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20, The phenoxyphenyl derivatives of this invention have the formula 25
A(1) 30 wherein Ris one or two halogen atonms; and Ais [err] or

4, 5-di hydro-1 Him dagol n which [err] 35 and R2 are independently
sel ected from hydrogen brnche or unbranched al kyl having 1 to 6
car borfPat ons; or a phar e ly fdcceptabl e salt t{¥eyeof. Preferred
conpounds accor di ng to t i nve==Rn are phenoxypheny| derivatives
according to formula 1, V\/nerelnone or two chlorine atons, or a
pharmaceutically acceptable salt g eof . 40 The phenoxyphenyl

derivafives of formula |, wherein Alis [err] or 4,5-dihydro-1H imdazole,
and preferably wherein, noreover, Ris one or two chlorine substituents, or
a phar maggekincal |y acceptable salt thereof, are even nore preferred. The
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The most preferred phenoxyphenyl derivatives are 2-(3, 4-d|chlorophenoxy)benzenemethanamrne and 2-

[2-(4-chlorophenoxy)phenyl]-4,5-dihydro-1H-imidazole, or pharmaceutically acceptable salts thereof.

45 The term lower alkyl, used in the definition of the phenoxyphenyl derivatives having formula |, means
preferably methyl, ethyl, propyl, isopropyl, butyl, tert-butyl, pentyl, or hexyl. Preferred alkyl groups have 1-
4 carbon atoms, and most preferred is the methyl group.

The term halogen used in the definition of formula | means fluorine, chlorine, bromine or iodine.
Chlorine is the preferred halogen.

50 The novel compounds of formula | may be isolated from a reaction mixture in the form of a
pharmaceutically acceptable salt. The pharmaceutically acceptable salts may also be obtained by treating
the free base of formula | with an organic or inorganic acid such as HCI, HBr, HI, H280s, HsPOs, acetic
acid, propionic acid, glycolic acid, maleic acid, malonic acid, methanesulphonic acid, fumaric acid, succinic
acid, tartaric acid, citric acid, benzoic acid, pamoic acid, or ascorbic acid.

55 The phenoxyphenyl derivatives according to this invention can be prepared by methods known for
analogous compounds.
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Condensation of 1, 2-ethanedi am ng h acids or esterg f ing formula I11,
wherein R has the previously gi gani ng and R is hydroxy, or nethoxy or
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having 4 is 4,5-dihydro-1Him dazole. Lower al koxy means an al koxy group of
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given meaning and R' is hydroxy, or methoxy or another lower alkoxy, also gives the desired phenox-
yphenyl derivative having A is 4,5-dihydro-1H-imidazole. Lower alkoxy means an alkoxy group of which the

_ alkyl moiety is a lower alkyl group as previously defined.

L/- 40 Phenoxyphenyl derivatives of formula 1 having A is CH2NR;1 Rz can be prepared from acids or esters of
formula Il by reduction to the corresponding alcohol, conversion of the hydroxy group into a suitable
leaving group, such as chlorine or bromine, and condensation with an amine having the formula HNR Rz,
wherein R and Rz have the previously given meanings.

It is possible to convert the products obtained by one of the prev:ously mentioned procedures into
45 another product according to the invention. Using generally known methods it is, for instance, possible to
convert compounds wherein Ry and/or Rz is hydrogen, e.g. by a Leuckart-Wallach reaction, into compounds
wherein Ry and/or Rz is alkyl.
The compounds of the invention may be administered enterally or parenterally, and for humans
preferably in a daily dosage of 0,001-10 mg per kg body weight. Mixed with pharmaceutically suitable
s0 auxiliaries, e.g. as described in the standard reference, Chase et al., Remington’s Pharmaceutical Sciences,
the compounds may be compressed into solid dosage units, such as pills, {ablets, or be processed into
capsules or suppositories. By means of pharmaceutically suitable liquids the compounds can also be
applied as an injection preparation in the form of a solution, suspension, emulsion, or as a spray, e.g. a
nasal spray.
66 The invention is further illustrated by the following examples.
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were addé’ah ochloric acid in ethanol. The precnpltate was collected and recrystalllzed from a mixture of ethanol
and diethyl ether, to give in 75% yield 2-(3,4-dichlorophenoxy)benzenemethanamine hydrochloride. mp 213
*C.

45 Example 3

By addition of an aqueous solution of the disodium salt of pamoic acid to a solution of the compound of
example 2 in ethanol, was prepared 2-(3,4-dichlorophenoxy)benzenemethanamine 4,4'-methylenebis[3-
hydroxy-2-naphthalenecarboxylic acid] (2:1) salt. mp 230 °C.

50
Example 4

2-(4-chlorophenoxy)-N,N-dimethylbenzenemethanamine (Z)-2-butenedioate

65 A mixture of § g of 2-(4-chlorophenoxy)benzenemethanamine (Example 1), 50 ml of formic acid, and 50
ml of a 37% solution of formaldehyde in water was heated at 100 °C for 3 h. The solution was cooled,
made alkaline with sodium hydroxide, and exiracted with dichloromethane. The organic layer was washed
with brine, dried over magnesium sulfate, and evaporated to dryness. The residue was dissolved in ethanol
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over nmagnesi um sul fate, and evaporated to dryness. The
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Himdazol e (2)-2-butenedi oate. rrp [err]. 15 Exanple 6 In an anal ogous

manner, d&Halwescribed in Exanple 5, were prepared: a.

2-[ 2- (3 ALlgime fferdhe fotiawing Fppiracting Plates : AT BRI CH. BE\DKnFRy) §BoER IT, LI, LU, MC, NL, PT,
(2) ~2; but¥nedi oat e. [err] 20 b.

2-[ 2-X 4ch|or henox g L 5-di hydro-1 Hi m dazol e

4, 4- mef hyl eﬁ@ nQfyghay {’)/d' fo W‘fgﬂ'ﬁm’f’ﬂ | enecarboxylic acid] (2:1) salt. np
>250 *C. Exanple 7 25 The biological half-lives of the phenoxyphenyl

derivatives were determ ned for the sl eep-wake behaviour in rats and
conpared with the hal f-Ri f the prior art conpounds. 30
Produc}, of Exanple O hallife inh1

(1)

1-2.5 2 , 4

15 : 3 6a. 1.5-2.5 40 prior
art: 2-(phenylthio)benzenenet hanary : 0.5 45

2-[ (4- met hoxyphenyl )t hi o] - benzeneret#anam ne

<0.5 5@ 5 EP 0 516 234 B1 Cains Clains for the foll ow ng Contracting
States: AT, whtkgin CH, DE, DK, FR GB, GR IT, LI, LU M NL, PT, SE5 1. A
phenoxyphenRlis ahe or twahalegen btemsiragd t he fornul a 10 '

(1) 15 wher aisCHNRe&Roné5-dihydraviH-imidazalgeim wiichns; and A is [err] or

4, 5- di hydr of1l and-Rerfirejindepprdently solpgiecciron] kydroperpang a[hsangtied g unbranehed alisyl dpmingyt to

sel ect¥®d frBAPAPABYeN and a branched or unbranched al kyl having 1 to
K./ a pharmaceutically aocephble salt thereof.

2. The phenoxyphenyl derivative of claim 1, wherem R is one or two chlorine atoms, or a pharmaceutically
acceptable salt thereof.
25
3. The phenoxyphenyl derivative of claim 1 or 2, wherein A is CHzNHz, CH2N{(CHs)z, or 4,5-dihydro-1H-
imidazole, or a pharmaceutically acceptable salt thereof.
4. 2-(3,4-dichlorophenoxy)benzenemethanamine or a pharmaceutically acceptable salt thereof.
5. 2-[2-(4-chlorophenoxy)phenyl]-4,5-dihydro-1H-imidazole or a pharmaceutically acceptable salt thereof.

6. The phenoxyphenyl derivative of any one of claims 1-5 for use in therapy.

ss 7. A process for the preparation of the phenoxyphenyl derivative of claim 1, characterized in that a nitrile
having the formula

R
'\_/ 40 @0 CN

45

(IT)

wherein R has the previously given meaning, is condensed with 1,2-ethanediamine, or is reduced,
optionally followed by alkylation;
or alternatively, when A is CH2NR1 Rz, that an amide having the formula

50
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20 .6 carbon atoms; or a pharmaceutically accept abllﬂlmm"’ r”! IHIIF
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S i's 1 eduGaetnddidk Bopatdibrét alphéhotypRRPILIBA MR Halitkafb BRMI0Pt | onal Iy be
converted into a pharnaceutically ‘acceptable salt. 8. A pharnaceuti cal
preparation containing the phepoxyphenyl derivative of claim1l in adm xture
wWth 5 s phar maceutic : eptable auxiliaries. 9. A use of the
phenoxyphenyl derivative o m 49\ for,t he manuf acture of(m nmedi canent
with a long half- life and &e+fvity)agdi nst depression. 10 Cdains for the
following Contracting State: ES 1. hod of preparation of a
phenoxyphenyl derivative having the //ula 15 [err] 20 wherein Ris one or
two hal 8en atons; and Ais [err] or 4, 5-dihydro-1 Himdazole, in which 25
[er@' and [err] are independently selected from hydrogen and a branched or

unbranched al"¥¥%i"having 1 to 6 carbon atoms; or
R is one or two halogen atoms; and

A is CH2NR1 Rz or 4,5-dihydro-1H-imidazole, in which
25 R: and Rz are independently selected from hydrogen and a branched or unbranched alkyl having 1 to
6 carbon atoms; or '
a pharmaceutically acceptable salt thereof,
characterized in that a nitrile having the formula

R ' '
@—o CN

. wherein R has the previously given meaning, is condensed with 1,2-ethanediamine, or is reduced,
\_/ 0 optionally followed by alkylation;
or alternatively, when A is CH2NRy R, that an amide having the formula

R

50

/]

35 (11)

is reduced; after which the compound obtained may optionally be converted inio a pharmaceutically
acceptable salt. -

55 2. The method according to claim 1, wherein the phenoxyphenyl derivative has the formula I, wherein R is
one or two chlorine atoms.



a,pharmaceutical |y acceptable salt thereof, charact er“ﬂﬂglmnmwmu r| | e
Ravi ng the formula 30 [err] Wnerqmoemmghe previ ou
condensed with 1, 2-ethanedi am ne, or is reduced, 40 tlonarly follomed
by al kylation; or alternatively, when Ais [err] that an ami de having the

f ormul a [3er Ttje rhod ceopdingdeclaimaif ar &r whateindhe phiaeoxyrbenybderivativebhas thadaimula iy wherein
optional |y A @bNize CHeNCla: or 45-gihvdroritbideidedoleal | y acceptable salt. 55 2. The
met ho accordln to claim1, wherein'the phenoxyphenyl derivative has the
formi gl“ﬁ’ gocqrding, IpeCiaiip 3 Whereim, I"l?r‘?hﬁ'é”‘mhmihgde"'fa“"e is2-(3:dlichigraphepeyy)-
accord?ng tW“E?“B'F‘?WT"“B‘W?a%ﬁ’&a%q“?‘f’al?‘féepﬁﬁ'éﬁﬂ Pnyl derivative has the

et oo adbo ﬂéh *‘°§1’§1 N SN S O O A

2-(3,4-dich oro ﬁcanam ne or a pharnmaceuti cal
accept gblgaies [&“Eﬂ eof 5. The met hod accord| ng to claim 3 \/\herel n the
phenoxyphﬁ g%.neﬁé% H66ychde Varlrgsetiateh : AR SRONY v, PIGRY bh. of Lo 18 Mkckio- 1
H-im dazgheger a pharnmaceutical acceptable Salt thereof. 10 Bat'ent anspr Uche
PatentansprUche 1fr fol gende Vertragsstaaten: AT, BE, CH DE, DK FR GB,
GR IT, 1, Phehbxyplenylddkivat it derFormdet  Phenoxyphenyl derivat mt der Formel 15 RK
20 =(l% 25 worn R ein oder zwei Hal ogenatone ist; und A entweder CH2 NR1 R2
oder 4,5-Di hydro-1 Himdazol ist, worin Rl und R2 unabhangi g aus

2V, R zwei gt en oder unverzweigten Al kylrest mt 30 1
der ei nem phar mazeuti sch annehmbaren Sal z davon

Phdapoxyphenyl deri vat™ von Anspr oder 2, worin A CH2NH2, CH2N( CHB)2 oder
4,5-Di hydro-1H i m dazol oder ¢ R [
Ist. 4. 2-(3,4-D chl orophenoxy\benzo
annehnbares Sal z davon. 40 5.\%
H i mi d3zol oder ein pharnazeut i

et hanam n oder ein pharmazeuti sch
4- Chl or ophenoxy) phenyl ] - 4, 5-di hydro-1
annehnbares Sal z da-

worin R ein oder zwei Halogenatome ist; und A entweder CH2NR: Rz oder 4,5-Dihydro-1H-imidazol ist,
worin Ry und Rz unabhéingig aus Wasserstoff und einem verzweigten oder unverzweigten Alkyirest mit
30 1 bis 6 Kohlenstoffatomen oder einem pharmazeutisch annehmbaren Salz davon ausgewéhit werden.

2. Phenoxyphenylderivat von Anspruch 1, worin R ein oder zwei Chloratome oder ein pharmazeutisch
annehmbares Salz davon ist.

35 3. Phenoxyphenyiderivat von Anspruch 1 oder 2, worin A CHaNHz2,CH2N(CHs). oder 4,5-Dihydro-1H-
imidazol oder ein pharmazeutisch annehmbares Salz davon ist.

4. 2-(3,4-Dichlorophenoxy)benzoimethanamin oder sin pharmazeutisch annehmbares Salz davon.

b 40 5. 2-[2-(4-Chlorophenoxy)phenyl]-4,5-dihydro-1H-imidazol oder ein pharmazeutisch annehmbares Salz da-
von.

6. Phenoxyphenylderivat von einem der Ansprliche 1-5 zur Anwendung in einer Therapie.

45 7. Verfahren zur Herstellung des Phenoxyphenylderivats aus Anspruch 1, dadurch gekennzelchnet dass
ein Nitril mit der Formel

R

50 (1)

55



von. 6. Phenoxyphenyiderivat von ei nem der AnsprUche ,ﬂﬂl’zﬂ‘ﬂ”ﬂﬂ%}ﬂﬂ‘? in
vat s

ei ner Therapie. 45 7. Verfahren zEPOH1623¢B1ung des eroxyp

aus Anspruch 1, dadurch gekennzei chnet, dass ein Nitril mt der Fornel R
v 50 -

(rry o NCIyogn R dig-porpr ppgobons, Begputung hat, mit 1,2-Ethandiamim kondensierf pder reduriert \ifd,i
R di e vorher 9 eiAle astolgbvan Aligyliarune: odey glternath, e th Gl fe Rofirie ABiARY4 mib derr
redyzjert wrd, gegebenenfalls gefol gt von Al kylierung, oder altematiyv,
wenin A CH2 NRL R2 ist, dass ein Amd mt der Formel 5 R - COAR 15 reduziert
wi rd; danach kann_di e _erhal tene Verbi ndung gegebenenfalls in ein

‘phar mazeut i sch anfekRy es Salz UWoberfUnrt werden. 20 8. Pharnazeuti sches
Praparat, wel ches dgs® Phen®xyphenyi deriéﬁﬁ,von Anspruch 1 in Mschung mt
phar mazeuti sch anner A/Hi | st of f en hlit. 9. Verwendung des
Phenoxyphenyi deri vat AdvoM/Anspr ud r Herstellung el nes Medi ts mt

| anger Hal bwertszeit und Aktivitgt=g=§en Depression. 25 Patenta he fUr

fol genden Vertragsstaat: ES 1. XN zur Herstellung eines
Phenoxyphenyl derivats mt der FQ ) R- 35

(1) 40 worin R ein oder zwei Hal me ist; und A CH2 NR R2 oder
4,5-D hydro-1 Him dazol ist, wober Rl und R2 unabhdngi g aus Wasser st of f
und ei nem verzwei gt en oder unverzweigten Alkylrest mit 1 bis 6

Kohl enst of f atresigert Wiskdanashdamn %ﬁhﬂmﬂg@@@m geaeberatislf ie pin gharmpazgyisepnnehmba-

ausgewahi t wétscR@lz Uberihw, verdeny 5 gekennzei chnet, dass ein Nitril nit der
Formel R - 5(?) ) 0 . N 55 .
20 8. Pharmazeutisches Préparat, welches das Phenoxyphenylderivat von Anspruch 1 in Mischung mit

b pharmazeutisch annehmbaren Hilfsstoffen enthiit.
9. Verwendung des Phenoxyphenylderivats von Anspruch 1 zur Herstellung eines Medikaments mit langer
Halbwertszeit und Aktivitéit gegen Depression.
® Patentanspriiche fiir folgenden Vertragsstaat : ES
1. Verfahren zur Herstellung eines Phenoxyphenylderivats mit der Formel

30

R

35 _ (I)

o
worin R ein oder zwei Halogenatome ist; und A CHz2NR1Rz oder 4,5-Dihydro-1H-imidazol ist, wobei R
und Rz unabhiingig aus Wasserstoff und sinem verzweigten oder unverzweigten Alkylrest mit 1 bis 6
Kohlenstoffatomen oder einem pharmazeutisch annehmbaren Salz davon ausgewé&hit werden, dadurch
45 gekennzeichnet, dass ein Nitril mit der Formel
R
50 (o) CN

(IT)

55
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reduziert wrd, gegebenonfalls gefolgt von Al kyli erung oder al t er nat i Vv,
wenn A CH2NRL R2 ist, dass ein Amid mt der Fornel

15 reduzi er Yoripj R gie H’H}‘Téé?ﬂek%('ﬁrPeél?‘E“"Er’ﬁ‘al"t"eh%EWBE“ﬁd@F@?"ﬁ%@‘!?ér@H?% Y"Sd in
ei n phar naz#9f beoenialls gefolgtypn.Alkylierungsa | 2 Uberf Uhrt_ werden. 20 2. Verfahren
gemiss Ansp?q?(:ﬂ‘eTa""\'/\B‘?"i"ﬁ NRyBR i S23PAINDY B APRFRE™eli e Formel | auf wei st
Wor i n"sR_el n oder zwei Chloratone ist. 3. Verfahren gemass Anspruch 1 oder
2, worin das Phgpoxynhenyi derivat die Fornel | aufweist, worin A CH2NH2,
CH2N( CH3) 2 odor Diny§Nro-|1 Himdazol ist. 25 4. Verfahren genass
Anspruch 3, wori Rhenm yphenylgﬁ&vat 2- (3, 4- D chl orophenoxy) -
benzol met hanam n odN\r ei/ff pharxazeuti g nnehnbares Sal z davon ist. 5.
3, woN n dAs Phenoxyphenyl deri vat

2-[ 2- (4- Chl orophenoxy)phenyl] 4 /53N di hydro-1 Hi m dazol (&§8&) ein
pharmazeuti sch annehnbares Sal Z davon\i st. Revendl catl ons Revendl catl ons
pour |les Etats contractants Sul\} /AT, BE, CH, DE, DK, FR GB GrR IT,
LI, LU M NL PT, SE 35 1. D6l le phenoxyphenyl e r6pondant a la .
fOI’m.I|E R s J40 0 A 45 dans

| aquel l e R represente un ou deux atones d' hal ogbne, et A represente CH2 NR,
R2 ou | e 4, Bdéderwirdglanachikanidipprhgltene Vergingung gegepgnenfalis in elmww@ﬁmmwwhrem Si s
parm |es atsfus "HWQS‘{?Bne ou Ies rad| caux alkyle lin~aires ou ramfifs,

presentant 1 & 6 at one ou .bjen un s?g har maceut i quenent

accept®bl% gq{fage? P‘?P%ﬁf A"SE’““"LE ain ﬁ’ﬂ? (? “%Pé?"yﬁﬁ%‘ﬁ'ﬂ?{&ybtﬁ’{ﬂfﬁ'@ . wgrin R ein oder

rewendi cat i Bff hOFIARR S oquol R repr esente un ou doux atones de chlore, ou

un de se% S lﬂ'séhrgn emn:!a]51 %ils rugrllj?g \?\I‘gﬂ(l;le apengxy h nqden at d!éeFoFi Ii GIS? worin A
hd B P PEans e quel” R eStem Pl cal
%42&32?0?12 %‘f@g‘% Hﬁzﬁ% g | m dazol e, ou ﬂﬁ de 225 gel ;a o8

phar maceyt i QuRRBNT g8k PiARkRA - 34 w!:ri’i‘l das Phenoxyphenylderivat 2-(3, 4~D|chlorophenoxy)-
2- (3, 4-di Chb&.&&rﬁ&lﬁdﬂﬁ\e}wb&& B PRAMEAROPEhéHbas 841z Borsi&S Sel S
phar maceuti quenent acceptables. 10
8. Verfahren gemiss Anspruch 3, worin das Phenoxyphenylderivat 2-[2-(4-Chlorophenoxy)phenyi}-4,5-
30 dihydro-1H-imidazol oder ein pharmazeutisch annehmbares Salz davon ist.

Revendications
Revendlcations pour les Etats contractants suivants : AT, BE, CH, DE, DK, FR, GB, GR, IT, L}, LU,
MC, NL, PT, SE
35
1. Dérivé de phénoxyphényle répondant & la formule

- R
; : (0] A
[ ®_ (1)

45
dans laquelle
R représents un ou deux atomes d'halogéne, et
A représente CH2NR1R: ou le 4,5-dihydro-1H-imidazole, ot R1 et Rz sont indépendamment choisis
parmi les atomes d’hydrogéne ou les radicaux alkyle linéaires ou ramifiés, présentant 1 2 6 atomes de
50 carbone ou bien un sel pharmaceutiquement acceptable en dérivant.

2. Le dérivé de phénoxyphényle selon la revendication 1, dans lequel R représente un ou doux atomes de
chlore, ou un de ses sels pharmaceutiquement acceptables.

556 3. Le dérivé de phénoxyphényle selon la revendication 1 ou 2, dans lequel A est un radical CHaNH;,
CHz2N(CHs)z, ou 4,5-dihydro-1H-imidazole, ou un de ses sels pharmaceutiquement acceptables.

4. La 2-(3,4-dichlorophénoxy)benzéneméthanamine ou un de ses sels pharmaceutiquement acceptables.

10



'SE’I*D g 5&2 23?21(4 chl orophdnoxly) Lwcl{'lé.l;‘éiélé'lh;hlrél &I—HMLIMII“IHHIIMMILeM

ses sel s pharnaceuti quenent acceptables. & Le derive de %héno%ypﬁGnyle
+selon |'une quelconque des revendications 1 a 5, destine a un usage 5
t h6r apeut Pque. 2-2-4rhigemhdroxyehépyidPgitydioghi-igidazgleqar by de fas Seie PHARIeETnyeraent

sel on | a reRARAaP"Ei on 1, caracterise en ce que |'on condense un nitrile de

forqulo 1 : R _C. N~ . C>
ke 7Ty g ey 2 PR ot BRI 1, Sodetné 3 un usage
1, 2- et hhnedi® %‘?‘?’?@tfq Bu bien on reduit, puis eventuellenent on |'alkyle; 20

b. , . H | | ! i
ou DI en ?grﬁﬁ.{fgigi La%orwl]unr c?éq\lréco% ph%%ﬁ%nyﬁ%élo@ I r§vBndibdfton 1, gapac[éﬁ%uéntce Lq'[}e

am de de o
n nitrile de formule
[ COR) 30 puis on trans*orne eventuel |l enent | e conpose obtenu en un sel

phar macgut i quenent accept ap
derivd de phenoxyphenyl e )¢
addi ti fs pharnmaceuti quene
phenoxyphenyl e sol on | a reVverti cat
presentant une dem -vie inportantg
Revendlsati ons pour |'Etat contracy sul vant: ES Qy 40 1. Proc6dd de
pr6paration d un dérive de ph6noxyphtnyl e rdpondant | la formulo R 8 45
' A 50 dans laquelle R repr6sente un ou deux
atonmes d' hal ogé&#s, laquelleaR \acla sigaificaiion ehdpsspgrpverta he-éthanediaming)joyyRignoany réduit, puis
H i ni dazol e, év8ttyetipment ondalideint | ndependamment choisis parm |es at ones
d' hydr ddbne ou°?@§“§&ﬁﬁgﬁﬁ%bép ol GHelR&er es ou ramifies, presentant 1 & 6
at'smes de 55 N CqHPLOHEIFINEMER 9B /P Hhar naceut i quenent accept abl e on
derivant caracteris6 en ce quo |'on condense un nitrile de fornule 11

R
25 : @—0 COR* (III)

30

& Preparation pharmacouti que contenant un

| a revendi cation 1, en nbl ange avec des

N 35 9. Wilisation d un ddriv4 de
1 pour |a fabrication d un nedi canent
yne activite d' ant{IdGpresseur.

puis on transforme éventuellement le composé obtenu en un sel pharmaoehtiquement acceptable.

8. Préparation pharmaceutique contenant un dérivé de phénoxyphényle selon la revendication 1, en
mélange avec des additifs pharmaceutiquement acceptables.

9. Utilisation d'un dérivé de phénoxyphényle selon la revendication 1 pour la fabrication d'un médicament
présentant une demi-vie importante et une activité d'anti dépresseur.

Revendications pour I'Etat contractant suivant : ES

1. Procédé de préparation d'un dérivé de phénoxyphényle répondant & la formule
R .
o) A '
45 < >
(1)

50
dans laquelle
R représente un ou deux atomes d'halogéne, et
A représente CH2NR: Rz ou le 4,5-dihydro-1H-imidazole, ol Ry et Rz sont indépendamment choisis
parmi les atomes d'hydrogane ou les radicaux alkyle lindaires ou ramifiés, présentant 1 & 6 atomes de
65 carbone ou bien un sel pharmaceutiquement acceptable en dérivant caractérisé en ce que I'on
condense un nitrile de formule

1
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«1, 2- et hanedi am ne, ou bien on r~duit, puis 4ventue||enent on It ak

bion, si Arepresente un radical CH2ZNR R2, en ce que 'on reduit un am de
de formule 15R - S o R at ~CR ( 111 ) 20 puis on
tragsforns eventuel | enerf rorose6,Cobt enu en un sel pharmacout i quenent
acceptable. 25 2. Le protedb selgwn lfa revendication 1, dans |oquel R
repredente un ou deux atomes de ¢hTorg. 3. Le proctd4 sdlian | a

revendi cation 1 ou 2, dans |equeN\\A gt un radical CH2NH2, CH2N(CH3)2, ou
4,5- di hydro-1 Himdazole. 90 4 ¥ proc~d4 selon | a revendication 3,
dans lequel |e derive phenoxyphenyle est |le 2-(3,4-dichlorophe-

noxy) benzbnenglhD aiadm #ea Qélsu&ﬁuc%n %ﬁ&es%'a%eooiaﬂrm&ﬂé&dnﬁ’rléeﬂ@%n A &Rk, GRAsES -
5. Le procgggiusmhieht ondalkyiy€ndi cation 3, dans loquel derive

phenoxyph6ny| & it si A@ephésbrie (rfiradibth ORMPLR;, nNOXY) ph~ nyl] 4 5-di hydro-1
H- i m dazol e 0sh déuél Pons&Rit GehrdiddiroraReut i quenment acceptabl es. 35 K> 40 45

50 55 12
R

15
puis on transforme éventuelloment e composé obtenu en un sel pharmaceutiquement acceptable.

25 2. Le procédé selon la revendication 1, dans lequel R représente un ou deux atomes de chlore.

3. Le procédé selon la revendication 1 ou 2, dans lequel A est un radical CHzNH2, CH2N(CHs)z, ou 4,5-
dihydro-1H-imidazole.

s0 4. Le procédé selon la revendication 3, dans lequel le dérivé phénoxyphényle est le 2-(3,4-dichlorophé-
noxyjbenzéneméthanamine ou un de ses sels pharmaoeutiquement acceptables.

5. Le procédé selon la revendication 3, dans lequel le dérivé phénoxyphényle est le 2-[2-(4-chlorophé-
noxy)phényl]-4,5-dihydro-1H-imidazole ou un de ses sels pharmaceutiquement acceptables.
35 :

50
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