaire comprenant 0,5 & 100 mg de principe actif.

8. Composition pharmaceutique adaptée pour une adminisiration intranasale qui comprend une solution
85 aqueuse stérile de ssl de suifate (2:1) de 3-[2-(diméthylamino)éthyl}-N-méthyi-1H-indole-5-méthanesul-
fonamide ou un solvate physiologiquement acceptable de celui-ci & une concentration de 200 mg.mi™!

a 500 mg.ml™, ladite solution a un pH dans la gamme de pH5 & pH7.

1



50 7. Conposition pharmaceuti.que selon |'une quel conque des_revendications
2 a 6, qui est fornul 6e sous forme de dose unitaire corrpregwmmujm“ﬂﬂ(ﬂlm
de principe actif. 8. Conposition EhadaeesaBi que adapt ee :
adm nistration i ntranasal e qui conpr end une solution 55 - aqueuse "sterile
de sel de sulfate

3-[ 2- (di rret%yﬁ%h‘?? ﬁﬂ;@ W@Xi a"‘f"Plé'fhﬁ'hW"l?thS“Mé'E lereragifenesplipnamidq ey lyatan
sol vate physi BM8gPY { %@E@%?aa ujsci gaur upq yifiisation ep hierapie: oncent r at | on de 200

EI% 81 4t9 0&62 Og{ﬂgaﬂ% de ssl de su ate (zs‘ls)gljeuﬂﬁ &h# mu%%tt}yﬁ ﬁsmggvyl -ipd -g t a ﬁoerZ )

6, ou Iv?t oh uement tahlj cel dc-rn a préparation dlcament
éf é[ lﬁii %? Qrg ) erht }ta s@$ les douleurs o?phgllques, en
f&g 3u ‘%0 abl'e de

sul fat e f2 1)
H i ndol e- 5- nb vate 0 |querrent acce

col ui -ci pour une utllgaatlon en therapie. 10 Utlllsatlon de sel de

sul fate (2:44) pd6sdd pbut 1d Slsparktidhydeaai d3QUifthd (h)l deMs: [Eﬁéuhé{ﬂma%mo)ethyl[] N-méthyl-1H-indole-5-
H-i ndol eg5- MbBiRaRSUIbIaARB 8t los Sivates phafitacUtiquéMet @bépihtsle Bd106%-6lqBTombYERE Nt
accept abl e de cg] laksabtion 4@ B52-(RMEHYIBRIAG)IRAINIMEthyHIH-iT6l6-6-idTEesEiBFaiddG U Gin 481 @u
utilisation danm sbiaté dateduBemade dd rddddtsulfiqueciees avec | es doul eurs
c~phal i ques, enBplarrédctionl d'@rsel do Fj2gdimétngamidoisthyfiNerodttl1tpindule-$-aéthanegdisrainide ou de
sel de sul f at e d'd:sbivatelde Slui-B-apesti unsbl iy Isattaterapgredriy | ] - N- mret hyl - 1 H-i ndol e- 5-
10 ndt hanesul f onam de et | es sol vates pharmacouti quenent acceptabl e de
celui-ci qui E@cqu oot 19 p§paration dunetcproppsitien pharmaceutique selon I'une quelconque des revendica-
3-[ 2- (di nBt hyties éorﬁ)%mé@ hspmprend feerpdianpe du pel idp delfate-(&1)rder Hig-dindiviaminglfin - Nongthyh

R

sel ou un sol Vin ngpulfenamige qy yiesopvale jPhRrmageLauement @ccepeblq 9 cply-Ci 886 P on
d' unisel de véhicule pharmaceutiquement acceptable.

3-[ 2-Tdi 6t hyla ge N- thy -1H— 5 rret esu f nam e
sol vate de ‘c?e dg p \Fe%‘e‘l? "ﬁé"’ ggﬁ @39‘ g‘rf\
l a pr epar at I O na 2 % lgtﬁfweg%fonam@q:en '%?E %Euw 9%:: §a|§ee| al 9 SU H‘ r]o

revendi ca- ti F ;
3- [ 2- (di g6t hylam no) 6t hyI] N—rret hyl - 1H i ndol e 5 mdt hanesulfonam de ou un

sol vat & pha{gdialibib ot Rt effts Siitralthits dhvéartd Lis, @R avec un vAhicul e

phar maceuti quenent acceptable. 20 13. Proced6 pour |a preparation d'une

conmposi ti ony, ph@éé@]&%&lﬂ id Sis1RraBoN darsell dels0fitel(D:6) oIS IMSIRfaniiR)SMIINGHthyl1HiRdoleds- A
8 qui conpr enpkéthahesTibrAMS, i pudt Ske WprsabRaIbar bruIe @) de
3-[2- (digdt hyl am no)dthyl]-N-nethyl - 1 Hindol e-5-ndt hanesul f onam de et de
0,5 AO0,7 equivalents | aires d'acide sulfurique co ntrd dans |'eau. 25
Revend| eat | ons pour | tats contractants sulvants:/ ES, GR 1. Proced6 pour
| a preparation de sel de sux§. 8. ( )]
3-[ 2- (di ndt hyl ani no) 6t hyy] - N- et h @ 5. net NSHesul fonani de, qui
peut 8tr¥ represente par |a fornul cH [err] 35 40 et des sol vates
physi ol ogi quenent accept abl es de celNu™- Chydui conprend (A) la reaction du
3-[2- (di net hyl ani no) et hyl ] - N-net hyl - 1Hi n¢lol e- 5- n6t hanesul f onam de ou un
sel Loy un solvate de celui-ci avec de |'aHide sulfurique; ou (B) la
reactlon d un sel de
3-[2- (dl fret hy Elyy)sn]alo JE?\BM%L eL{ és%%%iauﬁ-c?qd*‘é&ntb%‘ésu' fonam de au 45
d"un sol vate réét:ﬂo ldu %lf = wh@ﬂwﬁﬂ 0) l]-%"-‘rl\ ﬁyll PH-RBSS-52Eh&mesulfonamide ou un sel ou
un solvate de celui-ci avec de l'acide sulfurique; ou
(B) fa réaction d'un sel de 3-[2-(diméthylamino)éthyl]-N-méthyl-1H-indole-5-méthanesuifonamide ou
45 d"un solvate de celui-ci avec un sel de sulfate approprié.
2. Procédé pour la préparation d'une composition pharmaceutique qui comprend le mélange du sel de
sulfate (2:1) de 3-[2-(diméthylamino)éthyl]-N-méthyl-1H-indole-5-méthanesulfonamide ou un solvate

pharmaceutiquement acceptable de celui-ci avec un véhicule pharmaceutiquement acceptable.

3. Procédé selon la revendication 2, dans lequel la composition pharmacsutique est adapiée pour une
administration intranasale.

4. Procédé selon la revendication 2 ou 3, dans lequel le sel dans la composition pharmaceutique est sous
§5 forme d'une solufion aqueuse.

5. Procédé selon la revendication 4 dans lequel le pH de la solution est dans la gamme de pH5 & pH7.
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2. Procede pour | a preparatian d' une conposition pharmaceu i o
conprend | e nbl ange du sel. de sulfate (2:1) de ' )@ﬂ‘.j&i’tﬂlwuum ;
3-[2- (di nBt hyl am no) 4t hyl ] - N- n6t hy| - EPHe 4900B88B815- ndt hanesu s suniy

sol vat e pharnaceuti quenent acceptabl e de colui-ci avec un vehicule

phar maceut i quenent acceptable. 50 3. Procede solon_|a revendi cation 2, dans
| oquel |a coﬁ'pd’§?qé1’%??'°ﬁr'Pa’PYP&E‘€ﬁ_§?’l ges é@g legph f5c@mPesiion PharRaceitiane fodtieptds pobp une
i ntranasal e. 4.°OPPBRAAHIMAHT 2 Y8R} 'cati on 2 ou 3, dans |equel le sel

dans |la conp si,;i n ehar,rrrxlaceglt i’%;ze est Spu 035 8 dfnor ne 'gl' une %ol u ai Oarg:eutique
e i R PR

* C L g F%cédé §our la *pr&araﬁa&p@tfrgfscoﬁﬁjn%n l[f’ﬁ %@é@am %Sdt&npo‘br QHe %dﬂiﬁigtﬁatio

| equel | a CONDQRiahdsAB o emBoREH pledhifioh Qahd Sillion Sausih srilb86 s QB SR 31) dirs-Ge
20 my. m " a S50QqimBthyTrino)stil-NThRARinGSe-LReharndsifioddke CANEYS Bfsie physiologiquement
revendi catsh ONS adcoptable d6l 3eNs-cl SAQHE LonbeAMrRIBABOT thd. A H BAY MRGEY Tl Riufion a un pHIBAES
forme de dose ufgdnime & gt@EpHenant 0,5 a 100 ng de principe actif. 8.
Proced6 pour |a preparation d une conposition pharmaceuti que adaptee pour
une adm ni st patRra¥dd piur lapaéparttion Guhe @mpisition gharreacputigiactsltque téfidie dare 'al qublcanue
aqueuse stlri | eleeesvereicatibes 22l 8 qui @oritert) le dheélaBge] @un équivalent molaire de 3-[2-(diméthylamino)-
(di met hyl asn no)é8wikptnétiy-tHiindinjd-5-héthinesulianawids chdg 0,8 Acklédutyalentimdire dacideysylfurique
sol vat e physi olcotfienfifedenhde I'bau. acceptabl e de celle-ci en une
concentration de 20 ng.mM-' a 500 ng.mM1', ladite solution a un pH dans |a
gamma de pH5 a pH7. 9. Proodd pour |a preparation d une conposition
phar@ceuti que telle quo definie dans |'une quel.conque des revendi cations 2
& 8 qui c8hprend I e nelange d' un equival ent nolaire de
3-[2-(di net hyl am no)- 15 6t hyl ] -N-net hyl -1

H- i ndol e- 5- m~t hanesul fonam de et de 0,5 a 0,7 equivalent nolaire d' acide
sul furique concentr6 dans de |'eau. 20 25 30 35 40 45 50 55 13
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