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a 1 DESCRI PTI ON PROPHYLACTI C OR THERAPEUTI C AGENT FOR
DEPRESSI ON OR ANXI ETY DI SORDER 5 Technical Field The
present invention relates to a prophylactic or

t herapeutic agent for depressiion or anxiety disorders.
Background Art 10
(S)-N[2-(1,6,7,8-Tetrahydro-2H i ndeno[ 5, 4- b] f ur an- 8-
yl ) et hyl ] propi onani de (generic nanme: ranelteon,

herei nafter, sonetines pedegTerid as conmpound A) has
a nmelatonin agonistic action, and is a known

BRUBIARSET & 38e FHE A PEFF REPAEE P! B6k SpEPRESSTIOR OR Zﬁ\IXIETY'

di scl osed 1 n patent docunment 1. 15 [patent docunent

qf%qﬁgﬁan No. 6,034,239 Disclosure of Invention
roblens to be Sol ved by the Invention The object of

the present invention is to provide a 20 prophylactic
or therapeutic agent for depression or anxiety

[ ondersgﬁhic is lowtoxic. Means of Sol ving the
ﬁ%éﬁﬂ%ﬁﬁ} %}4gsult of intensive studies, the present
25 inventors have found out that conpound A that .is

(S)-l‘r@hf present invention relates to a prophylactic or

2-(1,6,7,8-tetrahydro-2H i ndeno[ 5, 4- b] f ur an- 8-
RPN LS GIHarfiUe deprETE@n RF ARty chit FORARFS -

Background Art
(S)-N-[2~-(1,6,7,8~Tetrahydro-2H-indeno[5, 4-b] furan-8-
yl)ethyl]lpropionamide (generic name: ramelteon, hereinafter,
sometimes referred to as compound A) has a melatonin
agonistic action, and is a known therapeutic agent for
sleep disorders, which is disclosed in patent document 1.

[patent document 1] US patent No. 6,034,239

Disclosure of Invention

Problems to be Solved by the Invention

The object of the present invention is to provide a
prophylactic or therapeutic agent for depression or anxiety

disorders which is low toxic.

Means of Solving the Problems

As a result of intensive studies, the present

inventors have found out that compound A, that is, (S)-N-
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treatment of  depression or anxiety disorders, and
conpleted the present invention. 5 That is, the
present invention provides: [1] A pharnmaceutica
conposition for prevention or 2 treatnent of depression
or anxi ety disorders, which conprises
(S)-N[2-(1,6,7,8-tetrahydro-2H i ndenol[ 5, 4-
b] furan-8-yl)ethyl]propi onam de; 10 [2] A
phay 1egentd Cad  HRPS L2190 AQENH[ SYEIB 1 PAr A -8~
treatnment of depression or anxiety disorders, which

i féggg ' S):N [ 25 o 3- ah 3 ;
Si’:l(r?drge){}%f@?%- f u@%g%é yl )l(%t h32ﬁ %%ercgcpli%égamggg a?%fééﬁgeﬂ_%lron °F

é%mé“ﬁ“g¥sa%§¥§§§kgﬁo Q%?%£%€£;&9§€%§§?§pt§n8ngompleted

ant1 anxi ety ugs; | ceu

%pnpositiqp far prevention or treatnent of depression
the res%n nverition. : :
or- anxiety di'sorders,” which conprises

(S)- - (.1, 6,7, 8-tetrahydro-2HJjndeno] 5, 4- D]

fur agbga-%i/lljs'etttﬂﬂ PIp rﬂa’Hf"cR:tJr?Pc%?éY%%??on Wit h

one or. 20 _nore drugs sel ected from F| uoxeti ne, .
Sertridlli nd PagbRtenkicaly LAWK CWPR ndQTpr RFeVention or
Ctal opram Escital opram Fluvoxam ne, M naprine, _
gabmatithe, of/endapagisgd onl nipF anpRBiety odigonfiars, which
Doxepi n, Trazodone, Nefazodone, Amtriptyline,
acararEesepi ne, MItdba@nel, O bzEpmtrahydeooldnindeno[5, 4~
Lorazepam 25 Buspirone, Tandospirone, Ethyl

H]dfu razeidatyd,) elhytldprapdpamgmilie Mexazol am O ot i azepam
Eti zol am Hydroxyzi ne, Al prazol am
[2] A pharmaceutical composition for prevention or

treatment of depression or anxiety disorders, which
comprises combining (S)-N-[2-(1,6,7,8-tetrahydro-2H-
indeno[5,4-b] furan-8-yl)ethyl]propionamide and one or more
drugs selected from other antidepressants and antianxiety
drugs;

[3] A pharmaceutical composition for prevention or
treatment of <depression or anxiety disorders, which
comprises (S)-N-[2~-(1,6,7,8-tetrahydro-2H-indeno[5, 4-
b] furan-8-yl)ethyl]lpropionamide in combination with one or
more drugs selected from Fluoxetine, Sertraline, Paroxetine,
Mianserin, Milnacipran, Citalopram, Escitalopram,
Fluvoxamine, Minaprine, Duloxetine, Venlafaxine, Imipramine,
Clomipramine, Doxepin, Trazodone, Nefazodone, Amitriptyline,
Carbamazepine, Mirtazapine, Diazepam, Flutazolam, Lorazepam,

Buspirone, Tandospirone, Ethyl loflazepate, Flutoprazepam,
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Fl udi azepam Chl or di azepoxi de, C oxazolam C orazepate
and Oxazolam [4] The pharmaceutical conposition for
prevention or 5 treatnent of depression or anxiety

di sorders according to any omse of the above-nentioned
[1] to [3], which is a prophylactic or therapeutic
agent for depression or anxiety disorders of patients
havi ng a background of diabetes, hyperlipidem a,

Musesd edis) o0l 6tiaeephnal i Etiadiamye; Hidrdoyz fept AdPrazolam,
for preventing or treating depression or anxiety

Eiulﬁﬂiréihfégﬁam,\/\htﬁhoﬁaﬂ”ﬂé@Sﬁia@[m 01981401, S)c b iZzepate and
(1, 6,7, 8-tetrahydro-2H1 ndeno[ 5, 4-b] furan-8

Oda=3ueh ] propi onanmide; [6] A method for preventing or
treating depression or 15 anxiety disorders of

pat i eqk{];i i gghﬁrmeéwagﬂ 8bnflcdtelieh for prevention or

hyper ypertension or tabolic sy one,
SR cobrERRRE ot Sy EpaREEY, P aERRES: Ginnmding e
5 Db IR, L8y SEREE LA 1T 23 PSRl s
PRIV S By IRE e e RIS BYF (FaEgssipy or anxiety
(ﬁt%)%dqﬁp%ogifonggnége gndﬁeior nor%a%%s s%lject egld_ otes,
ePfan BpRESsHR%IRG &an SR dgr gs; 43 8P

A nethod for preventing or treating depression or 25
hype rdtip igiesnirade ey RET frats ieamt 01hdue rapal backgprdeene of 4

[5] A method for preventing or treating depression or
anxiety disorders, which comprises administering (S)-N-[2-
(1,6,7,8-tetrahydro-2H-indeno[5, 4-b] furan-8-
yl)ethyl]propionamide;

t6] A method for preventing or treating depression or
anxiety disorders of patients having a background of
diabetes, hyperlipidemia, hypertension or metabolic
syndrome, which comprises administering (S)-N-[2-(1,6,7,8-
tetrahydro-2H-indeno[5,4-b] furan-8-yl)ethyl]propionamide;

[7] A method for preventing or treating depression or
anxiety disorders, which comprises administering (S)-N-[2-
(1,6,7,8-tetrahydro-2H-indeno[5, 4-b] furan-8-
yl)ethyl]lpropionamide and one or more drugs selected from
other antidepressants and antianxiety drugs;

[8] A method for preventing or treating depression or

anxiety disorders of patients having a background of



10

15

20

25

di abetes, hyperlipidem a, hypertension or netabolic

syndronme, which conprises adm nistering

(S)-N-[2-(1,6,7, 8-

t et rahydr o- 2H i ndenol[ 5, 4- b] f udan- 8-yl ) et hyl ] pr opi onam

de in conbination with one or nore drugs sel ected

fromother 5 antidepressants and anti anxi ety drugs;

[9] A nmethod for preventing or treating depression or

cdratiegtas di sarygess], i piderhi &£,0nprh gesr ens host erobng metabolic

(S)-N-[2- (1,6,7,8-tetrahydro-2H-indeno[ 5, 4-b] furan- 8-

syindaidid ] phepERNasinge isB sC ardadinals iy wd h(sneNe[2/pLe6, 7, 8-
rugs 10 selected from Fluoxetine, Sertraline,

-ﬂ%ﬂf@ﬂ?&ﬂB%ZﬁmfﬂﬁgﬁdFBL4iﬂﬂfE¥3dH8¥ylflﬁ DPppBddpionamide in

Escital opram Fluvoxam ne, M naprine, Dul oxetine,

e i ANIE whFhPT SR NSy  b2RI PiARYSE. s AWERIA), from other

Trazodone, Netazodone, Amitriptyline, Carbamazepine,

r.t i ' Flug. yazepam 15

Wil RZARINE,, I azepam. i aezr]%} yazep

u§p| ijone, %Pandospl ronel, l‘E%Jhy Iado%lil Zepat e,
FI ut azepa '% zol a Cl.otiaze | 70l ;
Hydrg%r)zi ,mrgﬁl‘bor ;fg rarﬁrrgvﬁnutcﬁda%e%lgran@}eﬂigg c"ilé%re551on or
Chl.ordi azepoxi de, C oxazol am C orazepate and . CNeTo—
AR ZSYa AL TS5 ot ROHAS GPTBFETENT AT OE- 31 %kittithg(S) ~N- [2
depression or = 20 anxi ety disorders of até ents having
(@ rBack Fro®id adyy drf-Aftrisldeng lnerd oo~

hypertension or netabolic syndrome, which conprises
vad githivdtl @harg qreynide An cogbAirgtion with one or more drugs
tetrahydro- 2Hi ndeno[ 5, 4-b] furan- 8-yl ) et hyl ] pr opi onam )
s@d eiot e dc dirsimn dtliusrxafi itre ;o rfee e aflgimee drRRJeO %Y g edMianserin,
from Fl uoxetine, 25 Sertraline, Paroxetine, M anserin,
M¥lnazdipxazan, C Cakeppaman, Escitalopram, Fluvoxamine,
Minaprine, Duloxetine, Venlafaxine, Imipramine,
Clomipramine, Doxepin, Trazodone, Nefazodone, Amitriptyline,
Carbamazepine, Mirtazapine, Diazepam, Flutazolam, Lorazepam,
Buspirone, Tandospirone, Ethyl loflazepate, Flutoprazepam,
Mexazolam, Clotiazepam, Etizolam, Hydroxyzine, Alprazolam,
Fludiazepam, Chlordiazepoxide, Cloxazolam, Clorazepate and
Oxazolam;

[10] A method for preventing or treating depression or
anxiety disorders of patients having a background of
diabetes, hyperlipidemia, hypertension or metabolic
syndrome, which comprises administering (S)-N-[2-(1,6,7,8-
tetrahydro-2H-indeno[5, 4-b] furan-8-yl)ethyl]lpropionamide in

combination with one or more drugs selected from Fluoxetine,

Sertraline, Paroxetine, Mianserin, Milnacipran, Citalopram,
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5 Escital opram Fluvoxam ne, M naprine, Dul oxetine,

Venl af axi ne, | m pram ne, C om pram ne, Doxepi n, '
Trazodone, Nefazodone, Amitriptyline, Carbamazepi ne,

M rtazapi ne, Diazepam Fluta®olam Lorazepam

Buspi rone, Tandospirone, 5 Ethyl | ofl azepate,

Fl ut oprazepam Mexazolam Cotiazepam Etizolam

Hydr oxyzi ne, Al prazolam Fl udi azepam

K3d ot 4li gpepoxi de, FCuovaaniae, C ondizeqsd enand Duloxetine,
Oxazol am [11] Use of (S)-N-[2-(1,6,7,8-tetrahydro-2H

- verdenfdsbirfe p] Thipasm8nyl ) eflovlilpiaadineanbegep o, TRazodone,

manuf acturi ng a pharnmaceuti cal conposition for

N VR d ), OMirt%tﬁf?ltirﬁ, dephepa@n e@ind)Xi elfY rtazapine,
di sorders; [12] Use o

df@iéﬁ&@'(%%?tgzglﬁﬁﬁrﬁy%€i§?%5h,'Buspir ne, Tandospirone,

i'ndenol 5, 4- b] furan- 8-y propi onam de for
fa ' har j npPQSI.Li for ;
pr %en?%g%gggpg;&( r e@ﬂn‘gﬁf%?é%%g’r egds%}%lnz%g'rangnx%??lazepam'
i.sorders of tients . having ackground of .
ERSRUEL by pa N AR N TEFETRIEE ret aBbpriiazepam,
ndrome; [13] Use of (S)-N[2:(1,6,7, 8-tetrahydro-2H
R Pt drdAS iy (G 1A e g d foma o fh;
conbi nation 20 with one or nore drugs selected from
ot herlddrt i depY&8sant ©fand aht) Phxi%t 81 dP uhs8Thptrahydro-2H-
manuf acturing a pharnmaceutical conposition for
13 T Irf urannrent) eth e eamsi graekde anxi ety for

di sorders; [14] Use of
maguigdtaning, , phegmagiepdrigalH composition for prevention

or treatment of depression or anxiety disorders;

[12] Use of (S)-N-[2-(1,6,7,8~-tetrahydro-2H-
indeno[5,4—b]furan—8-yl)ethyl]propionamide for
manufacturing a pharmaceutical composition for prevention
or treatment of depression or anxiety disorders of patients
having a background of diabetes, hyperlipidemia,
hypertension or metabolic syndrome;

[13] Use of (S)-N-[2-(1,6,7,8~tetrahydro-2H-
indeno[5,4-b]furan-8-yl)ethyl]propionamide in combination
with one or more drugs selected from other antidepressants
and antianxiety drugs for manufacturing a pharmaceutical
composition for prevention or treatment of depression or
anxiety disorders;

[14] Use of (S)-N-[2-(1,6,7,8-tetrahydro-2H-

indeno[5,4-b] furan-8-yl)ethyl]propionamide in combination
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25 indeno[ 5, 4-b] furan-8-yl)ethyl]propionamde in
conbination 6 wth one or nore drugs selected from

ot her antidepressants and antianxi ety drugs for

manuf acturi ng a pharnaceuticalé conposition for

prevention or treatnment of depression or anxiety

di sorders of patients having a background of 5

di abet es, hyperlipidem a, hypertension or netabolic

weiyttdr eee; of lnprélsdraigs( Selddted 1f forr, Behetr ahyddep2dssants
i ndeno[ 5, 4-b] furan-8-yl)ethyl]propi onam de in
fbbA’E bARI eyt MHAREs Orfoﬁfmlﬁaﬂﬁﬂgétﬁﬁiﬁft ed phafmaceutical
Fl uoxetine, Sertraline, 10 Paroxetine, anserin,

Mg i, £6kt §1RF 81 orESBirt &l Y @RBntH| BYOX P AEssion or
M naprine, Dul oxetine, Venlafaxine, |mpramne,

aQﬁ@Waﬁi%rMpi& Tﬁ@@f@&@ﬁf’rthé\@:{ﬁ&o‘jgnebackground of

Am tri‘ptyline, Carbamazepi ne, azapi he, D azepam

| N A i j 15 .
BT, AR REP, | Ko TRIOERA OTB: Lonetanotic
Clo

ngepanl Eti zol am Hydroxyzi ne, Al prazol am

'gfapanl Chl or di azepoxi de, C oxazol am
d or ate and Oxazolamfo nuf acturing, a
phar uti calSEonpo&iti on ;%%ﬂ%?éééﬁiiéhy'%Ttetrahydro_ZH'
treatnment of depression or anxiety disorders; 20 [16] ,
indeng [y - quraer & vA Je thaty dprRR iempide  in  combination
Lndeno[5,4-b]furan-8-y|)ethylhgropionanide in .
Widibbiomng icgh mogie KIS dre Iasttee drfgan sEl wtelging onfertraline,
Fl uoxetine, Sertraline, Paroxetine, M anserin,
Bedoxediipean, C tMdlaoywrein, Milnacipran, Citalopram,

Escitalopram, Fluvoxamine, Minaprine, Duloxetine,
Venlafaxine, Imipramine, Clomipramine, Doxepin, Trazodone,
Nefazodone, Amitriptyline, Carbamazepine, Mirtazapine,
Diazepam, Flutazolam, Lorazepam, Buspirone, Tandospirone,
Ethyl loflazepate, Flutoprazepam, Mexazolam, Clotiazepam,
Etizolam, Hydroxyzine, Alprazolam, Fludiazepam,
Chlordiazepoxide, Cloxazolam, Clorazepate and Oxazolam for
manufacturing a pharmaceutical composition for prevention
or treatment of depression or anxiety disorders;

[16] Use of (S)-N-[2-(1,6,7,8-tetrahydro-2H-
indeno[5,4~-b] furan-8-yl)ethyllpropionamide in combination
with one or more drugs selected from Fluoxetine, Sertraline,
Paroxetine, Mianserin, Milnacipran, Citalopram,
Escitalopram, Fluvoxamine, Minaprine, Duloxetine,

Venlafaxine, Imipramine, Clomipramine, Doxepin, Trazodone,
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Escital opram Fl uvoxam ne, M naprine; Dul oxeti ne, 25

- Venl af axi ne, I m pram ne, C om pram ne, Doxepi n,

Trazodone, 7 Nefazodone, Amitriptyline,

Car banazepi ne, Mrtazapi ne, B azepam Flutazolam
Lorazepam Buspirone, Tandospirone, Ethyl

| of | azepat e, Fl utoprazepam Mexazolam C otiazepam
Eti zol am Hydroxyzi ne, Al prazolam Fludiazepam 5

NeH I SHAZEPOXingdf + EI%AZdeam  EhobazeRabendNd Giazehalbine,
for manufacturing a pharmaceutical conposition for

T }O”F%HEaEbﬁéhWﬂﬁefgz &%esgig o d?i?SMdospirone,

I sorders of patients aving a pba oun
UL AP Oy AT O ) Sesne
Eidfeton or ARl Sor der S MTCIOLI: |ow At pgepan,
e SEERL ! TS Lty o

test. Fig. 2 is a_graph of shaock frequency in

MRV FITiIhg? PoRIMRGSUd Godst compgsiBipr fogr apRepention

lick frequency in water-drinking 20 conflicting test.
om gregtmend qriaslersie sk 9% eueikryy | i serdsrireohkpagients
conflicting test. Fig. 5is a graph of tine spent in
heydmagar ng2 of background of diabetes, hyperlipidemia,
hypertension or metabolic syndrome; and the like.

According to the present invention, a prophylactic or

therapeutic agent for depression or anxiety disorders which

is low toxic is provided.

Brief Description of Drawings

Fig. 1 is a graph of lick frequency in water-drinking
conflicting test.

Fig. 2 is a graph of shock frequency in water-drinking
conflicting test.

Fig. 3 is a graph of lick frequency in water-drinking
conflicting test.

Fig. 4 is a graph of shock frequency in water-drinking
conflicting test.

Fig. 5 is a graph of time spent in open arms of
elevated plus-maze.

Fig. 6 is a graph of number of entries into open arms



25

el evated plus-maze. 25 Fig. 6 is a graph of nunber of
entries into open arns 8 of elevated plus-nmaze. Fig.
7 is a graph of the effect of each of Paroxetine and
Conpound A on tinme-course of ignmmobility time. Fig. 8
iIs a graph of the effect of each of Paroxetine 5 and
Conpound A on immobility time. Fig. 9 is a graph of

the effect of each of Paroxetine and Conpound A on

SOVe Ny PRI pl ik dnadd. i s a graph of the effect of each
of Paroxetine and Conmpound A on noving power. 10 Fig.

11 i spay OraphsOh Hhapsf fecte ) Lordimats 0828k of Paroxetine
Par oxet1ne and Conpound A on immobility tinme. Fig. 12

drid & fathe @Irﬁ@-cé??%séogf’i {Hﬁ;hé;gﬂl?%y_ Pap@xetine

and Corrpound A on I nmobi y time. Fi IS a graph

Compiid € ke ey BEBBHORly el ee by SR BB ppowecine
: roxéti ne and Conpound A on

f t of i nat j f.. P
ar%bC{/iecﬁod“ O% Ccffgjllégrgtilﬁ}g%kgﬂf]o’?iﬁlcﬁjr?% ng Qut the lnvention

20 . _ _
(S) - 4D (4, B3 7289F@8PPaRfdtb e 8EtsEn A5, 2 B} 1 of ahagoxetine
%QL et hyl ]rﬁgropi onam de, that is, conpound A to be

FampPoynt HrIsdrRVinMG YR i s a known therapeutic

agent for sleep disorders disclosed in US 6,034, 239
etc. Fighd hniea graph of the effect of each of Paroxetine

and Compound A on moving power.

Fig. 11 is a graph of the effect of combination of
Paroxetine and Compound A on immobility time.

Fig. 12 is a graph of the effect of combination of
Paroxetine and Compound A on immobility time.

Fig. 13 is a graph of the effect of combination of
Paroxetine and Compound A on moving power.

Fig. 14 is a graph of the effect of combination of

Paroxetine and Compound A on moving power.

Best Mode for Carrying Out the Invention
(S)-N-[2~-(1,6,7,8-Tetrahydro-2H-indeno[5, 4-b] furan-8-
yl)ethyl]propionamide, that is, compound A to be used in
the present invention is a known therapeutic agent for
sleep disorders disclosed in US 6,034,239 etc., and can be
produced by a known method such as that disclosed in said

reference.
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produced by a known nethod such as that disclosed in

said 25 refere

anti depressant and anti anxi ety action.
conpound A can be used for preventing or

depression or a

such as hypert

anxi ety di sorde

nce.

nxi ety disorders.

9 Conpound A has an
Ther ef or e,
treating

I n addition, since
along wth the antidepressant and 5 antianxiety
action, conpound A inhibits diabetes and
hyper¢éﬁﬁ&&ﬂ@awAanﬂasOraﬁnpéﬁﬂﬁéeﬁ?éébﬁhtc ayadr @ERS anxiety
ension, it is particularly effective

dOFidMe THY RVESEL ONcQhpbhR@T B84 n Obe UGREQS$HPNpPEventing or
rs of patients having a background of

one. Further, Since conpound Ais

%Eta Oﬁcdégﬁégééi&kd@f” xi yPESsL&azL o or

eXtrQﬂ¥|¥db?¥%§8Xigiﬁéé éfgh$ewyéﬁdfgg'éhéiégég%%éght and

or treatnen
canbi nati.on wt

] . ot her _anti depr ess
ST st anacPReRithe & de
P CRAAaT i | BUT | o (T HOLS oReta

lepressi on or

ant

anxi ety di sor

it

BRIGE

cAtRRetRy and

g%_g#cgrsmgeasn such

Besi des, conpound A has an advantage of hardly
%gmqt@@sgi% éff eds BRrEREUSLRAY aRELfGESL¥SsahiPy the

and anti anxi ety drugs

used in conbination with

RSEHRHEM op ot FRakpees of degpmessiiodeesanmiety disorders

i nclude tricycl

ic antidepressants [e.qg.,

Doxepi n,

dfrigatdentes hadtiochlobatgkgroamd rohtddalbetes, hyperlipidemia,
tetracyclic anti depressants
hypertension or metabolic syndrome.

Cl om pram nej,

Further, since compound A is extremely low toxic, it

can be used for a prevention or treatment of depression or

anxiety disorders in combination with other antidepressants

and antianxiety drugs,

the other antidepressants

and then the side effects caused by

and antianxiety drugs can be

reduced by lowering the dose of such drugs. Besides,

compound A has an advantage of hardly aggravating side

effects of the other antidepressants and antianxiety drugs

used in combination with compound A.

Examples
antidepressants

Amitriptyline,

of

[e.g., Doxepin,

Clomipramine],

[e.g., Mianserine, Setiptiline,

Fluoxetine,

Escitalopram,

Sertraline,

Fluvoxamine],

such antidepressants

include tricyclic

Imipramine hydrochloride,

tetracyclic antidepressants

Maprotiline], SSRI [e.qg.,

Paroxetine,

SNRI

[e.g.,

Citalopram,

Milnacipran,
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[e.g., Manserine, Setiptiline, Maprotiline], SSRI
[e.g., Fluoxetine, Sertraline, Paroxetine,

Cital opram 25 Escitalopram Fluvoxani ne], SNRI [e.qg.
M | naci pran, 10 Dul oxetine, Yenlafaxine, Trazodone,
Nef azodone, M naprine, Mrtazapine, Buspirone], NK
ant agoni st, drugs having both nelatonin agonistic
action and serotonin Il antagonistic action [e.g.,

ARl @itdde) veRDEr 4 REnb i K& ra3 B! afe £{z588He, Minaprine,

antianxi ety drugs include benzodi azepi ne anti anxiety

s, BATERAR) s 28O B BiVLng pown
ﬂgl]lazt%&lqrn g%gflg§¥Eéneacﬂ a%—.\?}' an%ergi ir@ziganéntagonistic
or di"azepoxi de, e,

oXazol am orazepa

azol 3? .. Serotoni.n . anti nx;r{géy dr e.g.,
I e 9T ARG AP TS | TRES + These
anti depressants apd anti anxiety drugs nay be a free, lud
f or MR 4G %ar meReut | SAYY acRRbtaBFEeEd| t . d9Sase include
t hat the anti depressants_and antianxiety drugs have_an

e idiZePimfct | oRRFLERBLBLYexarfi W3S of fReJsal t s Diazepam,
include inorganic salts such as alkali netal salts
Flatgzolagdi ukrragepampot BSbydm baftazepate, fkatopeazepan,
earth netal salts (e.g., calciumsalt, nagnesium
Mexlaizolgay,i Uhhotal azepam,. ) Etiambeni ullysaloxyzdme t elprazolam,
like. In addition, in case that the 20 anti depressants
Famd iarziepamsi etChlbiisa hepexaddasi Clokarolampal Qramgzepate,
exanples of the salts include salts with '
Oxazolam], serotonin antianxiety drugs [e.g., Buspirone,
Tandospirone], and the like.

These antidepressants and antianxiety drugs may be a
free form or a pharmaceutically acceptable salt. In case
that the antidepressants and antianxiety drugs have an
acidic functional group, examples of the salts include
inorganic salts such as alkali metal salts (e.g., sodium
salt, potassium salt, etc.), alkaline earth metal salts
(e.g., calcium salt, magnesium salt, barium salt, etc.),
ammonium salt, and the like. In addition, in case that the
antidepressants and antianxiety drugs have a Dbasic
functional group, examples of the salts include salts with
inorganic acid such as hydrochloric acid, hydrobromic acid,
nitric acid, sulfuric acid, phosphoric acid, and the 1like,

and salts with an organic acid such as acetic acid,

phthalic acid, fumaric acid, oxalic acid, tartaric acid,
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i norgani ¢ acid such as hydrochloric acid, hydrobromc
acid, nitric acid, sulfuric acid, phosphoric acid,
and the like, and salts with an organic acid such as
acetic acid, 25 phthalic acidlifumaric acid, oxalic
acid, tartaric acid, 11 nmaleic acid, citric acid,
succi nic acid, nethanesul fonic acid,

p-t ol uenesul fonic acid, and the like. The known

mdlld idepaesaantsi ik agtidnXi Shycihigs sidpl hétRdnbBstgfonic
can be comercially available with ease, or can be

aiduced + A REEAIfHH IO RO RE hethe VWIEReCOMPAENAKkNOWN
A is used in conbination with other antidepressants

2t iU AR £l UMISanLXRARE 88 vOlur @AM USRI 1AI#i1¥Y here can
3

orns ‘1 nclude (1) admnistration of "a single

re ' ai for ti 0 un d
 REOh GRS IE0 R 1T TR, S TR oo B2 produced
si mul t.anequsly,, (2 si,nul t aneous adm ni strati on of
RS ﬁé}?a%é% |%ﬂ(§1(°3¥ﬂ é'l‘entg?? Yy formul ati ng conpound A

and her anti depressant or ntjanxi ety dru .
separate y?OWPguEﬂ i‘dertt cHFeaoth%, %wlrbaé:dlgféht pifh other
and intermttent adm nistration of twp 15 preparations
APHLGCREE SHF ST nuISk | nGUGAIBIARF YA arff¥itver examples  of
anti depressant or antianxiety drug separately, via an
adgdmdistaiation £ommp) igiahndeaanebuAdein ki statEiemrpfa single
two preparations obtained by fornmulati ng conpound A
rarpagaidon apbtaepedsbantformahatingi soppdrung A and other

separately, via 20 different routes, (5) sequentia
aand depiressianttentor antianxiety drug simultaneously, (2)

simultaneous administration of two preparations obtained by
formulating compound A and other antidepressant or
antianxiety drug separately, via an identical route, (3)
sequential and intermittent administration of two
preparations obtained by formulating compound A and other
antidepressant br antianxiety drug separately, via an
identical route, (4) simultaneous administration of two
preparations obtained by formulating compound A and other
antidepressant or antianxiety drug separately, via
different routes, {(5) sequential and intermittent
administration of two preparations obtained by formulating
compound A and other antidepressant or antianxiety drug
separately, via different routes (e.g. administration in
the order of compound A - other antidepressant or

antianxiety drug, or in the inverse order) and the like.
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adm ni stration of two preparations obtai ned by

formul ati ng conpound A and ot her anti depressant or
antianxiety drug separately, via different routes

(e.g. administration in ‘the d2der of conpound A ot her

anti depressant or 25 antianxiety drug, or in the

inverse order) and the like. 12 From a vi ewoi nt of

conveni ence of patients, preferred is an

Fadi i Stiawponal of séogrensepar afi gatdlirisiedobyferred is
formul ati ng conmpound A and ot her anti depressant or

aaNt ladimiinglst rditiersi @A t anesgtishY¥e Sprhpatlatagd obbth&ned by
conmbi ned drug can be appropriately selected based on
RralllGald Y vefgodage. An addi tiofhethe arltitPr&sant or
rati o of conpound A and ot her antidepressant or

A BRI ALY AP L& ApRIORfI atel y sel ected

dependi ng 'on ddm nistration subject, adm nistration

rout &y, aéggéc%é‘oogi %ﬁ%seconﬁyi é?ﬂ%rgéggrgn be a%%ﬁo?ﬁ:éately

anti depr essant of anti anxi ety e used

li-ke. al | the_ratio.my,he deci ded based .
ssuktrst dpadh i BHhBICRNH GubBaL Hhe o1 wdB G, ene
to be use When, t he, adm ni.styati on

AETAT oS _
bIGHERE | A RtmRE (SRS B, eh19508" paRtd drpresant or

weight of 15 the other antidepressant or_ anti anxi et
agitdgrird efee @ rU% G RE 3PP QPR YR et YR C 17 d c%%%%%ng on

A. Compound A can be safely adm nistered orally or
agaviadpdrayipn e, gubdggiteal | §dmiBéshFRFionNt r B9BRBuS| ytarget
etc.) as it is or as a pharnmaceutical conposition
diiseagewi tdymptom, other antidepressant or antianxiety drug
to be used and the like. Usually, the ratio may be decided
based on the general dose of the other antidepressant or
antianxiety drug to be used. When the administration
subject is human, for example, 0.01-100 parts by weight of
the other antidepressant or antianxiety drug is used
relative to i part by weight of compound A.

Compound A can be safely administered orally or
parenterally (e.g. topically, rectally, intravenously etc.)
as it is or as a pharmaceutical composition mixed with
pharmacologically acceptable carriers according to a
conventional method (e.g., method described in Japanese
Pharmacopoeia, etc.), such as tablets (including sugar-
coated tablets, film-coated tablets), powders, granules,

capsules, solutions, emulsions, suspensions, injectables,

suppositories, sustained-release agents, adhesive
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20 pharnmacol ogi cally acceptable carriers according to
a conventional nethod (e.g., nethod described in
Japanese Pharnacopoeia, etc.), such as tablets

(i ncludi ng sugar- coated tabl gzs, fil mcoated

tabl ets), powders, granules, capsules, solutions,
enul si ons, suspensions, injectables, 25 suppositories,
sust ai ned-rel ease agents, adhesive 13 preparations,

g¥ebd e idke, Jhe Cwat eNke 0f compound A is usually

about 0.01 to 100% by wei ght based on a total weight
of 1 he £UmMASiiL OB ¢ o&ﬁ&eAOIsCQ%}?gg?Q Apdhtf 8191 to

depending on an 5 admnistration su

ﬁgd%rﬂ LI ot £PSGe 1 g0 o £XBHR! &5 g@‘é@t' .

adm m‘gt ee?lecip?ogagyn&g&r?tgagégn or%Jrgage?l?, H?he a sagelon.

is ahqut 0.0005.to 2 /% body . wei ght teferab

about: 15 GBS 11 TRIRG DAy St GhES morendpier ehanly

apout, 0. 001 to 0.5, ng/k ody. weight in ternms of 1Q.
AT U SR 1 AT S Ehgon ThSEe; and disease.

]Pharnaceutical cggggsi;ion may - be adm nj stered once

1QF SKARPAIC  iHhED 3AMIRAS tREE Aok s2perdhly . aghan oral agent,

present invention will be described in detail through

thee dasidaasniiy abaitpl ORI e eharad kproekanye &ght, 15

However, these are just an exanple, and the present

prefanakdry iabawit (.08 exb by ndwkexXzody etciant, mgrée

changed wi t hout departing fromthe scope of the

Horesfearablyi mbentti dh.001 to 0.5 mg/kg body weight in terms of

compound (I) as an active ingredient. The pharmaceutical

composition may be administered once to several times in

divided doses per day.

The present invention will be described in detail
through the following Examples and Preparation Examples.
However, these are Jjust an example, and the present
invention is not 1limited by the examples, and may be
changed without departing from the scope of the present
invention.

[Examples]
Example 1 (water-drinking conflicting test)

Animal: male Wister (Jcl) rats were purchased at the
age of 8 weeks old, and used at the age of 9 weeks old.

First, rats were put in a separate cage, and abstained

from water for two days under light-dark (12-hour cycle)

condition. On the day of experiment, rats were habituated
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[ Exanpl es] 20 Exanple 1 (water-drinking conflicting

test) Animal: nmale Wster (Jcl) rats were purchased at

the age of 8 weeks old, and used at the age of 9 '
weeks old. First, rats were gdt in a separate cage,

and abstained fromwater for two days under |ight-dark
(12-hour cycle) 25 condition. On the day of

experiment, rats were habituated 14 to the experinment
traoorphfeor empeeimkat 60ocomnufes, reowe ddemi fler ednutes, and
intraperitoneally wth 30 ng/kg of conpound A, 30
adylikg sofe rerd aitromapenri vaie £l by abich t 3@ nmé By whAscompound A,
carried out 30 mnutes after the administration. 5

3thenghiy oS etk (WU NSk Arelied BE PnaMd ¥B6n SLEPENHEE tArried -
0. 5% net hyl cel | ul ose physi ol ogical saline to adjust

RIS AL milrh e ITle b r AHL UM Sd€F £Cion.

intraperitoneally. To the vehicle admnistration

9" OURsK A dhuy o BRIV épldﬂr%?eA, RAWE, t‘f)&%%ix)c%a§aéﬁ§ﬁended in

was adm ni st'ered I n the sane way. A?
1 nj {1 t L f { 0

A PGS EhoLE 1L ECRE] LNTRY 18 WEEFLEL Bosage

31 A RS, A e sty R R ey oo ehe

R i e LN T RIES

contrql drug, Diazepamwhich is a conmercial

PRYSILLHO9HGR T SRy 1¥hi 1R § s2dniRE pEeFedniphitiespamgnway. ALl

administrations and trials were performed’between 9 : 00
and 12 : 00.

In the present experiment, when the animals pre-raised
under a water-deprived condition drink water, they are
placed in a conflicting state that they get electroshocked
under the following condition. In addition, it is confirmed
that as a control drug, Diazepam which is a commercial
antianxiety drug exhibits an effect in this system.
[Measurement Condition]

Test Time: 300 seconds, Shock Condition: in case
either 20 times of lick frequency or 2 seconds of lick time
is satisfied

Shock ON Time: 2 seconds, Time-out: 180 seconds,
Stimulus Intensity: 0.6 mA

[Result]

Williams' test was used for determining statistical
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[ Measurenment Condition] Test Tine: 300 seconds, Shock
Condition: in case 20 either 20 times of |ick ‘
frequency or 2 seconds of lick time is satisfied
Shock ON Tine: 2 seconds, Timabout: 180 seconds,
Stinmulus Intensity: 0.6 mA [Result] 25 WIlians' test
was used for determning statistical 15 significance.
As shown in Figs. 1 and 2, in the conparison wth

SRt il i aahd Niss rshdeR ghoFRgsa 2 Gid iz,antin i tigs easmpgrison
effect of lick frequency and shock frequency was

waRSErMa cld) LM £ AN gy §ﬁﬁatéo§1€ﬁ9§pcaﬁﬂ increasing

addition, in the 5 nelatonin adm nistration group, a

éfﬂéﬁﬁa5@t1189n€féaﬂéﬂ%y‘%ﬁ&cghﬁﬁﬁ FGedy kw&s'ébserved

was not a significant effect From t he result of th
i i LG
FLOA e L o
B TSR el (RS e S B U Bl e et
old. 15 Drug Adm nistration G oup and Test Method

From thes Jﬁea?‘ilr'%dOf otfifobebhe &l MG ﬁ@%d}f}%rﬁompound A

(each group n = 10) 1. Vehicle (0.5% M)
has an antidepressant effect and antianxiety effect. On the

other hand, unexpectedly, melatonin did not show such

effect.

Example 2 (water-drinking conflicting test)

Animal: male Wister (Jcl) rats were purchased at the
age of 8 weeks old, and used at the age of 9 weeks old.
Drug Administration Group and Test Method: Test was carried
out for the following conditions. (each group n = 10)

1. Vehicle (0.5% MC)

2. Diazepam 0.3 mg/kg

3. Diazepam 0.3 mg/kg + Compound A 0.3 mg/kg

4. Diazepam 0.3 mg/kg + Compound A 10 mg/kg

5. Diazepam 0.3 mg/kg + Compound A 30 mg/kg

6. Compound A 30 mg/kg

oe

Compound A and Diazepam were suspended in 0.5
methylcellulose solution to adjust dosage to 2 mL/kg, and

administered intraperitoneally. To control group, a 0.5%
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2. Diazepam 0.3 ng/ kg 3. Diazepam 0.3 ngy/ kg + Conpound

A 0.3 ng/kg 20 4. Diazepam 0.3 ng/ kg + Conpound A 10
ng/ kg 5. Diazepam 0.3 ng/ kg + Conpound A 30 ng/ kg 6.
Compound A 30 ngy/ kg Conmpound Ae6and Di azepam wer e
suspended in 0.5% nethylcellul ose solution to adj ust
dosage to 2 nL/kg, and 25 adm nistered
intraperitoneally. To control group, a 0.5% 16

lalllullrse P dagiicedl saddend or£fonj echijostvas was
adm ni stered as vehicle. As a drug solution to be

LRIRINAG red F UgISIlIE | Ol hA\dAGy t4b Lec LONCEst bat E6Mbined,
of final concentration was prepared, and adjusted to

J"%?u CONCEPL SRt | RRvEY ”‘%hﬂ&eGQ%@ndgﬂﬁﬂgﬁiod§Cgﬁe final

I kg was adn1n|stered |ntraper|toneally,
C%Zl%%%%‘r?ec‘r%&fi wedn®o" PEPALEd | M aBRd T o final
L LU ET .
w%%k”,?l%%qqﬁal??sr?ﬁeday AR G5 P aﬁ%%%eﬁgefvg&y ALl
m nutes, and each drugﬁmas adn1n|st%red . 00

admindsématdnds | 30d akdiehen g RESTormpr RetdiReno?

m nutes after the adm nistration. 15 [ Measurenent
apghdidt i'of?-Test Time: 300 seconds, Shock Condition: in

case
First, rats were put in a separate cage, and abstained

from water for two days under light-dark (12-hour cycle)
condition. On the day of experiment, rats were habituated

to the experiment room for more than 60 minutes, and each

~drug was administered intraperitoneally, and then test was

carried out 30 minutes after the administration.
[Measurement Condition]

Test Time: 300 éeconds, Shock Condition: in case
either 20 times of lick frequency or 2 secondé of lick time
is satisfied

Shock ON Time: 2 seconds, Time-out: 180 seconds,
Stimulus Intensity: 0.6 mA
[Result]

Significant difference test was performed with using
Williams' test for vehicle administration group and
multigroup drug administration groups. t-Test was used for

vehicle administration group and single drug administration
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either 20 tinmes of lick frequency or 2 seconds of |ick
time is satisfied Shock ON Tine: 2 seconds, Time-out:
180 seconds, 20 Stinulus Intensity: 0.6 mA [ Result]
Significant difference test wag perfornmed with using
WIllians' test for vehicle adm nistration group and
mul tigroup drug adm nistration groups. t-Test was used’
for 25 vehicle adm nistration group and single drug

IpH StA addd JF canpeRsd A (os®, of 0 cannoyg0dmbg/kg)3and 0.3
10 and 30 ng/kg) and 0.3 ny/kg of Di azepam wer e

n?j i %errﬁgahEFﬁﬁ”de@f‘é' Ofbim 51 s SHW 13 Ficdw 1310 . As.

a significant 1 ncrease in lick frequency and shock

'Jﬂcﬁ,&}yeﬁlgy&”?é%s obger, r?&’ W‘ t h%t @%P%Q%ﬁfc%f 5 80-POLkg %hne lick

conpoun dblne diazepam in

SUmal S@gwt;}m&b'ﬁe &g}sﬂc A@%{;&eg §7ER%Whe dose of

Ion groups; esp
el evat ed pl us-nmaze 0 _Ani na Jcl
e bR eRg oA 5@@%@@ Wéé%%s e deodidzepan
t he e of 6 weeks o vated pl u e test .
Jé’qu‘?*b%eﬁf’mﬁéwﬁ@nar"fﬁ% Eﬁth fig 3 1‘%) irﬁ“ﬂ; 48 s diazepam
used. Its height was 40 cm and the height of closed
Nt Rdj LR &F QWP SIREE BIY¥ek- was 15 used as the

color of wall. Lighting in experinment roomwas set to
5 lux of illum nance on the equipnent.

Example 3 (elevated plus-maze)

Animal: male Wister (Jcl) rats were purchased at the
age of 5 weeks old, and used at the age of 6 weeks old.

An elevated plus—maze'test equipment having arm 50 cm
long by 10 cm wide was used. Its height was 40 cm, and the
height of closed arm was adjusted to the same. Black was
used as the color of wéll. Lighting in experiment room was
set to 5 lux of illuminance on the equipment.

The animals were handled from 2 days before test. Test
was carried out between 8 a.m. and 13 p.m., and the animals
were naturalized in the conduct test room at a measurement
illuminance from 1 hour before the start of test.

The drug used (compound A, melatonin) was suspended in
0.5% methylcellulose physiological saline to adjuSt dosage
to 2 mL/kg, and administered intraperitoneally. To the
vehicle administration group, a 0.5% methylcellulose

physiological saline was administered in the same way.
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The animal s were handl ed from 2 days before test. Test
was carried out between 8 a.m and 13 p.m, and the
animals were naturalized in the conduct test room at
a nmeasurenent 20 illum nanceifgrom 1 hour before the
start of test. The drug used (conpound A, nel atonin)
was suspended in 0.5% net hyl cel | ul ose physi ol ogi ca
saline to adjust dosage to 2 nlL/kg, and adm ni stered

i ntraperi ﬂ@ngfébgtegopihg—mggg'Q@%tadmﬂafﬁﬂfﬁépnwas put in

group, a 0.5% nethylcellulose 25 physiological saline

RSB SR i Vs bl £ ned 18, Ty iffecton

est centra
J£9] ze Wt h th i re
o%g%sg?nrgamdﬁWé %%%dﬁc% ﬁ?ngtgg &ﬁ%%léﬁf%&fon was

serv%g asurenen itens mere nunbgﬁ of e tr| &
peftcarHE 2R tuh%e’&fserﬂe’ien $1s) eﬁrn% fies into
mere used as_an indicator of anxiety conducts, and

QRED AT EYEF MeatSPeHe Jrfbr%P?rheaﬁﬁ%‘b‘é‘?l%? ‘éﬁf‘?l %%ed as an

into open arnms, tinme spent in open arms and dip
%ﬁeanﬁhétye§§WQﬂ9t%nD@%4yl§oH@®nQ9Qﬁ%Qered that

Further, the nunber of entries into 10 closed arns was
theumeee thechunheruodd entries nihtat openf armgpuriting spent
nmotor-activity. In addition, it is confirnmed that as

iam copenol admeg, amil azbigam i chrequenapmaergi althe less the
antianxiety drug exhibits an effect in this system

ahedite t ywasompud g netdew Fluritherl0 flog pambegr ofip.enfrrisds into
was carried 15 out over 2 days, and 2 days' data were

AWERD dfmASwaecounted, which was used as an indicator of
amount of motor-activity. In addition, it is confirmed that
as a control drug, Diazepam which is a commercial
antianxiety drug exhibits an effect in this system. Test

was performed with n = 10 for each group. Trial was carried

out over 2 days, and 2 days' data were summed up as one

test.
[Result]

Significant difference test was performed with using
Williams' test for vehicle administration group and

multigroup drug administration groups.

As shown in Figs. 5 and 6, in the comparison with
vehicle administration group, an increase in the number of
entries into open arms and time spent there were observed
in compound A administration group. In addition, the number

of entries into closed arms which provides an indicator of
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test. [Result] Significant difference test was

performed with using WIlIlianms' test for vehicle

adm ni stration group and 20 mul tigroup drug

admi ni stration groups. As show? in Figs. 5 and 6, in

the conparison with vehicle adm nistration group, an
increase in the nunber of entries into open arns and

time spent there were observed in conpound A

aadminti sof ambtergrotpviky acdidired ehmostinbexchzhgsid by the
entries into closed arns which provides an indicator

- dafugl @dramilgtiratficmt or - activity remained al nost

unchanged_byvthe drug administration. On the othef
handord sih@ni Jrhat aehidon wassnghifebaatvedctiohhewas not
mel atonin adm nistration group. 5 Fromthe result of ’

e ieRBtin ithelase IS 1 hitdmi E0SPOMTLA HASuEN

anti depressant effect and antianxiety effect. Exanple

4 (mpy3e, t dhle SYsRERSi 0Bt esids 1GestACtiiQN QAs shown that

i mobi Ity and noving power in a single” application

cto%%toe@ Pgr Ori(aeg ' 5?1 aggt.ﬁgg%fé@gaﬁt (f%}i ”glnﬁ gm‘.fanx1ety

) m'ce of 6 wee d were use
g%n% nistrati on G oup and Test Method: Test mas carried
6r the followi ng conditions. (each group n = 12)
15 1. Vehicle (0.5% net hyl cel | ul ose)

Example 4 (mouse tail suspension test)

Action on immobility and moving power in a single
application test of Paroxetine and compound A
Used Animals: male ICR (Jcl) mice of 6 weeks old were used.
Drug Administration Group and Test Method: Test was carried
out for the following conditions. (each group n = 12)

1. Vehicle (0.5% methylcellulose)

2. Paroxetine 0.3 mg/kg

3. Paroxetine 1 mg/kg

4. Paroxetine 3 mg/kg

5. Paroxetine 10 mg/kg

6. Compound A 3 mg/kg

7. Compound A 10 mg/kg

8. Compound A 30 mg/kg

Paroxetine was dissolved in 0.5% methylcellulose
physiological saline, and compound A was suspended in 0.5%

methylcellulose aqueous solution for injection. To control
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2. Paroxetine 0.3 ng/kg 3. Paroxetine 1 ng/kg 4.

Par oxetine 3 ng/kg 5. Paroxetine 10 ng/kg 20 6.
Compound A 3 ng/ kg 7. Conpound A 10 ng/ kg 8.
Conpound A 30 ng/ kg Paroxeti nepgwas di ssolved in 0.5%
met hyl cel | ul ose ' physi ol ogi cal saline, and conpound A
was suspended in 0.5% 25 nethylcellul ose aqueous
solution for injection. To control 20 group, a 0.5%

| cel | wl @se [ [ al | s QR ooliNa8Ct i .
(b od | 8050 BRALa byl Agho) ot il ine cox

GO 3k odls | QLhIRFLLLODAALLY o IESPREL | Xehbse of 20 ml/kg

dgmnistration was carried out 30 mnutes before trta
of 5 tajl. Esggnsion. Ani
W

i,mal s were t.in a. :
W5 ou RPBLFTREESach ARGESPREATORAA Habi t UBFERSCLVeLY-
ug .admnistrations and trials were, rfo .
AT o Lo ramaca S T o0 SYvel RARBRESVBRIGRE foFial of
An aut omat ed neasuring equi pnent made according to the

SRdthh PSP ( Psycophar nacol ogy 85, 367- 370, 1985)

was used for neasurenment. The npuse was suspended by

t he d@iimalisn wereomtpridobfa Pox UBEE & Wwiddn & a3ehjcage, and
divided individually, and then the inmmobility rate of
f1d i nhebd tuated. Drug administrations and trials were

performed between 13 : 00 andv17 : 00.
[Measurement Method]

An automated measuring equipment made according to the
method of Steru (Psycopharmacology 85, 367-370, 1985) was
used for measurement. The mouse was suspended by the tail
in a soundproof box (l1é6cm x 38cm x 33cm) divided
individually, and then the immobility rate of 10 minutes
duration was measured. Tail suspension was carried out by
fixing a 5 cm wire to a sensor and suspending the mouse
with fixing its tail with a tape at the end of the wire. By
weighing evefy 10 msec, the movement of the mouse was
calculated through A/D converter as moving power for one
second. The moving power of less than 1% of body weight‘of
mouse was considered to be in the immobile state, and the
immobility rate for every one minute was measured. Test was
carried out for 10 minutes, and all the experiments were
controlled with personal computer (NEC-9801). The time

course data of 5 minutes duration after trial and its
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15 duration was neasured. Tail suspension was carried

out by fixing a5 cmwre to a sensor and suspendi ng

the nouse with fixing its tail with a tape at the end
of the wire. By weighing evepy 10 nsec, the novenent

of the nouse was cal cul ated through A/ D converter as

nmovi ng power for one 20 second. The novi ng power of

| ess than 1% of body wei ght of nouse was consi dered

%4%%%?%'&&%“%iﬂgﬂﬂgé§3ﬁ%fge%afgﬁhéggd,igngbghb%¥dr§éegraphs.
or ery one mnute was neasured. Test was carrie ,

t qu]lo mnutes, and all the experinments were T
controlll ed with personal conputer (NEC-9801). The tine

25 cqurse data,of .5 mnufes dyration,after trial and

Crs B ettt 5198 m hutes tRer & dftatdntapdenf decrease
.showed in graphs. Result] As shown in Figs. .7 _to .10,

i3 JQURRACHECH T 0BRFEATES M HmiH | 9955 vlE Godervbd 3 and
wth the dose of 0.3, 1, 3 and, 5 10 ng/kg (i.p.) of

18ar ke theR-)is af SSRRrozpiagt i #dptessdnt -a i kKBSRI, and
action was confirmed. But the action was not a _
agitgiepresmandctliike | ACWLPi afes  cesfifrmed. mBut gtdgp. action
In addition, with respect to the noving power at the

warsi alnagf  tai | ssespehsanh testionheinenddddyiamss’ 10cest for
observed to increase a little in Paroxetine

madwiigirstupat iIm addbtupsngompaheddspersthi tbethe moving power
adm ni stration group. The dose of 3, 10 and 30 ng/ kg

attl . phe¢ africanmpeindtA Ui @iisbehavonantedt f eatheOntbh@ency was
i mobi ity and noving power at the trial of

observed to increase a little in Paroxetine administration
groups compared to vehicle administration group. The dose
of 3, 10 and 30 mg/kg (i.p.) of compound A didn't have an
affect on the immobility and moving power at the trial of

tail suspension test.

Example 5 (mouse tail suspension test)

Action on immobility and moving power in a combined
application test of Paroxetine and compound A
Used Animals: male ICR (Jcl) mice of 6 weeks old were used.
Drug Administration Group and Test Method: Test was carried
out for the following conditions. (each group n = 15-16)

1. Vehicle (0.5% methylcellulose)

2. Paroxetine 0.3 mg/kg

3. Paroxetine 1 mg/kg + Compound A 1 mg/kg

4. Paroxetine 1 mg/kg + Compound A 3 mg/kg
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tail suspension test. 15 Exanple 5 (nouse tai
suspension test) Action on imuvpbility and noving power
in a conbined application test of Paroxetine and
conpound A Used Ani mals: mal e2BCR (Jcl) mice of 6
weeks old were used. 20 Drug Adm nistration G oup and
Test Method: Test was carried out for the follow ng
conditions. (each group n = 15-16) 1. Vehicle (0.5%
met hydl.cHandxegeine 2. nRpflax et | Cembndrgi Ko 3ng/ kg

"~ Paroxetine .1 ng/ kg + Conpound A1 ng/kg 25 4.

Par oetrioie thina/ kirs- Canpsubded 3 imy/ ko, 522 Iﬁethyicellulose
Par oxetine.1 ng/ kg + Conpound A 10 ng/ kg Par oxeti ne

ph% id199alead 41 1h&% Ak hybrebhHb0Ae wahysisadic®lin 0.5%
sal i ne, and conpound A was suspended in 0.5%

mE®hiMlceahhulRze Aaueaus solvEion ker i R % control
confrol 5 group, a 0.5% nmethylcellul ose phyS| ol ogi cal

g%%g\#)ne Lorg. 58l e&étﬂ%ﬂ@ﬁ%ﬁ?%ﬁ' S%ﬁggﬁoi‘é ERICl €21 f8e for

ug sol ution € Co rug S Uthﬂ

B3URT g, cORRENt LeLion &l Jaly SONEEnLr A YBfutson

prepare and o final concentrat ron b

m_/ k
BuRen B e 'ﬂ??” ”%Jéwtmigﬁﬁyn Pezies: ey concentration
Admnl tration was carried out 30 nutgs bef ore tri al

off Ling gﬂﬂﬁﬁﬂﬁﬁqﬁ+on was prepare adjusted to final

concentration by mixing equal amounts. A dose of 20 ml/kg
was administered intraperitoneally, respectively.
Administration was carried out 30 minutes before trial of
tail suspension.

Animals were put in a 5-row-cage with 8 each cage, and
fully habituated. Drug administrations and trials were
performed between 13 : 00 and 17 : 00.

[Measurement Method]

An automated measuring equipment made according to the
method of Steru (Psycopharmacology 85, 367-370, 1985) was
used for measurement. The mouse was suspended by the tail
in a soundproof box (l6écm x 38cm x 33cm) divided
individually, and then the immobility rate of 10 minutes
duration was measured. Tail suspension was carried out by
fixing a 5 cm wire to a sensor and suspending the mouse
with fixing its tail with a tape at the end of the wire. By

weighing every 10 msec, the movement of the mouse was
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Animals were put in a 5-rowcage with 8 each cage, and
fully habituated. Drug adm nistrations and trials were
15 perforned between 13 : 00 and 17 : 00. [ Measurenent
Met hod] An aut onmat ed nmeasuri ngz3equi pnment nade
according to the nethod of Steru (Psycopharnmacol ogy
85, 367-370, 1985) was wused for neasurenent. The
nouse was suspended by the tail 20 in a soundproof box

daliRam at SBChX0d36Ma A VEdRFe rt 88 Wdugbl Yngapdudienfor one

the immobility rate of 10 m nutes duration was

medrhé%viw p BREEN¥AY G e, o by b&i%‘ \leaht of

Scmwre to a r.-and suspendi ng t he nouse

éscgﬁ kdyr%g %ot eboe %Ié H—}S qg’«g}o%fl tehesﬁ’gt{e §1¥d the

ME|g%|ng ever wovemnen nDdSe
%f cal cul at ed thro h A/ D converter as nD

f%%obl (ﬁy(ﬁﬂ§ o Ve %%th@ub%mﬁ?s $e?%g§e est was

power
1% of bod f . nouse was con ed to be |n
%‘Fﬁnﬁaﬁ@e&aﬂe& BAOOERE AROUITT {5 Fat%ﬂw%@ were
one m_nute was neasured. Test was 5 carried out for
sAnfRaddehndifh  Peesensdr i FERPYtREr e (NEGROBOR) ed ﬁp?h time
personal conputer (NEC-9801). The time course data of
DusEsfut 83tgurafi oh afinatesr | dpraphdont safeger fgealor apd its
m nutes were cal cul ated, and showed i n graphs.
JvRaiget [forD Agnighoves e 1/ galadlated, and dshowed el ngraphs.
imobility rate was confirned by t he conbi ned use of

[Resgylkg (i.p.) of

As shown in Figs. 11 to 14, a decrease in immobility
rate was confirmed by the combined use of 1 mg/kg (i.p.) of
Paroxetine and 1, 3 and 10 mg/kg of Compound A, and it was
indicated that compound A enhances the antidepressant

action of Paroxetine.

Preparation Example

Compound A (160 g), lactose (4064 g), and corn starch
(640 g) are mixed uniformly in a fluidized bed granulation
dryer, and the mixture is granulated with spraying a
solution of hydroxypropyl cellulose (160 g) in water in the
dryer, followed by drying in said drier. The resulting
granulated material is crushed by 1.5 mm¢ punching screen
using a power mill apparatus to obtain uniform granules. To
the uniform granules (3894 g) are added corn starch (124 g)

and magnesium stearate (12.4 g), and the mixture is mixed
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Paroxetine and 1, 3 and 10 ng/ kg of Conpound A, and it
was i ndicated that conmpound A enhances the

anti depressant action of Paroxetine. 15 Preparation
Exanpl e Conmpound A (160 g), | aatose (4064 g), and corn
starch (640 g) are nmixed uniformy in a fluidized bed
granulation dryer, and the mxture is granulated with
spraying a 20 solution of hydroxypropyl cellul ose (160

B div fﬁnﬁibéhfordfyﬁietiﬁélOﬁﬁgsgyggéﬁhEGSiBréakgbleted
drier. e resulting granulated material is crushed

B e O g ThEE ol BL R BeRONH . B g i, poing =
i 6%, (R840l 2 el Sor Rasbarefy (324 9D Bfainea

gnesi stearate n xture is mx
24 to giy ranul_es for_tableting..These _granulgs, are
55 ot ofPETREE NerER o SV peVitRn ofow (PRI  of

di e usi tableti machi pe to prepare bare .
i St et T les | 201 Bt andh Ly EAEGRe helierein
solution of 5 hydroxyEropyInethylceLIquse 2910 and {
Qﬂﬁﬁﬂ%qﬂcﬂﬁkg%m%?%iﬁe %PVaﬁFEﬁﬂSxP&édﬁn&%ﬁﬂq%ﬁ9?¥§?¢c in a
oxi de are dispersed, in a filmcoating nachine, to
il casdimp oo ing te giiehkowt 23008 cerlpbets which are
tabl ets each containing 4 ng of conpound A per tablet
fadantrpatey & ahvestles i pacloncehbakning TAbg Df idpnprabid A per
1]
tablet and having a prescription shown in Table 1.

[Table 1]
Composition Blending Quantity (mg)
Compound A 4.0
Lactose 101.6
Corn Starch 20.0
Hydroxypropyl Cellulose ' 4.0
Magnesium stearate 0.4
Bare Tablet 130.0
Hydroxypropylmethylcellulose 2910 3.74
Copolividone 0.75
Titanium Oxide 0.5
Yellow Ferric Oxide 0.01
Total 135.0

Industrial Applicability
According to the present invention, there are

provided a prophylactic or therapeutic agent for depression



Conposition Bl ending Quantity (nmg) Conpound A 4.0
Lactose 101.6 Corn Starch 20.0 Hydroxypropyl

Cellul ose 4.0 15 Magnesium stearate 0.4 Bare Tabl et
130.0 Hydroxypropyl met hyl cel P8l ose 2910 3. 74
Copolividone 0.75 Titanium Oxide 0.5 Yellow Ferric
Oxide 0.01 Total 135.0 20 Industrial Applicability
According to the present invention, there are

Qr anixiet ya dirsoptdd st iandrthéekdpeut i ¢ agent for
depression 25 or anxiety disorders, and the |ike. 26
CLAIM5 1. A pharnaceutical conposition for prevention
or treatnment of depression or anxiety disorders, which
conprises (S)-N-[2-(1,6,7,8-tetrahydro-2Hindeno[ 5, 4-
5 b]furan-8-yl)ethyl]propionam de. 2. A pharnaceutica
conposition for prevention or
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treatment of depression or anxiety disorders, which
conprises (S)-N[2-(1,6,7,8-tetrahydro-2H i ndeno[ 5, 4-
b] furan-8-yl) ethyl] propionamde in conbination with
one or 10 nore drugs sel ect edyfg om ot her

anti depressants and antianxiety drugs. 3. A
pharmaceuti cal conposition for prevention or

treatment of depression or anxiety disorders, which

conprises (S)-N-[2-(1,6,7, @gylaghfgahydro- 2Hi ndeno[ 5, 4
15 b] furan-8-yl)ethyl]propi ongtrl\n{ de in conbination with

]%ne X .ﬁ%%% g%%%%%%%heCtggmégggkgoﬂoxef$PE’ revention or
ertraline,;” Paroxetfing, anserin, Ml nacipran,

Ci tal opr.am Escital opram_ Fluvoxam.n M napri ne .
DAL e, ©VenSSPEASTACN m BF anPREL St off prEiGs,  which
Doxepi n, Trazodo e,&\l}\Ie zodope én’itri tyline, 20
C@é’fpd{—iﬁefepi ne, M3t 'a(a?ahgfr%”éz P rv%i‘%?ﬁ%?%ﬁ%ndenofi‘l'
Lor azepam _ Buspirone, Tandospirone, Ethyl

hldncarsifae) st dRzeRiR™idxazol am O oti azepam

Etizol am Hydroxyzine, Al prazolam Fludi azepam )

2Ghl odi aPbpsRRGeULtECataz oF@RPOEL b @Repaff@r an@revention or
Oxazol am 25 4. The pharmaceutical conposition for _
tyeat@eiton of Ydepressdannemr of adspesysi olismrdend et ywhich
di sorders according to any one of clains 1 to 3,

owimpatisiess a prophid)adi+ 2-ofl, 6 Hey&peet X &h pdpeot 2H-0indeno [ 5, 4-
depression or anxiety disorders of patients having a

Wy dakegne8rdy 10fe tthyaligiresy i dngaeirde pigegbbination with one or
more drugs selected from other antidepressants and
antianxiety drugs.

3. A pharmaceutical composition for prevention or
treatment of depression or anxiety disorders, which
comprises (S)-N-[2-(1,6,7,8-tetrahydro-2H-indeno([5,4-
b} furan-8-yl)ethyl]propionamide in combination with one or
more drugs selected from Fluoxetine, Sertraline, Paroxetine,
Mianserin, Milnacipran, Citalopram, Escitalopram,
Fluvoxamine, Minaprine, Duloxetine, Venlafaxine, Imipramine,
Clomipramine, Doxepin, Trazodone, Nefazodone, Amitriptyline,
Carbamazepine, Mirtazapine, Diazepam, Flutazolam, Lorazepam,
Buspirone, Tandospirone, Ethyl loflazepate, Flutoprazepam,
Mexazolam, Clotiazepam, Etizolam, Hydroxyzine, Alprazolam,
Fludiazepam, Chlordiazepoxide, Cloxazolam, Clorazepate and

Oxazolam.

4, The pharmaceutical composition for prevention or
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5 hypertension or netabolic syndrone. 5. A nethod for
preventing or treating depression or anxiety

di sorders, which conprises admnistering (S)-N| 2-

(1,6,7, 8- tetrahydro 2H i ndenopR39, 4- b] f uran-8

yl) et hyI ] propi onam de. 10 6. A nethod for preventing

or treating depression or anxiety disorders of

patients having a background of diabetes,

theeamdt defi aephgpeilodnsdnankigelalidlsordeegndios®rding to
whi ch conprises admnistering (S)-N-[2-(1, 6,7, 8-

drgt r ahrdr 6f 2H:1HG@NON15, dob]F ur aRiGhy| 1 et hyl ]p&rdpMyqraamlc or
de. 15 7. A nethod for preventlng or treating

IR RSO Ohg eﬁﬂx'ﬁﬂ’ QéﬁQéQ@Eén WY Chng9aRYyi HiSsorders of
adm ni stering (S -

7ljys"fg] ltf)%g%l g%%:n%f&% CO%I[ ég?.‘%]n Wi t on% Rerfipidenia,
t t.h t d
h?l?tl anxi gt %Cuoﬁdéerto %&k%%&g@; gfsgreseﬁ{]i ng or

ion or anxjety disqrders of patients

trea re

51’1aV| % g %EEQgr Bhd BfVH 2l et h ﬁglaltll& de egreSSlon or
o ert ° cifrgqﬁg?@nem g!:%nlcgm r}grs%ge ad\l\ndlelnlhstceorn})nrgly 8?5 -N-[2-
tetrahydro 2H- i ndeno 4-b] furan- 8-yl ) et hyl ] propi onam

(de G- »B5 teSRAhEL O M%W%%r ek sel ect ed
fromother 28 antidepressants and anti anxi ety drugs.

¥3.) eAhydtlipertiomagrieleent i ng or treating depression or

anxi ety disorders, which conprises adm nistering
6@5)-N,[method for preventing or treating depression or

anxiety disorders of patients having a background of
diabetes, hyperlipidemia, hypertension or metabolic
syndrome, which comprises administering (S)-N-[2-(1,6,7,8-
tetrahydro-2H-indeno[5,4-b] furan-8-yl)ethyl]propionamide.
7. A method ‘for preventing or treating depression or
aﬁxiety disorders, which comprises administering (S)-N-[2-
(1,6,7,8-tetrahydro-2H-indeno[5, 4-b] furan-8-
yl)ethyl]lpropionamide in combinatioﬁ with one or more drugs
selected from other antidepressants and antianxiety drugs.
8. A method for preventing or treating depression or
anxiety disorders of patients having a background of
diabetes, hyperlipidemia, hypertension or metabolic
syndrome, which comprises administering (S)-N-[2-(1,6,7,8-
tetrahydro-2H-indeno[5,4-b] furan-8-yl)ethyl]propionamide in

combination with one or more drugs selected from other



(1,6,7,8-tetrahydro-2Hindeno[ 5, 4-b]furan-8 5

yl ) et hyl ] propi onam de in conbination with one or nore

drugs selected from Fluoxetine, Sertraline,

Par oxeti ne, Manserin, M/l naeBpran, Ctal opram

Escital opram Fluvoxam ne, M naprine, Dul oxeti ne,

Venl af axi ne, I m pram ne, C om pram ne, Doxepin,

Trazodone, Nefazodone, Amitriptyline, 10

ot ilchmmzed arer s Mrid aratpi arex i €% yzdpags . Fl ut azol am

Lorazepam Buspirone, Tandospirone, Ethyl

d.of | azepatdodFl Bbeprprepait indexew oltainatGmy | dzppadsion or
Eti zol am Hydroxyzine, Al prazolam Fl udi azepam :

AN} azepoxades, GiRXaROlcdmp rseisazenel e Sfelring (S)-N-[2-
Oxazol'am 15 10. A nethod for preventing or treating

e i L s0H S j.ends having a
Qe ess : tg;ah%@w 1q{o$é}{c9'@5,,4-?éd] P4 08 g

backgrou etes, hyperli pidem a, hypertension

A0 SERN AN s U W RS PR RO 5F PO arugs
SRR Ndenal s 4. I &) LIV 1or 0B! Rt serin,

'h "ofie”"ofr” "hot’e drugs  se
f.rom Fl uoxetine, ., Sertraline, Paroxetine, Mansgrin .
MLAREEEARY, O PAFBPPREA™ Esc Emﬁ?im?r%mvoxa fpgoxamine,
M napr.i ne, Dul oxetine, Venl afaxine,_ |m pramne,_ . ,
Mamery i ne, DYY&BISTirRrazodontenl NG A RIone, Imipramine,
Am triptyline, Carbamazepine, Mrtazapine, 25 .
Chiomi@zaming utDexsIipdm, 1Toeecdnns, BlafAzeine, Amitriptyline,
Tandospirone, 29 Ethyl |ofl azepate, Flutoprazepam
Cinbarelzeping, oMiataranineqt iDid zananty drloxsas eeam, Lorazepam,
Al prazol am Fl udi azepam
Buspirone, Tandospirone, Ethyl loflazepate, Flutoprazepam,

Mexazolam, Clotiazepam, Etizolam, Hydroszine, Alprazolam,

Fludiazepam, Chlordiazepoxide, Cloxazolam, Clorazepate and
Oxazolam.

10. A method for preventing or treating depression or
anxiety disorders of patients having a background of
diabetes, hyperlipidemia, hypertension or metabolic
syndrome, which comprises administering (S)-N-[2-(1,6,7,8-
tetrahydro-2H-indeno[5, 4-b] furan-8-yl)ethyl]propionamide in
¢combination with one or more drugs selected from Fluoxetine,
Sertraline, Paroxetine, Mianserin, Milnacipran, Citalopram,

Escitalopram, Fluvoxamine, Minaprine, Duloxetine,

Venlafaxine, Imipramine, Clomipramine, Doxepin, Trazodone,

Nefazodone, Amitriptyline, Carbamazepine, Mirtazapine,

Diazepam, Flutazolam, Lorazepam, Buspirone, Tandospirone,
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Chl or di azepoxi de, C oxazol am C orazepate and
Oxazol am 11. Use of
(S)-N-[2-(1, 6,7, 8-tetrahydro-2Hindeno[5,4- 5

b] furan-8-yl)ethyl ] propi onam @8 for manufacturing a
phar maceuti.cal conposition for prevention or treatnent
of depression or anxiety disorders. 12. Use of
(S)-N-[2-(1, 6,7, 8-tetrahydro-2Hindeno[ 5, 4-

Hflr aDo 81y kepabyl | Flapt apwaz eisarh or Mexaufcdainyr | Ooaiazepam,
10 pharnmaceutical conposition for prevention or

Huied1g)t of dRRIRSSIAh&®), anxiElyrsksDarlers of Fludiazepam,
patients having a background of diabetes, ’

diladdedRl e ,NYRRILLNST A0, W1 oFes & Ca Sy NO%k P81 am.
13. Use of (S)-N[2-(1,6,7,8-tetrahydro-2Hindeno[5, 4-

143 blydw an-g vl ) @ d propi ofiafm gle; d 0 S008 828 1 ODnWeh B (5, 4-

one or nore drugs selected from ot her antidepressants

%%r&ﬂﬂéfg%;qﬁxgg%§§§{5Ha i faC%erQ ﬂanufacturing a

bgharmaceu I'on Tor prévention or

reat nent .of .depression, or nxi ety disorders. .20 %b
e oy TR s 7 458 o Py T ihoRby SR dpene of
furan-8-yl) ethyL]tsfo,iona ide in conbination with
deRE S5 1M FIRGE el 9T%m ot her anti depressants

and antianxiety drugs for. manufacturing a X
1ghar Mgceut iAdal ~(EOrmpbsiai G §ofr Grieierifr @r2H-indeno[5, 4~
treatment of depression or 25 anxiety disorders of |
b direm$ -tydvietd vd liprergranamids 30 fodi abepegufacturing  a
hyperli pi dem a, hypertension or netabolic
pharmaceutical composition for prevention or treatment of
depression or anxiety disorders of patients having a
background of diabetes, hyperlipidemia, hypertension or
metabolic syndrome.
13. Use of (S)-N-[2-(1,6,7,8-tetrahydro-2H-indeno[5, 4~
b] furan-8-yl)ethyl]lpropionamide in combination with one or
more drugs selected from other antidepressants and
antianxiety drugs for manufacturing a pharmaceutical
composition for prevention or treatment of depression or
anxiety disorders.
14. Use of (S)-N-[{2-(1,6,7,8-tetrahydro-2H-indeno[5, 4~
b] furan-8-yl)ethyl]propionamide in combination with one or
more drugs selected from other antidepressants and
antianxiety drugs for manufacturing a pharmaceutical

composition for prevention or treatment of depression or

anxiety disorders of patients having a background of
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syndrone. 15. Use of

(S)-N-[2-(1,6,7, 8-tetrahydro-2Hindeno[5, 4-

b] furan-8-yl)ethyl] propionam de in conbination MAth

one or 5 nore drugs sel ected30rom Fl uoxeti ne,

Sertraline, Paroxetine, Manserin, MInacipran,

Ci tal opram Escital opram Fluvoxanine, M napri ne,

Dul oxeti ne, Venl af axi ne, |Im pram ne, C om pram ne,

dexegtias, Tr argstorei pNémvaddonehypartenpiyghi neor metabolic

Car banmazepi ne, M rtazapi ne, D azepam Fl utazol am
&M 10 Buspirone, Tandospirone, Ethyl

| of | azepate, Flutoprazepam Mexazolam O otiazepam

1. zgjqm  Rydr oxygyj ne. [ Al LS 4y amte&aﬁiyazsp@mmdeno [5,4-
Chl or di azepoxi de, C oxazol am orazepate and

ST g5t iéﬁhﬁh&@aiﬂa%%ﬁbhﬁéklgn with one or

ApSf I
conp03|t|39'for prevention or treatmenf of depression

7RG AU St o g renein

|onan1d i,n.comhinatio

%é%%?%' dQ%%é g EQ?Ed fr .hﬁﬂ16§§gw}ne nESClpalOPram'

ertrallne Paroxetlne anserin, M| . ,
i BT S Rt LAFH B mipramine,
Duquetlne Venl af axi ne, | m pram ne, 20 d on1pran1ne
Céﬁﬂ%ﬁﬁ@mlﬁﬁaz 13%ﬁ1¥ #vﬁ?#?%ﬁ@??%e Amitriptyline,

Car bamazepi ne, Mrtazapi ne, Di azepan1 Fl-ut azol am
CegbaraFanineaudHi HAvaP iimd iR 2epan, B hytazolam, Lorazepam,
| of | azepate, Flutoprazepam Mexazolam d otiazepam
BEsipigioas, Hahkdxspinene Al Bthydl doflaEepgitezepdimtoprazepam,
Chl or di azepoxi de, C oxazol am C orazepate and 25
Mexazollam,f aT1l otaiad eudny | RYyiaopamy milyelttoxyaline, Alprazolam,
conposition for 31

Fludiazepam, Chlordiazepoxide, Cloxazolam, Clorazepate and
Oxazolam for manufacturing a pharmaceutical composition for
prevention or treatment of depression or anxiety disorders.
16. Use of (S)-N-[2-(1,6,7,8~tetrahydro-2H-indeno[5, 4-
bl furan-8-yl)ethyl]propionamide in combination with one or
more drugs selected from Fluoxetine, Sertraline, Paroxetine,
Mianserin, Milnacipran, Citalopram, Escitalopram,
Fluvoxamine, Minaprine, Duloxetine, Venlafaxine, Imipramine,
Clomipramine, Doxepin, Trazodone, Nefazodone, Amitriptyline,
Carbamazepine, Mirtazapine, Diazepam, Flutazolam, Lorazepam,
Buspirone, Tandospirone, Ethyl loflazepate, Flutoprazepam,
Mexazolam, Clotiazepam, Etizolam, Hydroxyzine, Alprazolam,

Fludiazepam, Chlordiazepoxide, Cloxazolam, Clorazepate and

Oxazolam for manufacturing a pharmaceutical composition for



prevention or treat ment of depression or anxiety
di sorders of patients having a background of
di abet es, hyperlipidem a, hypertension or netabolic

syndr one. 31

prevention or treatment of depression or anxiety disorders
of patients having a background of diabetes, hyperlipidemia,

hypertension or metabolic syndrome.




