WO 2010/ 020651PCT/ EP2009/ 060704 1 TREATMENT OF ANXI ETY DI SORDERS TECHNI CAL
FI ELD This invention relates to the treatnent of anxiety disorders. The

i nvent i onwd 2bwwi2bennore rel ates to novel pharnaceuti cal pcompe®visErNs
conprising a therapeutically effective anount of the conpound

exo-7- (8- H 8-aza-bicycl o[ 3. 2. 1] oct - 3-yl,oxy) - chronen-2-one, or a
therapeutically effective anount of t he conpound exo-7-(8-H 8-

aza- bic EQ[EMQN?'.—]@ptA%@WmS -2-one and a benzodi azepi ne drug. 10

BACK Xl ety disorders represent a significant public

heal th i ssue and place a substantial econom c burden on society. A nunber

of drugFEbmcﬁume[been devel oped or are being devel oped for treating

anxi ety disarders. erred i.nes.are the benzodi azepi ne
o ER 3% e

drugs. These *H?JB’&”:S‘PB rg'@}%ﬂq% HERUAENERT 9X¥iety; Agenagrsr s NeHEVEWRR ons of
ap;(i es yfurtHewawes relatee t@ndyelrmmrmapebamjrmmnoslltmmmprugum@attherr@paugalty o
effects need to be
nor eactl otV R ol T RamPER RO ARTLRT P A AR T b BlER0e

treat rre¢hromemh210|meser ditheyapetitieallyl eftagtive aminé 06 dreceompeunrd exerl-(8-H-8-
benzodi BI @Io Egl o@c@g@??}%ﬁrﬁr%‘?neﬁﬂ?rdnet&{d%fb%hEodu%Eép@Enee not generally

be used erio us there 1s 20 a conti nue for conpounds
or pharnaceutlcal conp03|tions wi th an optim sed pharnacol ogical profile.

Furth@rmm(GRmmaDiA;Ru strong need to fi nd effective corrpounds or
phar maceutic out. u ffects 00| ated with

g ositions wt ide
the drugs pr @gﬁtty{’a))s%glgrq hrese 5?\/&59% ﬁ%r/‘ ﬁe(a@d?%é‘e%'? aﬁg) di scl oses
novel csutmtantic? ecoeomér bwraen\aessauietyt Aeiumbereofasuge hewereiteemieesrot r ansm t t er

o 7- (A EFL! Hoei fe5iobed GPEBRNT S eRIARIRES Amana e el
THE | NVESTioDes arertag b@mzpdiageﬁ@leydrb@%nTwugaﬁre effect@risouiekly rellevmg
€xo- ?5(@9 FERTS &'%tp[ﬁo&e&épme §od Paﬁfdl CHUCBFF%% t%réPﬁ'ﬁ‘t p@Rebe used for

treatin Xi et 1 sor i nventi

r
b ovi dobeRRATRITEcE: Of 1ae HEANG HRSE Jopied IiBO0Es RENEL FPRORIRt er | ng
to a7hl(1mmoge@svmqmdm tb Qmﬁﬁhleﬁjlgi@% teﬁ?ct35lrﬁ|@cﬂm1mdlong term treatment with
exo- aza ct 0X
phar macDger dais ok iosB oeorhBEbRE A R Ay HeReBd el e e aeed ve
amount . for short-teim hetmtiué shasidewtt geheraliywenuseshfor édragez periodphtinumttene i al
‘238Tg?@5%EQF{%%%E&?@W@%%%%&%éaff%in‘b%s%%%itf%n offised
pharmacological profile. Furthermore, there is a strong need to find effective
compounds or pharmaceutical compositions without unwanted side effects associated
with the drugs presently available.

25 WO 2006/035034 (NeuroSearch A/S) discloses novel chromen-2-one
derivatives and their use as monoamine neurotransmitter re-uptake inhibitors. One of
the compounds disclosed is exo-7-(8-H-8-aza-bicyclo[3.2.1]oct-3-yloxy)-chromen-2-
one.

30 SUMMARY OF THE INVENTION
It has surprisingly been shown that the compound exo-7-(8-H-8-aza-
bicyclo[3.2.1]oct-3-yloxy)-chromen-2-one can be used for treating anxiety disorders.
In its first aspect the invention provides a method for treating an anxiety
disorder comprising administering to a human a composition comprising the
35 compound exo-7-(8-H-8-aza-bicyclo[3.2.1]oct-3-yloxy)-chromen-2-one, or a
pharmaceutically acceptable salt thereof in a therapeutically-effective amount.
In another aspect the invention relates to pharmaceutical composition
comprising a therapeutically effective amount of



(1) the conpound exo-7-(8-H 8-aza-hicycl o[ 3.2.1]oct-3-yl oxy)-chronen- 2-one,
or a pharmaceutically acceptable salt thereof; and (ii) a benzodi azepi ne
drug; or wopbaverasseutically acceptable salt thereof; togerhPeoogiotdvoone or
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di sobgles aza-bicyclo[3.2.1]oct-3-yloxy)-chromen-2-one, or a pharmaceutically acceptable salt
thereof in a therapeutically-effective amount for the preparation of a medicament for
the treatment of an anxiety disorder.

In a still further aspect the invention provides a pharmaceutical composition
comprising a therapeutically effective amount of
25 (i) the compound exo-7-(8-H-8-aza-bicyclo[3.2.1]oct-3-yloxy)-chromen-2-one,
or a pharmaceutically acceptable salt thereof; and
(i)  abenzodiazepine drug; or a pharmaceutically acceptable salt thereof;
together with one or more adjuvants, excipients, carriers and/or diluents.
In an even further aspect the invention relates to a combination of
30 (i) the compound exo-7-(8-H-8-aza-bicyclo[3.2.1]oct-3-yloxy)-chromen-2-one,
or a pharmaceutically acceptable salt thereof; and
(i)  abenzodiazepine drug; or a pharmaceutically acceptable salt thereof;
for the manufacture of a medicament for the treatment, prevention or alleviation of an
anxiety disorder.
35 In a still further aspect the invention relates to a kit of parts comprising at least
two separate unit dosage forms (A) and (B):
(A) the compound exo-7-(8-H-8-aza-bicyclo[3.2.1]oct-3-yloxy)-chromen-2-one, or a
pharmaceutically acceptable salt thereof; and



35ln a still further aspect the invention relates to a kit of parts
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pharmaceutically acceptable salt thereof; and
(i)  abenzodiazepine drug; or a pharmaceutically acceptable salt thereof.
In a further aspect the invention relates to a combination of
(i) the compound exo-7-(8-H-8-aza-bicyclo[3.2.1]oct-3-yloxy)-chromen-2-one, or a
15 pharmaceutically acceptable salt thereof; and
(i)  abenzodiazepine drug; or a pharmaceutically acceptable salt thereof;
for use as a medicament.
In a still further aspect the invention relates to a combination of
(i) the compound exo-7-(8-H-8-aza-bicyclo[3.2.1]oct-3-yloxy)-chromen-2-one, or a
20 pharmaceutically acceptable salt thereof; and
(i)  abenzodiazepine drug; or a pharmaceutically acceptable salt thereof;
for use in the treatment, prevention or alleviation of an anxiety disorder of a living
animal body, including a human.

or

25 The compound exo-7-(8-H-8-aza-bicyclo[3.2.1]oct-3-yloxy)-chromen-2-one
The compound exo-7-(8-H-8-aza-bicyclo[3.2.1]oct-3-yloxy)-chromen-2-one for

use according to the invention is described in WO 2006/035034 (NeuroSearch A/S).
The compound may be prepared by conventional methods for chemical synthesis, e.g.
those described in WO 2006/035034 (Method D). In one embodiment, a salt of the

30 compound exo-7-(8-H-8-aza-bicyclo[3.2.1]oct-3-yloxy)-chromen-2-one is used, such
as the hydrochloride salt of exo-7-(8-H-8-aza-bicyclo[3.2.1]oct-3-yloxy)-chromen-2-
one.




In a still further aspect the invention relates to a conbination of (1)
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limitation, the non-toxic inorganic and organic acid addition salts such as the hydro-

20 chloride, the hydrobromide, the nitrate, the perchlorate, the phosphate, the sulphate,
the formate, the acetate, the aconate, the ascorbate, the benzenesulphonate, the
benzoate, the cinnamate, the citrate, the embonate, the enantate, the fumarate, the
glutamate, the glycolate, the lactate, the maleate, the malonate, the mandelate, the
methanesulphonate, the naphthalene-2-sulphonate, the phthalate, the salicylate, the

25 sorbate, the stearate, the succinate, the tartrate, the toluene-p-sulphonate, and the
like. Such salts may be formed by procedures well known and described in the art.

Examples of pharmaceutically acceptable cationic salts of a compound of
formula | for use according to the invention include, without limitation, the sodium, the
potassium, the calcium, the magnesium, the zinc, the aluminium, the lithium, the

30 choline, the lysinium, and the ammonium salt, and the like, of a compound of formula |
for use according to the invention containing an anionic group. Such cationic salts may
be formed by procedures well known and described in the art.

In the context of this invention the “onium salts” of N-containing compounds are
also contemplated as pharmaceutically acceptable salts. Preferred “onium salts”

35 include the alkyl-onium salts, the cycloalkyl-onium salts, and the cycloalkylalkyl-onium
salts.

Examples of pre- or prodrug forms of the compounds for use according to the
invention include examples of suitable prodrugs of the compounds modified at one or
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0. 75 orPha@naaeisalPompasitipnsi s suitable for therapeutic treatnents.

Phar maceut | Gl EP 85 ibARSs for use according to the invention may be administered in
the form of the raw compound, it is preferred to introduce the active ingredients,

30 optionally in the form of physiologically acceptable salts, in a pharmaceutical
composition together with one or more adjuvants, excipients, carriers, buffers,
diluents, and/or other customary pharmaceutical auxiliaries.

The one or more adjuvants, excipients, carriers, buffers, diluents, and/or other
customary pharmaceutical auxiliaries must be “acceptable” in the sense of being

35 compatible with the other ingredients of the formulation and not harmful to the
recipient thereof.

The pharmaceutical composition of the invention may be administered by any
convenient route, which suits the desired therapy. Preferred routes of administration
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t he ef f syfidrometansl sepasatierianxiety disorder.
exo-7- (8- H 8-aza-bi cycl o[ 3. 2. 1] oct - 3-yl oxy) - chronen- 2-one (Conpound | or Cp
) and djazepa respectivel in the npuse marbl e burying test. Conpound
1( 0. 05- BREEF DRSS RIBHON A THEDBAWINGS A1y 60 min before testng.

Di azgpam ( 0.Thel pragekginvention R Rethet ilvsiatdiieny reféRpeeits eneatcdrnpanyingout e 30
mn bef{j)re testl ng. *P<0. 05, ***P<0.001 vs. vehicle-treated group

(St uden having g & ,Cr?'i:8) . Fig. 3 shows that the conpound
exo- 7- ( 8- H SigsalkEinoy2 Isbpd.the Effect ofthel amxypound exo-7-(8-H-8-aza-bicyclo-

[3.2.1]oct-3-yloxy)-chromen-2-one (Compound | or Cp |) and diazepam, respectively,
in the mouse marble burying test. Compound | (0.05-0.2 mg/kg) was administered

30 orally 60 min before testing. Diazepam (0.1-1 mg/kg) was injected via the
intraperitoneal (i.p.) route 30 min before testing. *P<0.05, ***P<0.001 vs. vehicle-
treated group (Student’s t-test, n=8).

Fig. 3 shows that the compound exo-7-(8-H-8-aza-bicyclo[3.2.1]oct-3-yloxy)-
35 chromen-2-one (Compound | or Cp I) augments the activity of diazepam in the mouse
marble burying test. Compound | (0.05 mg/kg) was administered orally 60 min before
testing. Diazepam (0.03-0.3 mg/kg) was injected via the intraperitoneal (i.p.) route 30



35 chromen-2-one (Conmpound | or Cp |I) augnents the activity of diazepamin
the nouse marbl e burying test. Conpound 1(0.05 ng/kg) was adm ni stered
oral |y 60woioidnebesne testing. Diazepam (0.03-0.3 ng/ kg) poagErRovo@ed7ed Vi a
the intraperitoneal (i.p.) route 30 WD 2010/ 020651PCT/ EP2009/ 060704 7 mn
before testing. Paroxetine (10 ng/kg, |7 p., -30 mn) served as a positive
control. *P<0.05, **P<0.01 vs. vehicle-treated group (Student's t-test,

n=8). W fore testlng PFro-%% mﬁf&‘fﬁf@g&g 'pS fs‘df rtnh@rsg'r\aéd%é E?Cﬁ%\)@ ddhifapf erence

to the oW n I'n any way
limiti ngﬁQaO@,he @&devs)fvebwée trﬁamgr@ﬁpa@twdeéltﬁédeswa Bble 1 The narble
burying test Mce were placed for 30 min in novel cages (one nouse per
cage, 20 x 30 cm 10 in which there were 20 glass marbles (15 mmin

di amet egxapprgged in four rows of five pI aced on top of 5 cmof sawdust.
The nean nunber of glass marbles buried S.EEM during the 30 mn test
sessi on was T%sk@wea%oraﬁ furierndlstrateghwita referencedo the fRlowing-exarpiessvitigh i ed

the nprgreaivtimesdéd® b@mwayrumtmg VB $he besise ofitRe irdenbioh s ¢lavhed. at | east
two-thirds was covered by sawdust (Broekkanmp CL, Rijk HW Joly- 15 Gelouin
D, and Ll oyd KL (1986) Major tranquillizers can be distinguished from m nor
tranqui Ekamples1on the basis of effects on marble burying and swi minduced

gr oom har macol 126: 223-229). The experinenter was blind
to thenPr egqéfbf‘etebu@l@%{e o animals in all studies. 20The results obtai ned

from st udyi rigicengercaprBeediaraid min ineovsh 8pEES (Prexmouse ger cage, 20 x 30 cm)
H- 8- a@amhwxﬁ It9dra- v@er%l ﬂ?graés)ﬁ%é?ﬁb@s (Gféfrﬁr’ﬁﬁﬁ d%?rﬁa%rf SRREY HiduredwsBr! ) al one

and in CO nbi nat 1 on I azepamiI n he marb J{Q@%tes are seen in
Fi gur esfive @'ace@\@“é@ﬁ@f 050651 @2669[@%76%@9@9 lgBs marblgs: pigietHr
treati ng.EBN. doxhgtiye d0F0indest SevBitn Whs talesinad b A itddxNgf "bAxiatyTunantee
corrp03| tion

Caor9® Ligofd g DRSS G ¥R e raouse-a natle was classified 25 buried
phar macehen aaldajst b/wﬂptcisbhas sa‘l/ered Hogr savdu st (Brack&asqpedl j Rghk HYV aefdlect i ve

am’“ﬁ‘ﬁ% eE)él *}5&% RETPS j{o? tr%hgpmz%rs r‘?,rb%'d?sﬁr&gjlusar@& #o (finppr der

i s select gr ou I'zed anxi ety
di sor det,ranqjalhz@rscprgtf}ed@ass pﬁm‘f@cts on marble burylng and swim-induced grooming |n

mice. Eur J Pharmacol 126: 223-229). The experimenter was blind to the treatments
given to animals in all studies.

20 The results obtained from studying the combination of the compound exo-7-(8-
H-8-aza-bicyclo[3.2.1]oct-3-yloxy)-chromen-2-one (Compound | or Cp |) alone and in
combination with diazepam in the marble burying test are seen in Figures 1-3.



10 attack, panic disorder with agoraphobia, panic disorder wthout

agor aphobi a, substance-induced anxi ety disorder, phobic disorder, phobia,
speci fi c wbabiw2oagor aphobi a, agoraphobi a w t hout hi st orgTEP2@a06E704

di sorder, social anxiety disorder, social phobia, generalized soci al
phobi a, specific social phobia, obsessigve-conpul sive disorder,
post-traumati c stress disorder, post-traumatic stress syndrone and 15
separatcgﬁ‘ pMgxi ety disorder. 3. The nethod according to clainms 1 or 2,
wherein the conposition is adm nistered orally, intravenously,
intravascularly, intraperitoneally, sub-cutaneously, intramuscularly,

i nhal atq vel Metrﬁ&pfdwéam R muétlgr duwrdbycémpﬂgﬁgtaw.ms?&m to d AemERtd10d

di : h t d
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t he t5 eehtrormen-2ionanonaxhatmyadestivallg racceptabRbsdititneneofsaiadthe cagzasicailyen

conpri sj t euticall y- effecti ve anount of the conpound
exo- 7- (%{ﬁ%-t@- aElz}g&Erﬂcycl o[ 3. 2. 1] oct - 3-yl oxy) - chronen- 2-one, or a
pharmaceutically acceptable salt thereof in adm xture with one or nore

phar maC?Ut | $RE Ynd68 RIcBEdn Oq’"ﬁi Héﬁ‘ﬁ‘ﬁswh%h F?Vﬁﬁhﬁierféi‘sbf'&err% %I%%Ir d frhuents.

30 6. The conposition accor faim5b erein the anxi et sorder is
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di SOI‘I@ieéttadka@bﬁ|cd:1|§@’d@EW|thmy@ir§pWétilaC;Kam@GI§o€déh\ﬁmdﬁfa rdphckg®r aphobi a,
hobi a,, subst ance-i di sorder,

di d
pobi ¢ sy e oo e, 8RR "G 1 REE SBRBET SCCR6 PR & wit hour
hi st oryagxiraphobla dgemaptebia wititowt histor eft parde disodeer, sG&akaciiety diswies,

gener al i z&g Oﬁ@%‘u@ aneWélez%d SRES! thlasgééahc 88?91 &oagsgééés%ﬁeceémybgw\ée

di sorder, tress unmatic stress s

and sep@ﬂsartde@rp@ﬁﬂfa@tr@etm sippsgedisordan msi{bva@lm&i@lsb@ﬁsmdme@mdm 9 7.The

CONPQsi 4 frafiés AhLERIJiEErderai ms 5 or 6, wherein the conposition is
adm nistered orally, intravenously, intravascularly, intraperitoneally,

sub- cut aneously, intranmuscularly, inhalatively, topically, by patch, or by
supposi 3.0r yThe nfethbe acoomirsg td daines ¢ @rd, mgwetr@mahe contogitionl igiadenibistered

wher ei n e of t co 0. APl . 9. The use
of the %8%’08&% s}y ('@ ?¥8§- belngi?gleg méfﬂX] C%taé?é@? chronmen- 2-one,
113 or iatrphwscal@dlys inbaldtiyebyc tagicallyl by pakaeh, ohby svppoaitery.

thergpeutical | y-effective amount for the preparation of a nedicanment for

the treatnment of an anxiety disorder. . . .
The method according to any one of claims 1-3, wherein the compound is

administered in the range of about 0.1-2 mg API daily.

5. A pharmaceutical composition for the treatment of an anxiety disorder in a
25 human, said composition comprising a therapeutically-effective amount of the

compound exo-7-(8-H-8-aza-bicyclo[3.2.1]oct-3-yloxy)-chromen-2-one,

or a pharmaceutically acceptable salt thereof in admixture with one or more

pharmaceuticaly acceptable adjuvants, excipients, carriers and/or diluents.

30 6. The composition according to claim 5, wherein the anxiety disorder is selected
from the group consisting of anxiety, generalized anxiety disorder, panic disorder,
panic attack, panic disorder with agoraphobia, panic disorder without agoraphobia,
substance-induced anxiety disorder, phobic disorder, phobia, specific phobia,
agoraphobia, agoraphobia without history of panic disorder, social anxiety disorder,

35 social phobia, generalized social phobia, specific social phobia, obsessive-compulsive
disorder, post-traumatic stress disorder, post-traumatic stress syndrome and
separation anxiety disorder.



10. A pharmaceutical conposition conprising a therapeutically effective
anount of (i) the conpound

exo- 7- ( 8-weoemzmredsiicycl o[ 3. 2. 1] oct - 3-yl oxy) - chronmen- 2- PEUEP200906E04
pharmaceutically acceptable salt thereof; and (ii) a benzodi azepi ne
drug; or a pharmaceutically acceptablegsalt thereof; together with one or
nore adjuvants, excipients, carriers afnd/or diluents. 11. The pharnaceuti cal

composi ¥ | onTﬁgegﬁﬂﬂdgq.oﬁqoaedo%@al;wdaw?eresem (DSereh AEEAbEGER Re drug is

selected fromt group consi bromazepam chl or di azepoxi de,
cl obaza@ﬁ‘mtﬂ'%ﬁ@de?féw iBtrayenQLsiY; éntr@*(a?fél?éh‘p Irrtnamrltcrr@@ébawb P%ﬁaﬁ%bﬁm

| or et a{h&@ﬁfmsc[}%(ﬂl?zEmlhérﬁtlv@!ynﬁi;ﬁéémaﬁy patdH, @lgp%rrppa@.tmzepam oxazepam
prazepam al prazolam m dazolam and triazolam and pharmaceutical |y

acceptabl e salts thereof. 25 12. The pharmaceutical conposition according to
cl ai n5 18, whbke ebmndsﬁldmeafmddlagea@iany oeuwyf damdi &7 ewaeteinthedosage of the

h f. 13. Us f nbi nat i f
001 ) ¢ re e R RETRR PR L2 APET 2V o3 2. 1 oct - 3- T oxy) - chr omen- 2-

one, or a pharnmaceutically accept able salt thereof; and (ii)a

benzodi g2 epirfg e in@bofoBIAN ERBEN(E-FAblaraas RN ahJ eceablyibRBI@REmehor the

manuf acture o di cane for the treatnent, preve i on ‘or "all eviation of
an anxi%ﬂ?‘edl sorder. 35 14. The use according to claim 13, wherein the

anxi e Yorch ppafRacatically nsessiablecsalCBrEdfivg tﬁ@ﬂa@@hﬂ@blfyt@ﬂf@dtuh@ e for
consi stjing of an ni.c, di sorder, panic

I
et ack. B hrBraren TS mERRANER: FEnB Rt bl b e P ebE SRR oue. o
2010/ 020651PCT/ EP2009/ 060704 10 agor aphobi a, substance-induced anxi ety

di sorde , ’ '

agor aphibi Lo PrBarS el somPapicolRERi & IR BeAIRRAPS afhount of
soci al phoblia, g@@émnp @62776“8 TSopraxbioyplets.2i ldocictyiey bRatsImen-2-
Obste$t§' ve- conpul (t§rhé’Q>rOH ﬁ@érﬂ@a’oeuﬂ@éﬂy héupTRbIE GaRtith&@edf.digey der,

pos ' aurra(tl 5 ¢ Sa rbee?éo %zeplne drug; or a pharmaceutically acceptable salt thereof;

together with one or more adjuvants, excipients, carriers and/or diluents.

11.  The pharmaceutical composition according to claim 10, wherein the

20 benzodiazepine drug is selected from the group consisting of bromazepam,
chlordiazepoxide, clobazam, clonazepam, clorazepate, diazepam, flunitrazepam,
lorazepam, lormetazepam, medazepam, nimetazepam, nitrazepam, nordazepam,
oxazepam, prazepam, alprazolam, midazolam, and triazolam; and pharmaceutically
acceptable salts thereof.

25
12.  The pharmaceutical composition according to claim 11, wherein the
benzodiazepine drug is diazepam; or a pharmaceutically acceptable salt thereof.

13. Use of a combination of

30 (i) the compound exo-7-(8-H-8-aza-bicyclo[3.2.1]oct-3-yloxy)-chromen-2-

one, or a pharmaceutically acceptable salt thereof; and
(i) a benzodiazepine drug; or a pharmaceutically acceptable salt thereof;

for the manufacture of a medicament for the treatment, prevention or alleviation of an
anxiety disorder.

35
14. The use according to claim 13, wherein the anxiety disorder is a disorder or
condition selected from the group consisting of anxiety, generalized anxiety disorder,
panic disorder, panic attack, panic disorder with agoraphobia, panic disorder without



5 and separation anxiety disorder. 15. A kit of parts conprising at |east
two separate unit dosage fornms (A and (B): (A)the conpound

exo- 7- ( 8-weoemzmredsiicycl o[ 3. 2. 1] oct - 3-yl oxy) - chronmen- 2- @UE/EP2609B60704
pharmaceutically acceptable salt thereof; and 10(B)a benzodi azepi ne drug;

or a pharmaceutically acceptable salt %@ereof; and optionally
(Oinstructions for the sinmultaneous, sequential or separate adm nistration

of the .0 1! o) ' ' ; ) ; icant i n
need ¢ agapHogig?sypdtinéind ERd Ry LERR, ! Brbbit i traEPonobie? PRLIET
an anxi Rgbigi agaraehokip, ageraphagiaanitheut bgary, of panie diseedel. RegahanXilych

et hod @gigaRier s&scidliphobi£ R ePler et Yoslt bhbBial 8pedifid sacibi Photdla avbsEsiveody i n
need thereof,.arfhhera eutlcf‘all effective anmount of a (f.o i nati on of

20(1 ) t REPEBHSIE AISRG! RS TRURTRLE S ss SRS, 205t Fep el e Syitionas. o-
one, ®rard popdnatior @hixizdy Hisoedarept abl e salt thereof; and (ii)a

benzodi azepi ne drug; or a pharmaceutically acceptable salt thereof. 17. A
conbi nati on of 25(i)the conmpound

exo- 7- (8.1 B ki 0f partsyonirisirg al leest o separptachnibaesage fosms, (Adand (B):

phar maceut i @gl | VinaG&smb bt st hey 895 bi bi ] {- hdiodrug; or
a phar maceu(?iacal tlh% acce%?{aog?)z&ZéFtIt}ﬁ]girgeg%c?e%ﬁ'giﬂ?tg‘gpgﬂgz;glﬁl?ghrgﬁg. 30 18.
A conbi nati on oforaq:,)ortqq@h%rmﬂ;&yﬁgally acceptable salt thereof; and

exo- 1o ( 8- H @)azaa benysdiakSpire Hrogtord phartyacethicaMeacceptanle saftrthéreof;
pharmaceutically a(ice{)t alﬂ e salt thereof; and i) a benzodi azepi ne
drug; or a phar ndl QP yy acceptable salt thereof; for use in the
treat ment, (@)eveinsiroctiars fal theysiatultaneots ssecuexiiet gr sparateeadroinisdrdtioniaig 35

ani mal - body, i ncludipgod A gB(A) and the benzodiazepine drug of (B) to a patient in
need thereof.

15
16. A method of treatment, prevention or alleviation of an anxiety disorder of a living
animal body, including a human, which method comprises the step of administering to
such a living animal body in need thereof, a therapeutically effective amount of a
combination of

20 (i) the compound exo-7-(8-H-8-aza-bicyclo[3.2.1]oct-3-yloxy)-chromen-2-

one, or a pharmaceutically acceptable salt thereof; and
(i) a benzodiazepine drug; or a pharmaceutically acceptable salt thereof.

17. A combination of
25 (i) the compound exo-7-(8-H-8-aza-bicyclo[3.2.1]oct-3-yloxy)-chromen-2-
one, or a pharmaceutically acceptable salt thereof; and
(i) a benzodiazepine drug; or a pharmaceutically acceptable salt thereof;
for use as a medicament.

30 18. A combination of
(i) the compound exo-7-(8-H-8-aza-bicyclo[3.2.1]oct-3-yloxy)-chromen-2-
one, or a pharmaceutically acceptable salt thereof; and
(i) a benzodiazepine drug; or a pharmaceutically acceptable salt thereof;
for use in the treatment, prevention or alleviation of an anxiety disorder of a living
35 animal body, including a human.



