100- 6939/ 1 UK PSYCHO ACTI VE PHARMACEUTI CAL COVPCSI TI ONS CCNTAININgiﬂﬂDGLREf3
DERI VATI VES This invention relates to new uses and nodes of adm nistration
of [€rr]- antagonists, and-in particular the conpound indol-3-yl-carboxylic
échggngo-B-nethyl-8-aza-bicyc|o [3,2,1] oct-3-yl ester, (hereinafter the.
conmpound of the invention also known as | CS 205-930). The conpound nay be
used in any pharmaceutically acceptable form including the free base and
in acid addition and quaternary ammoniumsalt forms. The conpound of the

i nvention is known for exanple from Bel gi an patent 897, 117. The conpound is
described therein as being a [err] receptor antagonist or §g@gﬁ@g}p'
recept or antagoni st (serotonin Mreceptors have been reclassified as [err]
receptors). The conpound is indicated for use as an anti-m grai ne agent,
anti- arrhythmc, and for treatnment of serotonin-induced gastro-intestinal
di sorders including enesis, eg. induced by anti-cancer agents. W have now
di scovered that the conpound has interesting new uses, as described and

cl ai med bel ow and in our copendi ng Application GB 9008068.0 (GB 2231264A).
In a first aspect the invention provides: -2 - 100- 6939/ |

a) Use of indol-3-yl-carboxylic acid endo-8-nethyl-8-aza-bicyclo
13,2, 1] oct - ?-Pxflfcm-rm i1 mmm%w accept abl e
aci d addi ti opperavATINEE M Or i n pharnaceutically acceptabl e quaternary

ammoniumsali_form in the manufacture of a

/ This invention relates to new uses and modes of administration of S5HT;
antagonists, and in particular the compound _ |
indol-3-yl-carboxylic acid endo-8-methyl-8-aza-bicyclo [3,2,1]oct-3-yl
ester, (hereinafter the compound of the invention also known as ICS
205-930).

The compound may be used in any pharmaceutically acceptable form,
including the free base and in acid addition and quaternary ammonium
salt forms.

The compound of the invention is known for example from Belgian patent

897,117. The compound is described therein as being a 5HT; receptor

antagonist or serotonin M receptor antagonist (serotonin M receptors
U have been reclassified as 5HT3; receptors).

The compound is indicated_fof use as an anti-migraine agent, anti-
arrhythmic, and for treatment of serotonin-induced gastro-intestinal
disorders including emesis, e.g. induced by anti-cancer agents.

Ve have now discovered that the compbund has interesting new uses, as
described and claimed below and in our copending Application GB
9008068.0 (GB 2231264A).

In a first aspect the invention'providesz'



medi canment suitable for the treatnent of stress-related psychiatri c
di sorders, or b) Use of indol-3-yl-carboxylic acid
endo- 8- net hyl - 8- aza- bi cycl o [3, 2, 1] oct-8-%i= ester, in f A0R-69394L f or m or ..
phar meceutical |y acceptabl e acid addition. salt for m or in pharnmaceuti caiy/ .
acceptabl e quaternary ammoniumsalt form in the manufacture of a
medi canent suitable for increasing vigilance. The antagonistic action
against [err] receptors of the preferred conpound I CS 205-930 (i ndol-3-yl

- carboxyl i Ca90'&eeaé0nﬁoif£ﬂ}>i c@rboﬁ?fi@hﬁi’&lﬁ‘ﬂhé&@dﬂ&ﬂ%f-Baay -b‘iﬁ#tg%% on the

rabbit vagus, rab It heart_"and gui hea eum has been descr
(P. Donat sch etl3s#,1lqgt- Q‘YJPFF&F?EICGP f"P!S aseg form o) i'&rﬂ?‘&%“‘i%ﬂltlﬂpl cal

appl i ca}\IIO on8t9 Qadeeptatledscid1additioh SaltcEoim %ﬁtﬁgwﬁacehﬂiéﬂq Bel gi an
pat ent

was_al so_stated that, the cogpoynds di osed therein
are indi cat ed %\5‘*3&?‘%“&%%5??% qﬁ'&v%"]ﬁo Hg é‘egm?‘f%‘h W SFodi cal
and endocri noImngrlcauetttesmistaibhetfotrhehe(tlrpotmemodf tsiteess¥rebatedn i s useful for

t he treatnment psychi atric disorders, including
stress-rel ate 8@%‘1%%% ogggfagnd%}s"om al wi thdrawal, affectlve di sorders,

psychoses, espeC|aIIy mani ac depressive disorders and al so ‘pronot es _
appr oach- omerﬁsedofomai-mua&m&ym Aeld\énauLs-RRthYIBEEz40b1 cPLIFSS. The

compound of <y YUY 90 el 5 BRpdAel oAl 55, 45 AR AV e o

of the -conpourstceptatile acide addbrioansaitp Ecrac loroin oharmhdeabiodldyr in mce.

The compound | ACLEAMAS GRYRRLLY ShhGINC bR BHHA, in' the® hhTFCTLEBE "5
medicament suitable for increasing_vigilence. "b

The antagoniatic action against S5-HT3 receptors of the preferred

compound ICS 205-930 ( indol-S-yl carboxylic acid endo-a-methyl-s- ;

aza-bicyclo[3 2,1Joct-3-yl ester) on the rabbit vagus, rabbit heart

and guinea pig ileum has been described (P.Donatsch et al., Br.J.

Pharmacol. 1984, 81, 348) and also its topical application to humans

as the first S-B'l'; antagonist.

In the Belg'iian patent, No. 897,_117 it vas also stated that the )
compounds disclosed therein are indicated as anti-psychotics.

We have novr'" found e.g. from ethological and endocrinological tests

that the compound of the invention is useful for the treatment of SN
stress-related psychiatric disorders, including stress-—related-social
phobias and social withdrawal, affective disorders, psychoses,
especially maniac d&pressive disorders and also promotes |
approach-oriented(behaviour in behaviour perturbed by stress.

The compound of the invention also increases vigilance, e.g. in
geriatrics.



“inhibitory.to social responses. Thus situations involving unfamliar

surrqundi ngs,

contact with foreign aggressive opponents, conpetition for

food; *were created under ‘reversed |ighting

ondi ti ons wher,ehy rvations
performed during the dark phase. Undéer gt'hese conditi&ﬁ@?“&ﬁ?feat ed

fwer.g

rddgﬁt s exhibit high levels of flight, particualrly depressive anbival ence
and escape behaviour, but |low |levels of social behaviour involving approach
activity. Anxio%étics | i ke di azepam reduce the anbi val ent behayvi qur and can

i ncrease soci A1
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anti-depressants, e.g. bupropion and imipramine, but also atypical
anxiolytics, e.g. buspirone as well as the compound of the invention,
increase approach-oriented social behaviours.

Intruder test

' Study A

A foreign male mouse (intruder), placed for 6 minutes, into the cage
of an isolated male is attacked and responds with defensive escape
patterns collectively known as "flight". Flight and associated

defensive activities override the intruder’s tendency to approach the

attacker so that much of the behaviour includes social forms of
ambivalence.

Intruders receiving oral doses of benzodiazepines show less of these
defensive activities and more approach-oriented behaviour (A.K.Dixon
Triéngle 1982, 21, 95-105; M. Krisak, Br.J.Pharmacol.1975, 35,
141-150), e.g. investigation, aggression and sexual activity.

The compound of the invention is administgred_l hour before the
encounter per-orally at from about 0.1 to about 10 mg/kg. Groups of 8
mice pairs are used. The frequency and duration of social and
non-social behaviour of the mice were recorded using ethological



-4 - -+ 100-6939/1 techniques. The conpounds increase socia
oriented activity. In this test the corpound at a dose of 1 ng/kg increased
the frequency (fromca. 60 to 80) and duration of social interaction (frem
ca. 90 to 120 seconds). Study B Study A wasé4mrodified usi nd0@-6939 4% 6age“§29,_‘
X 38.5 x 20 cnm) which allowed greater freedom of novenent so that el enen#s
of -defense coul d be separated nore clearly fromthe approach-oriented.-
social activities. The conpound of the invention is given i.p. at doses
from about O.t@thboiguesout 100 m crogram kg 45 minutes before the encounter
Intruders received the drug. It was found that the conpound of the
invention clearly pronoted the approach-oriented social activities. It also
reduced escapd@ebeeiperpls ingregsecresialoprhented |acghvityln this test at a dose
of 1 mcrogram kg the conpound pronoted 8 el enents-of approach-oriented
social activiti by apout 40 per,.cent.,The cqnpoynd,al so .redyced escape. -
behavi our . Cc#ﬁagﬁjfst ?ésipftz‘@d??fg’%g?ﬁcﬂ? & q95e; ﬁfgwﬁﬁ i§°te§§F$s#’8f g‘FFé‘I_“E“‘&:- 1
m ce deprivedfobmfa@edéd ao 80hamdsdunagiémnfesodial cingeeaet ione( fomntau9ostd or -
a single foongegé&hdsﬁecause,of the close proximty of the mce the
tendency to eat Is conpetitively offset by the tendency to interact. .
soci all'y. One partner receives a conpound of the invention at an oral dose.
f rom about O.ﬂad%q; about 1 ng/kg 1 or 2 hour before the encounter.
Frequenci es an urations of social activities were recorded for both
animals with the aid of a posture and tinmer machi ne (K Hausamann, _
A. K. Di xon, Pi8tsdylA vBeimodifia@BasimBa Yarge/dage (59 % 38.5 x 20 cm) which
: alloved greater freedom of movement so that elements of defense could

be separated more clearly from the approach-oriented social . _\_;-

activities. The compound of the invention is given i.p. at doses from

about 0.01 to about 100 microgram/kg 45.mihutes'befotefthé encounter.

Intruders received the drug. It was found that the éomﬁdnﬁd of the.
invention clearly promoted the approach-oriented social activities.

It also reduced escape behaviour, a speqial form of flight. In this
test at a dose of 1 microgram/kg the_compound"promoted's eléments of
approach-oriented social activities by about 40 per cent. The compound
also reduced escape behaviour. o '

Competitive feeding

Study C | ' | | W/

In this tests 8 pairs of male OF-1 mice deprived of food for 6 hours
are forced tb cémpete_over 6 minutes for a single fOOd §é11et; Because
" of the close proximity of the mice the tendency to eat is |
competitively offset by the tendency to interact socially. One partner
receives a compouhd of the invention at an oral dose from about 0.01
to about 1 mg/kg 1 or 2 hour before the encounter.'Ffequéhcies'and
durations of social activities were recorded for both animals with the
aid of a posture and timer machine (K;Hausaﬁann, A.K.Dixoh, Physiol.
Behav. 1982, 28, 743-745). | S



t 5 - s 100-6939/1 In this test benzodi azepi nes increase eating
behavi our nore than social interactions. Antidepressants may increase such
soci dl, activifies. The conmpound of the invention increases

approach- driented social behaviour, nore than ®ating. The 8938 at a
dose of 0.1 ng/kg p.o. given 2 hours before the encounter increased,
relative to controls, the frequency (54 per cent) and duration (321 per
cent) of social interactions..In contrast frequency of feeding increased by
only 4 per cent and their duration 55 per cent. Stretched Attend Postures

- (SAP) (No confid ah)s Mese Win26@ihzépDiesiineidadei ddtahg VeRdicd BO tRédN i N a

novel environnent, displa haractetistic stretched bod ostures.called
'SAP's which si gnit g %nﬁﬁrixl%ﬁggﬁ%é%ngtﬂ’geﬁﬁnéﬁ 'H%sznfﬁfta%i %iaﬂ?ﬁ%ﬁﬂyt iC
reactions, e.pctishvinsi. aPepicaepoundaehitherinvesticanindnespes approasiivorienined

i nci dence of S4f2i31 (dnBvidiasS Cher Rhad 24 efiRhar macol ogy 1986, 89, 31-37).
The conpound of the invention adm nistered p.o. at a dose of fromabout 0.1
to about 10 ng/kg. 2 hours before the test reduces the duration of SAP when

pl aced on the THeabbMpond it 3 @dsRUbED.UNGEkgCpBli gl @as 2Vhaire BeEoehate Ni ce
are present . The duration indthe cgisve gf tohgré‘io ung gt 0.1 {E%/ k%: wer e
simiar to thai"cOBRES ARSTRFRY L FSAALYS 59 PRET YR e th SECWSRH: (R BFceBbY es
the effect wasarideduratdont(32dspen crmt) 9fesarigknitseractdionyi dal contahste) M ce
subj ected to %ﬁQM@ﬁcﬁBY'fé&Bﬁﬁ%tincﬁe&gdoﬁy R8PS Bbf | ot et AHIMhEQAMUGFF1bROM

|

to another via a trolley, ex It arisein plasna
55 per cent.

) i Stretched Attend Postures (SAP) (No conflict)

Mice placed upon an unfamiliar elevated platform in a novel
environment display characteristic stretched body postures called
SAP's vhich signify ambivalence. Drugs which have putative anxiolytic
reactions, e.g. benzodiazepines, barbiturates, and buspirone reduce
the incidence of SAP’s (H.P. Kdsermann, Psychopharmacology 1986, 89,
31-37).

The compound of the invention administered p.o. at a dose of from
about 0.1 to about 10 mg/kg. 2 hours before the test reduces the
duration of SAP when placed on the platform for 2 mipﬁtes under
conditions vhere no other mice are present.

The duration in the case of the compound at 0.1 mg/kg were similar to
that observed with clobazam at the same dose and at higher doses the

effect'was less.

Corticosterone levels (Endocrinological profile)

Mice subjected to a novel envitonment; e.g. on transferring them from

one room to another via a trolley, exhibit a rise in plasma
 corticosterone typical of stress-related distrubances which are
'reduced by benzodiazepines and barbiturates (Lahti R.A., Barsubn C.,



corticosterone typical of stress-related dlstrubances whi ch are reduced by !

benzodi azepi nes and barbiturates (lLahti R A, Barsuhn C., -6-
100- 6939/ | Res. Conm Chem Pat h. Pharm - 11: =565« 603; G-'Le F&OO-@BB&!I .
J. Pharm exp. Ther. 211: 305-308), reduction is observed with the conpouﬂg
of the invention at fromabout 0.1 to 10 ng/kg. p.o. The conpound reduces”
such stress-induced corticosterone at about 1 to 10 ng/kg p.o. whilst | ower
doses from &ksilond,Cheém PatioPhatm 3 11y/ 3356027 Sake Furset all AsyuPhbew.aixp. of
this hornon hi I el e dj am
Pher! 2 lp ébfs ]li?%s OF 1398 uéges aP ﬁlﬁi ENE %ﬁ%d&d bF7%

Taken together, e resu ese s SO-Show conpoun of the
i nvention pﬁamfésna&fprfsae rabgpt chile o S pglkgh phow iTher campoynd gedticds such

si tuations. sms%-amat eom%sémneqm%aﬁks 10Eol1@vﬁeiugos &r %Qi?vaeww

stress-rel ated chi r|c sor t-he t reat nent socl al
- wi t hdr awal , 8??%%%?’56‘ oqge q‘R Qrte%g?’ kg i@%’é“sFe‘P dphsf“ﬁe]sﬁ’&sl s
desired. Thefi ﬁﬁrsehsn&nen Thisst pmﬁ&erMQnalmusquhiG dbeatvedowpeinds of
i nvention |§§%§§gﬁ vigilance, thus indicating a potential use for the

conpounds i orders of vigilance, e.g geriatric illnesses. For these -
i ndi cations, the appropriate dosage will, of course, vary dependi ng upon,
for exanpl epakdif tBgether! NendTeegutls 8¢ mh@bstmaism ﬂQG’ $Hov DtbSmPREd
severity of the condition being treated, However, ener a sat’l st act ory

resul ts ar e of nthec dpeantign propofes ﬁ@&r%&chd%i?t%sﬁ?géﬂ fheBayiawsuin 0. 001
ng/ kg to abeufes's@umj]t@aﬁibm| TRI] gugges3Bt thatn tha! @gounde ofdnvai€edndai | y

dosage is in th Lapng on1ab b 0 _ng of the conppound of

the inventi 8h¢ &onVehi é‘nFF’?s&a tege?sd(ﬂi'qi?gri% ggﬁﬁf?&”ﬁ - &t \7?‘858 %ses up

.to four tintceatmgny.of social withdrawal, affective disorders, and other stress- \'1
related illnesses is desired. N\

" The increases in corticosterone also suggests that compounds of _
' invention increase vigilance, thus indicating a potential use for the
' compounds in disorders of vigilsnce, e.g geriatric illnesses.

For thesejindicstions, the sppsopriate dosage ﬁill, of course, vary |
depending upon, for example, the host, the mode of administration and

the nature and severity of the condition being treated. Hovever, in

‘general, satisfactoty results are indicated to be obtained at daily

dosages fron about 0.001 mg/kg to about 50 mg/kg animal body weight.

In humans, an_indicated daily dossge is in the range from about 0.1 mg

to about 50 mg of;the compound of the invention conveniently | -Kk;i
administered, for example, in divided doses up to four times a day.

'The'compoﬁnds-of the'invention may be administered in similar manner
to'known standards, e.g. bupropion. The compound of the invention and
bupropion have been fognd';o have a pronounced effect on ptomoting'
social interaction under stress-related conditions. For example, the
compound of the invention increased the mean frequency of'social
interactions in the competitive feeding experiment study c) by 54 per
cent at 0.01 mg/kg compared to bupropion p:d?oking an increase of 179
per cent at 2.5 mg/kg. It is indicated that the compound of the



The conpounds of the invention may be adninistered in sinmilar nmanner to
known standards, e.g. bupropion. The conpound of the invention and
buproplon havé been found-to ‘have a pronounced effect on pronD i ng soci al
inte Vactldn under stress-rel ated conditions.” For exanple, tHR80 6tind of
the Imvention increased the nean frequency of social interactions in the
conpetitive feeding experinent study c) by 54 per cent at 0.01 ng/kg
conpared to buproption provoking an increase of 179 per cent at 2.5 ng/Kkg.
It is indicatedinveatigmiltbhsousrfudsin [fhe treatment of stress-related| Q- 6939/ |
invention will pgcHsefrik dﬂsotrhe:é afad RAly WrastdddeSof Eraik @l 10hy Gl ek rdotla
di sorders at a dal|é oral, dose ﬁi fromO.1 ng which could be increased up
to 50 my. The c¥iBGFRASedrvR 18 ?%hP8ntion may be adninistered in free base
fg(rjm or, when they can be formed, in pharmaceutically acceptable acid
addition salt f s m; be
prepared in con@feﬂc?'ﬁ “Pdg &J%galﬁgggtr% I n ‘ﬂ@ éﬂ{ihfg&wﬁ j?hgpe hgﬁﬁm%‘he
same order of a@ts Yhery theytesa be forpede imh#murshaﬂ%acmqpéawle acid

conposi tions Comﬂ:mx Bal 0NNk Qh 4 hpakentRiryi SiohDunf rselat IFeeR. Fuch salts
phar maceuti cal | gse tabl e CI d add salt_form or 4 at er n?r am*r%l um

salt formin as St 5Rhe E\ﬂ %vﬁﬁtel?fa?c ﬁmg’éraf"'id Por Je teh
conposi t.i ons nagxﬂibinmlmf samame@bn nf cantdehty @Hathmﬁmﬂatbasﬂf@rm(ﬁmounds may

be admi ni st efed?mmwtqew%hbm%oﬁ@%ﬁ rige Qaéohbsmdaafemeemémon in

preferably oral orm-o, ets or s or nterally,
e.g. in the forﬁﬁ%f b?-?ﬂ é‘Etmréa%ﬂtéﬁ?Wsaﬁ?e%ﬁglpﬁa%% agf'e%“"' or
pharmaceuti cal qaiterfdry affbrduhUugilitSEdrmr iﬂrdﬂsoath’ﬂ:LbnSﬁirtat pmnmaceuncal

vy carrier or diluent. Such compositions may be manufactured in

-/ conventional manner.

'The compounds may be administered by any conventional route, in
particular enterally, preferably orélly, e.g. in the form of tablets
or capsules or parenterally, e.g. in the form of injectable solutions
or suspensions.

Suitable pharmaceutical carriers and diluents for oral administration
include polyethlyene glycol, polyvinylpyrrolidone, mannitol, lactose
etc. granulating agents, and disintegrating agents such as starch and
algenic acid, binding agents such as stearic and gelatine, lubricating
agents such as magnesium stearate, stearic acid and talc. Suspensions

—
~

may contain conserving agents like ethyl p-hydroky-benzoate,
suspending agents such as methyl-cellulose, tenside etc. For
parenteral forms the compositions are preferably bufferred, aqueous
solutions (pH between 4 and 5).

For all these indications, the compound may be administered in the
. same manner as described in European Patent Publication No. 189002.



i ncl ude pal yet hl yene gl ycol, polyvinyl pyrrolidone, mannitol, |actose etc.
granul ati ng agents, and disintegrating agents such as starch and al genic.
aci d, binding agents such as stearic and gel atine, l-ubricating agents sutch
as -magnesi um stearate, stearic acid and tal& -~ Suspensi ons100a$989Itai n M s, .
conservi ng agents |ike ethyl p-hydroxy-benzoate, suspending agents such#&s
met hyl -cel | ul ose, tenside etc. For parenteral forns the conpositions are
preferably bufferred, aqueous solutions (pH between 4 and 5). For all these

i ndi cati ons, Tbokixicgnyuel Fdlempibityadn ni stered in the sanme manner as '
described in ] . J ' .18 20 4 5 =8

100- 6939/ | ngieﬂﬁﬁgaéé‘rﬁ*%%r"gﬁﬂ". tg?/“j%gx'{‘}% tb%/ %%%"i%‘* dPaBVeRtial g es nay
be ef fected MARRSSNYEH ithe gompawrt ofnthe, inyentd onptoudetaxining cthenupperi on t o

det ermi ne t hgosdpeer dosage. Toxicity studies may be effected for exanple in
the rat and the dog over for exanple 26 weeks. For the conpound of the

i nvention over. 26 weeks the no toxic effect level in the dog was 5-20
ng/ kg/ dai | y [BoxicifEprstuddes aiayi be wffedtedt orl exampleg ipcthedeat @nd. tHendbgal t hy

human voluntg§£€#§gqg&ﬁ?ﬁ§§$§r 0 150 ng were well tolerated without

rel evant side effects. ow ng exanples illustrate the invention.
-9- , ' 100-6939/1 EXAMPLE 1: Tablets for oral admnistration

For the compound of the invention over 26 weeks the no toxic effect
level in the dog was 5-20 mg/kg/daily p.o. For the :at-it was 16 to 45
mg/kg per day p.o. In healthy human volunteers single doses up to 150
mg vere well tolerated without relevant side effects. .

i

The following examples illustrate the invention.



Tabl ets ‘concerning the consituents as specified bel ow were produced in
conventional manner and are used in the.indications specified above.
Cowpopnd of the invention:in form of hydrochl oride

16.,9: (cbrrespondl ng to 15 ny free base) Hgdroxy- pr opy! - aebled3@e

1.2 wg Corn Starch 12.0 ng Lact ose

92.8 ng Silica 0 6 ng Magnesi um stearate
1.5 ng Tabl et wei ght 125.0 ng EXAMPLE 2: Injection solution
for i.v. adm ngxdMPaEI DN TALTHEP86¢ loir 81 JaRlinidtirg€idon is made up in
conventional nmanner and I's used at a dose of 10 ng a day. A - B

C Conpound of the invention in form of hydrochloride
[err] Acetic aTahlet§9%cdnoetliif) the consituents as sgecified below were producdl fn

Sodi um acet at ecghve'ﬁigponal manner and gre used llr? tl}e gndicgﬁ%ﬁé %oe%figedlgbo% Qdi um

chl ori de

I nj ection to 1.0mM 1 =1 ng free base 2 = 2 ng free base
3 =10 ny freec&%awl-&fvaqué}e&uoan feetm w¥ed 1/30 molar = -10-
100- 6939/ | hydl‘:i-ocEfAl\:(P 3: Capsul es for oral 16agm ni stration
(corresponding to 15 mg free base) ‘
Hydroxy-propyl-cellulose 1.2 mg
Corn Starch ’ 12.0'mg
Lactose : ' - 92.8 mg
Silica ' o 0.6 mg
' Q“f Magnesium stearate 1.5 mg
Tablet weight 125.0 mg

EXAMPLE 2: Injection solution for i.v. administration

A composition for injection is made up in conventional manner and is
used at a dose of 10 mg a day.

o Compound of the invention in form of

U hydrochloride 1.13¢ 2.2562 11.2823
Acetic acid (99 to 100%)* 1.2 0.6 0.6
Sodium acetate 3. H,0% : ' - 1.8 3.18 3.18
Sodium chloride 8 7.5 6.5
Vater for injection to 1.0 ml

1 mg free base

2 mg free base
10 mg free base

pH value 4.3; *Buffer used 1/30 molar



5 ngy and 15 ng capsules (A and B respectively) containing the constitutents

as specified bel ow were produced in conventional

manner and are,used in the

i ndi cation specified above 2 - 4 times a day in the'case of A and once a

day 'in the case of B. A ng

- 1B Ay Conpound qfootmg/mvent |\agr

in formof hydrochloride 5.64 i
16. 92 Lactose 200 nesh 84. 929 _ 79. 29
Lact ose 100 nesh _ 84. 43 79.29 Corn
starch o 120. 00 120. 00 Silica

1.5 5 3.0
3.0 300 ny EXAMPLE 3: C% ng ot her wei ghts can be

formul ated in conventi onal nmanner .

EXAVPLE 4: Nasal

l'iquid Corrp05| tions

Conponents 5 d 15 1 A and B &15@ gnﬂ;ﬂ Indol 3-vyl
car boxylic aC|m %trl\do 8['lg capﬁultfsB (az%n bi c§/cl ongvtéin sont -y E er. '
100 g ben%eAsE ﬁqmtem%,spagf ed belov vere produce $°'F1‘(ané@al( @arg%r

aqueous sol uind)a)—e used in the mdicﬂtfomkpéhiﬂedﬂébdv&\/éﬁ €r4 times a day in

0.4 mM The sglutl b e fi re
~filled into Q‘enﬁg‘a‘? gaxr\\?as g’,’c%ra dL%é a

with the solution. 11 -

Compound of the'invention in form of

hydrochloride
Lactose 200 mesh
Lactose 100 mesh
Corn starch

Silica |
Magnesium stearate

ough a 0.2 umfilter) and

he Sade ot bt

(SPO\IGOSTAN) i s soaked
-100- 6939/ | '

A mg B mg

5.641 - 16.92
86.929 - 79.29 .
120,00 120.00 -
. 1.5 1.5

3.0 3.0
300 mg - 300 mg

Capsules containing other weights can be formulated in conventional

manner.

EXAMPLE 4: Nasal iiquid Compositions

Components

Indol-3-yl carboxylic acid-endo-8-

Quantity of components

: methyl-B—aza-bicycloB 2 1]0ct-3-y1

ester. HC1

benzalkonium chloride

-‘NaCl (0.9% aqueoué_solution)
distilled water

100 mg -
0.1 mg
0.6 ml
0.4 ml

The solutibn obtained is filtered (e.g. through a 0.2 um filter) and
filled into a nasal canister, or a gelatinous form (SPONGOSTAN) is

soaked with the solution._



+1. Use of indol-3-yl-carboxylic acid endo-8-nethyl-8-aza-bicyclo
[3,2,1]oct-3-yl ester, in free base formar in pharmaceutically acceptable
.acid’addition salt formor in pharmaceuticallyjacceptabl e quaipeLé§gaoyT
rammprum salt form in the manufacture of a nmedicament suitable for the
treat ent of stress-related psychiatric disor . according to
claiml for the manufacture of a nmedi canent suitabl em treat nent of

obr g T cncopetnoted beraviood. LTI TIRMRIRLAR o0 o Ve

_ _ suitable for
pronoting  approach oriented social betavi®out in stressful situations. 4.
Use according to claim1 for the manufacture of. a medi canent suitable for

treatment of stress-induced._apxiety.,. 5. e qf, indol-3-vyl - b [ id
ehdo. B et byl - s Be0 ot CRp IS st rhEheivais acle, enborh e bl ciradartioreas i n
phar ITB.CS:Jt I cally a¢3sni1jbée-3a¢l cesadel} tinofirés/basé ormosr iin plzrmaeeeticahy | v
accept abl e quat er ngr ni_umy S | e f

oo TBRE AT L Bk Yoo 30 DR ey,

medi cament sui t abl & ing vigl I'n
preceedi ng cl ai m waeseaptabliéque tennayyicanimoniym ispdit Fommerinddhe Aanufagture of a

medicament suitable for the treatment of stress-related
psychiatric disorders.

2. Use according to claim 1 for the manufacture of a medicament
suitable for treatment of impaired approach oriented behaviour in
‘) stressful situationms.

3. Use according to:claim 1 for the manufacture of a medicament
suitable for rfomotmz approach oriented social behaviour in
- stressful'situations.

4. Use according to claim 1 for the manufacture of a medicament
suitable for treatment of stress-induced anxiety..

5. .Use of indol-3-yl-carboxylic acid endo-8-methyl-8-aza-bicyclo
[3,2,1]0ct-3-y]l ester in free base form or in pharmaceutiéally
acceptable acid addition salt form or in pharmaceutically
acceptable quaternary ammonium salt form, in the manufacture of a
medicament suitable for increasing vigilance.

,
~

6. Use according to any preceeding claim wherein the compound is
in hydrochloride salt form.




