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of the mffar concentration of conpound yielded a straight line, the slope

of which was al ways close to the theoretical value of unity. The nethod of
calculation is clearly discussed by Arunlakshana and Schild, Some

Quantitative Uses of Drug Antagonists, Brit. J. Pharnmacol. 14 48-58
(1959)..%romthe plots, the negative-logarithmof the dissociation -

constant of the conmpound of this 65 invention was found to be 5.26, and the ~
correspondi ng values for the (+)-enanti'onmgr and the racenate 6 0 052 492
to be 6.04 and 5.72, respectively. Accordingly, anticholinergic act|V|ty of

- the conmpound of this .. . . L : ) _ _ .



invention is only 1/6th as great as the activity of the (+)-enantioner, anhd .
only 1/3 as great as that of the.racemate. The |ikelihood for o
anticholinergic side effects of the conpound of this invention is accor

ingly much less ‘than that of the c®rQB3M¥2ng (+)-enantionmer or racemat®s

5 - The ‘aponor phi ne hypotherma a RUismtest is used to evaluate

anti\ag g’ﬁmnd that anti depressants

epressant drug [ j be
ant agoni ze the re'du%mg"'I;H':(?ml é_a aﬁéenperature caused by aponorphine. The
test was carried out as folGoowsundM ce were injecteslmgith a dose of
aponor ghi ne which will reduce body tenperature (neasured rectally) by about
4. The conpound of this in/éRelapizedstershiffoct ed i nt 2%f@e-i t oneal | y 30 mi nut es

before the i%9%%8&&%3&ggréi’-%?th%iouﬁ@?er@k‘&mnﬁ‘?meﬁﬂfb #J?f’ﬁ&&iup&? ules, .

- e

t enperature was neasure m nut es Injectiron o e aponor phi ne. The
conpourd of this in ®5 ant agoni sm of the hypotherm a at a dose
of 0.16 ng/kg. It was accordingly much nore active than the correspondi ng
(+)-enantioner, which ga/®™9¥8%nt agoni smonly a25m826 ny/kg. A similar

test was carried out by ] N i aponor phy intraperitoneally and
the com 15 pound of thia'gﬂ%on'l\@%llﬁ'lwoc%guc;ésgﬁ':y. It %ﬁﬁghnd t hat the hi ghest
ant agoni sm produced by t IReegetatpicsdsthred NR hi S | nvengé.omgat 1 ng/ kg. was 35%
t he correspondi ng (+)-enantioner gave 50% but only at 3 ng/Kg. Another
test applied to the conpotiff@"&#dd one designed to db?Ew:
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suppr ess&agtot Keed elhth &dpsdlésse and duration of the action po?entl al at 8 x 1
O[err] concentra- 20 -tion, whereas the (+)enantioner was effective only at
37 x 1Q:[err], and FRES? MRt @PHE equal |y effective only at 18 x
10-[err]. Acute toxici ty(#qestsdhave been carried ébUt by injecting the
conpound of this inventioff"8P“%arge doses in mce” T was found that no
deaths occurred at doses pagefthisdd stihid . W th ejddiemgt he conpound of. this
inventjon or its (+)-enantionmer. At |ower doses, the conpound caused ‘
obvi ous 25 effects on thétweNfF al nervous syst em823shingh effects di sappeared

qui ckly, within 40-60 m tes.f The effects caused 1b% conpar abl e doses of ,
the (+)-enantioner were STFPTME but 1asted nuch 1'6hQ8r. For exanple, the l
m ce tr e®rozdssitigliRstiudtions ale e 3aink QEWdr thé 260ndIB4degle. Were still stinulated 5

hours #¥fter adnministration. The conmpound of this invention is used as an
anti depressant by of9fi5AP IP% PPMEPPEYE:a human, 30 suffering from depression an
effective anti depr essantcm«g of the conpound. g{){)ective ant i depr essant
doses are found in the range from about 0.1 ny.Kg. ™o about 25 ng/ kg., or
from afout 6 ng/day to abPegdatbédstareh NElay as a uobalg. dose for a human. The
preferred dose range is fromabout 0.5 ng/kg. to about 5 ng/kg., or from
about 30 ny/TheYcomPodiOatd seiieh &8 /tNAYughR mifed sHiBlied TRE hsrd HafMA daglhiés. be
adm nistered two or nore tines per 3ay, by dividing the dose appropriately
for ea¢h adm nistration, or 35 may be Fshwti stered only once. The route of
adm ni stration of the conpound is not acritical matter. The compound is
oral |y absorbed, i t2fsicogwessietynien. 1Odng RSt #Plehdrri ni stration is usually
preferred, because of its %6 ence. However, tlpgmﬁprrpound may be
ef fectdvely adm ni stered subcutaneously, by injectron, or, in particular
cases, by other routes of MidiscrystsitiedeildseNFCh as 28d7 highgual di scs or
suppositories . 40 Phar maceuti cal conpositions with which to
adm ni ster the conpound na@farﬁ'éNFor mul ated as is ust®P™@n the pharnaceuti cal
chem sgry art, and may be §f,RA%4RE the commonly us&@m%‘ypes. VWhen or al
adm nistration is to be used, it Is usually nost conveni ent and economni cal
to prepare a tablet or a OvdmesienekearbtedNFconpound; capswyl es of the conpound
are prepared in the usual nner. sinply by diluting the conpound with a
phar megeut i cal |y accept abI@B‘ﬁ?’F#'@",d@WBNﬁ I1ing th‘ggﬂ'@si red quantity into
a 45 convenient sized capsule. Tablets, as is well known to pharmaceuti cal
chemi sts, ar érhs ainepbrett othetrisiFédidnts #6 @RabhlyDtked @Y ddmpRisedUrRGabIeEh by
di rect conpression and granul ati on-conpressi on. As the exanpl es bel ow
illustgate, the usual types of diluents, excipients, lubricants and binding
agents may be used in preparing tablets of the conmpound of this invention.
50 When |iquid dosage forns of the conpound are to be prepared, it is
obvi ousl y advant ageous to have the conpound in the formof a water-soluble
“salt. Such salts may be dissol ved-in water for injection, or dissolved.in.. . ..
water, appropriately flavored and adm xed with pharnaceutieally acceptable
-preservatives, as.an.orally administered elixir. Formulations of the .- .-~ .-
- conpound adapted for oral -adm nistration are preferred, -and tablets and 55 .

o T o M Y N Y T o I T o I 1 I T




“dosage Unit are particularly useful: dosage units. suppiyi ng from about "5
to about 100 ng. per unit are preferred. The follow ng are typical

formulations. In all cases, the conpo %{iépt he hydrochl oride salt fo
60 .65 * 0 052-492 Capsul es For. 5 rréP sul e; Conpound '

5 ng.. 5 Pregel ati nigigfiesd Farnfuk-Mor 25 mg. p&rXable - The conpound and starch

t hor otughl y ni xed arrd—f-i-l-l-ed—i-nt-n—ha-rdg-g-ef—a-t—r-n capsul es. 10

For 25 ngy. per capsul e: Cofipropavdd . 2|5mg_. 25 gg.t N

M crocrystalline cellulose NF 123.4 ng. 15 Pregelatinized starc

36. 1 n’gySfl i cone fluid Mlbclzrocrysta mecelltr;rlgseI\!LF_ 9 ny. 2487mg.  The silicone
fluid is thoroughly m xed gg’cwgegspo'rtion of the exgg'gingdjfts. The -conpound
and remai nder of the excipients are added and all 1ngredients thoroughly
m xed together. The mi x i sPregdlatioited sierch NEr d gel at i mo.oagsul es. For 50 (rjrg
per capsuPe: 25 Conpound - 50 . Pregel atini ze
starch NF 168. 4 ny. 3geicacidNF &0 e NF |
82.9 ng. Silicone fluid  MagnesiumstearateNF 1.6 NU. FBQAEEssi ng instructions
are the sane as for the 25 ng. capsule. For 500 ng. per capsul e: Conpound
500 ng. 4@ . Colloidal sticencrlidxideiNFi zed st arz# mgh 400 ng. The

® . : ; :
~conpound and st.qgecpongre J horoughl y mxed and filled into hard gelatin

pound, lactose USP, pregelatinized starch NF, 30% cryst cellulose NF,
capsul €s. 450x of the stoaric aci NFnga °1é§9u§¥"§’ wetalling

: f 50% of the colloidal silicon dioxi
CONpr essi ON-dofHprebsbdTBio sHigk. The g r%gp&“g rm granules, The granules, magnesiumny stearate NF,

n
u
M cr ocr ysdoal dndnike EbﬁiairﬂHgQﬁErdbEstagﬁﬁceﬂulB&- NFols&Bd1ach NF, and colloidal silicon dioxide NF are
45,0 ng. 55 thoroughly mixed and compressed inft mbleisc aci d NF 6.0

ng. : Magnesi um st ear at.e NF . 3.0 . Col | oi dal si l'i con di oxide NF
0.9 ny. 60 The drug ﬁﬂgﬁfﬁéﬁ'mrﬁﬁ'r%i"lgnf’%’.tga%"thor oughly mi xed and
conpresseg into tablets. 65 8ompe P52 492 Sl ugged F%rr%l.a-for 25 ng. per

t abl et

are thoroughly mixed and

Dibasic calcium phosphate USP 112.9 mg.
Lactose USP 105.0 mg.
30_ . Microcrystalline cellulose NF . _ 60.0 mg.
Starch NF 8.0 mg.
35 Stearic acid NF 4.5 mg.
Magnesium stearate NF ' 1.5 mg.

The compound, dibasic calcium phosphate USP, and lactose USP are thoroughly mixed, then wet

40 massed with a 1:1 mixture of denatured alcohol and purified water USP. The wet mass is sized, dried,

and the dry mass is sieved to form granules. The granulation, microcrystalline cellulose NF, starch NF,
stearic acid NF, and magnesium stearate NF, are thoroughly mixed and compressed into tablets.

Claims for the Contracting States: BE CH DE GB IT LI LU NL SE

- 45
1. The (—}-enantiomer of the compound of formula (I):
50
O~CH(CH,) ,~NH—CH, !
55 ' CH

3

or a pharmaceutically-acceptable salt thereof. .
2. (—)—N-Methy|-3-(2-methylphenoxy)-3-phenylpropylamine.
3. (—)-N-Methyl-3-(2-methylphenoxy)-3-phenylpropylamine, hydrochioride.
&0 4. A pharmaceutical formulation comprising as an active ingredient the (—) enantiomer of formula

{I),ora pharmaceutically-acceptable salt thereof, as claimed in an i i i
. : s y one of claims 1 to 3, assoc
at least one pharmaceutically-acceptable carrier therefor. tated with
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- ma——ia iF"'-M‘----— i

'Corrpouﬁd . L _ T n’g5

M crocrystalline cellul ose NF 249.7 ng. Lactose
25.0 nmg. Pregel atinized starch NF 0 ngf@ll"ﬂ"ﬁl“l”ﬂlmmi NF
8.0 ny. Magnesium stearate NF . 0 052 é%

CoII\9| dal silicon sqjgggd dg,mlylg_fo, 25 ng. fer@blet! N€ corrpound | act ose USP,

pregel atini zed st ystalline cellul ose NF, 80% of
the stearic acid’' NF, and Gﬂ%cohdt he col | oi dal si |26cam di oxi de NF are

t horoughly m xed and conpyr.essed jnto sl ugs. The sl are sieved to form
granul es!.  The granul es, n‘gﬁﬁ’ég’?ﬁ g ealulpsatt NF, 2%4§%d“? "he remai ni ng

m crocrystalline cell ul osgciEeusp earic acid NF, anrgoghtl oidal silicon
di oxi de NF are thoroughly m xed and conpressed into tablets. Wt

granul ation-for 50 ng. pePregedlinized st@gh NF 10.0 mg. Conpound

50 ng. Dpbasic cal ci um ph hat e 1 12.9 ng. _Lactose USP

105.0 nmg. 30 M crocrystal %% 'é'l'\#ul ose NF 608 MY.. Starch NF .

9.0 ng. 35 Magnesium stearated¥ | C aC' d NF33mg. - 4.5
ng. Magnesium stearate NF 1.5 . The corrpound di basi ¢

cal ci ummhogphat e USP, anepliidelisilisen disfediFe thor ougﬁl4y'nsm xed, then wet 40
massed with a 1:1 mxtureacof denatured al cohol ur| f| ed vvat g The:-
e mes | s S R R bl i i
granul at i orponigldsEddGhth 1‘h@‘§|u§§"h L&keQ&?to gra ratefl\ﬁ'-d

nmagnesi Wwe sn@ahétetnaiding mrca:ctyben.augéllhwsmx aﬁﬂdcxﬁwpérﬁﬁ&ﬂldudhlrﬁil&oh alokide 8IF are
Clainms for tbd:reummlxa(ttand]gorﬂnrassed;inttsﬁb@té. DE GBIT L1 LUNL SE 45 1. The

enantiomer of the co ound ormula (1): 50 [err _ ) 55 or
g |)ohar maceut i cal | y- 22 SFAPYAY sfgf f’Bt"F‘ﬁAPE" 'F‘L'el) Lerr] ()

(-)-N-Mghyl - '3-(2- net hyl pheggxYadund- Pheny! propyl ami nﬁ,mé

(-)-N Methyl - 3- (2- net hyl phenoxy) - 3- phenyl-pr opyl am ne ydrochl ori de. 60

4. A pharmaceutical formul aDibaﬂcmmWDMsu@tasSPan actia®migngredi ent the (-)
enantiomer of forrmula (1), g %EFr maceutical | y-accept abl e salt thereof,
as clai rred in any one of cl o 3, associated WX®™gt | east one

phar macélt i cal | y- accept abl emggﬁseg,,,nglggru%gg)m: 65 9 g0.8mg>2 492 Slugged
Formul a-for 25 ng. per tablet Conpound 25 ny. 5

M crocrystalline cellul ose BferchNF249. 7 ng. Lactose USSR mg.

25.0 ny. Pregel atinized stagch . NF. 10.0 ng. 1Q Stearic acid NF
8.0 ny. *flgnesi um stearate %Ea"cac'dNF 3.3 ng. Col%®P&al silicon dioxide
NF 2.4 my. The conpounmag,l,@,g;,gs@,,m pregel atiRiggd. starch NF, 30% of

the mcrocrystalline cellul ose NF,
The compound, dibasic calcium phosphate USP, and lactose USP are thoroughly mixed, then wet
40 massed with a 1:1 mixture of denatured alcohol and purified water USP. The wet mass is sized, dried,
and the dry mass is sieved to form granules. The granulation, microcrystalline cellulose NF, starch NF,
stearic acid NF, and magnesium stearate NF, are thoroughly mixed and compressed into tablets.

Claims for the Contracting States: BE CH DE GB IT LI LU NL SE
45 P ;

1. The {—)-enantiomer of the compound of formula (1):

QO-CH<CH2>2—NH—-CH3 )

55
: CHG

or a pharmaceutlcally-acceptable salt thereof.
2. (—)-N-Methyl-3-(2-methylphenoxy)-3-phenylpropylamine.
3. (—)-N-Methyl-3-{2-methylphenoxy)- 3-phenylpropylamme hydrochioride.
60 4 A pharmaceutical formulation comprising as an active ingredient the (—) enantiomer of formula
(1), or a pharmaceutically-acceptable salt thereof, as claimed in any one of claims 1 to 3, associated with
at least one pharmaceuticalily-acceptable carrier therefor.
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"'80% of the stearic acid NF, and 50% of the col | oidal siTicon dioxide NE are ..

t horoughly m xed and corrpressed into slugs. The sl ' form..
granul es.. The granul es, magnesi um §t635a%§ NF, 20 runmmmmgmj"wﬂ“g
rri cr ocrystal line cellulose NF, ste 2 NF, and*cofl otdal ¢&ili*con

NF &8, Thd RO leR&HEBMYr cmfdfﬁndla Wr g thmﬂ&lli—%c@mﬁﬂb Eéﬁttﬁere#ﬁs claimed in

gr an T’at poynereost cifimsry . to[Befor Uisebasedn arfidepressant. Conmpound
50 ny. Di basﬁ & precess fornresladagthe - easfiomeriof formul (lhgr a Mautra;selcaJBicceptable salt

the o f h co
éOg ?rg ngﬁ ﬁa();;,a(it;nag:‘?(a%gnal! l:{{r;uecf e com%?uéu?ﬁ “ﬂ:rr%lﬂ? @ VKE arig-)-acu; so asQo orm a mixtyre

ng. Magnesi Up) sep@dfiny fhe \F) (—) sait from the (+)X+PsdiOby fidt8ofed BlpQEiftiodli basi ¢ :

cal cium phodpih'aacﬁnéJEBB(+)6(Hlisdltaotommedllﬁm1 ad rohd base tigktlesatethik 6<) bade ot Forivala (K0

rrassed wenh % m xture of denatured al cohol and purified water USP. The

wet melfs js (61 ont '&"a"HrSF'E‘d"g R dret hesedp\poipined sp gs &9 eRfaie 2 pPharmarertigainaereetbleThe

granul ation, m crocrystal line cellulose NF, starch NF, stearic acid NF, and

magnesi Uglaihe adrathe Colltracting Sthwef Arghl y mi xed and conpressed into tablets.

Clainms for the Contracting States: BE CHDE GB IT Li LUNL SE 45 1. The

(-) - erffint i onterA pypcesh for guepgtingntie d-)-¢rantinmen of the: coFPofngl of|formula (1): (I} 55

CH3 or a pharnaceutical ly-acceptable salt thereof. 2.

(-)- N Met hyl - 3- (2- net hyl phenoxy) - 3¢ yl propyl am ne. 3.

(-)-N Met hyl - 3- (2- net hyl phenoxy) -3 dhyl propyl.am ne, hydrochl oride. 60

" 4. A p@arnmaceutical fornul atipganconPy1sing as an active ingredi ent the (-)
enantioner of fornmula (1), o : @ﬁgé d;;.ya accept abl ? salt thereof.
as clainmed in any one of clai\gs to 3, soci ated with dt)least one
pharmaceutical | y-acceptabl e carrlier therefor. 65 .9 0 052 492 5. The (-)

‘enant izenmer of formula (1), or acfdgar maceuti cal | y-acceptabl e salt thereof,
as clainmed ip any aone of cI ai ns to 3 for use as an antldepressant 6. A
process Po? PRt éﬁ;" ')zf héc'ﬁﬁ% '}g@"’f{’ﬂ{) g—ﬂ%d .

phar maceg“hqu ¥ gq: ¥ cPRRend pf ol w'r?eaof id '°h°yas forpp mixte s 1

0 3 whi ch qoNRpérsts th5 (+) (—) saI{ ﬁa;mr:ﬁaﬁt)l(mgsah Byaedtibial EQéBNiAtiod;he conpound

of fornmul a ((d)reastivditha ({H)-} saltisd obw@inad witlo afsmbng basgitibarage thé (-t Ibese(of Jorfulp (IBNd
(+) (+) é%ﬂté % separating the (+) (-) salt fromthe (+) $+) salt b
fracti ongEL ‘opally Zaffyingthe ?'87 bsesetoPHlfie B2 o3 i) otay a phirinacsyticaly-4rqsRAbIR;

.a strgpg ase to liberate the (-) base of formula (1); and 10 (d)

opt i onal Ryvendicafigrisnbut Nd Etag@ohfiéctand BEIGHDECR GO IME) LY NSRRI N a

pharmaceutical | y-acceptable salt thereof. Clains for the Contracting State:

AT 15 11- Epanioméresis’) f’b)rCO'ﬁPQ?Bd‘Plf?rg‘“teh@ (-)-enantiomer of the compound of
formulga (1): ferr] : (1) 25

-CH3 or a pharnaceutically- accepta |t thereof, which conprises: (a)
reacting a racemc formof the co of formla (') with a (+)-acid so
as to forma m xture of the( d (+) (+) salts; 30 (b)
separating the (+) (-) salt f Ja_”(ﬂm @Ht byfractlonal

crystﬁllzatlon n

50 .
ou un de ses sels pharmaceutiquement acceptables.
2. La {-)-N-méthyl-3-{2-méthylphénoxy)-3-phénylipropylamine.
3. Le chiorhydrate de (—)}-N-méthyl-3-(2-méthyiphénoxy)-3-phénylpropylamine. .
4. Formulation pharmaceutique comprenant, comme ingrédient actif, I'énantiomére (—) de
55 formule (I} ou un de ses sels pharmaceutiquement acceptables suivant I'une quelconque des reven-
dications 1 @ 3, en association avec au moins un support pharmaceutiquement acceptable pour cet
énantiomére ou ce sel.
5. Enantiomére (—) de formule {l} ou un de ses sels pharmaceutiquement acceptables suivant
l'une quelconque des revendications 13 3 en vue de l'utiliser comme antidépresseur.
&0 6. Procédé de préparation de I'énantiomére (—) de formule {l) ou d’un ses sels pharmaceutique-
ment acceptables suivant I'une quelconque des revendications 1 & 3, caracténsé en ce qu'il comprend
les étapes qui consistent a:
_ (a) faire réagir une forme racémlque du composé de formule () avec un acide (+) afin de former
un mélange des sels (+) {—) et (+) {(+);
65 (b) séparer le sel (+) {—) du sel {+) (+) par cristallisation fractionnée;

10



..'.

”(“(";)..’?.'.rﬂéaf:ti ng the (+) (-) salt so obtained Witk a strong base to Ti

RN AL RO ol 11 T

te

mEe SO
Revendi cations pour |lea Etats contract DE FR GB I¥ M LU

Enaﬂﬂ lLomere (-) (faiccoeRfidesel 6+){-Oraisi ddtdnl avectide B8se forte pour libérer la base (—) de formule (l)
[err]7CH 3 5§t ou un de ses sels pharnmaceuti quenent acceptables. 2.

(-)- N et hyl - @ oHeptY ,D Bhnesifler 1 bisiedingd Hins fgrméerpeus obBinir up d@tﬁeasﬂydhzumecedﬁ-
(=)~ N- et hyl q':'f et RETRGPBhenoxy) - 3- phenyl propyl ani ne. 4. Fornul ati on

phar maceufi RSV eRIBRESH FoUr 1'Efe? WHRrdciefrent actif, 1'enantionere (-) de 55
formule (1) ou un de ses sels pharnmaceuti quenent accept abl es suivant |'une
quel conque des rPeacédé delpréparatinnsdell'énaBiomére &3 sledoratuleolll avec au noi ns un
support pharnmaceuti quenent acceptabl e pour cet enantionere ou ce sel. 5.
Enanti one¥e (-) de fornmule (1) ou un df : sel s pharnmaceuti quenent
accept abl es suivant |'une quel conque daasridvendications 1 a 3 en vue de

| "utiliser conme antidepresseur. 6. Proc6d6 de preparation de

| " enantionere (-) de formule (1) ~0R-CBIERH pLINBI—HOHAr Maceut | gHe- ment
‘accept abl & sui vant | ' une quel con des revendications 1 A 3, ‘caracterise
en ce qu'il conprend | es etapes qui nsistent a: (a) faire reagir une

fornme racem que du conpose de fornmule3(l) avec un acide (+) afin de forner
un el ange dasd eebds s@lt})hirm)icéﬂhqtfeﬂen(é'&eptﬁﬁes suivant('Bde @.ﬁﬁaﬁcgé dle@re§§‘ldlc£%" ns(1 93
du sel (+30 (cayacpiisé eii ic6 gatll lcompriendles étaped halrtoAsstent Q: alre
reagir le frﬁ‘lr'b( )fo‘(":e réa;nlrn@e fqymemémmuedu umpdsaslefdrmutbel) mumnlacubemraﬂd.aefwaa
(=) de for abasellbre ai nsi
formee pour obt & pa'er' ("g‘ a"'émg

Revendi catd ot pour re Etgat séé% ri%'ﬁ%n roce EF?(ﬁ'rg a:?rg asel g%ef‘”mu'em

| "enantionmere (4d édmttieﬂemﬂteal(ﬁlzb I3[ s ]lbre ainsi formée pour ol(tér)lr Gdde Qét silstﬂlhaﬁ&‘éeutl-
sel s phar macwemenfutasemieblesccept abl es sui vant | une quel conque des :
revendications 1 a 3, 20 caracterise en ce qu'il corrprend | es etapes qui
“consi st enj, j ' I ' formul e

(1) avec un'%z;(t:érg%nsk%‘:ﬁg |rﬁd?%g£?gp§st;aqéjﬁ§ﬁe aﬁggﬂ f&gm et {+)

(+): (b) separ en. {-¢-Essttioferes der) Vaitindidl der Forinal) (Npar crl stalli sat i on
fractionnee; (c) faire reagir le sel (+) (-) ainsi obtenu avec une base
forte pouy, liberer la base (-) de for 1); 25 et (d) 6ventuel | enent
salifier la base |libre ainsi fornee po bt enir un de ses sels

phar maceuti - quenent acceptabl es. ~3Q

Vertragsstaaten BE CH DE FR GB |
Ver bi ndun‘g der Formel (I) 35 [er

oder ein pharmazeutisch annehmbares Salz hiervon.
45 2. (—)-N-Methyl-3-(2-methylphenoxy)-3-phenylpropylamin.
3. (—)-N-Methyl-3-(2-methylphenoxy)-3-phenylpropylaminhydrochlorid.
4. Pharmazeutische Formulierung, dadurch gekennzeichnet, dafl sie das (—)-Enantiomere der
Formel () oder ein pharmazeutisch annehmbares Salz hiervon gemaR einem der Anspriiche 1 bis 3 als
Wirkstoff in Verbindung mit wenigstens einem pharmazeutisch Annehmbaren Trager hierfiir enthait.
50 5. Verwendung des (—)-Enantiomeren der Formel {l) oder eines pharmazeutisch annehmbaren
Salzes hiervon gemal einem der Anspriiche 1 bis 3 als Antidepressivum.
6. Verfahren zur Herstellung des (—) Enantiomeren der Formel (I} oder eines pharmazeutisch an-
nehmbaren Salzes hiervon gemaR einem der Anspriiche 1 bis 3, dadurch gekennzeichnet, da man
{a) eine racemische Form der Verbindung der Formel (I} mit einer (+)-S&ure umsetzt und so ein
55 Gemisch aus dem {+) (—}-Saiz und dem (+) (+)-Salz bildet,
' (b} das (+) (—)-Salz von dem (+) (+)-Salz durch fraktionierte Kristallisation abtrennt,
(c} das so erhaltene {+) (—)-Salz mit einer starken Base zur Reaktion bringt und so die (—)- Base
der Formel (I} freisetzt und
(d) die erhaltene freie Base Gewiinschtenfalls in ein Salz iiberfihrt und so zu einem pharma-
60 zeutisch annehmbaren Salz hiervon gelangt.

65
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oder ein phar ITB.ZEUtI sch annehnbares Sal z hi e ervon. —45
(-)-N Met hyl -3-(2-nmet hyl phenoxy) - 3- phenyl propyl am n
(-) - N-Met hyl - 3- ( 2- met hyl phenoxy) - 300082y4920py| ani nmﬁ‘lﬂﬂl{u
Pharnaze ti sche Faorpulj erung, dadu h gekennzei chne

nan i Hé?ﬁc'gé?ﬁé*"?‘l 'FEI n pharmazeuti sch annehnbar es Sal
hl er von [er r\}erﬁhraﬁH&Mrst&ﬂﬁ@'&wm{;armoﬁteén %Eﬁvé%:ﬁ&ﬁah%if FortheM@' i ndung m t
weni gst ens ei nem pharmazeut 1 sch Annehrrbaren Trager hierfur enthalt. so

5. Versendung des (-)-Enantionere Fornmel (1) oder eines pharnazeutisch
annehnbaren Sal zes hi ervon genfer r em der Anspruche 1 bis 3 als
S

Ant i depressivum 6. Verfahre r tellung -des (-) Enantioneren der

Formel (1) oder eines pharna en Sai zes_hiervon genferr]"
ei nem,ger Anspruche 1 bis 3, urchl‘b‘-g1 k%?mzelc net, [erf]) man (a) eine
racem sche Form der Verbindung der Fornel (1) mt einer (+)-Saure unsetzt
und so ei n 55 Gem sch aus dem {&#H, (-) - Salz und dem (+) (+)-Salz bildet, (b)
.das (+) Salz von dem + +-% dur ch fraktlonlerte Krlstalllsatlon

EQLLE i otn:;,ws g r"d"a%de'?gfme‘gr’ PRSP SR P TR B

3
erhal tene frgi &s ﬂe)%aw&s egﬁ. eRf @ baz umcnerr&tﬁabze Khsifidahér abthReingSO zU ei nem
phar ma- 60 ZAeutass sc lerhaiteme lixkiai-Salz St elnen swrken Rasg elircRegktionitingt unB s6 B (4BRase

Patentgnﬂffrﬁ?ﬂhe'fﬂbrffe@etnt ansh t ragsst aat AT Verfahren zur Herstellung des
(-)-EAanti Q.Qg;fﬁ, ng‘t}?ﬁ g" "thli‘??fa\‘*él'" ¢ip Sak UperfihTt Wideso 2y pharma-
pharmazeu‘fu a"ﬁ 'I""ua ggaﬁ!ﬁ ervon, dadurch gekennzeichnet, [err]
man 15 (a) eine racem sche Form der Ver bi ndung der Fornel (1) mt

ei ner §+)-Saure unset zt und so ein Gem sch aus dem (+) (-)-Salz un dem (+)
(+)-S§ z bildet, (b) das (+) (-)-Salz von dem (+) (+)-Sal z durch
fraktionierte Kristallisation abtrennt, (c) das so erhaltene (+) (-)-Salz
mt einer starken Base zur Reaktion bringt und so die (-)-Base der Fornel
(I') freisetzt und 20 (d) die erhaltene freie Base Gewunschtenfalls in
ein S8z berfuhrt und so zu ei nem pharma- zeutisch annehnbaren Sal z

hi ervon gel angt. 25 30 35 40 45 55 60 65 12
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