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EP Q 279 937 Bl Description Novel substituted 2-ami noacetani de derivatives
have been prepared and found to possess useful sedative and especially
antiepleptic activity. 5 Ceneral EescrgpsiBn This lLnvention relates to
novel 2-am noacetam de conmpounds of the follow ng general structure (1): 10
QO WCH2-CNCCGNH 2 [err] _ (1) 20
wher ei n Beaseribipdr ogen, | ower al kyl [err] or nethoxycarbonyl; [err] is
hydrogen or nethyl and where Wand Q are i ndependently sel ected from phenyl
or 4-fl uor oferehsubstited 2-aminoaseipmige, davatlyes bpvatReen PepPepd iapth found &yBpsgess ritgefily
phar nacefef#iig g espegiglyran¥opllopticacivitiddi t i on salts of the conpounds of general
formul § M ... _Conpounds of this Invention possess useful

phar maceut"&@ 28 rties. In particular they possess sedative and

antiepileptic properties. Especially useful c unds .are those.ln which B
s hyelr ogan Tt MG /PEtia mip e Resnrieifor AR P i A oA SRl The
2-am ngacet am des of general fornula (1) as described fully above are
conveniently prepared by suitable am de bond form ng reactions fromthe
correspondi ng am ne internedi at®s & Weneral fornmula (2): Q H 40

[err] (2) 45 where B is hydroden, ll omer alkyl [err] or methoxycarbonyl,
[err] is hydrogen or net WACHmNater@&NlBand Q are i ndependently sel ected
from phenyl or 4-fl uorophenyl” and optl cal”isoners thereof. Mst of the

am nes of general fornmula (2) & &kndhn conpounds and may be purchased
commercially or conveniently prepared by suitable nggifications of the
reported procedures. Sone of the amnes (2) are nof nown, but are prepared
by sim | ar procedures. The preparation of the non-commercially avail abl e
amyes2wof general 50 fornula (2) is described in the "Preparation of

| nt er medi wheesi' B @dwdrpasn. lovien alyl (GriCalzor imsthaxycarbaniing: is byrdreden prometiy) andwhereiWeindy| e
be uti | i zBarefinsepantiantly enipgted &pro Rhesyl of rlluaapherys of general fornula (2) to the
am des of gdhenuentionoaise rplateg to)opticaljepmersHand de, Phagmagpyticlly aeqsptalie agid addition) palte of 1 ed
met hods f#p campounds ghapaeralifsRuiaily desi gnated Method A and Method B. Met hod A
consi s&% of Campweds efdf I“i‘gqb:%_fp"%sa"rﬁ’rﬁ?ﬁ" girarmacanfigal | psgherties; |y P&'B‘F‘?" g?eéitﬂé’ﬁﬁeéﬂ
ani noaci dse9&e gagd F’U‘&%’e ofifst (FeRegiallysyseful,compoyngs gre thage d whighy B i pycrogen or

methyl and W and Q are phenyl.

Detailed Description

The 2-aminoacetamides of general formula (1) as described fully above are conveniently prepared by
suitable amide bond forming reactions from the corresponding amine intermediates of general formula (2):
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45 where B is hydrogen, lower alkyl (C1-Cs), or methoxycarbonyl, R1 is hydrogen or methyl, and where W and
Q are independently selected from phenyl or 4~fluorophenyi and optical isomers thereof. Most of the amines
of general formula (2) are ‘known compounds and may be purchased commercially or conveniently
prepared by suitable modifications of the reported procedures. Some of the amines (2) are not known, but
are prepared by similar procedures. The preperation of the non-commercially available amines of general

so formula (2) is described in the "Preparation of Intermediates” Section.

Many amide bond forming reactions may in principle be utilized for the conversion of the amines of
general formula (2) to the amides of general formula (1). Two procedurss which represent the preferred
methods for this conversion are designated Method A and Method B. '

Method A consists of direct coupling of commercially available suitably protected aminoacid derivatives

55 of formula (3):
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where X is an urethane protecting group preferably benzyl oxycarbonyl (CBZ)
or {-butyl oxygarbonyl (BOC). with an_amine of general formula (2), in an
inert solvent in the presence of a HUPRTHETRhgent such as 15

di cycl ohexyl carbodilmde with or w thout 1-hydroxybenzotriazole or other
add™~i ves to provide coupled products of general fornmula (4): [err] 25 The
protecting groups X, are then readily renoved by either catalytic

hydr ogenati on for the CBZ gropipg or treatment with an acid such as
trifluoroacetic or hydrochlorffcjacid for the BOC group to provide the
conpoundsg of general fornuldO¢4¢-NHEXhod B consists of reacting an am ne of
general fornula (2) with an act|vated two carbon acid 30 derivative which
contains a |leaving group al pha Ho the carbonyl, such as chl oroacetyl
chloride, in the presence of an acid acceptor, such as triethylarnine, to
produce the correspondi ng 2-chl oroacetam de derivative of general formula
(5): 40 1 ' “[err] ($$)45 Such an
internediate can be directly reacted with ammonia in a solvent such as a

| ower al kanol, for exanple nethanol or ethanol, or a chlorinated sol vent,
for exanpl e wbérb O¢iohm umethere pretedting growp ryéferahly banzyiexyeerbrnwh (@BY) phichutviskycagonyt BPCHe
t he cor r espaittliam@mine rop genes forrfiulay@h dr ant Inprd setventain (“19? presgOce of a cpheling GegRIl SUrd aaf
general fi6r wigyeiohgxyjcaediigisieswithnorawiipayiet-vdioxybanrzpidazole .05 (pthep @fdifves &0 BisYiiR spupled

i somer s ar e Pypguds dlgenerabieapria@ipounds are conveniently prepared from
optically active amnes of formula (2) by the methods descri bed above. The
conpounds of general formula (1) arg bag g conpounds and may be used as
such or pharnmaceuti- cally accept abl‘e aﬂi addition salts may be prepared
by “f eat f@nt with vari ous I NOKQ R CcaN-@-gamexaci ds, 55 such as '

hydr ochl ori c, hydrobrom c, sul furizc,l ghosghoric, acetic, lactic, succinic,
fumaric, malic, maleic, tartaric, ciptR,C, Henzoi c, (&t hanesul fonic or
carboni c acids. The conmpounds of gener formula (1) possess useful

phar maceuji cal properties. In particular they possess useful antlepileptic
properties apgd .%%@% €8 SarS REHohaF 1MoLy st catdhfe hfradehativh fo M6 CBRIgfoupor
3 EP 0 23ai8 vﬁ&ﬁ%%z‘aécﬁ:egxchyasslﬁfﬁﬂg%ﬁh B@ﬁ‘;}aﬂﬂﬁeﬁc%ﬁ' B UG Grods td iolide MRS
measur ed by cansRAd dfgerdrabRimAUNI' S ability to prevent the hind linb tonic
ext ensi on conpm&rdy B Gondishe ofSidholity Bn aming o géiferab formiiL @) iwitkl e @etivitgd DX taitsn acid
el ect r 0sh@c lhefing) wiitdht &ntas &l leding i gidub diph& itd @ideaatbomt neuct 8¢ tlidrosastylachiutida]iim the
to the proceskseres dbfantdeid dcpedice,paigh Bs aethizlaming, NERibdase thel lsbwraspanding \2-cRloroggetamide
Porter, et alervativelotgameralGbimula (fuarterlyl1984, 51, 293, and conpared to 5 the
standard agents dilantin and phenobarbital. Activities [err] in the range
of 10-400 mk after oral admnistration in this assay system were obtained.
Sedative #ctivity was assessed by bQhavPoHal observa- tion in groups of

m ce. Sel ected conpounds exhibited hctillidy in the range of 30-600 mk in
this assay. An inportant factBrCHQ'FnﬂgCng'Fﬁe useful ness of antiepileptic
ag@/ts is an evaluation of their prépénsi gﬁ to produce neurotoxic effects
(R~J. Porter, Oeve. din. QarterByRy19B4 51, 293). Selected conpounds
were 10 #valuated in an acute neurol ogical inpairment (NI) assay and [err]
doses determined in mce essentially

(5)

Such an intermediate can be directly reacted with ammonia in a solvent such as a lower alkanol, for
example methanol or ethanol, or a chiorinated solvent, for example chloroform or methylene chioride or
mixtures thereof to provide the corresponding compounds of general formula (1).

50 The compounds of general formula (1) possess an asymmetric center, and thersfore optical isomers are
possible. Such compounds are conveniently prepared from optically active amines of formula (2) by the
methods described above. :

The compounds of general formula (1) are basic compounds and may be used as such or pharmaceuti-
cally acceptable acid addition salts may be prepared by treatment with various inorganic or organic acids,

55 such as hydrochloric, hydrobromic, sulfuric, phosphoric, acefic, lactic, suceinic, fumaric, malic, maleic,
tartaric, citric, benzoic, methanesulfonic or carbonic acids.

The compounds of general formula (1) possess useful pharmaceutical properties. in particular they
possess useful antiepileptic properties and they possess sedative properties. These activities were as-
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according to the procedure of Coughenour et al ., Pharmac. Bi ochem Behav.,
1977, 6, 351.,The oral therapeutic index (TlI), that is, the [err] in the
neur ol ogi cal i npai rment assay di VERIO@7&932Bet EDso in the maxi mal

el ectroshock assay after oral doses, was cal cul ated. Unusually high oral
theMpeut I c indices were observed. is The follow ng non-limtin
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washediswi t hTheerbiRfing @br-IReing IsiRMEH Gind bkhpled 2 Hichded! 10 SRINBIHE the/prephiralivh Sof the
stirred uitredid«aniges(dbfdtmud (2) anfl itelr esrestsiond tdmoetlcdipoghidy 6f gRRera fongulg AR %0 .
yield) of N-fornyl-1 ,2-diphenyl-2-propylamne, np [err]. This was
suspendecPreparaﬂpnlpfbferrdda%eHCI and heated to reflux for 2.5 hours. After
cooling inair for 1 hour then in an ice bath for 30 minutes, the white
soN-d 2ahiliwsiratient! crystal | i zed was col l ected by filtration and vacuum dri ed

to give 85.9 g g (97%§| eldg of 1,2-di phen | - 2- propyl am ne hydrochl oride, np
175- 35 n of 1

, 2-bi s(4-fl uorophenyl ) prop | am ne hydrochl ori de 40 By procedures
essent %5 ald thﬁr@@arré "if%P{%% Hés"@P'P rﬂ@a'f'?aﬁf’"r ?fltEPstP%?E'i"eﬁd vibgel By (Gpristol, Bull
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hydr ochl G HexariOison mi paara%ﬁw@ 5 § e rile st Ded
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of (-)-1,2-di phenyl -2-propyl am ne 4 EP 0 279 937 Bl Racemc 1
, 2- di pheniswafiep2 opyl am ne (86 g, 0.4 nol) was dissolved in 0.5 L 95%
et@ol, heated to near

Preparation g_f 1,2-bis(4-fluorophenyl)-2-propylamine hydrochloride

40
By procedures essentially the same as those described in lllustration 1, and by substituting 1,2-bis(4-
fluorophenyl)-2-propanol (prepared by the reaction of 4-fluorobenzyl magnesium chioride and 4-
fluorcacstophenone) for 1;2-diphenyl-2-propanol; the corresponding 1,2-bis(4-fluorophenyl-2-propylamine
hydrochloride, mp 188-189 G, is prepared.

45
Hustration 3
Preparation o_f 1,2-Diphenyl-2-butylamine hydrochloride
50 By procedures essentially the same as those described in Hlustration 1, and by substituting 1,2-

diphenyi-2-butanol (prepared by the reaction of benzylmagnesium chioride and propiophenons) for 1,2-
diphenyl-2-propanol; the corresponding 1,2-diphenyl-2-butylamine hydrochloride, mp 190-1925°C, is pre-
pared.

66 Mlustration 4

Preparation of (-)}-1,2-diphenyl-2-propylamine




reflux and added to a solution of (-)- di benzoyltartarlc aci d nonohydrate
(151.9 g, 0.4, mol) in 0.5 L 95% ethanol also at reflux. A white solid
crystallized i nmediately. The nixt urkP 0 #Z8%7B1 uxed for 5 ninutes, then
allowed to cool to arrbl ent terrperature The solid was coll ected by

filtation an dri.e |v er
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2. 05 g ofs (=) 1,TH20WN phenyl - 2- propyl am ne mal eate, np [err] (C 15 = 1,
CHaOH). Illustration 5 Preparation of (+ )-1 ,2-Di phenyl - 2-propyl am ne 20
The filtrat dustieidndue whi ch was saved in Illustration 4, was treated with 1
L [err] and O. 9 L 5% [err] shaken vigorously, the |ayers separated and the
organi ¢ pha et 3[31112 'F!JGW‘%‘B’GPM'H"‘“?O/O[err] and 2 x 500 n1 H20 then

dri ovef SO4 and eva or at ed to an oj

(+)-1, 2-di pher P‘;“t’ y g irgto fide Gy
a 0 ay(ﬂf %}% 6he organic
I) ndlzggnrzT1 OY|h§ %‘e ﬁ%% and evarf i fnpa% q{iario [an eﬁﬁoﬁ ?rr:::
atid

refluxing 9 ‘(?r l s{o 3 oVnefI b 5% Wanol.
~stirred aF SHits ol i h ‘im?é% ;l r%r 5 rﬁ}mﬁ'&b{h&{‘ Ilowed to cool to
tenperature, te lﬁy ritioh @id ﬁ&umeyﬁt@dumr Thb@$ltodive 71 6
[err] for 8 %%&1 -(alp%n\{(ﬁz rap n'fheo +)dibbnzbyligridieP RPNMOF-198° 10 i}y =awess”, (C =
(+)-di benzoldﬂ@i)t 5.80%f thiépsa Qb dissolvad th @53 tnl GRTITark 280 il 8%TNH,OHOshakef WigbrBiiss., the
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2 X 500 M alexab lupb niyae hied 18.35g bfe2(3- ((phérﬂ/)-z-arﬂﬂﬁpropanouc acid methyl ester, mp 61-62° C.
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Hustration Z
65 _ _
Preparation of N-Methyl-1 ,2-diphenyl-2-propylamine hydrochloride

N-formyl-1,2-diphenyl-2-propylamine (23.6 g, 0.1 mol) was added to a stirred suspension of LiAlHs (15.0
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conbi ned organic extracts were washed with 500 m 1N HCl, and the conbi ned
aqueous | ayers were 50 basified to pH 10 with solid SOdI um car bonate, and
extracted with chloroform (3 x 508pwi2res 9FhB1conbi ned extracts were washed
with water, dried and evaporated to a yellow solid, 121 g. This was
recwstalllzed from hexane (400 ml) to give 76.3 g of .
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t enper at er was added to deconpose the excess [err] and the m xture
filteredqﬁﬁg%wﬁ% ve the solid salts. Evaporation of the solvent gave 23.0 g

of the,cr This was dissolved in 180 nm of ethyl
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t hen a sotatalystoras gémaypd hy filtidiion pd the belveht evindete2Qa BhidSolidy Thiwas dissblyed|im8LOD ni
of chl or offdetrmetierioltand trerted: with 206 o) ofrother. Mpen cbaling @ $elict cryFialized which yas: ragrestalized | d
was renovER HP mijof isprsaraenh and (@0 mh ef racdianel i give\Bef ot Zramino-N(fhe-dipbany Hietindathyl)-

di ssol v e dePRME OYdichisridenpiehAfteiyacuyRl dpfingdb80 Cifpriad herys had mp 253-264 C.

Example g

Preparation of 2-Amino-N-{1,2-bis(4-fluorophenyl)-1-methylethyljacetamide

50 To a stired solution of 1,2-bis(4-fluorophenyl)-2-propylamine (12.0 g, 0.049 mol) in 200 ml of chlo-
roform under nitrogen, was added N-CBZ-glycine (10.16 g, 0.048 mol) and then a solution of dicyclohexyl-
carbodiimide (11.35 g, 0.055) in 100 ml of chloroform and the mixture stirred for 30 minutes, then filtered
and the solverit evaporated. The residue was treated with ethyl acetate (200 ml), filtered, an additional 200
mi of ethyl acetate added, and then washed with 1% cold HCI (200 mi), brine (200 mi), dried, and the

65 solvent evaporated to a pale yellow oil. This was dissolved in 400 mi of methanol and 35 mi of 10% HCI
and hydrogenated at 40 psi in a Parr apparatus over 2.5 g of 5% Pd/C catalyst for 2.5 hours. The catalyst
was removed by filiration, solvent evaporated and the residue dissolved in water (300 ml) and chloroform
{500 ml), basified to pH 11 with 50% NaOH, shaken, and separated. The aqueous phase was extracted with

6



and_evapor at ed to'a yeIIow 0|I This was treated with ether (750 nml) and
500 m of ice col'd water, basified with 5 m of 50% NaCH, the | ayers shaken
and separated. The ether |ayer was WEBR&I9@BT Blwater (2 x 125 nl), dried
and evaporated to an oil, 33 5 g Thi s was di ssol ved in 500 M of nethanol

and™~50 ni of 1 %%0 HC ch 9enat eq}aat 40 in a Pag0 ﬁ\neg i),
]9 Vle,[ 3,[0 g evap alte iow difieq .o g.vg?h? s%% was r8cry %nze f‘lree
. I 8r0arﬂl Onf uu {?\e ne 1 %%g d_;cgunigled ﬁ’%‘ls -[1 =
6 S ﬁ?* Eé;E Hod e 3 pan

ze 1 ze r

saolid crygta rys om 100 m of |sopropanol and

100 mM of to glve 8.4 g of 2-am no-N- (1, 2-di phenyl -1-net hyl et hyl ) -

acet am de H%ori de, which after vacuumdrying at 80 C for 24 hours had

P 253- 254 @repdiatidnof BAInRo-R-(PoRpa2HidhewyIdHy)acetamide

2- Ami no- N-[:t—g—brs WMW]acetamde SO To a

stirred sgl utign @éed&res?a&brﬁrélﬂrtﬁé SHAeORRIRY ladscrbeR P BRMPIE 111HAd 6dbdtitting 1, 2QpAéH1-2-

ol ) I'n 200 piiylafine C Rir 01,2/pheNIR-proIRMING] Lthed GRRespviting A da@Ro-N-(CBEyIg l2yphergelthyl)-

(10.16 g, O.a0stémioamp 108511095 C, I8 ppired.i on of di cycl ohexyl - carbodi i de

(11.35 g, 0.055) in 100 m of chloroformand the mxture stirred for 30

m nut es, thdsarfipld4ered and t he sol vent evaporated. The residue was treated

with ethyis acetate (200 m), filtered, an additional 200 nml of ethyl

acet at e adddtiparating of PrénmingAisthediphgnyleihgipeetanids hdiochigid® n ), brine (200 M),

dried, and the 55 sol vent evaporated to a pale yellow oil. This was

d| ssol ved in 480 precedyres Rssenisly | they semes s rwosofde%%dm Example K\, @nch g rpulpstityting; 1 %ro
La’ll n a Pardehenyjshv'aming oy et2-giphen %ZCPF"PS"}H‘PE!/ thec gereprpading Framinodi-({ grefinbenyipfi)-

catdl yst %a§°?t@h'6?/%f°l§'§’°ﬂdP4't‘Rhgc7T18 C. sqrepe®e- evaporated and the residue

di ssolved In water (300 m) and chloroform (500 m ), basified to pH 11 with

50% NaCH, slﬁ’:‘ﬂﬂﬂ,?and separated. The aqueous phase was extracted with 6

\I/E\lapsge§7\?\n f ﬁtﬁ%@ﬁil( 12 EHQW'C’%QQ\“JM &ﬂemg hvg&ra uylfeﬁl%k&%dé)h&g@é c phases

—a+et—ahg—evaporated to a
pal e yellow oi{, X"Qﬁrr% Gloh At 44 ge‘ﬂ ﬁsahm cl&?msm eaeaﬂ@% d, 905%5had ih bTeH
oL Yol 9 Lo Mk a4 i s T e R b A
to give 4. 44y QoiblexdcafSiinia 20,028 mol) in 85 mI of chloroform, and the mixture stirred for 20 hours.
bi s(4-f1 uor Gidigiub QJIWWBJB .ﬁ&ﬁe{ o, AR hridethe BivemtSEagortedCio d diX Asslaliewilich was
Prepar at i gn dakoivst/ A1 200 df lotiyl Boskate]. fiRersH, [WASHRM | vith 296 Jnd @R tRNAGIE2000nl of 1NBYodium
procedures aabehttd, atd 200 winer tﬁrameﬁﬂrrédhﬁﬁ evafiarated folae dilyi rasiduy,a412b @. 12.5ad this material
substi t ut i Ngvas dRsdiep METIYImI2F mbitidnpl dvdic0 enl HOTN ACI2ndl hyakogensted 2¢ $0° psb inl scParmepparatine
correspondi nger 26 gnainwed\P§/t- atalystl fod 3 hoaks.pTrensatlysthyds) remaed togtrfilicidgn and the solvent
108. 5- 109. 5 euvaporatedptd @pmmixdid iesidusp Tas dadl Bisdoivepinrvetar (190 @fl) and ethyl acetate (100 ml) and
2- A no- Nes( Ihadifiagli yithe 1Y lsextiumy c3rbanets a fhedleyes) vere sbtacated the Byugors loipel Laxieasted with ethyl
essential | y dchtate J&xe108 gni) #roistes- desbmadtmmmp r\avm arephed with riek: legd drisldsThig EPJ‘-It'Pfgwas
1 2- di phenytestetwittnpPhe of maleig ackd ghidisy 'ta AdliA.cD.88tgn Ehig Wasyreay fﬁﬁ'l'a?

-ami no- N- ( 1109- wl whehylreqtmrl?ﬂwlzece&@eettorﬂ“@e [468] Qie"f frpminaoh- hdipheny "'s
pl’ &har ed. Ex(gmbpgcgbqnylpﬂyﬂmraﬁe mpleate as a white solid, mp 163-165 G

- Ami no- N¥q 1 d| %henyl - (et hoxycar bonyl ) et hyl ] acet am de nual eate

Preparation of (+ ¥2-Amino-N-(1,2-diphenyl-1-mathylethyl)acetamide fumarate

45 By procedures essentially the same as those described in Example 1, and by substituting (-)-1,2-
diphenyl-2-propylamine for (t)-1 2-d|phenyl-2-propylamme. the corresponding { +)-2-amino-N-(1,2-diphenyl-
1-methylethyl)acetamide fumarate, mp 168-170° C, [alp = 10.3° (C = 2, CHzOH), is prepared.

Example 7
Preparation of {-)-2-Amino-N-(1,2-diphenyl-1-methylethyl)acetamide fumarate

By procedures essentially the same as those described in Example 1, and by substituting (+)-1,2-
diphenyl-2-propylamine for ()-1 2-d:phenyl-Z-propylamrne, the corresponding (-)-2-amino-N-(1,2-diphenyl-1-
65 methylethyl)acetarnide fumarate, mp 171-172° G, [aJp = 94" (C = 2, CHyOH), is prepared.

Example 8




25 Tgfa stirred solution of 2,3-di phehyl 2- am nopr opanoi ¢ aci d net hyl

estef, (7.0 g, 0.0275 nol) In 210 nm -of chloroformunder nitrogen was added
Z-glycine (6.31 g, 0.028 nol ) EBAR7®®8ABAr opwi se a sol ution of

di £y¢l ohexyl carbodl i m de (6.22 g, 0 028 mol) In 85 m of. chloroform -and

the mixtyre stir dfon.2 ds were renoved by
f||trat|m m| -N~me ylﬂ {§d| he i‘l 'aée?a‘n%g (Péa{e i due which was 30

di ssol ved i 'P Q H‘ sogﬁonegf %ﬁéﬁ ‘?E %?pﬁenyléf’n%qﬁﬁé;ﬁs 9%5@% r}%l)t dhd Mymmn%f (43-§‘1

HG , 200 "Er Sf ol whd) Sddeli RIRPwISE b REIUTIACHE
evapor gt |030 259 15@% mBof methylendc ndé RheSicd Bt WasHem¥VRS and the
di ssol vequlidile Z d

veﬂ ght T8 Qébb PQasGQ:IdHa atf thé 1dYelsbpardish. [l aQ@ewatbpsd vas 40
psi In a chod 3R FetlyldRe BM&iHe 1100 nfl). Ble doRikin E’djérga;ﬁoaihﬁlrsyﬁére fwashed wito Ul $iC! Eoe
catal yst msnﬁegmwﬂ dfl dnltleldparale® B Sk di4D.65Q i Bl wasAIaRE Adtiehbt hexase (4 x 100
sem sol i 4nf afd 6 cycldhbfand\@ro Chif SThb \eBilbihed NeRdrer solufidhe weke) aliael &t topl toaegrebiertte
(100 o) tamsbratie.DAS idki @RlteVsdid chystaSioai Wna o bisstadde by Titatidnajoe gise ViBi2eg of the
separ at edhhiofoleatantidee Mp 90-02YE Rearydtalizatoe torisbpromnt phveaatdrial of mp26;87 10 (Theriabovand

t he conbidniebacetagydde (10.0 ay 1084 vt fwesl swiperitiethin PAY, mbofdenttndniagsatuiigdsethayply rcofe was
treated whikirehe@Sd g 85190 NG fop 28 haus iol aaeel bombithe aribdule was cepled fof roggh fempergiyre and
9.89 g. Tihé sohwaisevapmaiyd (Tab Irésidieel whs dinsolved) im§% daOli: (100 laach shlorefermy (30Q, sy e

t 0 gi ve déyesr sedargtpch gindl theSiqupons lager rtfapted Mith ghlorgforgy g l) {The combined chloroform

( met hoxy cedristanyéry eeshed il bingrt Qenthepd shipefogs (330 g the leyesp is%Pa"af‘Psq1 z 1"“"3 oS
Exanpl e dayer @gaqztgg withchigrof m( x 5Q mnq‘lﬁg_cq’ml(i@dghlap t were wa with brine (100

- rret hyl et il ta@:emdama;mlsa%m a%ré 0'11931 o &q e evapt)ié:fe

% tgose _giv ﬁ?g;;r?% b% T) ?# and treated W|th
d' enff | a 14 te ed to Ay l d to 100 mi with
correspon’l‘,ﬁa g =99 9) @F 3

f oh hic%‘ was vacé(u -ammo-N-
umar at e, © )g'gl "Egr % o .If,s
Pr epar at | SR -{2PBenXsiny ? ' p eny 1- rret hyI et hyI )acet am de
'fumarate E oqcedures essentlally the sanme as those described in Exanple
1, and®b y t—1tut|ng (+)-1, 2- diphenyl-2-propylamne for ([err])-1
L 2-di phenw ;2? ﬁg,_py RS- ﬂ‘?netrfymﬁ%d’h@rﬁjpﬂmhﬂ&hﬁ)aaeta%ﬁm{&tel\l' (1

, 2- dl neEthyretnyr)jacetanrtae ramarate, np L7 1- 172 C, [err] (C =
2, [_er r] | By Dk RBERF R Gssehtidl{ o Rarflo ds those BEbchbed TPERMPle BlaniPby pubstiting N-nisthyl-1,2-
2- Ami ngg Naiginielprdiylarhing 16H RRYIHELdiphbnyRtBlamitie:Cifie kbtegginging a-chlodiN-metdN-(1.2-
sol ution @mmaﬁéwlem%&eﬂmﬂbemyhm-mr 8/ Tarde2-§naito-methy -M0(1 P2iphanyl-} -methg-ethyl)-
tri et hyl andeideddaldateninp 165-158° Cale)prépare®00 n of net hyl ene chloride at [err]
under nitrogen, was added dropwi se a solution of 5 chloroacetyl chloride
(12.9 m , ComgaatimoRgsuitsn 50 m of methylene chloride. The ice bath was
rem)vedsand the mxture stirred overnight. Water (300 m) was added and the
| ayers separQualdbierappiis indjcas i whraycelculaipds fop she rcampa Wftﬁ%a'ﬂ%'?snilla%é fr(‘,’WI i) F"Hb
(100 ). phpesiuese pisiviously desghercTlsef 78 and 28.0\aspReely, e
brifg (10¢imathylamino)-tirf 2refahenyied %?Eaé’uf’et 0 a&"da?‘l&"EM"P“d"Hb'Né‘ gr'f"‘m ge
trgﬁt ed widissloprel inrsrmpie Pitent 955,509, Agted Jaquary Re H95Z) ¥p8 pesparRd 3pd sterty ﬁ'ﬁ%me
combi nef® Rgedkies<STOP Q88,79 Atpepecivelp WA P8 o0l to anbi ent 10 terrperature
An of f vvhg solid crystal lized, and was isolated by filtration to give
14.2 g of %@ hl. or 9 m

L3 0 B ey 5 Y o, BRCO 8, i 68

i sopropan

. A compound of the formula

Q OH
_ ' o P
50 W-CH,-C-N-C-C-NH
27 ¢
B Rl H
55 wherein B is hydrogen, lower alkyl (C1-Cs) or methoxycarbdny|§ R fs hydrogeri or methyl and where W

and Q are independently selected from phenyl or 4-flucrophenyl.

2. 2-Amino-N-{1,2-diphenyl-1-methylethyl)acetamide hydrochicride.

8 .




chl oroacetam de (10.0 g, 0.034 nol) was suspended in 200 M of ammoni a
satlirat'ed ethanol’, and the nixture heated to 85-90 C for 20 hours in a

steel bonb. The mxture was cool egp b@7e09nBIenperature and the sol vent
evaporated. The residue was dissolved in 5% NaCH (100 ml) and chl orof orm
(308“m ), the 15 Ilayers separated, and the aqueous |ayer extracted with

chl or of orAweparRtion o B-Apinp-N-ikayl-Néhddipheayietitvilenetsinide malsde r act s were washed with
brine (100 m) and chloroform (300 m), the |ayers separated, and the

aqueous | ayE 2 slived soktiog ofiNemetiyil.Zihesylpthyiamine €505,9.)0-123 e @pdiiptymine (445

chl or of orh @32 malk ins300,m! of matbylens ghioride 354 é‘“@el(ﬂmﬂﬂ") wascgddeddropydise & softionefe >
to a dér r&hBrmetV!Ld"Ofd (12?m's°18|rr°'>\rria§0 Lﬂf EH? M‘fe 3P (PgKPdpnebing :
500 HPLC 'wﬂweﬂ"r%’aw gh‘e 9r ° e adijgous fﬁyg[ci‘ggsons ;

were co e @ngﬁ vl

|

di ssol ved“I éetd ef‘? ‘% [éa%fé

o 6X; xan C bi t
mal eic, a TRN late(d A troﬁ?ts 162
60 m an m ,&19 g _@,- eaba;gl [ d
crystalli g‘ﬁ?{ é p ln aglmg ra 2Qmbol, and the
met hyl - N- ;hu re @%@m.xm Qadidath foorhem b 9
Prepar at i ) o4\ w &réso@e&jh RoR & mmgﬂar.he&daaeo}ra%bam iR
nel eat g Byyeeréasﬁﬂw eﬁd M8 %e.rbu.sawev olirdGed RifFEchbFofdn 45 R 56/ AHC T RmMbeY Enicidigne 8

and by Sudfdetst whrd Weshdd Wit binb (100 Av) 2R chiSHIBAEGHT mik -t IR sdparited, bRY the aqueous
N- met hy| -idyePextradidtewith| chlorasolna (2 x D, mif. [TRe €onibindd Eiidiéibrimxtracts were washed with brine (100
2- chl or o-rh, aéd3rid- dNafolated todi qEfeoly h3. 1 gnetisyil wdsipplifjed &g tchmoimategraphip op @rRrén 508nd
2- am no- NHAStdnydlicdNgdl biufingdwithl 596 mbthdnokchlbfotom. cRuteyfraptionsiwed aomidked vpd ea@p@ratediio
[eM] ar egiveramamten olCThisaves tissovedRinsaiiyl sceBlfe (TPGiin) tahdemathanel €28 niliradd treated| With)
wer e cal oudleit satl @66 g énd caxbomp hotrfitiereds torieanimated &psa Yolumedhf 80 i andhdiliied to 8@ mi with
pr ocedur eshybacetaieoUsdnycoelieg 6 mhitrcwdlid GFystaliizest, which Wesayaciun Oridd! tp glvp 624 § o3-gmingeiie
obt ai ned. mathe:Ne bapiokenvlethybacetatiideandipgtoamp H)15N-G. 1, 2- di phenyl et hyl ) acet ami de
and 2-(1- pyrrol | di nyl)-N--(1, 2-di phenyl et hyt) acet am de (di sclosed in
Ger man25aP@nple §55, 508, dat ed Januar y 3, 1957) were prepared and tested by

the sanme 40 procedures and 2.2 res ectrvel wer e obt ai ned.
Cainms C iﬁ&f{ﬁ%&2fl’min°r%mpt!rvrmmmbﬁnvl-w\etwagﬂ&%sp E CH DE, ER GB
| T, LI, LU, NLE E @e f %%
Imzt Ey?r P J -@ et;yﬁ - r;l%f nge i're ndu m%—

y o mm. ([%l—ethyl)-
4-fl uorop % de ‘e hén ace
hydr ochl or’ r epar at i on of

2- Ami no- Rt At 2- d| phenyl ethyl)acetam de mal eate To a stirred
sol uti %ﬂéﬁ;\g— 2-di phenyl et hylam ne (25.95 g, 0.123 nol) and
triet hyl am @gal (ﬂ%pguﬂmmdlc@s 87 wand daldullied Bt thd campotiiRl B ERRBIeS hshd i4dRmAthe 4osC
under nit pogBiles PRMNoRHIREHcrBod Ve SE1720 & 2.0 RIBpeefively wefdbistiiaC ey dompbinas i2de
(12.9 M, (dheiriamMb)N-12-dithenVlottYfaceminiay | earl Chd-@ipietlidiny (1 Laphérgleitylodtamide
r eNBved a(arricrbdae IWIGéEmah Epatthnt 955808, 4Bt Nagiiaty. 3, I8SE weteSitebansd) andadsted dycitle aarok t he
| ayer s 46 eprateaires] TI'sTdTS.82u6d 2.2 vespdciveiwevasbtatnsd.r act ed wi t h nmet hyl ene chl ori de
(100 m). The conbined organic |ayers were washed with 1N HCl (200

Claims

Claims for the following Contracting States : AT, BE, CH, DE, FR, GB, IT, LI, LU, NL, SE

45 1. A compound of the formula

Q OH

| |

50 Ww-CH,-C~N-C-C~
20

BR, H

NH,

65 wherein B is hydrogen, lower alkyl (G1-Cs) or methoxycarbonyl; Ry is hydrogen or methyl and where W
and Q are independently selected from phenyl or 4-fluorophenyl.

2. 2-Amino-N-(1,2-diphenyl-1-methylethyl)acetamide hydrochldrlde.

. g Uil



m), brine (100 nf)., dried and evaporated to a dark oil, 40.6 g. This oil
was treated W th hot hexane (4 x 100 ml) and then cycl ohexane (100 m ). The
conbi ned hexane sol utions were al | oVERIORE 8Bt o anbi ent 10 tenperature.
An off white solid crystallized, and was isolated by filtration to give

- 14.3 ft | tgm.d -92 ystallizati f
i sopr gpgnol Q‘Sa?\g/gn'ﬁ%@’@?%’%{%mé?%%%%'?'817%8?&#%%&%@%%each: g?o:aggt a:n'otr:lne (10.0 g,
0.034 I [ -Toniely] d h |, dth
Xt ur e, heatod RUNE R e R L 2 B2 O e Mxture was

cool ed to, rQomn, 1% 8 !W"' milv@&idniopyapor at ed. The resi due was
di ssol ved5 i % %/éﬁg%@'(?élég%f%n a)%]%%chl o\rjof orom (300 M), the 15 |l ayers

separ at ed, a.ncb-mﬁo-W@H&mhaxﬁém&war@ﬁ@edymacm@ma@hﬂeaé.or m (2 x 50 m). The

conbi ned chl orof orm extracts were washed wth brine (100°'m ) and chloroform
(300 m), the (+392MmoNEQARLMBhETI-1-ABEy loihP)dstamai mmbratyer extracted with

chl oroforgn (2 x 50 mM). The conbi ned chl orof orm extracts were washed with
brine (100 g )¢)-2cnimeN-ardigenpomath@ethilacetanddaritmaat., 13.1 g. This oil was
purified by chromatography on a Prep 500 HPLC on silica gel eluting with 5%
met hanol chl er od-anino-Nimethyl-R{12ediphemdetiwacetandririalestel and evaporated to 20 give
5.9 g of an oil. This was dissolved in ethyl acetate (100 m) and net hanol
(25 nl) amd 10.r 2amicNvwetyl-N-{i.2=dipheayt-it thefhplehg) apptamidel meladdon, hot filtered,
concentrated to a volune of 60 m and diluted to 100 Ml with ethyl acetate.
Upon cool i n&laimafar the foliowipe Eenfeacting $tated ESyhj ch was vacuum dried to give
5.76 g of 2-amino-N- _nethyl-N-(1, 2-di ﬁh?%lle_t hyl ) acet am de nal eate, np
15% err]. 25 KREeRSE for grepring,a pomRowd gf fhe formula:

2- no- et hyl - N- (1, 2- di phenyl - 1- et hyl et hyl ) acet ani de nal eate By
procedures essentially the sane as those described i.n Exanple 8 and by
substituting N-nethyl-1,2- 30 Qi pH@r¥l -2-propyl ami ne for

N-net hyl - 1, 2- di phenyl et h%I am net tHE torresponding :

2- chl of o- - et hyl - N- (1, 21 ‘(ﬁl?fé'q‘nﬂ‘-q'-m | et hyl ) acet ami de, np 109-110 G,
and 2- ani no- N-net hyl - N- (1, 2- di phehyl - k- rre?hyl -ethyl)- acetanide naleate, np
166-168 C are prepared. Corrpara&i@p Msults 35 Oral t herapeutic indices
(TI) were calculated for the conpounds of Exanples 1 and 4 fromthe test
procedures previously described. TlI's of 17.0 and 20.0 respectively were
obt ai ned. g The conpounds 2- (dinethylam no)-N(1, 2-di phenyl et hyl)acetam de
and 2-(1-pyrrolidinyl)-N (1, 2-di phenyl et hyl )acet am de (di scl é)ﬂad in .
Ger man patent 955,508, dated January 3, 1957) were prepared and tested by
the sane 40 procedures. Tl's of 8.8 and 2.2 respectively were obtai ned.

Cl aims C ai ms #irein Ads iydiogewoner aByHEr-Ge ol methayeerbenyl; AwTs hygpgengrmefhy ang:phergly
IT, U, LUs NL, a€EQ 48 independentnpelested fiom rhpay! erci-fivprpghety! shich gqgjpriges sescting an armine of
wherein B is hirdifasgdm, | ower alkyl [err] or nethoxycarbonyl; [err] Is
hydrogen or nethyl and where Wand Q are i ndependently sel ected from phenyl
or, 4-fluorophenyl. 2. 2-Am no-N-(1, 2-di phen;&- 1- net hyl et hyl ) acet am de
hydFochl ori de. EP 0 279 937 Bl 3

2- Ami no- N9 1, 2- bi s(4-fl uorophenyl)-1- g %%.K/{'acet am de. 4.
B _
. "1

2- Ami no- N- (1- et hyl -1 , 2-di phenyi et hyl ) ac

45

with a suitably protected amino acid of the formula

50

=0
=

65

where X is a urethane protecting group and thereafter removing the protecting group by catalytic

: AR O AR R A
’ * [ L M s *




5 5. 2-Amno-N- (1, 2-di phenyl et hyl )acetam de hydrochloride. 6. 2-Amino-N[1
, 2-«di phenyl -1_-(net hoxycarbonyl )ethyl | -acetanm de naleate. 7. (+

)-2-Ami no-N-(1 , 2-di phenyl - 1- met hgp oeg79\9g3y @aet am de funarate. 10 8.
(-)=2-Am no-N- (1, 2-di phenyl - 1-net hyl et hyl ) acet am de fumarate. 9.

2- AhT'no

-N-nethyl -N-(1 , 2-di phenyl et hyl ) acet am de nal eat e.

15 10.

2- Ami no- N- nidrpgenafign of troatgens wisthen aci. net hyl et hyl ) acet anmi de mal eate. C ai ns
following Contracting State: ES 1. A process for preparing a
conpound %f APFREeEJPrRIpREring® corapopnd ageerdiag te alpim J vipigindbpesempruslds 2-amiRgN-(1.2r r |
or et hoxyc dPisgHyrmethyisiypacetamide hydsshlpridsr et hyl and where W35 and Q

for the

are inflependently . sel ected from phenyl or. 4-fl uorophen
oo

! £ | which conprises
850rHing forclaim Wherqin te PP%[HI'%‘?JP’B?‘@

Trashfs-

reacting YPrepEe A B §
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conmpound accor
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cllaim 1l wherein the conpound is 2-amino-N-(1,2-

di phenyl -gl argRichas! : ] j £ 9 g i ng
a corrpoun% agﬁeg ,gﬁ%%ﬁgfﬂﬁfﬂgﬁg%?ﬂ&? h@*ﬂégﬁ”ﬁ‘gﬁﬁﬁhﬁo‘g -&gﬁi'éng-s rI'\'li?(f ?Qgé bi s-
(4-f1 uorophenyl g 1-nmet hyl ethyl Jacetam de. 4. A process for preparing a
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1, 2- dipagayinehioxldaomil)ahyiFestaniide raldatepcess for prepa

ring a conpound

according to claim1 wherein the compound is 2-am no-N- (1, 2- diphenylethyl)
acet am de&. hixgraeds| far prefaaringl® corfipoudtl fIcardies ® dldm 1pireERArthe) Conpoaamd Ot)ecamino-N-
accordi ng t ¢.2edighenpl-1-mathplebyl)acdidmidecfompatend i s 2- ami no-N-[ 1, 2- '

di bl'(engol - 1- (et hyoxycar bonyl ) et hyl ] acet am de nal eat e.

prepari ndg-ahA derpreperingraciomgound acgordingniolclaivh d miserain theeompaupdis iik2-amino-N-(1,2-

7. A process for

(+) - 2- ami nodiphenyig-rpethifeliyasplamite fumareel et hyl ) acet anmi de fumarate. 20 8 A
for preparing a conpound according to claim1 wherein the conpound

Pprocess

is (-)- 2-SnPRecess for preparng

Strempund ageprding toeolai | Werreln theForepomngi 2-amiao-Nanethui-

proces® for Nit-&Haierrgthy) aegiapldtimded®cording to claim 1 wherein the conpound
S 2-am'.n%-N-methyI.- . . .
10. A process for preparing a compound according to claim 1 whersin the compound is 2-amino-N-methyl-
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N-(1,2-diphenyl-1-methylethyl)acetamide maleate.

Revendications

Revendications pour les Etats contractants sulvants : AT, BE, CH, DE, FR, GB, IT, LI, LU, NL, SE

1. Composé de formule

Q OH
| 1]
W-CH,~C-N-C-C~NH,

BR, H

oll B est hydrogéne, alcoyle inférieur (C1-Cs) ou méthoxycarbonyle,

Rt est hydrogéne ou méthyls, et : :
W et Q sont choisis indépendamment entre phényle et 4-fluorophényle.

2. Le chlorhydrate de 2-amino-N-(1,2-diphényl-1-méthyléthyl) acétamide.

3. Le 2-amino-N-[1,2-bis(4-fluorophényl)-1-méthyléthyl) acétamide.

4. Le 2-amino-N-(1-6thyl-1,2-diphényl-éthyl)-acétamide.

5. Le chlorhydrate de 2-amino-N-{1,2-diphény!-éthyl)acétamide.

6. Le maléate de 2-amino-N-[1,2-diphényl-1-(méthoxycarbonyl) éthyl] acétamide.

7. Le fumarate de (+) -2-amino-N-(1, 2-diphényl-1-méthyléthyl) acétamide.
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25 N-(1, 2-di phenyl et hyl ) acetan de mal eate. 10. A process for preparing
a conpound according to claim 1 wherein the conpound is 2-am no-Nnethyl- -
N-(1,2-di phenyl 1- met hyl et hyl ) acet alBP0R2#:93FBEt. 30 Revendications

Revendi cati ons pour |les Etats contractants sulvants : AT, BE, CH DE, FR
\?VB CI:; TC_ Il;ll- CB leﬂu_lifnamte de (-)-2-afmnm(igﬁ%ﬁérfy&r-rrnrgtlwﬁéﬂ?y% a?:%tamcl)del._| Il

Ed?%oxycgr ggn?ﬁ ‘éﬁ[e)éeé't%% e F%&Hﬁgx £ &Pﬁ&{@%&%&%CM o Wet Q sont
choi sis |pd&)q_?q%fg§ggﬁzgp' E'T"W“'(ﬁ%ﬂfﬁéwf"wﬁ“’% ggé{aﬁﬁde Le chlorhydrate

de 2-am no- pheny met’hyl acet am de. Le 2 am no-N-[ 1

4 2-bi s(4-f1 yolen Qﬂfb\‘m&?o&r |%B¥Aéahﬁhés@faﬁi% de. 50 4. Le
2-ami no- N-(1- 1 di phenryl-ethyl)-ac6tam de. 5. Le chlorhydrate de

2-am no-N- (4, Roclarobrt Ut cBdd b domie 6. Le mel at e de

2-am no- Ny 11, 2- di phenyl - 1- (m-t hoxycar bonyl) 6t hyll acetamde. 7. Le
fumarat e de (+) -2-amino-N- (1, 2-di phenyl -m~thylthyQ acetam de. 10

I 1! liii 11111 111INI* 279 937 Bl 8. Le fumarate de

(2-)- 2-am ncr)n-jl\l;]( 1, 2- di phenyl - r?et h@ hyl) acetam de. 9. Le mmleatb de
-am no- N- ndt hyl - N- (1, 2-di @gﬁ*amde 6 10. Le malkgatb de

2-am no-Nsnet hyl -N- (1 , 2- dﬁ% J}%d %ot hyl ) acetami de. g?/iendl cations
pour Il Etat contract ant sul vant : %S HPr ocede de preparation d un conposO
delaforrrule 10 Q H 15 W CH2- G- N- C- G- NH2

(D B R H20 00 B est hydrogene, alcoyle Inf~rieur (01-C4)

ou nbt hoxycar bo%?lsfe@dRA est h‘édro gene ou nethyle, et Wet 0 sont choisis

nttependapmentod f?ﬁ%’ﬁg‘l‘“‘é’y ﬂ"féA‘P?’d‘a‘t’%ﬁBH‘?\h@‘V"?ﬁ‘Eﬂ"V'&orrpr end | a r6action
d une amine de | ‘?%

W et Q sont cholsls In’gpendamment entre phényle et 4-fluorophényle,
qui comprend la réaction d'une amine de la formule

2
Q H
/
W~CH,-C-N
I\
30 _ B R

avec un acide aminé convenablement protégé de la formule

35
O H
! l NH-X
U HOC ?
40 H
ol X est un radical protecteur de la fonction uréthanne, puis I'élimination du radical protecteur par
hydrogénation catalytique ou par traltement avec un acide.
5 .

2, Procédé de préparation d'un composé suivant la revendication 1, dans lequel le composé est le
chlorhydrate de 2-amino-N-(1,2-diphényl-1-méthyléthyl)-acétamide.

8. Procédé de préparation d'un composé suivant la revendication 1, dans lequel le composé est le 2-
5O amino-N-{1,2-bis(4-flucrophényl)-1-méthyléthyllacstamide.

4. Procédé de préparation d'un composé suivant la revendication 1, dans lequel le composé est le 2-
amino-N-(1-éthyl-1,2-diphényléthyl)acétamide.

56 5. Procédé de préparation d'un composé suivant la revendication 1, dans lequel lo composé est le
chiorhydrate de 2-amino-N-~(1,2-diphényléthyl)acétamide.

6. Procédé de préparation d'un composé suivant la revendication 1, dans lequel le composé est le
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WCH2-CG N30 - B Rl avec un
aci-de am ne convenabl ement prot4g6 de la fornule 36 OH * |1 HOC G NH X 40
H ob X est un radical protecteur @&ed2vefe3m@ti on urethanne, puis

| P6li mi nation du radical protecteur par hydrogenation catalytique ou par
traMement avec un acide. 45 2. Proc~d4 de preparation d' un conpose suivant
| a revendi c&eége da 2-aginerdl-{1.2digkdnyli imébenyenshondsithyllecédamidss hydr at e de :
2-am no- N- (1, 2-di phényl - 1- met hyl et hyl ?-ac~t am de, 3. Procede de preparatlon
d' un conﬂoszrogéﬂév&wrévaaaﬂprw&ncﬁ%mSﬁoﬁqV@t 2 geendicglign d} dpns leaplescempesé gsklen-

50 - ami némaratede +2-aminoPr({ SHighfnvriynétiyetlachiamide-ny | | acdt ani de. 4. Procede |

de prepar tipogé%ém Qon;:),ose, suivant | a revendication 1, dans | e%uel, | e
fogecs_ de, pRpRGLRR dn 0 suivant t0p g (eng Jequsl le fomposg ast le
F’?ggg?ig Set'fﬂ"@ﬁ déta(g%ﬁmﬁwtﬁg(#@%%g%&E&@fﬁm;%_e%di?rgation I1 dans | oqual
© Bonpao Bkl Heph v ecoggﬁsgg Wl s Mot 0 R BT 63 Lo
’ C 1S

6. Progd
oquel o cRERsge g SatiRRyiias”, "y 77, © D P 0

279 .937 Bh %E%@xﬁt&ag ation d'un composé sujvant la revendjcation 1, dans lequel le_composé est le

2- ami no- N-| {hagad ud gﬁ%_ﬁﬁmnﬁpﬁwﬁg 9 _,éﬁ,%lmtirﬁi@egt am de. 7. rocede de
pr eparat bon d' un conpos6 sui'vant | a revendication 1, dans | equel |e conpose
est | e UsdérdmRpiiBhd +) 2- ami no- N- (1, 2- di phenyl - 1- n6t hyl et hyl ) acet am de. 5 8.
Procode deatétitstizphiohé R folgende VENHIAGSstaate \WABE, IR, DE \FRGB, T} LI, 00, NL, selans | equel
| e conpose est |e fumarate de (-)-2-amno-N-(1 :

, 2- di pheny| vérbineink biertidydl) acet am de. 9. ProcWi4 de preparation d' un conpos6
suj vant |la revendication 1, dans | equel |e conpos6 est ie 10 mai | at e de
2-arfi ne> N- et hyl - N- (1. 2- di phenyl et hyl )ac6t am de. 10. Proc~d4 de preparation
d' un conpose suivant |la revendication 1Q dafsHl oquel |e conpose est |e

mal eate de 2-am no-N-ndt hyl -N- (1, 2-dj phén | H1dne hyl 6t hyl ) ac~t am de. *5

Pat ent anspr Uche Pat ent anspr Uche f ¥r CHorala&-Gel Ragsstaaten: AT, BE, CH,
DE, FRL GB, IT, L, LU NL, SE 1. Verbingugg der Formal: K 20 Q OHI

11 | 288¢ CH2- C-N- C- G- NH2 25 1 B
R1 H :

worin B Wasserstoff, Niedrigalkyl-(C1-Cs) oder Methoxycarbo-nyl bedeutet; Ry Wasserstoff oder Methyl
bedeutst und worin W und Q unabhéingig ausgewéhlt werden unter Phenyl oder 4-Fluorphenyl.

30
2. 2-Amino-N-(1,2-diphenyl-1-methylethyl)-acetamid-hydrochlorid.
3. 2-Amino-N-{1,2-bis-(4-fluorphenyl)-1-methylethylj-acetamid.

35 4. 2-Amino-N-(1-ethyl-1,2-diphenylethyl)-acetamid.

5. 2-Amino-N-(1,2-diphenylethyl)-acetamid-hydrochlorid.
. 6. 2-Amino-N-{1,2-dipheny!-1-(methoxycarbonyl)-ethyl]-acetamid-maleat.
“ 7. (+)-2-Amino-N-(1,2-diphenyl-1-methylethyl)-acetamid-fumarat.
8. (-)}-2-Amino-N-(1,2-diphenyl-1 -methylethyl)—acetamid-fumérat.
45 9. 2-Amino-N-methyl-N-(1,2-diphenylethyl)-acetamid-maleat.
10. 2-Amino-N-methyl-N-(1,2-diphenyl-1-methylethyl)-acetamid-maleat.
Patentanspriiche filr folgenden Vertfagsstaat s:ES

50
1. Verfahren zur Herstellung einer Verbindung der Formel:

55
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wor| n B Wasserstoff, N edrlgal kyl-(C&) oder Methoxycarbo-nyl bedeutet; R
Wasser st of f oder ‘Met hyl bedeutet und worln Wund Q unabhangi g ausgewdhl t
wer den unter Phenyl oder 4-Fl uor pherkh 0289937 B1

2- Ami no- N- (1, 2- di phenyl - 1- et hyl et hyl ) - acet am d- hydrochl orid. 3

2- Ahf'no- N-[ 1, 2-bi s- (4-fl uorphenyl )-1-nethyl ethyl | -acetanmi d. 35 4.

2-Am no-N-(1 -ethyl -1, 2-di phenyl et hyd ) - am d. 5.

2- Ami no- N- (1, 2-di | phenyl et hyl ) - acet agn d-| ygrochl orid. 6.

2- Ami no- N-[ 1. 2- di phenyl - 1- (e ; heuglesgighy! | - acet d-mal eat. 40 7.
(¥ )-2-Amno-N-(1 , 2-di phenyl -1 -rfethyj et hyl?—'&cet am d-fumarat. 8.

(-)-2-Am.no-N- (1, 2-di phenyl - 1- net hylmttl‘gl )Hacetam d-fumarat. 45 9.
2- Ami no- N- nst hyl - N- (1, 2-di phenyl et hyl ) -“acet am d- nal eat. 10.

2- Am no- N- et hyl - N- (1, 2- di phenyl - 1- st hyl et hyl ) - acet am d- nal eat

Pat ent anspr i | offin B Wask@btore; Nbanyald@HC -0 588 Mthoxyeb&ly! Bedeusétl i, AEsBdistdrtibder Methyl
Herstel | wag eibeasutey@idoidiial Wighd elinabHBhgIE busgéniinii werden unter Phenyl oder 4-Fluorphenyl,
1111111 11111!dabirtil gekdrinkadichrst, dhd din Amintder Bormeld 937 B1 Q OR 6

| ~~~~~ 1 I I RHff worln B Wasserstoff, N edrigalkyl-(C -C4) oder

Met hoxycar bonyl bedeutet; R1 Wasserstoff oder Methyl 10 bedeut et und
worin Wund Q unabhangi g ausgewghlt wer den qQnter Phenyl oder 4-Fl uor phenyl,
dadurch g&kennzel ohnet, daB ein Amin der Fgrnel# R1L 20 mit el ner geei gneten
geschat zt en Am nosgure der Forrnel: IH-@I\%%:A—I—X H 30 worin X eine

Ur et han- Schut zgruppe bedeutet, ungesetzt Wjrd \nd anschlieflend die

Schut zgruppe durch katal yti sche Hydri erunggoder gBehandl ung mt el ner Slure
entfemt wird. 35. 2. Verfahren zur Herstellung eider Verbindung nach
An3pruch @, dadurch gekennzel chnet, daPi die Verbi ndung

2- Ami no- N- (1, 2-di. | -.1- ethyl )- acet am d- hydrochlorld ist. 3.

Ver f ahren zur"[l‘g?"ge?gﬁ(%‘ﬁ%"g%%“@&@é\%ﬂ%%’@n’%rﬁ%ﬂ" Anspruch 1, dadurch
gekennzel chnet, daBl di e Verbi ndung

2- Ami no- Ng[ 1, 2- bi s- (4-fluorphenyl)-1-nmet hglgethyl]-acetamd ist. 40 4.
Verfahren zur Herstellung einer Verbi ndurw pach Anspruch 1, dadurch
gekennzel chnet, da3.die HOC-C-NH-X

30

worin X eine Urethan-Schufzgruppe bedeutet, umgesetzt wird-und anschiiefend die Schutzgruppe
durch katalytische Hydrierung oder Behandlung mit einer S&ure entfernt wird.

35. 2. Verfahren zur' Herstellung einer Verbindung nach Anspruch 1, dadurch gekennzeichnel, dap die
Verbindung 2-Amino-N-(1,2-diphenyl-1-methylethyl)-acetamid-hydrochlorid ist.

. 3. Verfahren zur Herstellung einer Verbindung nach Anspruch 1, dadurch gekennzeichnet, daB die
—/ Verbindung 2-Amino-N-[1,2-his-(4-fluorphenyl)-1-methyl-ethyl]-acetamid ist.

4. Verfahren zur Herstellung_ einer Verbindung nach Anspruch 1, dadurch gekennzeichnet, daB die
Verbindung 2-Amino-N-(1-ethyl-1,2-diphenylethyl)-acetamid ist.

8. Verfahren zur Herstellung efner Verbindung nach Anspruch 1, dadurch gekennzeichnet, dag die
45 Verbindung 2-Amino-N-(1,2-diphenylethyl)-acetamid-hydrochlorid ist.

6. Verfahren zur Herstellung einer Verbindung nach Anspruch 1, dadurch gekennzeichnet, daB die
Verbindung 2-Amino-N-{1,2-diphenyl-1-(methoxycarbonyl)-ethyl}-acetamid-maleat ist.

60 7. Verfahren zur Herstellung einer Verbindung nach Anspruch 1, dadurch gekennzeichnet, daB die
Verbindung (- )-2-Amino-N-(1,2-diphenyl-1-methylethyl)-acetamid-fumarat Ist.

8. Verfahren zur Herstellung einer Verbindung nach Anspruch 1, dadurch gekennzelichnet, daB die
Verbindung (~)}-2-Amino-N-(1,2-diphenyl-1-methylethyl)-acetamid-fumarat ist.
66 :
9. Verfahren zur Herstellung einer Verbindung nach Anspruch 1, dadurch gekennzeichnet, dag die
Verbindung 2-Aming-N-methyl-N-(1,2-diphenylethyl)-acetamid-maleat ist.

I ) O




Ver bi ndung 2- Am no- N- (I -et hyl -1; 2-di phenyl ethyl)-acetanmid !st. 5. Verfahren
zui Herstel lung éiner Verbindung nach Anspruch 1, dadurch gekennzei chnet,
daB di e 45 Ver bi ndung EP 0 279 937 B1

2- Am no- N- (1, 2-di phenyl et hyl ) -acet am d- hydrochlorid ist. 6. Verfahren zur

Herst el | ung ei ner Verbi ndung nach Anspruch 1, dadurch gekennzel chnet, daB
di e Ver bi1p,.d¥ﬁquhren zur Herstellung einer Verbindung nach Anspruch 1, dadurch gekennzeichnet, da8 die

2- Ami no- N-1Yerindypc,2ramipe-NrogthybhhleAdiehepydd rpthylebylhgeptpmidunaleatisty - mal eat ist. sO
7. Verfahren zur Herstellung el ner Verbi ndung nach Anspruch 1, dadurch
gekennzei chnet, dal die Verbindung (+
)-2-Anfno-N—(1,2-diphenyl-1-nethy|ethyl)-acetanid-funarat | st. . Verfahren
- zur Herstellung einer Verbindung nach Anspruch 1, dadurch gekennzel chnet,
dal 3 di e Verbi ndung '

(-)-2-Am no-N-(1, 2-di phenyl -1-net hyl et hyl ) -acetam d-fumarat ist. 65 9.
Verfahyen zur Herstellung ei ner Verbi ndung nach Anspruch 1, dadurch
gekennzef ohnet, dall die Verbi ndung

2- Ami no- N- net hyl - N- (1, 2- di phenyl ethyl )-acetam d-naleat 1st. 13 * C L M
S EP 0 279 937 Bl 10. Verfahren zur Herstellung einer Verbindung nach
Anspruch 1, dadurch gekennzel ochnet, dacl die Verbindung

2- Ami n@- N-mx hyl -N- (1 , 2-di phenyl -1 -nethyl ethyl)-acetam d-maleat ist. 5 10
15 >20 25 30 35 40 45 50 56 14 * a L M

I

26
30

35

40

50

e

(N



