ER 0 200 444 Bl Descripti.on This |nvent|on relates to a novel conpound

havi ng useful pharnmacol ogi cal properti‘es, “to pharmaceutical conpositions
containing it, to a process for _its preparation, and to its use as a

phar maceutical . 5 UK Pat enEPAAM%481ons, B 21002594, 2125398A
(corresponding to WD 84/00166) and GB 2145416A (corresponding to WO
85A0104&kripascr i be aryl esters and amides having an azabicyclic side chain
anUossesm ng 5-HT (5-Hydroxytryptan ne) antagonist activity. A novel,

St ruct ur ahik Javéhtisr dofaies tmmua@bomaamda@e&amaw@v&r $6pertidd) oSpraiaRatidar has
5- HT aédmip@sitiohséonfing i th ¥ prokdds for its pegarich, Bl tY its 193Qs R pRFREteuticAVENt i ON
pr o des UR FatApApplichtins, GB 2100253A,(J1253981 (c&rq@buaann@(baublambﬂsm a0 GBd1adahen sal t
t her eofcondsixntiihg (d WO285/01048), Phriveo Lbistesadnt \amides @plingldncazatidytie side dhlie asddonpound
of t hepdssassing BHT (5 Hydreytypltemine)iactagodist sciivityyn sal ts wi th conventional acids such
as hydr o@iviowal,i styctisaiigl distichenmpeund hips Gow el disteesred; This odquiownd hes diTdwtaganidt phar -
maceut aakelyl y accept abl e organi c acids such as acetic, tartaric, naleic,
citrec, dgerdinglycthe presppbipyention Hrowipesi accompeund gbipamyiadh, |or ph'@rma&emf@'v Pfcekte‘t'ﬁb
gl ut arﬁ'}m&?ﬂbl ycer ophosphoric, and gl ucose- 1- phosphoric acids. The
pharmaceutically acceptabl e sal ts of the conpound of the formula (I) are
usually acid addition salts with acids such as hydrochloric, hydrobrom c,
phosghori c, sulphuric, citric, tar Le-NGHyctic and acetic acid. Preferably
the’cid addition salt is theChydrfoc ride salt. Exanples of
pharmaceutical Iy acceptabl e sajtsgincyyde quaternary derivatives of the
conpound of 35 fornula (I) sdch as e conpounds quaterni sed by conpounds
[err]-T wherein [err] e al kyl, phenyl- [err] alkyl or [err]
cxclgpal kyl, and T is 4§ calN correspondl ng to an anion of an acid.
Suitabl e exanples of R ncNude nethyl, ethyl and n- and iso-propyl; and
benzyl and phenet hyl. Suitabl &, exanples of T include halide such as
chl ori-de, brom de and i odi de. anpl es of pharnaceutically acceptable salts
of the conpound of forrmula (1) also forminternalIsalts 40 such as
phaesraceutical |y acceptabl e N-oxides. The conpound of the formula (1) and
Its pharmaceutically acceptable salts. (including quaternary derivatives |
and N- oquaegyarrn?uwwcmm [sritgrafnihocaempeuat! [of) the dereple 4 ineludeotoidgaddifion salieh as
hydr at wih copyantiopalaacidsjsueh pclydrogiiesiachydrobromic. besiepehopriotg, Gulahurie acids wdipbprsi n
refer r@ﬂ"et”&a"yﬂ?éeﬂ‘ﬁ‘?!?e‘?ﬁ?@t&rf‘"ﬁi‘ gyeh c?&?‘ﬂe?"%‘c Pgjeie g, GFCCF‘Heb%‘F‘é‘bé‘F‘%S’be“’on of a
conﬁ‘l)uﬁ’a‘h‘&”‘i’ﬂ??%r"et e"bl"g C‘H‘EP 'ﬁeﬁ?@@l" qser! Plyosglod % salt thereof,
lorbc

whi ch SH® ow cui tfl 5
.EPI 8 2Bt"PPre raby he ac: a mon salt is r@q 9‘? roch onde sa ﬁ”éf’ t’rflisnc t%fgg;ja fqgg%d )

Examples of pharmaceutically acceptable salts include quaternary derivatives of the compound of
35 formula (l) such as the compounds quaternised by compounds Rio-T wherein R:g is Ci-¢ alkyl, phenyl-
Ci-s alkyl or Gs~7 cycloalkyl, and T is a radical corvesponding to an anion of an acid. Suitable examples of
Rio include methyl, ethyl and n- and nso-pfopyi and benzyl and phenethyl Suitable examples of T include
halide such as chloride, bromide and iodide.
\/ Examples of pharmaceutically acceptable salts of the compound of formuia (I) also form internal salts
40 such as pharmaceutically acceptable N-oxides.

The compound of the formula (l) and its pharmaceutically acceptable salts, (including quaternary
derivatives and N-oxides) may also form pharmaceutically acceptable solvates, such as hydrates, which are
included whenever the compound and salts are herein referred to.

The invention also provides a process for the preparation of a compound of formula (), or a

45 pharmaceutically acceptable salt thereof, which process comprises reacting a compound of formula (il):

COQ,

50 ) N
N

/
TZH
55 3
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16 whetein [err] is a greup displaceable by a nucleophile, and thereafter
optionally formng a pharnaceutlcally acceptable salt of the resultant
conmpound of formula (I). Exanple o @ﬂ*%fg groups [err], displaceable by
a nucl eophil e i nclude hal ogen s o and 15 bronn, hydr oxy,

carboxyl ic acyl oxy such as [err] alkanoyloxy or [err] al koxycarbonyl oxy and =%

actlvat qh HysMdesalPtuyuguch as pentachl orophenoxy. |f a group [err] is a
halide, then the reaction is preferably carried out at non-extrene

tenperatures in an inert nons hydrwl i c solvent, such as benzene,

di chl or onet hane, tol uene, dj ether, THF- (tet rahydrofuran) or DWF
(dinmeg hyl formam de). It isjals preferably carried out in the presence of
an acid 20 acceptor, sublbNas organi c base, in particular a tertiary

anmne, such as triethylam ne, #trinmethyl anne, pyridine or picoline, sonme of
whi ch can al so function as the sol vent. Altern d! er, the acid acceptor
can be inorganic, such as cal cium carbonate, I um car bonate or potassium
carbdﬁate Tenperatures of O- [err], in partlcul ar 10-[err] are suitable.
If a rdﬁ"b’e’[’err IS hdrox thenthe reaction is enerally carried out in

an iner® r@H sabla fiy,, B"e § Hheé"é“ﬁ?jl eaid P‘bl’%’f“ﬁ%\r?epha‘i"lﬂ@e‘ﬁ'f:a"blw
opt i onaPfPPT° (51’ 'ﬁ'?,lé°

car bag g L é}’ e 1@%@?@912@"’&@%1% Lol T

|brom dro; car ic_a yo
carried ho) ;8 éﬁg cg, gfg
exanpl e,” Ur 1 Grousbl b ool 0 %&m&u&e o EN NG AL Sm Sk gyed
with | eggnag A-Maro @D@d.ua fis I §8SehfONET dicRBBMERINE! Goudib e Jiiyl O h the
nor e acigbtBydrsliFa) 6N Bfr (a.qemyuorwmae lt QU Bsd G5Bl Sarkdd ROMVthd Brestndd QK ,ac'a hen
t Qe rpactdebr, ischisinCirgibic Yoased i paidulbrla SRS aiithd, &lidnyast thényiadiiR, BRBRAREmIAS t he

react i opyntinedr biedlihg, sbrle bfathich @an dRidi flintidntas BresaRér.AnehatRay, liXatidl aba@pionNéan B OUPS

chl ori de, laa gaumOnisawtioenthet gepeactidnlis gerfecitly @(mdpiutalnan‘meenbn-m@rqaﬂhcablmnes in

cor r espimee eg"eeé SantP RNOFE: for pample. P do AYEr Genprally. thigher fpaskiqn tempargipres are

o oY g S o 'Pp'gng %’é}’; mc RS
chlonde E'i m ol

formula (14 3 gRsl of lid dclivaRiaehylBENEYIORPOMBRY tha USactichhe PRAFBYLARe® butliNeh REEPAH!

tri gemi nal Phamwcaticihnacceptablocskisms e camponmt of tésniatention mag bp forhedotoh@ntiohdligt  of

doxor ubi ci e gerapaeges|chismmiadNand 8 aredaevd compeunlyy ci spl atin; and al so

psychos o8 =eye iy LI g E’lgt mﬁ' a’?"r'?af’feé 58‘:'6‘8 fgples

phar ngc %Hl’i;)t Xesﬁ\?&w‘é ovePdyhdibih

i ncl ude ifoadid, sathk as)caididix Lasbordte| Sudiun edrtimatycoarphmmhodaybonam whpehtues s£ 0t-he

t he p?pegeahcze dighloppmetheneg THE @e PMB ropticpaityHin alw preseatenyf| anddhpdrating eatelystaguklo vy a

chl or of BWH'a‘t withslesg a@?"@LFﬁ"‘[’%ﬁ"?ﬂ Wﬁ'ea‘“éd?‘ﬂe{/éﬁ"l?d'ah'fﬁdr%% S'P‘BWGB fiPeforp etive

manner 2s tho

Compound, S it et T e, 4 piRycoe e "%%a%b e "'é TRy

f or Mo BherskNANRMED veaﬁm@u 8 o8 'Fe ARy B RuROMBNG, 2 rayﬁrfaii i "a

| nvent i @iveng sbcrbad-dimeinyipamiticel nag @isb tprdidired ihed RehditeathydRyarBfRe (gidub Yis Be 45

pr event i ngrhe osaits may barfomed ie exansies b iredctad ofi thée basa empdune oh foymulEXpnwith es  of
‘radi ati on YPEIPPRYAT of 10D PBRIHES YR T H ST @ngeqqist ﬁ?‘i’t'ia'@(y‘“s hplieyed rn%zyeeaﬂrr% bBe of

i nventi Qr Hgu '30 ound

r eact i onod®s, ippafcelaaldlspeGae suitale.out i n an i nert solvent, such as nethyl ene
car bony p@fk‘gﬂuméa\fprmgarml@e'pslona?gcg@dwde -gJbn eqaghiop dnay rheprried byt at aryeroprexitemef  t he
reactloﬁ"i‘ rabl |n an |nert ar s ve t uch as
S 5 él gg. 9
group i t% Ct'? en at'
anbi ent ,gfg y T—;‘c'x*
phar maceubibemlatey accept abl e or gani c or I norganic acid he corrpounds of
Lks_e/d | N pbihibiopt@hyTEtEr 204 that tiPidydiierkis Sarbdd dit £ lambia tendletstikeer headaches and
such cambasmaceptisplyPgcepiablp ordania dyinorgani¢ aaid- cyt ot oxi ¢ agents, such as cisplatin,
pot erffi éffedd‘é te “ﬁa“f‘ﬂ% O ‘?‘%“31('%?&‘ migrainep@usiar 53"6@?%3'%’6’&"?'“5‘%' “S‘I'R'P'é-t %l?ﬂ)as an
e dlu

ot lup,) Jifcpe a%g larl%.‘l (g? an Zo natvon? t (j:onlpgr? |c re c?n go-

0 or mr‘l é j?géfg; hgq Xlerﬂ 09 ?de?s h arqme anda (p ychosis;

gv./):
r.)
m

The mventnon also provides a pharmaceuucal composition comprising a compound of formula (I), or a
pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carrier.
Such compositions are prepared by admixture and are suitably adapted for oral or parenteral admin-
istration, and as such may be in the form of tablets, capsules, oral liquid preparations, powders, granules,
55 lozenges, reconstitutable powders, injectable and infusable solutions or suspensions or suppositories. Orally
administrable compositions are preferred, since they are more convenient for general use.
Tablets and capsules for oral administration are usually presented in a unit dose, and contain
conventional excipients such as binding agents, fillers, diluents, tabletting agents, lubricants, disintegrants,

3



Sech conpositions are prepared by adm xture and are suitably adapted for

oral or parenteral adm n- istration, and ‘as such may be in the form of

tabl ets, capsules, oral liquid powders, granules, 55

| ozenges, reconstitutable pomd%?g%&rﬁ%b?abl e and infusable solutions or -

suspensions or suppositories. Oally adm nistrable conpositions are. LT

PLEf elchtlants; aVodinhd) ¥ Rditfig WRanEs. FRIMASHE Rl bJ Qe 886k AL TndAthdtlags AN

cagsut@s,nfgfe,@,gagwﬁdmdmea tQlingon are usually presented in a unit ose and

cont ai N SRR fllotsOBrdse Srefubid b&ilibse, mm'aﬁmbdemala RihePGRR Sgens! bliBHS disitheg-UeNt S,

t abl etrdnitshBclBge sthroh, golylahigolPirfolidodb Shdlls@Eh adakivatives such EsPsga.u%O Sarfit Giy&bliate.

col sursaitdbi, ubkitaatsontiude 3@ exanipth, iedgnbsitng stagaat s. The tabl ets may be coated

accor di ngpitblds phatmhackuticaly aceeititaisetting abdnes isdiude sddiuim IeurA RaprateDiahliqaio p@pdrsr i C

coat i rigns Bayi beninl the forrh lok ifes eika@nple) squebwCruiie sespbisivhy Salutions rMukiots, syras) ase and

ot her efitin dr away dgaresentedSisi a & pedult Br recegtitution Wits watarcdr other siftatilecyehicle before

pol yviuss|Sueh §quidrarepriatinos enap gehtain convsntionelr ddditites wech as sedpenting sgefits, for stamplsh

gl yteo|spigitad symp. renihwi egitleso] geatin.dudroyofyiediiviers, carkoxymeiuispiulose. aluminiemi stoaate

st ear &P\e“ hydrprgenpip® oqibie: faten eVIEIYiDG 2pSPtss for axamMplyl lecithia: sorbrien rmenepieate. jon aqagiete

sodi u Pg}is "E'B‘f' H‘&'E"é‘ m@r'%ﬁ"‘"? jip 8"sb % éﬁ"'o?'e f"i“B’ﬁ’s°" °6ét°‘i' PPePMEOh BiVm of |

f or efé I F‘?’ Bgevatv ’§1‘36W? m%'w ®ps, or

eli XI r~°§, Or(a?. Y re us in the form of . 0&an% t h wat er

or Ot fl&%é’ a\{g Je n%d& ¥0Jr3? ﬁ‘ & eg, |tut| wa;n%atéﬁg} %’ner u Ont ain
V

§
convery lo%” g] O&hti s 2 dl age gr bi tol,
SYT UP,eniiRii agQrﬁ %gous 9 lcf?Js'(Whlc g ﬂ&ﬁycfet Q)%) ysgﬁgtrves. and fi &“’0”3"%? e fats,

car bowﬁgﬁax&&g U ose, alumnium stearate ge rogenate

QUS| f Y1H30oral 4RMbSsitiohsOMay & FRipSred B¢ ichaVoitiond? %moasa& BBRPG! Mg or tibilstM§ACi a;
NON- ACREPEHER BIEABInG bFSatioNd WsNbaTBekd it gibitHslRe B8 1aktive afént TlougHoll thesé Bab&itiod! Mond

oi |, fempRiih@rRab qehnttiRE Oftilbrs.Buth opstatiohs @l &Icburssl Ednvantonaish @b artof gl yceri ne,

pr opyI € Nior @hryiterhl, adminisedtibry, lfiuia aidueé forrf &8 Prepaéd soatining @lcopaanbiahdbdand Or

pr opy linvpatialy dndd x \sedin velidiee Tos coapoond. deanding em the i vbhicle and' thel careantativnj canctle

f | aasoLeithem guspended brodisspivey. Bayenterad sol@ioad arb haymelly prapeed by tisohing thecompaad inya i n t he
f or m ophicie) aed filter sterilising ybefores fifingsintores svitsllé wrial omampoglaLdang j sealigg. Adyartagequsipr

el i xi radivents gpeh a5raciaeahensesthetic, gregeryatiyas ead, byffefingragprit /a §i50 digtoivethinvibe Yehigles er or
ot her T8uinbagp the\siaRiiity| the sRmRasiion 2 bedipzen #fieg filing 'ﬁ‘Pé’p?a‘f'%itaP‘bﬂ's wiley refeMRdai n

CU

conver\’f“i’%ﬁ%’“’%ddltlves such as sus end| ng agents, errul 5| |ng a ents
non®aquet] “ v}&ﬁl 2 IR EINPS 438 and
fl a‘VOE}SFL’:S ﬁ mg in g tyej huc Ie] *Isl)b andl-ﬁ llgqﬂalry q agg?t !P Bcilu irh re
%;ggg{g Qac? eu%fo dlS | Pl@ra‘gf ec:omI L n‘t S an a ; a%aﬁge“t

h
thrsauqmwnantﬁeés.a%mgﬁ,b gﬂ%m%m a,x ”'% % %Au Flpthe SUCh
oper athdaiita 8f & effdbtive QHE§\@ of QQ&N&B drrﬂul& Ford Bha é&éuu@él\{} Ghlophsle salt

adm niygdrdott i on, fluid unit dose forns are prepared containing a conmpound of
t he presanimdulvelBdil OB 185 GhedisdidBrsinbBinkdhte BdsBribed BSpeRd A M HredRB 8&Wiiper ON t he
wehi clugs aisdiddr Bing laged bridathé MNBightCANhd) hadmal. AbWEIET] a kit [a6$0IRK a OKgdaduf Gilv ed.
Par entreimadly cmtalnto.500 3000me it @kainpld 1 to[S0EA bEHle Eympdiraionthe inaghtibr Bnicdusomayd i n a
vehi clte agimihisferddicdre otreors lthas iong dDadyofoe efariplel A of Attices a ey, tnddpd @sustiyall toGr
anpoultieegaddaye thiat isgn thdreaget efg@pwsimgtely aUj0t \ta 150 Sngghgthay, armora ubuwatha P.0enwe?R het i C,
presermadgidges and buffering agents are al so dissolved in the vehicle. To
enhance bthadversarirgiqgical offects aseigieniadiat ey o B alsenentispedfogdordanges | | ing into the
vi af® andT'teH@"’%Qf' &fso preYigss arompetad of farEylar) orppharmaceufigally, peeppipblessall ereeh fohs ar e
pr epar®3} %?WY‘QISPWFRE '"spéﬁ'é“'ﬂ'é?fr}’é? '"é%‘éeﬁi‘“ef"rf’éf"@ﬂ’? e seataches
suspeﬁ’d‘@ﬁ;@ lrfeg’:fq:%??ﬂ'g %Eﬁ{g "6?" 9 S%" ﬁ di ssoof ed 2 d sterilised by
exposur eN f ure is bas hemncal %F (g% -.E Veeh erican
Adv&nt&ggggﬂmy Suffactant ~or e '&fé%‘l g‘h tlh'é'"

Example

N-{endo-9-Methyl-9-azabicyclo[3.3.1]non-3-yi)1-methylindazole-3-carboxamide monohydrochioride

55
A stirred solution of 1-methylindazole-3-carboxylic acid chioride(0.77g) in dichloromethane (50ml) was

treated with a solution of endo-9-methyl-9-azabicyclio[3.3.1]nonan-3-amine (0.7g) and triethylamine (0.7m)

in dichloromethane (30ml). After 2h, the reaction mixture was washed with saturated aqueous NaHCQj; -
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conpagsition to facilitate uniformdi stribution of the conmpound of the
invention. The invention further provides a nethod of treatnment or

prophyl axi s of mgraine, cluster headache, 35 trigem nal neural gia and/or
enesis in mamual s, such as hunak€,0 20048 Bonpri ses the administration to

t he manmal of an effective anount of a corrpound of the for rrul'a (I') or a
phar ma ti t.thereof nt ffectlv tr at the
areor o e e R it o
di sord ate e wel vve er a un Pt Bose
for a %%ﬁn%%'ﬁﬂé"’cbbh normal ly contain 0.5 to 1000ng for exanple 1 to
500ngy, of: thﬁ;oq@rmpyu gf(,g B i nvention. Unit doses nmay be adm nistered
once or noregdolap mnhg a day, for exanple, 2,3 or 4 tines a day, nore
usual ly 1 ta.13ahd 4RS@®, 8@y, that is in the range of approximately 0.001 to
‘50 ny/ kg/ days.7sremsemiuaryal |y 0.002 to 25 ng/ kg/ day. No adverse toxicol ogi cal
ef fects are 299cdhg¢ade@-sagHany of the aforenenti oned dosage ranges. 45

The mnvent i @B240empiH)vi des a conmpound of fornula (1) or a pharmaceutically
accept abl e R0 BHDf for use as an active therapeutic substance, in
particul ar fif0-1$84mi 4Dt he treat nent of migraine, cluster headache,
trigemnal neural gia and/or enesis. The followi ng Exanple illustrates the
pr epar AP¥BACBY t he conpound of formul a (1). N.B. Nomenclature is based on

ggglrff;f% Abstr?gtesvorl Egzgéd%sdgeeﬂé??? publ i shed by the Anerican so Chem cal

N- (endo- 95 BJ?I rX&A ok ev§1u§: SRy a.?t r% fﬁ.& g&gﬁ gh %n&%&'%ﬁ’%&am de
m)nohy(g ,d‘QZ‘ 5 ? I'T'ndazol e-"3- car box
f'aék%c erh ssz) eré Ian Sifs a.me g}e mﬁeﬁé.tans%ta%d o lare@sus@.l,aat' on
of end@egr ARt B ZGaRLdoyd 6% [Fazait 3R neﬂana Caibvase. PHarhidol. ) 92d-345Q1dag). am ne
(0.7m )suurﬁx.diap&vs@ bpsrair has gty (GRGME) wasAfvef Fepaliediy BYEthS RGJehstd rélitsXdrid! Rarki8s in

was hed hdrt dite Gabrithicdl Thb SsipRGHESwaYINeR Intravefiously dhPtHe cattentékfich Bduired Bradiyce aried

dri ed [seiTédvoked Repdrisé tor SOPEG Heltgntadl teponee/ @EPSY) Whs MBén dlterhined. SOl vent was

purizi ed thg cedpaunngarh ao BB 0glapinz fdkdC- al umina, [err]) and treated with
hydrogen chloride to give the title conpound mp. 290-[err]. [err] NWR (270
MHz . [éalairNS [err]: 8.30 (d, 1 H 7.50-7.20 (m 4H) 4.80-4.50 (m 1 H)
4.12 and 4.10 (2-s, 3H) 3.75-3.55 (m 2H) 2.99 and 2.91 (2-s, 3H) 10

2. 82 23400 E?f’i‘P°I4'F‘b°fi°“2!93 ). oo QW@PﬂhcaelveecemtaUeS{'wem Phar macol ogy 15

NCH,
_ o)
35 ) : H
. N
A N
0 - CH,

Y

2. N-(endo-s-Methyl-9-azabicyclo[3.3.1]non-3-yl)-1-methyIindazole-a—carboxamide monochydrochloride.
3. A process for the preparation of a compound of formula () as defined in claim 1 or a pharmaceutically

acceptable salt there of, which process comprises reacting a compound of formula {lI):
50 .

55



Ant agoni sm of the von.Bezol d-Jarisch reflex The conpound of the Exanpl e was
eval uated for antagoni smof the von Bezol d-Jarisch ref in
t he anaesthetised rat accordi ng to the follow ng net hJME“‘ﬂMﬂﬂﬂmW
250- 350g, were anaesthetised w t hERIPZOPAMEBE1 259/ kg i ntrdperti t 8nedl 1)) and
bI ood pressure and heart rate recorded as described by Fozard J.R et-al.

. Cardi ?éﬂ A ?he &?.%m%ﬁﬁ %ggim&%}%@&rm w:goﬁﬁfréaf bySCJlﬂan

| <usu Iy g%tg}f Zn - Eﬂcrs)‘c}%@% Vi chidlideAs GROWS 56 Erkpoaiitn.p.

g cha uanfrfre e conmpound was given intravenously and
- the concentl\rwﬁlt(bmﬁzeggblg)ed to reduce the 5-HT evoked response to 50% of the
controk resgpons b.aH F.soRso ¢iaw determ ned. 25 The conpound gave an
[err] val ue of4@.4750[(.arﬂ])/ kg. Clainms 1. A conpound of fornula (1), or a

phar maceut i cald i mageaptadhb salt thereof: 30 0 [ERR] 40 (1) 45 2.

N- (endo- 9- Met hyits-EssaamadH)cycl o[ 3. 3. 1] non- 3-yl ) - 1- net hyl i ndazol e- 3- car boxam d
e nonohydr ochl 299 afie 2.98(2-s0\3)r ocess for the preparation of a conpound of
formul @ (1) as2adefdort@d4H)n claim 1 or a pharmaceutically acceptable salt

t here of, whi ceograddms2H)conpri ses reacting a conpound of formula (11): so
55 5 EP 0 20®-14894mB¥)(100m ) and dried [err]. The oil remmining after
evaporation of the solvent was purified by colum chromatography

(TLC- al urfihagacqe®¥r ) and treated with hydrogen chloride to give the title
conpoufifd mp. 290 |err]B [de[r! NIYR(27O MHz, [err]) 5 [err]: 8.30 (d, 1

H 7.50-7 7 1 H 4.12 and 4.10 (2-s, 3H) 3.75-3.55
(m 2H) 2.99 and 2 i

2H) 1. 90- 2@ OU Epﬁ Eiamgf%aflglalmed foiw %ﬁeﬁnﬁn fltp 6:{?638933(;%] J%Bg%g'le%x%g?klé&?ch
r erl ex e, a,g gﬁ)& 6‘%? Fith\@indn¥ 81 253§ ShtrbsFitoRdaind GAD biedh Stésslid @ndr ON
Bezof d-Jafeh$ G aseé(é?,l;‘r%@d by Fozard J.R. et al., J. Cardiovasc. Pharmacol. 2, 229-245 (1980). A

submaximal dose of 5-HT (usually 6ug/kg) was given repeatedly by the intravenous route and changes in
heart rate quantified. The compound was given intravenously and the concentration required to reduce the
5-HT evoked response to 50% of the control response (EDso) was then determined.

. 25 The compound gave an EDso value of 0.7 L.g/kg.

Claims

1. A compound of formula (l), or a pharmaceutically acceptable salt thereof:
30

NCH,
0
35 - H
,N
W N
) Y

(D

2. N-(endo-8-Methyl-9-azabicyclo[3.3.1]non-3-y!)-1-methylindazole-3-carboxamide monohydrochloride.
3. A process for the preparation of a compound of formula (l) as defined in claim 1 or a pharmaceutically

acceptable salt there of, which process comprises reacting a compound of formula (ll):
50

55



by :5-HT:in the anaesthetised rat according to the foltowng method: 20 Mal e

rats 250-350g, were anaesthetised with urethane (1.25g |
intraperitoneally) and bl ood pressure and heart rate r H”LB!!LMHH“‘bed
by Fozard J.R et al., J. Cardi &Fa2800 #4Bhmcol . 2, 22%: s Ax

submaxi mal dose of 5-HT (usually 6[err]/kg) was given repeatedly by the

i ntravenous route and changes in heart rate quantified. The conpound was

gi ven, i ntravenously and the concentragtion required to reduce the 5-HT
evoked response to 50% of the contrg ”asponse [err] was then determ ned.
25. The conpound gave an EEX atue of 0.7 [err]/kg. Cains 1. A conpound
of farnula (1), or a pharnmad appy acceptable salt thereof: 30 [ERR] 40
45 2. N
N (endo- 9- Met hyl - 9- azabi cycl o[ 3. 3. 3] non- 3-yl ) - 1- net hyl i ndazol e- 3- car boxam d
e nonohydrochl oride. 3. A process the preparation of a conpound of '
formula (1) as defined in claim1 or %a pharnmaceutically acceptable salt

t hereo of , which process conprises reacting a conptihd of formula (11): 55 5
[ ERR] 10 - (rn)
with a conpound of forrmula (I11): [ERR] (Il1l) wherein 25 [err] is a group
di spl aceabfiteapymeeund ffessyim (e, and thereafter optionally formng a
pharmaceutical ly acceptable salt of the resultant conpound of forrmula (I).
4. Aharmaceutical conposition conpgjsjng a compound according to claim1l
or 2, and a pharnmaceuti- 30 ceptable carrier. 5. A conposition
according to claim4, adapted renteral adm nistration. 6. A

conposi tion according to cl ayn4, apted for oral adm nistration. 35 7. A
coRpgynd according to claim1l or for use as an active therapeutic
substance. 8. A compound according to claim1 or‘ﬁn)for use in the
treatnment of enesis. 40 9. A conpound according to Claim1 or 2, for use in
the treatnment of cytotoxic agent induced vonmiting and nausea. 10. A
conpound ameeinding to claiml or 2 for use in the treatnent of m graine,

cl uster headache or trigem nal neuralgia. 45 11. A conmpound according to

- ¢l ai m 1 orQiZs faogroupsdisplagsedblecby pramtieophite, odd GhiBaftdr sptiosklly Sorming a pharmaceutically
acceptable salt of the resultant compound of formula (1).

4. A pharmaceutical composition comprising a compound according to claim 1 or 2, and a pharmaceuti-
30 cally acceptable carrier.

5 A composition. according to claim 4, adapted for parenteral administration.

6. A composition according to claim 4, adapted for oral administration.
35

7. A compound according to claim 1 or 2 for use as an active therapeutic substance.
8. A compound according io claim 1 or 2, for use in the treatment of emesis.

40 9. A-compound according to claim 1 or 2, for use in the treatment of cytotoxic agent induced vomiting and
nausea. -

10. A compound according to claim 1 or 2 for use in the treatment of migraine, cluster headache or
trigeminal neuralgia.
45

11. A compound according to claim 1 or 2 for use in the treatment of CNS disorders.

12, Use of a compound according to claim 1 or 2 in the manufacture of 2 medicament for use in the
treatment of emesis.
50
13. Use of a compound according to claim 1 or 2 in the manufacture of a medicament for use in the
treatment of cytotoxic agent induced vomiting and nausea.

14. Use of a compound according to claim 1 or 2 in the manufacture of a medicament for use in the
55 treatment of migraine, cluster headache or trigeminal neuralgia.

15. Use of a compound according to claim 1 or 2 in the manufacture of a medicament for use in the
treatment of CNS disorders.



12, Use of a conpound.according to claim1 or 2 in the manufacture of a
medi canent for use in the treatnent of’ emésis. 50 13 mlﬂumu“nd
according to claiml or 2 in the manufacture of a neh““ﬂﬁm in the
treatment of cytotoxic agent induER§ g and naugea® 14. 'Us€ of a
conpound according to claim1 or 2 in the manufacture of a nedi canent for
use in tpGennspruddecat ment of mgraine, cluster headache or trigem nal
nquglgia. 15. 'Use of a conpound according to claiml1l or 2 in-the

manuT act 4r evbindingB&H FeRIEPMlodérQln phamaletisth Gorttigfbd St dattin: ONS di sorders. 6
EP 0 200 444 Bl Patentansprtiche 1. Verbindung der Fornel (1) oder ein
pharmageuti sch vertrigliches Satz davon: 5 0 10

) N() 15 2. N-(endo-9-Methyl-9-a LcMCH[ 3. 3.1 Jnon-3-ylJ1

- met hyl i ndazol - 3- car boxam d- nonghyd rid. v 20 3. Verfahren zur

Her stel l ung ei ner Verbi ndung de ) gemaB Anspruch 1 oder eines
phar mazeu- tisch vertraglichen on, wobei das VerFahren die

Urset z8@ng ei ner Verbi nd A\ (rr)y: 25 (1)

Q| , -N : N—~~~(11) 30 -

1 CH3 35 mt einer ng der Formel (111): S~NCH3 40

H2N } (I'11) unfaBt, in der 45 Q.

ei nen durch ein Nukl eophil ers aren Rest bedeutet, und anschliefien
gegebéﬁenfalls Herstell en ei nes pharmazeuti sch vertraglichen Sal zes aus der
er hal tenen Verbi ndung der Fornmel (1). 4. Arzneimttel, unfassend eine

Ver bi ndung gemAO Anspruch 1 oder 2 und ei nen pharmazeutisch vertr~glichen
Trager. 30 Ruenlb-bivin l@&&i@@lﬁ[@.@.“lﬁﬂm-é‘ylﬁ‘f—ﬂEtﬂ*lljn&ﬂlw&aﬂmﬁ%%ﬂ&d.

Ver abrgi chung. 6. ngtel nach Anspruch 4, tornuliert zur oralen

Verdbr ei @ghUdgahra® zur HorsiéRiing! sHH VEbIRRARE de TRl @) \geha® ARkprugh 120dbr s \PREOMEZRG al S

t her apeut i sgsaR Rer¥iglidheh Shizes dlvon\iRbsiidasiviighond@ib UABSEUhG! Giker Veihalingdnitdbr Formel
Verwendung fmgi der Behandl ung von Qoel keit. . _

25 ' ©0Q,
' A\
N
N (II)
30
CH,
35 mit einer Verbindung der Formel ()
| NCH,
N/ .
40
. ] H,N (III)
umfaBt, in der
45 Qu sinen durch ein Nukleophil ersetzbaren Rest bedeutet, und anschiieBend gegebenenfalls Herstellen

eines pharmazeutisch vertraglichen Salzes aus der erhaltenen Verbindung der Formel (I).
4. Arzneimittel, umfassend eine Verbindung gem#B Anspruch 1 oder 2 und sinen pharmazeutisch
vertréiglichen Trager.
¥ 5. Mittel nach Anspruch 4, formuliert zur parenteralen Verabreichung.
6. Mittel nach Anspruch 4, fprmuliert zur oralen Verabreichung.

s5 7. Verbindung nach Anspruch 1 oder 2, zur Verwendung als therapeutischen Wirkstoff.

8. Verbindung nach Ahspruch 1-oder 2 zur Verwendung bei der Behandlung von Ubelkeit.



7 . EP 0200 444 B1 - ‘ ) * C
Ver bi ndung nach Anspruch 1 odor 2. zur Ver wendung be| ulmgmllm

durch ein cytotoxisches Mttel induziertem Erbrechen un IIHHIHH“I
Ver bi ndung nach Anspruch 1 oder BP 9200 44Bendung bei der* Behartdl ngsvon

M grane, clusterarti gem 5 Kopf schrrerz oder tri gem' nal er " Neural gie. 11.
Ver bi ndgin n der handl ung von

2N kfaﬁ,ﬁﬁﬁagzﬁﬁ hidpfler1 82 o lon “% it hae KR Lo aer 2

zur Herstellung el nes Arznel mtte s zur Verwendung be! der

Behand| 1) yekmurigoREK Rhdpruch 3 ode/@" wwuaaa, bQieJ 1
oder s2 zu%bi@élﬁfe&ldd&nﬂgegjfdaﬂgN:&gd”gal m tté‘ S zSF eﬁu&@ggungﬂﬁgg cﬁ)@é}&ﬁ.h‘&#
Behandl ung von durch ein cytotoxi sches Mttel induziertem Erbrechen oder

Br echr el Vetbinddng. natfeAnsprachngher? AR Verweriddng tbiidg BBRANuYVEIR ZNS-BrkdniRigth, 2 zur
Herstellung eines Arzneimttels zur Verwendung bei der Behandl ung von

M gr anel2. detrondung rdirieq Slerbitdirigs adehesnzpratior otléri 2Jei HadsNundlasites| Agingimitibfe. zur
Verméﬁdung’emen@ngb@rdbwﬂbenwnmmmbﬂkﬂupruch 1 oder 2 zur Herstellung eines
Arzneimttels zur Y20 Ver wendung bei der Behandl ung von

ZNS- Er k 3arYle 9 qigey Matbindeng; eAsk ADSPr@hnhed® 2euf Hemtalueg (dips dueneigiitield czur

cel ul - prepdung | bei der BesRdiung cvory grchy (ot pitexiseheg UMittel JmlugieremErbtec® oddr N 35
C3() J> 4 '92’ °ﬁbnoch| orhydrate de N-(endo 9 met hyI 9 azabl cycl 0[3.3,1

]non- 4)\,% LAV oe3c 7%7 our | a preparation
d i G 280, Porgiond sy Ao g
ce:Jlrjll corrpg,g%:g?a% gidlf' 9°%8 "R °FP§@8’UIIKP gmerlz%ﬂé'fge‘ﬁf"ﬁ’ﬁ'e"ff@’a@@npr end

| a reacﬁi Verindtflg iher Verbin or Slung i s Zur
\_/Qol Verwendung bei der\gee:andﬂ?d ?g?%%ﬁ \ﬁ%méﬁc O%Tpérs gg ! P% r?Uf eArz(nthtSel ¥
Revendications

1. Composé de formule (I) ou sel de celui-ci acceptable du point de vue pharmaceutique :
25

NCH,
30
35
D
(N
40
2. Monochlorhydrate de N-(endo-9-méthyl-9-azabicyclof3,3,1]Jnon-3-yl)-1-méthylindazole-3-carboxamide.
3. Procédé pour la préparation d'un composé de formule (l) suivant la revendication 1 ou d'un sel de
celui-ci acceptable du point de vue pharmaceutique, lequel procédé comprend la réaction d'un
45 composé de formule (i) :
CcQoQ,
50 \
N
’
|
CH, (II)
55

avec un composé de formule (lll) :
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) ~~~~~~~ NcH3 oti Q est un groupe pouvant 8tre. gm"uﬁﬂ““mﬂ!‘ u E
nucl eophile, et ensuite |la formati on eventuell e d' un bl e
du point de vue pharmaceutique dEPHARA4S Blesultant de for mul e (1) 4,

Conposi ti on pharmaceuti que conprenant un conpos4 suivant |a revendication 1
ou 2 et un support acceptable du point de vue pharnmaceutique. i5 5.

Coqposi tion suivant |a revendi cajkion adapt ee pour |'adm nistration
parenterale. 6. Conposition sui a revendi cation 4, adaptee pour
adm nistration orale. 7. Conppse ivant |la revendication 1 ou 2, pour

| "utilgd sation en tant que suldgNanc hér apeut i qug ) ve. K 20 8 Conpose

- suivant |la revendication 1 ou 2. ur I'utilisation dans | traitenment de

| ' emese. 9. Conpos6 suivant |la revendication 1 ou 2, pour |'utilisation
dans | e trajtement de vom ssenents et de nausees induits par un agent
cyt ot oxi qued éburl Grougeqispastets isplatd tparl un ruciSaphith, 6tadnkwita lal fodnatich éveritutile d'un sel
| ' uti [ sat i «wcepthblasiu jpeinttdearid phaenrceutiquelda commpséiémdtantdie formde s de naux de tote
ou de Ia névral gie faciale. 11. Conpose suivant |la revendication 1 ou 2,
pour |' ufd | Gomppsition piiarmaceutiqup camprensplin edmpesé sulvant & wgvendipatipr rgpu P0et un suprerty eux
central 1 2accagtaple by peinisie vie phameageiat®e sui vant | a revendication 1 ou 2, dans
Ia fabrication d un nedi canent destine h 8tre utilise dans le traitenment de

"1 nbdR. 5'35C°"T33'“°(’JLSP'Y“I"§'QH"?IH"°G"°M i?ﬁ?ﬁ?d%"é’ ragiripistration RareniAM di cation 1 ou 2,

a 8tre utilise dans le

d | t.l d' t
t?g;st eﬁe ‘t Ié"ca%tfﬁnéfg'%aﬁg'ﬂfeé'eﬁcatl? Ragﬁ‘g% “’qﬁﬂfn'f"?*éat'ﬁ'h?'a'ﬁn agent cyt ot oxi que.
14 Uf fly g&ﬁsﬁéds %%Ugﬂﬁga do?n éﬁaznﬁoul' &txf G A el Je e% ape §aJtn?e. de la

f t|on I canen re utrlrs ans ra|
r a' ”e d@o?*np@é‘é%ﬁarﬁ% rSRHdicatiéh 1 &tzep&wnﬂﬁ‘saﬁoﬂ dafsvs ﬂ&%@m%@%ﬁﬂs@ 40 15.
Ut| |isati orrd un conpose sulvant |a revendi cation ou 2, dans |la

fabri cat BONcdhpass siiveht G2 ReMIcRS t ol 2, eou8t-lrt.%awnl dah§@ témnl 8 {dnidsbRdRNdt ades
troubl es dunaGiyses Ramms P&Tud agont 6dKxigad.. 45 60 5
: 25
10. Composé suivant la revendication 1 ou 2, pour I'utilisation dans le traitoement de la migraine, des accés
de maux de téte ou de la névralgie faciale.

11. Composé suivant la revendication 1 ou 2, pour Il'utilisation dans le traitement de troubles du systdéme
30 nerveux central. .

12, Utilisation d'un éomposé suivant la revendication 1 ou 2, dans la fabrication d'un médicament destiné 2
étro utilisé dans le traitement de I'émése.

35 13. Utilisation d'un composé suivant la revendication 1 ou 2, dans la fabrication d'un médicament destiné a
étre utilisé dans le traitement de vomissements et de nausées induits par un agent cytotoxique.

o 14. Utilisation d'un composé suivant la revendication 1 ou 2, dans la fabrication d'un médicament destiné a
o &tre utilisé dans le traitement de la migraine, des accés de maux de téte ou de la névralgie faciale.

15. Utilisationr d'un composé suivant la revendication 1 ou 2, dans la fabrication d'un médicament destiné 2
&tre utilisé dans le traitement des troubles du systéme nerveux central.
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