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30 R2 (wherei- n- [err] ang-[err{ are TS herei et ore uerlneU) The——————
hydrol ysis is. ‘conveni ent.l’y - car.rij-ed out‘, in.tfe- pregence of a sol vent., for _
exanpl € i n wat er;, nethanol, ethanol, 7‘%a-t/er “ar ~gl-act al --aceti c aci d, '
35 preferably in the presence of arv,' (e 9. ﬁydrochlcﬂflc aci.d, _
hydr obronj ¢ acid -or. 35 sul furic acid) o |n the presence of a base (e.qg.

sodi um hydr OXi de or as u oxi de)’ conv nientl tures |
from0 to e dep Epﬁn&ﬁéﬁﬁ %ﬁ%;ﬁ gdﬂ '“ ”Pq‘ﬁg
preferably_at roomterrmﬂéaad EtRNGE cetiveridttly Ratrlet gt nattpofeaémeefoowdne fs.ol vent -
used. j) For- tHKe pr emnpéﬂt inowaten fmetioanplo wthdsolpfvatgemethariol fop ethy] asetat érlser n s

d p Beaarl i TP o
o) Foaket "o TR ey R

tenperat-ures fromoO to [err], preferably at the boiling point of the @

J

6 (wherein.[er r | and.-afumii mngdr&ne) etixe(m)baianidea miquccamdo‘l‘hd hdudnpdnsat e . :
t hereof, -in tHe pre daﬂht?rﬁ’eﬁ#t“l? 01 s VI wherein 10
[err] is as here nb& ({hﬁgﬂfﬁgﬂ b 4o -l ‘f%oeeéﬂi E&E{lg rr| ed
out in the presenceg upanéR) d&nﬁotrfpaésema ,eyaha, Bdtbalk &y bam&a.mo@ -
or tetrahydrofuran, gpuekerably by neans of a conplex netal hydrlde (e. g _'
sodi um bor ohydbi de 1 qt?hl°ﬁﬁ1°8]‘8?ﬂ“ﬂ|°ﬁfﬁ‘ﬁ9’&rl de), nascent. hydragen or 15
hydr ogen in-the presence of -a catalyst (e.g. ney,nl ckel , | : _

pal | adi um charcoal -or “platinum . convnl Aat O erat ur eg from - 20 to

[err], 10. _pref erably,. however X erature§ up. t.o the boi | i ng
t enper at u.r*e of the solvent : 10 used’.. ghe reaction may, however, . also bhe*

carri ed out by f| rst(‘d;orm ng a corrpct)l;rg?bgfe fdo;"rrula ferr]l 15~ (V\/nerel n- _
[err] an [err] are r nbefore elmdsktwahdremhtfg@cgsﬁmdlf
15 reducfj.‘ng it Eﬁgw ‘f@[’;‘m ﬁﬁﬁ%@fﬁ%ﬁ"‘tﬂ“ eﬁ%@ﬁ%hw gggrea IS
(wherein. [err]zoand r gﬂ,% agaeA @d @{yr r aéwdﬁﬁ( .’nts ago.-.j_

nitro group) :-‘:=.N|trameﬂnrle gmup)orrpound o f-ormul-a err

20 (Werein [err °']’t@ g  prosengy of a1 @“Fséa!etﬂr on'is
efff:eted by £rean]s oﬁ Tlig % “E@]%‘yh fﬁqng:pé ﬁﬁ»’ mt“re *

of concentratm nlthydhda,cs uﬁiﬂ oﬁdmm At nkéllof Ca -dew adwmfedauiaﬂ;tly &B -
t enper at-ures - fr.om [ benohydrideinny rtrl;fe:% §nveniently %mmmq from Qatoyﬂsffcf prefetadly: -

feature of the 'nvegztghgt‘f%t‘%&ui ﬁm‘i‘i {;&,ﬁm@ Rin kIR, and &
preparatron of "t he tdsma}e sforEdefin aﬂaom;ple é?valaf,g dI *a
her ei nbef or'e. chof | neélyddquahotmazddgneresfotmulmg a racem c m xture of” the 30
conpound. of forrrul a:l into-its opticall Y. acBr Ve d SOner s. Advant ageousl y
this may be perforned by converti ng th;; racem ¢. Xt ure “of. t he ‘conpound of
formula + 30" -i ite a.racem.c.im xture. 0'; -g'm;ormound of - %rrrula ; |nto_a
racem c m xture,_.._of _"a.- _ ".-30 corrp-oun-d ng'f: --orrrul a [err] ' L

B (whereln Rl, R, and R, are as herembefore defined) T O
. The hydrolysis is conveniently carried out in the presence of a solvent, for
... -“example in water, methanol, ethanol, ethanol/water or glacial acetic acld L
¢~ 735 .. preferably in the presence of an acid (e.g. hydrochloric acid, hydrobromic acid or 35 -
: SRR sulfuric acid) or in. the presence of a base. (eF sodium hydroxlde or potassium - ST
" hydroxide) and conveniently at temperatures from 0 to:110°C depending to the . -

- ) B . nature of the hydrolyzing agent used, preferably at room- temperature or at the
£ Yboiling temperature 'of the solvent used o
o 40 - j)For the preparation of compounds of genetal formu

" herem Rl, Rz and R, o 40 o
..+ ‘are as hereinbefore defined and R, represents a hyd gen atom) N S
oy ._.Reductxon of an aldehyde of formula .7 . . :



(wherein [err] and [err] are as hereinbefore defined,[err] represents a
hydrogen atom or an acyl group and [err] represents a chiral acyl group),
resolving this M xture 35 into its constituent optical isomers and,

- subsequently splitting off the groups [err] and 35 [err] if [err]
- .represents..an acyl group and, if desired, the group. [err] if [err]
'- gpf.esents .an optionally subst i tut ed™ benzyl ‘group, from. each pure i soner.

oprr ate ‘chiral acyl. .groups [err] ‘are for exanple optlcaIIy actlve

m acyl groups pr ot ect ed a_;:_“tsr:,go ni trogen atorn (e 9o

aVaVa .' . i.-

ter pe ny' meeaxt kpmd R,@rr@mfe:en(&fc@e d&fiaed)( or)of ﬂetﬂwﬂare thereor m41€t=. |

8 .'_oxycar bonytesgncoobyn amine oS&parﬂat i-on-ofsfacem c m-xture: of for rrul a XI V [ nt o]

“t he. pure di- astero- and/ or - by coI umk chromat ography_ over an’ |nert carrier.

T 1,445,740 - e
T The subse_qu_ent spli tt| ng off of t}he rad| cals [er r]: (Vami) [ err] *
- appropri.at e:I‘y e Tect d ,‘ hycfrol ysi s or_,__ §olvolysis in: t -
~of vater. oYM T ARy rreucotlt ASE BRI o o 08 |y T the
~ 'presénce;: mr. 4201, Xhl; te@wmm pieferbly BRGEbILY €S from_O---to
[err]:- 5 'cempliﬁttmctaemgt (eca‘ Qdmlen bez@hmilde ehm,uncammiumwadﬁonvem ent I y

effected, Bgsce‘?_’r geehedrageiin vem atg ag?a.u es‘ m 1{' °hydr| de, g
it Rpum al) rﬁb& ;raaeem - 501‘,%9] vent g e g
et her, tetﬁﬁeahydrofuran or -i--oxane and convenr entl enperat ur gs. from

=20 to [err]Thtt feagtionmay;. kPVteM%L @Wmﬁd@ﬂt ‘WdifthPfa"l)ea\FqﬂH?BP'e%ents a“cyano

- group, - th| formyla pmay-be. reduced” at.10 - " thelsame:time. " According. to, ‘the

. ‘nature-of the substrtuents [Rrr]. q” r their ‘renmovat- =10 | may .be. .
~.effécted separatety or in a Si .e stage I [ €7 phyy T EPrESENt san optronal Iy
“"substituted benzyl  group, :tH etroval - of this. group. from conpounds ‘i i

.. which R2-does not represent .a. nftro group, is conveniently ef fected by

< -t el evat i

o -meang -of 0 o f s&htakl at al }st'" such as
.. pal Inl%dl um%%cg gir}cg}a?ﬁdsl{’ arillﬁhr‘.r?t{s1 @g%geiﬂ]e%ﬁnh%hgﬁgggoﬁ%%eg?)pa 1 Sttt abI e
“sol vent , fkpFor¢h@aprepazatiom of forapruhdseof generabfdnmple I (wherdimRoR; ard Beet i ¢ -aci d,
~ opti-onal I o gshier rrrefoaearftgrwdg& FEPFRGTEY APIRETRPPE 9. hydr'cehl ori'c aci g and
ﬁ')? al"ﬁmB‘r"%'ssuroe and ‘pref.erably t ‘enpératures from-205t0
! f oy | V. s.:a cyano. group; . thls

.-._-[- er r] m,w be

err]

f. - €ih &K, ;rm s-Rigrkinbe g-“wrthD( ) t_artaric

: aC| d, L(+) ..~.t e mc@pi&ffeetsdwme mltratﬂlceﬂd tid, dibenzoyl
L - tar taffgzﬁ;i;era g eggatggn 1gyaci aﬁ%[ 9 -sulfy rlcgﬁfi,fc'ﬂmeelea d; | (-)- ma_| i c

- aci Lfs+) - mandalcksrdig b yelfurtherfe: azetama‘_ ¥bfon kb i uidému@cesam d gy :

- 1-quinic deite pre‘ﬁhmloresfcthubptwal mn}qrs bfmmneuqu af' meﬂabfoaﬁtiletl:aed by coI um

~chr omat ogrhsgsin efifie d &e {TESPl @‘cé“ tu‘?_ g cel l'ul ose. 30
"t" d y%“fe%lgiﬁ%e ”“’? e%"rufriee %inbefore .-

A conpoundgt

-def i 3ved  ‘Jhtoanacemiv hix turé pif tRE Conippuad Gffeimil ity raciniianixade bl exacmpl e by one

- invention ({'
-of ; ggsner.alintb @s mnbtau m optic mmmmesme;uép '

v ofit he' pr ceupesnd Q&)formylak) may be:conver t.ed |nto the ‘correspondi.ng” conpound
- wof fermula b (wherein [err] represe,pts a car banmoyl or car boxy group) by
;_:"_:.part|al or . corrpl ete hydrol ysr.__ A nsaddi fHen- a co_rrpo_unc_l of.. forrr_ul a‘l. .-

f-."of the present

:"_"group) by :
e %ﬁ’ oxazol Ldl nes

SR 8 ! 9 Gere ox’%t
519an'a Syl RroRY LR Tépreve s & Shiral 44y

a‘{{\% ' ﬁ. -a hydrogen"'atom
- and the otadaﬁr ups p@telaeaetmb g)@ 3hylo: &L&é 1of formu, a [err]
-( XV)40( vxhergequn)bog;qg lt;?lls @svmeqreqnmlmtv ndlérom,dleg the- (—)-methyl- 40 .
o .. - oXxycarbonyl- R

- y The separatlgn of racemic’ mlxture of formula XIV into the pure dlastero- ' ¢ A

RO 1somer|c compounds is conveniently carried out " by fractional crystalhzatlon_ ]
' and/or by column chromatography over an mert carrier. - '

anfagyl pup and, if g
et @pgo@t;{mu o



45 The reaction is conveniently effected in the presence of a
sol vent for exanple 45 ethanol, benzene, tol uene or di oxane,

advant ageously under dehydrating conditions, e.g. in the presence of
anhydrous copper(l1) sulfate, at t.enper at ur es>Up 't he borIrng tenperature of
the solvent used, e.g...at tenperatures from20 to [err]. The reactlon nay
however, al soybe carri‘ed out in the absefice of @ solvent. 50 - :
Especrally p{eferred i's-the reaction using .an appar at us, i'ncorporating a:

wat er 50 separator funnel in-‘the presence. of.:3 sol vent: such as benzene or:
t ol uene. The corr?mundq of - m:nnr alfor mrla,elb“' W 5 Hall cTay o= 7

converted, if desirdd” i absae,rs,mj sl.ogr;mmm FG SRR -&ﬂpepa%riemd ion
salts with:1, 2 or 3bgqudana iemdmly}s'dr lvomxs ﬂ:sthe ptésengse | of ovatea ok ®f @rsuitiblgani c L
acid. Suitable acids a!&v’eolfs GSmethanO m % ?fF'é}‘rer‘tf aa@F'd °'W‘bﬁ‘i"om c

acid, sul furc. asmd ﬁﬂ'b"%ﬁﬁ'qt_ Q?E&e g:re;sa i leé‘%ed col‘m’.ﬁxédtﬁ a?écg:d by S5 --
tartaric aeid, | ei Gyde eci&o@ﬂ.db mﬁssfa%.d lex '

taC(hWirmdn 8. lahiuged@tinlum

fornul ae |- rgnd Xl V lll$ teain tht areséncy Oée ve egoin ﬂé‘)@& 1T@G’§E§t§mgﬂ néd R
A _

accor di ng to mat hOdS mpoundo fgrr EIH‘J%I %‘E s:%?tpaa angT g% g ro% 9 B

gener al forrrul ot ! usﬁﬂ A dcbfdthgli&the nhw e'i)fm% Su fu R¢and R, Ghe@Fmiévabe 10

the correspondi ng am nedf R:TWE“’&G Hf' B éh‘iﬁfr‘g"’g“}‘{lgﬁ’rﬁj 4
may for exanple be Ol%f)%gﬁ WP&%@?@ gmq.i fice’ of a sult:;ble S
2- hal ogeno- aCEtﬂphenQaﬁ@sthElhai ladlum on’ charcoal or barlum sulfate in thelpr ' o
8 correspondi ng-am n@sxtaéthdSOQGMS {ex#rmple ag gice aa__fme_t sic'ﬁor _
for exanple with sodr°§3 g‘ﬁ‘aggsd':}gné’ @% Llf@at@' a_ ggm‘gé’n) I‘}ﬁ:r mul a L
V may al so be obt ai ndgleYeo e RNV Lbisty £ SRS BOupdhs GPOURILDT

, by catal ytic raduct ireduced snmumotahfpmlndrmgvﬂ-qﬁrmmyrbheffgcled hn@rp@un@ler ththe '_20- a

conpounds of ‘gener al Tedieals Reaogd Ry yodhp| o
S reduct fon. of the cog RS B R P Bl
tm@l@’h&h@d acid)bml\lvﬂ\ H(J)-tmyic heid, Tax puapthic be

on o)
hyvdrr de The starti- ngh&amowndihr?t' ~
obt ai ned jpy reaast i on agid, trﬂebeewl es Faﬁ\w ac1d _ _25.._.-
bl vencsu fon ' 10 B Agigbia g% (iR e .
reduction of a correspe tém%yn&iumn ch 51)11936 erhﬂdp &all ﬂctWB%ﬂ@leﬂeg o
sodi um bqf ohydri de. Acetylceslmmser n% oun of’ gener al.“fornmula | X may. for

exanpl e be" obt &ned b mpeenspt &g hﬂgwe % eﬂw@l efone%qﬁar m 3
bor ohydri de-A st artiv rﬁéﬂ m _ :gg é{g}% g Qs%roﬁ? %mién? .
obtai ned by 15> . - késEskatdl caibainbfl oF @arbo # Eydrolysxs no
correspondi ng am ne “jadditidppa | mestamd@f for ladf(“&’eremohd@nsad RoArezagdheteirbefo

NN - di cycl ohexy®-car Egégoﬂr‘lj' s&"mg ﬁwaﬁﬁ'g‘%gﬁézcﬁﬂm
with activation of .t or cP or 5 om xe
subsequent reduct b on: of Atcbmdmg)torasss mmhreﬂ‘gatketoom Mimmt&nﬂdrasrprdudw

formed. 20 ,gﬁwarfg;t prse?%'oggm{ B 53{ 3@% | _

obt ai ned by 1 LBt ds o ) %§'§§H” G%f é:% A

(wherein [err] repr eseif s 8 ady)withranhay yfa'smmo o

correspondl ng oxazolidon" (vvherel ns err] sents a hydrogen '
- A starting..compound of .general: Xl may for- exaf Pe be -

obt ai ned - by 250 - Oxikbadih @) isOds- Heksﬁ,bemgmed)dl ng acet ophenone wrth
sel eni um “di- oxrﬁe or. byThe reactiofi g coovcmntatly dfq:cml intheprésneecof s olvs

br om de. wi th _di'met hyIe gt);&%ne,ée 'f;:%g& ‘gmg?ﬁgp H;%ggﬂ%tq%ﬁmg XI I I

obt ai ned. by- reactronnmfybterweaad Bepa2 m;dm ﬁga&niml eno acet ophenones 60 wth

9%; v -'-:.::';5

anhy and -

repr

may be COI’IVEI’II ent! Yy @ 'ufbgof tﬂb ﬁ)l lat § 20.to .

appl i cation The st-ar 11X munnimamﬂnogemerambbéwmdlcmsmltlhed;bsen}c’é ofla solsed. for
processes &) t 030 ESP @E“tﬁ"lf is 08 sl ranf Appera f“éfr°§’°F"é g% Wien o~ S0 -
e = i ”@f&m& B B B ey he
new corrpounds of gen(ﬂTc&klrefdoi‘n ihaie phystolog @EpARsS ad:lﬂa@kﬁm_ﬁnﬁtsw yabdrsd

Q rra$ mlr er or ganio/cidy S trlbte 3ids are for

ic.’ ti 55
[err]-receptor s2and/ (ﬁfﬁé!’ahg‘ i m‘;cﬁg ({sg 4 Bt § ?/\,ﬁ‘é}f”eby >
35 accordi- ng tot ﬁdstdtl érﬂfhﬂ' éulaaﬁ aad X ese@t aanm sbéivpdudds S . -

nore predom nant " 3may for example be obtamed -according to ' methods known from the literature. L

_ - Thus the compounds of general formula II used as starting materials may for :
o 60 - éxample be obtained by reaction of the correspondmg 2-halogeno-acetophenones 60. .
T w1th the corresponding amines.
- The compounds of general formulae ‘111, TV ‘and \A may ‘for example be‘ oL
obtamed by reaction of the correspondmg 2- halogeno-acetophenones with the -

phar macol ogi cal propeﬂulv tsﬂ'fé_




The d(+)-isoners which have been tests show a selective activity on the
[err] receptors and the 1(-)-isomers a preferred activity on the
__Jerr]l-receptors._The follow ng conpounds have been tested with regard to

their activity on the [err]-receptors: 40 A=l -(4 - Amino .-_ 3"—"‘?’0%
~ -fluoro -phenyl) -2-.tert. -butylamno - et hanol 40 -hydr ochl ori de, . B=5
. 4 - Am no_ -3 - _-br_'orm_ =5 - flkuoro*- phenyl) “tert. .- bu;yl
\®xXpzoi dine. i di hydrochl oride,. C=1-(4 - Anino - "3 . chI oro - &1 fl,uoro -
enyl Y - 2 --.cyel opr opyl am no 1—44' 540 : et hanol hydr ochl orgde K

457 5= e (4 =AM ttuoro—=— pienyt)y—=—2—="tert.
ar but yl amcwmesgp. tingcmine _ h Hsequ MedlEﬂoiofmketQmsnbu&fomeﬂ fot uor o- pherLyI ) -2
- xam ohydriden

e with sodivy:  start, oun( fq rmulanay
tert Bt ¥ T "g@%’@ o C%%F‘}n : fer(i pentyl am no

arsu&i@ ed' By ha t¢
L (4 redutB8F & cotresp 415 mpc :
R eE hanol The compéhnky df gdmemm&)im,ula 1 may for example’ ‘be” obtained by. 5
50 GoIl - %“—“’“Aﬁf ithe csrreseﬂlr% amswacety}qumammeﬁrmthwodmmph@nyl 25 t*ert -

. hydride T
- butyl am n For Xk Jbtait of o ’55 .
~trifluor mmﬁ%m?L°i“§“ﬁﬁ?§§ﬁ%*ﬁ%ﬁm&iﬁ P ?u}zﬁesnflaf:myl et hanol

e hydﬂochl @hﬁodée mn the presence ‘of pyridide or by rediction of a correspondmg amino-. 1(55
(4 Am n@nenagy naug gang of 0 tert.. - But vl anino - ét hanol
SN (ré‘duizt'”z’l'nl ' 9 o f%%%g ﬁ%&%& fgre ?‘2‘ A’L ‘but yl-ani no

et hanot hydmmhigcnonnbeun general(fdrmusbm:n@&flaxfg i "-fby f1 uor@ s phenyl)

-2 B cy clr ypldhe Pmresmnﬁaa id gifh the correspiopdipgeming injthepresence .. 15 -
"'60 L 1 o all wit %ttl
dﬁa#ﬁ LMH:I redudti

o °y°§;;;:é Rpdi ﬂic?y 1:;”;*’0 i}é‘,l opropyl ami n’o -
'-'-J'et hano' n “of SYPresp dlng _U&rrﬂyxyll c:d Cyano = phenyl)

a2 |S@m¢9 Ifaquo .~ ethanal” P/drochl orlde - , el
S 1 5. 7 4 A starting . compound of formua may for example gye ¥ ned lqy Anz%o.-____'_ -‘.__3 __-:_

~ tluoro - %ngmm“ °fy‘£fl§§h§¢s&d’1nesp n‘&i?? ‘IfJSL'éMi}?I_?éiﬁ‘. Bresegfranol

: ',;hydrochl chydrdg,n afﬁo:ﬁ) = Am natl)f- 3 XI(C anfo - phle_rll,yl ) 2 o cycel obultgll am no
ano eneral fopmpla may omqame ¢ 8l tam eny
.t e%ﬁ» @éggﬁnaﬁﬁcorre Qéﬂ h::e ,.p. T ‘%uilj’:é . ll?]',fscl)d ’ 'Ei)h| OI‘ 0{'5 5 4, c.yano
~ “phenyl ) Adstartifif qam atgeneraf x'ﬁ oRllenibaitly Shined (4 - Ani o 53

.},_-_chl oro - a€Ford1 ttﬂ‘f}l)proc___g_he hk Yprese? -a B"?,?}?’i‘mb“ty' amrncr) -;set hanol . -
l- Ijo éi%e . CSSC!

.- hy( hyg%x& 1 rer twgy o "°fT§Pdém nool’md %ﬁ%’ﬁ“’ﬁ“a‘r’%&%ﬁ. de wenyr)M- ’
o <
= Anino - 3 Em@mdysbovey'q’f"g nedphenwscom”

ndsmf general pﬁmﬁlﬁé Raido. - et hanol

) ologjcal :prope 1all ti -

o hydr. ochl & 3 %g:gp,-rec tors andfor;a. ogking.-'a‘ét'.'_;"' ﬁbf,%?s xl;_?gﬂg: ; phenyl ) 2

Cycis()penta g¥d' theis he one or the oty ;‘ ¥ predomina :

- 15V=l - Th ' %Whﬁh -‘l1a€‘d1b€dh€tests ‘Show E)éélsglve .h Y hthg ﬁ " [1 ((13 4\/\;:. .|
meth Ien(‘i‘%ﬁ3 +-f_180m | afivityodn the @i-deegptdrs.nydr.ochl ori de; -
. y °" ‘Y)‘P% AFIRONES Fyﬂgﬁ“"dpﬂ@rfﬁafd totheitackyiBtha yl amino - -
'_:-'et hanol Eydcr ﬁr oride,” 20 = {4 -7Amno: -3’5 - ditcyano:- phenyl) -

w2 40tert A=l Hﬂltatna‘lim ﬁebronwt Haﬂod:ro pmylblyﬂ{teﬂhlbﬁtylﬂﬁno Nettianol (4I —40A(rjn ;OI -3 E4
"~ bromp - - oFi grice, but yl am.no .- -et-hanol ~an -
© - Anino._ - 5% % ot ;pjgebqgnﬁ%t roﬁuor?)hglﬁww 'frt 't%‘rt’f' °"az?ﬂﬁif‘$'7l ani-no. et hanol .

_ C_l - (4 Ammo 3 - chloro - 5 fluoro phenyl) 2 - cyclopropylammo - _ PR
45 - . ethanol hydrochloride, ST 45 BRI
: .- .D=l - (4 - Amino - 3 - chloro -5 - fluoro phenyl) 2 tert butylammo =L e AT
S ethanol hydrochlonde, L S
"-{E_lh-l (4d Amino - 3"~ fluoro phenyl) ;|2-.'--.=tert butylammo ethanol hydro--
-~ . i chloride, - :
L850 F_l = (4 -"Aming - 3 tnﬂuoromethyl
Lo hydrobromlde, L

. . G=1=(4-Amino -3 - chloro 5- tnf[uoromethyl phenyl) 2- tert butylammo-_.

o ethanol hydrochlorlde, . '
= mino - 3- chloro 5- tnﬂuo _methyl phenyl) 2 cyclobutylammo -

_:_ phenyl)- . tert pentylammo ethanol. 50

. 1 l’hydrochlonde, T 8570
I l -(4.- Amifio - 3 - chloro - 5- cyano phenyl) 2 tert butylammo ethanol T
T =1-(4 - Amino - 3 btomo 5- cyano phenyl) 2= tert butylammo ethanol- §
- hydrochlongie, A
Lo - (4% Amino~- 3 bromo 5 fluoro phenyl) 2 cyclobutylammo ethanol. T
S 60 hydrochlonde, s SR ' R
R 'L= - (4.- Amino - 3 fluoro 5 1odo phenyl) 2 cyclopropylamlno ethanol_' T
R hydrochlonde, ) T

M..l -(4-Amino-3- fluoro 5- cyano phenyl) 2 xsopropylammo "e 'anol: R
hydrochlonde, e SR R :



25 The [err]-blocking activity was tested as antagonismto
tachycardia in narcotized 25 cats provoked by a standard dose of 1.0
[err]/kg i.v. of N-isopropyl-noradrenalin sulfate. Fromthe average
percent agé decrease in increase of heart rate, .caused by

N-i sopropyl - noradrenalin sul fate, obtained by vari ous doses of the
conpounds i:n questiron- an ‘EDf err] was determni ned by -graphi cal extrapol atlo
(see Tables.kl and 30-. 30.The [err]-minetic activity was tested as _
ant agoni smt.0-- br&nchospasm pr. ovoked by i ntlr& £0Us appl | cat ion of. 20 [err -

of acetylchol| e—pet— Boahy-— —-A—Har o
to the mephod of Konmtrt (ﬂqeﬁlhetﬁ mtbr& he. ¢yaﬁaqshemp& aammtﬁamu&ﬂam
corrpounds of the pr esehydroaiegide, on. From the 35 .. "averiage percentage .-
decr ease- of.t he-br on&hs ‘!a W%ﬂﬁcéﬂ"ﬁy phenrDods @6‘@@‘&3"6!11“035‘1’@?1@ t@’éli?pounds

of the present. §nventp n4 %..ﬁlaercydnomnﬁ?tze&m “S&tﬁ%nﬂ&ﬁaﬁﬁn%ﬂ s
extrapol att on-(see tmele(tl)Adete- 1 e¢hidro bIs0@kanog p'heﬁyl)vlzypmmantxecst et@l rﬁxs_; :

ant agoni sm; It he bron fghﬂqﬂée,a tivity which i.s observed o . -
admi ni stration of 5 g u@f"%ﬁgﬂﬂ Eﬁi"’ﬂe? gfiane - pheny} - 2qsey pbuty amm° - ethanol .

i sopr opyl.-hor agg enal |911 Abnfnol -3 IJhﬁ:réestcﬁhbaBﬁl@HBDb faRkel et t Butyl- 10,
Konzett- - 40 ‘Rossl| €r amgiongthaaslhgdroghdatidgui nea. g foll ow ng the R
i nducement of a brond s}fa%ﬂf v elons- %r%%@n@h?”d d?)s‘E“OP"ED‘aT‘E‘PrWiR‘Q" of
body weight i.v. of @Q 6@-&1&:‘?@ 5%?&& 'phér)yl) Ihé‘ycﬁagbﬂtﬁaﬁxﬁé' Gt'h.rn%l of

t he substancestsas det ﬁydﬂ)d’hﬁﬂlxde,n roups o} LD[err],
i .e. the dose admi n|Y>=t='e @ad. A?itl?rg% Fidi!r é-cat’toe )cﬂ 5b@b4ofm€tth’éﬁna¢wml s
died 45 within .a p t hod
of Litchfield. and W [* Qﬁfa&ﬁﬁg’e ta and 9%5%11’@9"}%8 &tggnPKELE S
[err]-mmetic 2®tivi thkl Bu# atAmino ef3,5acd1nynnby pﬁeﬂybt-ameen butylan{reﬂ}-thar{oerr] 20 -

.15 5

EDferr]. y Ikg i V o _hydroehlorlde, 5 : _
8 3 > 15 0. B N - Y= almd Aémmo 3- bromo En mltlro phenyl) 2 te?t butylammo ethanol S| 10 _
E - 6 K Z_l (4 -Amino - 3- chloro $8mﬂ'o phenyl) 2-tert. - but?Bﬂmothhanol '
g 6 A 25 _ %h -b(}ockmg tzvzty was tested as taégmsm to taclgg 1a in n tized 5 2% -
. . o ca@, ked bgﬁ tandard dose of 1 /kgﬂl V. of N-i yl-nor in
3 - 5 7 - sulfate. From thea%&tage percentage decrease an increase of heart rate, caused by
10.0 . :" T Msofiropyl-neradrenalin sulfate, obtained by var®us doses. of the calng®unds in
> 40 U . Zgllic)astlon an EDy, wag determmed by ggpgcal extrapolation (see TablesglI \and
6 . '. : 3 Zumetzc activity was tested as’ ﬁl‘éag\c%sm to bronchospasm’ rovoked by - 33
20.5 BRI T intode us application of 20 p of acetylcholing per kg of body Wwefght in
> 65 Z | 5 narcotized - gumea Pigs (accofrdmg tp the method of Konzett-Rés: ‘il%gg E .
o n i .
nunber of aningy s/ dd3gy i.féieiﬂ Hyclyig 8? ARl e eoge Inyenion draRdtie ati o
for the cal CU| ation tﬁ)ef c (ﬂ' lthe present entlon, an EDy, was determined by graphical :
1,445, 740 - 11 - extrapola;,logl (sze tabl;: Iz)y rested TAE't,LE 11 Act | VI ty on t he
B -blocking activity was teste as gopism r
[err]-recept Or S. Sub Z-Zh?c'{e% gbserved on the administr y/kg o%% foe elg (me’g v, -
LD{ err] ng/ kg o V. opropyl-noradrenalm sulfate in the est arrangement to K onzett- 40
34.5 B - Rdssler using nareotized guinea pigs, following the inducement of pasm - L
4 o 5 . - caused hya gandard dose of 20 p/kg gﬁaogy weight i.v. of acetylchghne (see table 5
8.0 S 3_5 - “The acute-toxicity of the substances was determined on groups of I0mice. The - -
: 45 . LDy, i.e. the dose administered intravenously. after which 50% of the animals died - . 45

* . within a period of 14 days, was calculated accordmg to the method of thchfield
_ and thcoxon (see tables II and III) .



35-0 G 5 5 11.5 36.5 H
36.5 | 5 5 0.74
— - T - 67.0 K — —~
4 .15 26.4 L 7,5
452 M. .5 0.27 .
6.0 .. 4 0. 58.4.0. -
0.070 =7 - "61. ¢ ... b
£82.0.Q - - 4445740 e 5 (N
6 -6 ' 0.32 40. 4. S .
4 o 76 TABLEI . : L4
1 0071 ;- ﬁ’-mlmeﬂc acmlt%( " 5 W ‘ 0 926
" substance (5 m, " ng- Enmy,kw .8 b 8l
"~ number jof- d%ses N e ER o | 445 740
12 TABII}EIII Blocltlng act|VIty..'_ %Iocung actlwty onthé
Terr] eceptB)rs - %n the [err]-receptor [err}>1$ubstance err] '2
ED{err}. y/k%l __ns[___e_r_r_ n9[err] ED[e r] [err]/kg v, o rrg/kg i
CA-d(H) B A 340 229000 I A 18 2
S D-d(H) | 6D 41 5 6 2 4 . 590 >>§ 000 Sl 34 __2_
o Bd(H) . 8 3 1.5 ; L 327000 8 rrt 8 .4
-:12.5 4.~ 13 >2 6000 3 ‘ 388(2 [e r] = nuiser of aninpls . .
- [-err.] =funber: of - d¢ses, tested. u g of ]-ani mal s Accordi.ng {o.a further

~ featur¢ of tGhe pr g¢se i nvent i on the (5 ar e} provi e " phar maceufi cal.
- conmposigt i’ on&n conp |S|5ng as” acgl ve i ngg.edi ett at |£1@§t -one . com)ound of
formul 4 1. 1.a.a$.: her.ei nbef or'e def.ined or physr ologically.$
- conpat i bl e dcrd o bHsic addl‘élon sal @2@ he} eof i > &8soci af i on vvrth &,
'-'pharma eutical - 5} carsrl er.or gxm pi en‘t Th conp SIBI ons .may, for exarrpl e,
- _be pre ente .in .alform suitable for. oral ectal parentera
. adm" ni $trat iKon. T%us ¢ or: exarrpl e CoNpmGi t| DNS for> ooal admm.ni ,tratl or1 may

be sol §d_or :IYi qui. ¢ and -may: take the formof t abl et's, ‘coated 19 .. tablets,
nd” gel'atl nd capsyl e, suctf. chnposi t1%%s: chapri sﬁtd carriers-pr-. eXCI p| ents

w10 entltg,nally usesd i-h the3pharmaqe§kt|c bl - -art-. >F F.“par-ent e al” -

« . adm ni:gtration; the carrier may ‘be a parenferally-accept able.- |qU| d such

. 'as -stel ile water, ja parenteradly’ acceqo&abl e oil, eaq. ar dachi s} ‘ot l '

- .cont ai- ed H} anpo | es For:rectal admnistf ati-on corrp05| ti.onsjmay- take t he

- form1$ . - Tof sutpos; tor| es, 4the car% er ,orrprl si:AY- a suppos tory ‘base.
+15. Advant ag@ously thg corrposrgrons Ty be of mul at, rggi as ‘dosagp uni ts:Each
~dosagefunit. prefefably contdins froml to. ILOO [err], preferabjy: however

. from5]to 5@ [err] of5 active ¥ ngredi ént. 1e foI m‘&ﬁ)ng Exarrpl Bs serve-to

- illustifate the preparsatl on’ of Corrpougp(f acccgédl ng to 1 1e'_i_-.nve'rit-'-i_ on
‘- and of. phar maceut (_:al : c_orrposl i-ons ¢ ai. ng the : L
v s 4 .Z’._7-" Foose
W s o3 g0sc | ss0n
X 6 . 3 7 3 | s
"z s 3 Tms ol ss0

"o, = number of ammals, dose

. - A
L
I

= number of the doses taken into c.ons1derat10n for the calculat:on of the ED



same. Example 1. |

- (4- Am no- 3- br ono- 5-f |l uor o- phenyl ) - 2-di et hyl am no-eth' ano 3.4 g of
.4' -am no-3' - brono- 2-di et hyl ammi no-5' .. fl uor oacet ophenone hydro- 25
chloride were dissolved in 20 mM of methanol. A solution of 570 ng of
sodium bore .+ 25 hydride in 5 nl of water were slowy added whilst stirring
at roon1tenpenature The pH was adj usted‘to bétween 3 and- 6 by sinultaneous
addi tion of- 3N hydro- chloric acid. After the addition of the sodi.um:- :
borohydrlde .sol-utii on was conpleted the nlxture was stlrred for 30 nlnutes
at room: tenperatlure. 30 . Sub - : i :

until a pH of 1 was Tedched.” The  30. aC|d¢gB§9I@t|on was extracted tw ce
with chl orof orm and-the chlorofornlextracts were thrown away.. The aqueous
sol uti on was made jal kal i newift h ‘ammoni-a and exhaustivgly extracted wi-th: ]
chl orof orm  The crloroforn1extractsA%Eﬂemt@ﬁﬁkﬁéaﬁmarled over. sodium |

sul fate and‘evaporatggm&ﬁ dryness.in vacHo AnCol, rIe S 0|I was, 35 ' ii
obt ai ned. whis¢h. wag _di ssol'ved Jin dthyl acetate: “ﬁt or el hyd%bchl%rlc ‘aci
was 35 added anjd a col orl dss precipitate was obtaifed, ‘which was stctjon .

filtered .and- dlssclvedfﬁn_mat er.3:The aqu&ous. sdlﬁﬁcwnmas nmadé.sal kal i.ne
W th sodlunlhydro>|de d extlracted with chloroforn1 he chlgzgform
extract' was-washeqd with water], dried over sodlun1sulf te and aporated n'

vacuo. A colorl esq oilcmas.ottahned 33 140 | - 57.0.

1,445,740 .. 13 Proof off structure by
NNR-spectra (coci flerr])® 0. 85 t& 1.2 ppnf trlpleﬁ‘{G rotons3sl

N(CH err]-CHerr]}lerrlg 2.41to 29 ppm WU|tlpMﬁ protoni -

N(CH err]-)Lerr]: 12. 15 bpm- i ngi et (2 protons NEY: 4.4 to X% ppm
nuHipLar(lmnotMm-Cm; 4.-85 ppm si nglet- (1 proton, JOH); 6. 9to 74-ppn__
nultiplet (2 aronntrc'proton<)h 5 ) . .. Exanpl e
2. O TS 0 58 (4 Alho ] 3 - cﬁ?éro .5 - .
trlfluoronethyl phenyi) - 3:- tert: - butylanlno— ef hanol grochlorlda.
80 g of 4=- an1no 2-tert. -but)Ianlno 3 -chloro 5'-tr.ifluoronet -acet o-

osist i on betfeén 223.044d p31 [ermyh were
dlssolved,ln 10 500 ‘of - get hanol- and cool ed- to- 15 err]C 5.g of
SOdIUﬁ]bQFOhydrld ‘added T0'in small- anpunts .ovgr. a: pe 78d of one
hour whi | st stlrrlng am_tenp ratgures from-5:to 1hﬁrr-. yr | ater the
m xture was. aci:di |ed wi-t.h 2t -hydr ochl ori ¢-aci.d:-at Lfrr] an the met:hanpl -
was reaned in vag “Hhe” refai-¥i ng. aquedus, soluﬂﬁon &S - nadesalkallne M thf
2N anmoni a-and exiract Wit e%hyl -acet ate.. The ic 15 . ‘layer wap -
washed with water} dried and}50°m  of 4.5N |sopr8§ ic hde%éhIorlc 1p _
acid wer-e added. The tintle cfnpeund prec4p|tatedgﬁmpn“the sokgigi~on..and this

preC|p|tate was syction filt¢red and washed -with ethy ‘acetate-and ether' '
M p.: 205 to 207G} (decOm.). |By concentr%tlon ofowa TDther 51&uor a o f -

phenone . hydrochlonlde Gdeco

o7

furt her yiel'd of fhe ppoduct fwag 20 “5-0bt ai negipe.
20 Exanple 3. |-(n Anino 3- b ono- 5 cyano phenyl) Q Tethylaﬁ%ho ethanol
hydr ochl.oride .15.9.g ofR . 6. 5. - 0.6 ;.u.vi 53,4 0

3

4' - am no- 3':- br ano 5" - ¢ ano 2 dlnethylanlno aceto heno1e wer e’ dlssolved i
300 m of .methano|- and”a sol yiti 8n of 10%.of sodB bpr ohydr #& i n 25 .
100 M of water wps' agded d opw se at - npon1tenp§5@tu e whil. tsstlrrlng L
The 25 solution fas al’l owed|to stand overnlght -the pxcess of sodium -
bor ohydri de was d=stro?ed by achdifi cati4onwith myﬁro~hlor|cxat|d the |
met hanol - was evap)rateg in vacug and the r'esi due ggt 'ned.-was_. di ssol ved §n -
wat er. The” ‘sol.utipn was made aline mnth annnn? : )tracteﬂ’%hree tings .
with about =150 ni}of chlorof)rn530 aach tlne14the:chlorofpgnlsolut|qn.
was washed:twice pith. a snal quantlty of.: 30-wat'er ;i ed over sodi.um. |- .
sul f at e “and -evapo} at €d¥t.0"dr § neés ~The.. r5e5| due’ wWh878dj Esol vedsih et hanol Jand
weakly acidified th glcoho |c6hydrochlor|c aci g&'t=ereupﬂ% the '4 -
1- (4- ani no- 3- br onp- 5-cyano- ppenyl) -2+ dlnethylanlno-'}hanol %hrochlorl e
was obtalned The reacrlon pf odsict mas 35 rexgyst II|ze@gywnnethanc .
35 - : _

424

. n, = number of animals/dose” - ~. . -
n, = number of doses '



Mp.: 187 to 190C. Exanple 4. 1 - (4 - Amino - 3 - chloro - 5 -
trifluoronmethyl - phenyl) - 2 - tert. - pentylam no - ethanol hydrochl oride
40 0.37 g of

1-(4-am nno-3-trifluoronethyl-phenyl)-2-tert.-pentylam no-ethanol _40 ™.
r:..:-'"f_ydrobrom de .and 0.2-nl of. pyridine were dissolved in 30 i of - . ..~
ahydrofuran and cool.ed to 0G- 0.3 g of iodosobenzene di chl orjde. .

v ¢: added; the nixture was: kept at 0C. for:2 hours and a further 01 ‘g of
ombenzene di'chloride were: adgaesi740Aft er 20" hours at - about. [eir] ‘the.

osol Utron was evaporat €d.and arstributed 45 DET ween ety —acet at € -and
.o wat-er., The aqueous extract WaEABbE:léIIaI kaI [ ne vmth 2N * 45 amoni a, -, and

©t'he- sofution—wps—agat ret-e6 hyH—aee = |cIayer was
" ‘washed vvrth wa er " Bigid a f«=w dr hydr :
i sopriopanol é(%ﬁ E g,ts Tl q;;%g%%mﬁaﬂggﬁ pi tht ed from he sol ut i‘on

'_'_and ‘thl s preC| 3| tate Was suctlon 'fllteredz and washef w tjp et he
M. ?'8?5[39?‘? 1(dee=or’r§D§=y/kglv om0 on suEXlsz‘rplre 5mg/.|k81-v ( -
- bronpT= =—rethyt——phenyt—f—tert— '

drg chL@(rq da‘..-2.6 9 of 8.4

. am no- 3- net hyl - phenyl) 2- te
-chI ori HeDwie Hi &sol ¥ed i n'620
: 50l 4@5 | n.5 m of gI1 ci al Eetlc acid and 1. of vatdr, ‘wer e added
at 0 tp:lerr]q- ?Afte 15 mnutes e e}cess 6f°°l5ro ‘ne was ‘dgqstroyed -w.th

' GC h-sul fite.. The reaft gon i xt uge d@@s di | utgﬁzwth ‘wat er .and

_ : oducts were rennvbd by filtration through chatjcoal . The

Cof Itrate was (ije al kaline with sodium 60. - hydroxide sol ution. vvhr I'st

“ cool i ndH an‘?:l‘"‘f’ 8GMEfion was extracted with chloroform- 60 After drying

- over - sqgi umulotcggses dshia l;;muglggfopg,mnaﬁgl ution was-filtered through char coal
.and, evaporat ed to dryness in vacuo. The oily base t hus- obtai ned was = 14

1,445,740 " 14 di'ssolved in- |sopropanol
“and acidified wi t h i sopropanol ic hydrochl oric aci d. After: ‘evapor ati- n:g and

" dnd21. d g of brom ne,

cool i hg, hé\cmrémgm f dunther foafute afrtlncpr&erhrmrma&rﬂﬁeﬁehyé @hﬁ&y 1y- -
2-tert. Qé P“s gﬁ{l ofﬁ ﬁ,:“?sdl sufC Bl (mstf ohd er ed and_ R
_ recmsyst. al lef ch?lrﬂr bmdgﬂ@ﬁ‘ lt/téirw n assbciation with Mﬂ'ﬁl%m%r r] CS e
.5 .~Examp Elor excipient. . _
R (4 Am %, FIRROSIONS\IBAY o 1e uﬂatoansmtabletfgﬂcman no- et hanol 2. Og
) .Of 1 (4_ rect 01‘ pmz d .- e %ﬂ

. le ¢ it

TG ’)n EP P hanol were. -

di stgol Vo gelatiné caphie ﬁlh asiokitio ﬁﬁﬂfé ﬁﬂ rf‘éi ango 1..3g of
" br.om ne \ﬁerrgntmally used imithe hehn'@ 1s§ artSubsequent y the reaction mxture was
evapor at. %ﬁlmd? r?%%’ m‘s“a“ ﬂf e “::g «wd eqccepm!zlte al kal i ne-wi'th

R er, Arenicr.
2N ammonicenta 1ﬁ>ﬂnbé\ﬂ sBo reuﬁhfa ?or gani c |ayer ‘was
“driwsd- ovefsmchlt?msstliefcater rlsingpcmgi rﬁmﬁé esr e was - pusified: over

a silica asm@gé waitt Egahs cont ai ning 'the
: substancgfgsg%\g ﬁ,‘gfwb'éa%ﬁ‘as é?fggo‘rw&’?fﬁm xbogevendremsto®y i xi .ng the
..“evapor-at i onThe&lidwing Bxhiiples feeve, tot illGstraiet the peepaTaRSH &f GJer%BEJs' i zed. af ter, a 15
shdt 't i Ageordingoto: th pyenting{asd rof phEwaequkical Zompositions containing the - 20 _
. 1-(4-Ami H0%3-trifl uor omet hyl - phenyl )= 2-tert. - butyl ani.no- et hanol 20"
. 5.05.9g of 1- (4 - acetylamnq-;xamleltrlfluororrethyl phenylt) - 2 - tert.

.- butyl- ani(4ramistorabroino4:hl oyl Zilﬁeﬂlﬂlirﬁmb-@fhhhbled for 3 hours- in a

filter edTheMal;i was idjﬁstédxo]:éd\{eeﬁs *For.
- conversSi dition Hif othe dtediuime bprobyiiride - sabusio ivess 0l ved in the’
25 ;ﬁal cugﬁgﬂ Héfﬁ ;ﬂ'&ioaﬁgzgj&s% “Bt"s Ol"ﬁg,mstrﬁél %re wgs evapor ated
Ut dacjdie selution wasextFachA Gwice Xith @ lbl‘%fd’tﬂ%'n §.§P§ l§' Lk ¥4 °d from |

i SO F GpaMest sarqwn away. The aqueous solution was made alkalme thh ammonia and .
p p ?austlv ely extracted with chloroform. The chloroform extracts were combmeI:l 3

. moxfeure ) i - in mmdhsdxo-de sol-ution. .The
et )r?gnol 'H\ﬁﬁld%ﬁl%l{gfllv eyggﬁg? gﬂl“ﬁﬂzﬁéﬁ gﬁ%?&gﬁa e Wer%'is__‘,mt ,on

) R drled over.sodium sulfate and evaporated to dryness in vacuo. A colorless oil: ‘was. - S
o 35, ;- obtained, which was. dissolved in ethyl acetate. Ethereal hydrochloric acid was -, 35 .-
I added and a colorless precipitate was obtained, which was suction filtered and .~ -
L dissolved in water. The aqueous solution was made alkaline with sodium hydroxide
- and extracted with chloroform. The .chloroform extract was washed with water, -
N dned over sodmm sulfate and evaporated in'vacuo. A colorless 011 ‘was’ obtamed



M p.: of the hydrochloride: 172-174[err](deconp.). Exanple 8. 30 1- (4
- Amno - 3 - trifluoronethyl - phenyl) - 2 - (N benzyl - N- tert. -

butyl) - 30 amino - ethanol 0.5 g of 1 - (4- acetylam no- 3 -
triquororréthyI - phenyl) - 2- (N - benzyl - N- tert. - buftyl) - amno -
ethanol (mp.: 98-100C) were refluxed for [err]hours in a mxture of 10 m

of et hanol - and 10 ni. of 4N sodi um hydroxi:de sol uton.. The 35 et hanol /e
was distilled ‘off in vacuo ‘and t he aqueous™ | ayer was extracted with ethyl. 57
35 acetate. The ar gam c extract. was washed wi'th water, dried and evapor at ed

i n vacuo. Th| n- phy | ndi. cabh44s740. pr Oduct OnI v _in the oi | V. 13

residue (gilica. gel: Chi’r@étofafoitiﬂcﬂi?é BAMNRESectra (bﬁci,} VESsUR 1 %gh'.t n%lé) 6
Exanple 9. 40 protons, N(CH,—CH,),] 2.4 to 2.9 ppm, multlplet [6 protons, N(CH ; .15

1- ( 4- Ani no- 3- car boxy2RS ({2’? (22’—" *’tN'?I ‘YIOérﬁ @tﬂ 8[1]?3[1 proton, CH): 4 485 ppm40 -
0.3 g of |-(4-acetyl A §°(‘:"§1'|’ %1 ppmompliplet POHERTAG Yt hanol were -
di ssol ved +p-6 51 of et hanol -and 4 n1 of Eaagetr at ed hydrochloric-acid - 5
wer e added. kPne m xthr ¢ vminpedt UotoorS mﬂmrnmttbﬂ a’henE'D[ ér-ﬂi:rC betylaoduat ed -

to dryness in vacuo .an lf “@'EB’Q in §rp%g d px ch [ onm aphy
13 hig -§"-t
(silica gel: chloro- pl'&ﬁone hydrotifl6ride f tlo%b vnmferﬁQS Lo i uor B% get

was shown to b#o | - ( 4508 mil oHm&hanol and4:50]ed to 15°C 9Sgof sodlum borohydnde were added 0- .

car boxy- phenyl ) - 2- te‘l“tsmall v be?fd Eﬁ

oo e oot By oy s ety e B PR *@5’%& \:ﬁ:err]

4.5 ppm nmultiplet (Waspﬂadé alkalinekith ZH aBrm?mﬁ aPERtrabie Mtﬁ)fl 8§ a ata T'Ifh% _
protons) . . Exandl e 10y as washed with water, dried- and 50 ml of 45N i 1sopro anohc hydrochlorlc 15.

dd title 3
1- (4- Amino-3-tri fI u ftﬂag{gﬁl g;f“g aé"rﬁ ﬁ’i‘b‘n ﬁ?ﬂm‘ and this 50
0.45 g of 1 -(4-am 230- Ipr 1208 WO207PE m;D)Eer?)s/ DEFAYT N T - butyl ) -
am no- et hanol .wer e di_s$) somdentration h@/ﬂheommunqm a/ﬁsﬂxe& y1blﬂ o]:(iné p@tudretabanol
and 1.4 m. of N hyo‘?bﬁﬁi’fﬁdorl c acid. The’ soI utlon was hydrogenat ed in the 20

presence of .50 ng of pal | adi ui mf char coal. gs catalyst until 1 nol of
hydr ogen was 55 alb(amdueds-bﬁm s;e;taﬂd- mﬁeﬂrﬂaﬁﬂﬁb &Manbl hydrethiosige t he
sol uti on was. evapora 512 i byldmslb-racdlonhenbrbemmeen
ethyl acetate gqnd 2!\1%3 ter%&%ﬁ

dri ed and agai'n evajpolutbeead ﬂlowa@w)s% l;"&}? e:W@s%dP ﬁre w@ﬁt mﬁ%ﬁf&&%‘

et hanol / wdter. M p. :destrpyed by acififi c@twll\ﬁth hydrokﬁlonc acid, the methanol was evaporaled4dl5, 7
Exanple 11 vacuo and the residue obtained was dissolyeyl ip water. The solution was made.

Z( 4 Ami no- 3- chir o- 2kling with ammoyia, extracted thrse %;"zh%‘g el ST SRl

hydro- chloride. -0. W&t , dried over sodmm sulfate and evaporated to d ryness. :

1- (4- ami no- 3- chl orthdIIOPFi%% o) (ﬁ a)lolé) 8%’ ididet\ﬂﬂtaleohoBc _-" N

but yl ) - ami no-.et hanolg &t he [o1} éYa“ f

5 net hanol and3sl. 95. rédrysoaﬂhz&cNf mCBtm or | cr aC|a eg 1°"v5’ar°d‘??was 35

hydr ogenat ed in 't he pr.@pht¥ tof 9. ng of paI | adi um’ charcoal (10% -as
catal yst until 1 nol of hydrogen. had bee r ed "Af t erwar ds -t he cat al yst
Em%

was renoved by filtnag ORmARd 3t Rpiofd J 4 et hﬁvgﬂ%ﬁt deefiO. ;Q:'h%ﬂﬁx?o in

vacuo. The -oi | resi duethwaﬂ;h bchidrﬂd 10 romato o
(silica, gel; ®nlor of d) qrgm@uyl-ph l)dﬂﬂDmeatylam&}@ ezlﬁtndl 40
el uent). The fractig Jgﬁﬁf@%‘ ég ‘fﬁ, foe ‘gq A urewas _e
sol vent was -t enbvedkept av @eQdor I RQure b He el Jhforid WefUN d

remai ned and was co dﬁbr‘té@efl Rithounsiaba '_"'d.ﬁ?!bthh@oluwtwstmanol’ated:aid@dtﬁu s
i 7. - el &l rac t .
quantity-of 1.97N h W&m P ﬁ%ﬁlﬁ W,. nﬁ)ﬁ ‘with et yllwgglate dltﬂﬁ%gg(ralg Was .

15 r ecrystalliz few drops of 4N hydrochloric acid in
15 M p. 205 to 207is eprp}z@o} vee adge dElmterthfpoﬂxﬂi preclpllltated from the solution and
1- (4Ani no- 3- chl.or o TRFETIpal q%fgf’ ‘;thoflin@ﬂd Heashed arithrrshest hanol : s

di hydrochl ori dé.
1- (4-am no-.3- chl oro 5 rrethyl-- henyl)2 (I\l-memglyls-l\l—tert -butyl) 20 T
am no- et Kanol hydroéhi%’y% wovid- dramassht mettlyli- ph&) 2 - ¢drt. rbbtamolo -aticingl. 92 m o

of 20 2N hydrochl oricy égﬁgﬁgﬁ:&ﬁgg&é&é{h}l%ﬂzﬁ%ﬁ%’“ “gffnat;ﬁ‘%sﬁgrﬁﬁadms . .

presence of 5@sny O&hl

interrupted after in5mlof glacial acetic acid and'1 ml of water, were added at 0 to 5°C. After 15
; e ‘minutes the excess of bromine was destroyed with sodium hydrogen sulfite. The
reaction mixture was diluted with water and insoluble by-products were removed
by filtration through charcoal. The filtrate was made alkaline with sodium
60 hydroxide solution whilst cooling and the solution was extracted with chloroform. - 60
- After drying over sodium sulfate, the chloroform solution was filtered through ' '
 charcoal and evaporated to dryness. in vacuo. The 011y base thus obtained was



absorption of 41 m of hydrogen; the catalyst was filtered off and the
filtrated was evaporated to dryness in vacuo. The residue was dissolved in
et hanol and 25 precipitat ed as the di hydrochloride by the addition of
cether—— — ~ 25 Mp.. >95[errJC (deconpositron). EXanple 13. -
1- (4- Ani no- 3 met ‘hoxy- phenyl") - 2 tert.-butyl am no-ethanol. 8.% 9 of”
71-{ 4-am no=3- net-hoxy- phenyl ) - 2- (N-benzyl - N-tert. -butyl) amno-. 30 .
-;'hanol wer e dissolved-i.n 150 ni- of methanol and acidified to. a pH, of 6
~(yFyh 30 ethanolic hydrochl oric acid.:1-g:of pal | ad| um on. charcoal
.[bﬂrr]) was added to this sol &M@?‘Wand the i xi e : idénat ed ina
.sHaki ng de nn '_

ey n@tﬁaggtm SRS A ol ERBIREL S BRpur o Ut | e

" cal.cul at.

“been r enmced hyylsmmbmmﬂélldmydmbhlontde steuc:ﬁﬁn ﬁlteredrandmtrgsta/lhzsd concent r af ed.
The reC|f|t)<i"t1 ethefi s wer'e suction fil teredand  35. recrystagllzed from
- ethahol . ess- crystal s of the hydrochlorlc of the title? conpound

“nelted. at. 174 176[err] (decoan)(amﬂxanpl e 14 CL (4~ Amino. -3- M
ino-3zhy

“trifluor orretlhjg‘h -butykamy '-ethhﬂp dro
~chloride. ?mq (4'?‘“[%‘Eal'- °t § s.{a?f ﬁ rﬁﬁ OhET nyI ) 2

-' -cyfd Oproaié 4 aFbpWRe ky o Lt abor? 'rﬂaeaatubon vqasel in 200
- m of nethanm’solmdn @a@r,miadpalkhlaxdlvutm%b(andmddwamdwmmdffaute(r&% wer ¢ added as
. catal yst. W"ﬂh lfn’P c hmmwn pilfay o) 4 ry&}ﬁ gen had been

. --absor bed' ﬁé he st le 1% ed and evaPorat vie}%l@ .l(ft [trate was -
evamr at elalxln@t Mﬁ&ﬁtxdmﬁeﬁaﬁmhmr,ﬂﬁsﬂl mp’&ﬁld(hrﬁ&iﬂlzvdad'ter 45 inyater, ‘made
-—al kal i ne: shiottHin®N anmpni_a, and t he aqueous layer was ext racted wi'th et hyI
acetat e. -ThM@g@hre24Ct ract's were washed wit h-water...:dried and-evapor at ed
" again.. The solid residue was digxa@plvad. in. |sopropanol and 2 eqw val ents of

“ 4N:hydr ocht or| d:-(lEAmdmorhnﬂsmpmapwlmm thertddmmmqrethh@Isol ttion.~The"

“di - h9®¥r o-. 50..5:05hefd Y 140 tett- 7 LBty aﬁ?i the
il i A G A §nol A Seer.
“MP.: 141vdvudend the ;fee@ mmsgaff Vet mtien fiiored.
1 (4 Am no- 3Mm‘|lf4§ n t t 1y r'clhz)?d ttl{et rocRn%p WQ; d?sgglpe% IhhanOI |
hy d%Sbr OfTLa nversno m o d hl vic ach p

i the - mlxture .was evaporated to”

ty - '
1-(4-anin 1ab a%%?rrgl H ddﬁ’dfeﬁiﬂ is-r Festllizp in@goproppedletjieia no- 55
et hanol - hydquhIaﬁlthedhydehbndfr s‘tﬂ—rb’l&f@tﬂdeb@tlmben" thyl. acetate and ZN:
al ._}ma ; he organi'c- l'ayer- was: &%}éé and evapo ‘ed i n.vacuo. THe" remal ni ng

baS@owas ‘P ps.0A MBd - B0 @R rothetii an@L nbazﬂydmaenahtygn vessel ‘and 2.5
-g-of pall admmmxeﬂeﬁdbarl um sul fate were added as cat al yst.:-The =~

“mi xture was: ‘h éﬁa*t"eﬂlaﬁ’@]" 3-tx 4 & f(@f hig | been . absor bed.
After ¢ helsay i i (s atf R, Or T e e
evapgr at. eghadbl Wmalllad] ff ilexce®andithé eqaje eaymmara&agtsd with ethyld frosm -
. isopr opanmetatérgqélbella ghni b{%ﬁ}%%gaskwégéggﬂ ", oK m*he p: ys;‘};;lls‘ uea| ned and t he
. crystals En ‘ﬂfé 5 :
* 1,245, 740@38 orbtbrn . b 13 ?sx mpl e 161 -(4- Anino-3
| . -methyl - phenyl) - 2- (N—henzyl N-tl:‘%,;, leobutyl)- am_ no et hanol .4.5°g of o
- 1- (40aan0 3 br onr-n@AEmma-dayﬁoxppﬁan R-yer-bafylaiminu lngxbl—tert butyI ¥
cam no-eth 3 gusf br( nop-¢ ..%p'@hwl)'éttef by 0-gthano Yﬂers m -of 2N.5
~-hydrochl o?ndé’d _ )

g{ .tg d. rated hydroch
""'me" £g§;}§%§%{ o DAL n thepr esence

0-—

"l

~of 5 250v a{dt : sm'rcprotd)n of **315 .- of
hydr‘@gen fomnh ﬁ@taso m)s'mqmdu' W@dshowtn@d)atlaﬂwmmwﬂas reMved by

“suction f?;’ sn pf %{%&g ?ﬂ;%}"ﬂ}u ll}tf [gra‘ﬁof t%?{'{f the residue was
~di ssol vedmulltiple toﬁl 8 TIES §p 161t Q. ti¥Vp 2 'F

_ o 3. Subsequent |y
“the - base was ext ract ed with chloroform 10 and pur| fied -

h h ngExam °n ;E%Et ) s | h
;:I{ Eg%g%ng%X‘ @ ssin }ﬂﬁrﬁﬁ,ﬁlﬁé _2‘{% ica col um. Te 10"

'“%55, rtﬁl and . tF\‘e ot
di hydrochirmhb-dmamsreﬁ s&blm nh Ihgdregenation vlmel in POl feﬁdtﬂandeaarrp05| t | on)

.' Exanpl e 1?4 ml of 1N hydrochloric acid. The soljition was ydroge 1 the presence of .
0 mg of palladium/charcoal (10%) as ‘catalyst until 1:m hydrogenwas:™ %
55 absorbed. The catalyst was removed by filtration, ‘thie solution was; evaporatedin " 55.. . .
-+ . vacuo and the résidue was distributed between ethyl acetate and 2N ammonia. The: ~~ =~ = 1 ..
. organic layer- was Washed ‘with water, dried and. again evaporated i vacuo The T
: resndue was crystalhzed from ethanol/water o . R _ : : R
-M=-p-.'; 145 ‘to, I47°C o .




1- (4- Am no- 3- am nonet hyl - phenyl ) -2-tert. -butyl am no-et hanol . 15. 2.0
g of 6-(2-tert.-butylam no-I-hydroxy-ethyl)-3,4-di hydro-2-nethyl - 1

qui nazoline were dissolved in 80 m of pentyl alcohol.. 7.5 g of sodium.
were added in small quantities over a-peri 0d-6f“ene hour and the mxture -
was sl owy. heat ed up.to the hoiling tenperature after a further Jerr]. hou;O

After refluxing for. 5 hours, the: sol utlon was "cool ed and 100 m of - water

wer e added.+ 60 nl- of concentrated 20 hydrochl oric acidiwere then adde

dr opwi se. and the reaction mixture was stirred: 20 for 2 ‘hour's and extracted B
twice wth-et herls The -aci- dr(‘ laver was_mades -{QI i ne- wth ’l(]\l sodi um . 15
hydr oxi de, sol uti-on, the Base was extract egxa\mpw“et her,:and. the ethereal

| ayer was dried overj S(ewunum-wmmtsannmoauan%atyocﬁ,tefthﬁmmd@emamhmm-was

fi I h h I | 1h f
Fz)gr al ed( gyl)c © urm C r mmgd%fr ?? Xmlgc\)l-g-rchltsnl'o-sl-t%%u r%metvl\lnyl-pher?ﬁ) 2-8{I benzy(]:-|1AN|ll-t%xr't(2 orm.

- - 20 ml.of
25 Evaporation®or  HRIkERIehanal ners ol b B o AraGA ATt hy -

phenyl ) - 2- ta¢'t . - but yiharpraencetdfaao g ab aladnarm:lh oﬂs{l(l%)tmtoatab'a ulﬁl dmoltdry
anal ysi S: ; er r] ( 237h)3|4?‘g ‘Ell?rad bv?l:ge ?%’hﬂd% gwa S5 1 cuoly'f"ﬂwoﬂ;' r?mdﬁe was gﬁtﬁgg : :
30 Found: - 6ﬁhro Bﬁf nl‘% hloroform: methanol concentrated - 10’
1-(4- Am no-3- br omo 5arﬁﬂ6 amx»ize eeffxén)) 2hdfrm w&oammme m odnd)@ére

1- (4- ani no- 3= br ono- Scanybined Mtdfmto : %‘etlﬂe
h ro %vdéhhlgt

boi | ed for4 hour swi tfP'%P
SO0[err]. 35 et; I]anol ,:fﬁg aﬁ._y Yemal ni ng 15

aqueous sol uti.on was dlMLﬂ.ems\m 207°(l:(1}dbcmhpmf vvater and extract ed three ti mes
with chloroform The: chl or-of-orm | ayer vvasEfkrmmdmver 'sodi um sul f at edand
5 oride. -
evaporat ed .in. vacuo. HieAmie a-lcllderd- My%&%t l_phﬂgg;tlﬂ%f : enzylfﬁ_te outyl)-
(<

chi orof orm 40 ' ammth%gnol hy%ﬁf ‘in' 50 ml of methanol and 0.92 ml of . 20
40 Exarrpl e 19 2N hydrochlonc acid and-the sohition was hydrogenated in the presence of 50m

1- (4- Ami no- 3- brom) Soft atilhd tc alZ(lG%)re’[lkwlhmrpmatgmh a% finte: 1 fter }
1- (4- ami no-"3- br ono- Saf@ lmﬁon 51%“‘3' "%\j;il fgrﬁigg + for

4 hours with a ol ut&@ éf;‘ %.h%ékﬁﬁ%’ﬁda Fificch 1dnrbf err] 45 25
et hanol ;- The éthanol |§95P (&dompdsitianyl the remai ning aqueous sol ution
was 45 dl?r:uted with 100nt of water and tra} edthreetlmes with

chl or of orfn  The aqueous | ayer e % 1)2Nr HARRHiRS-Efadd. dryness.

The residue was treatedgyi§ ﬁ %oﬂﬁ%éﬁéhb@ 121111 E(I\E&nmm-ﬁe?teblftyl) tuﬁmt:-e was

evapor at.ed.’ - Th@oobt akthaitbl wess disselvwhm lnoftmﬂbstnedalm adidi G‘ctl or0
filtered, Evaporati oﬁth@ﬁdl?hy °‘th!f§t° aFﬁdl fﬁi@‘m on chaggo % dﬁ,

1- (4- ani no- 3- brono- 5t ﬁam&e‘ﬁ% ed in

aﬂbul Qfl h;_vd nCh
had a nel ting poi nt bﬁ{weﬁ,‘ﬂbsBéHBd tatystchajl beammmeteﬂMtsmlenﬁmnon,t e -

bl hed f. mfifture
o L o m@mﬁﬁ frire R

nm exanpl e 20.

5- (4- Ami no- 3-"chl or o-'5; 1. ixf L HoR0 5;7 4 . §,pa<, y.i di ne
1.35 g of |- (¢§-am 2o(t4aﬂ or3o '[G%/JI Iuo r;f%z.c?ﬂgpnr?/ ) - 2%%%‘? t())ut galmam' no40

et hanol were .di ssol ved. 4hg31®1 -aminoB Etriflygromethylp!

g'l . hegyl)Zt- no-
f or nal dehyde. sol uti offinal Wete 'ﬁl‘fd;éﬁ lfmr? R o: .:'5-' %hfa” 29he 60
vol ume at normal pregﬁyts fiate hW@b&en ABK d;am cdtﬂystwmﬁerean ,
m xture 60 wagsref | vies ﬂxeﬁlt&tdmmsa othtq‘djptdhmss in aced. Tb¢r @vmsw

sol ution were then. aﬁgﬁ gﬂ ?%' anis etrﬁ%@“k“ﬁgﬁ;ﬁw Yl M | _
times. The m xture I?e o WhoNaS e i isYH6pba0l 5 sin

et her and the i'nsol ubf m hRiSo I.b@xc acld 2 1sopropanol were added to the solution. THe, diliysirat0. )
- 50. 17 phleride. 1>ft @F mpomdecrrtq %E?t ok thgcenystals ‘Att‘PofP‘ftwéd - 50

with et hereal hydrocﬁ\“’d’ W y ‘ed ~prioduct- was © . -

crystallized by tri turatlon the crysta Is werzIQI j.guctlon fi-ltered and

recrystal lized from ??RA 18! 3%%': Jrom&@ éﬁZ- X{;fa%m&ﬁdngﬁhﬁfobFMd@bove
ment i oned ‘conmpggnd ne @iffigromethyl-phenyl)-2-tert.-pentylamino- 55
- T ethanol hydrochlonde were distributed between ‘ethyl -acetate and 2N ammonia.
' " The organic:layer was dried and evaporated in’ vacuo. ‘The remaining base was
dissolved in .100 ml of methanol in a hydrogenation vessel and 2.5 g of: -palladium
..+ .. oxide/barium sulfate (5%) were added as catalyst.. .The mixture was hydrogenated -
. 60..  until 1 mol of hydrogen %iad been absorbed. After the catalyst had been removed - 60
v by filtration, the filtrate 'was eva orated in vacuo andthe solid residue was
* recrystallized : from isopropanol. The ‘hydrobromide of the:title compound was
~ obtained and the crystals melted at 174 to 175°C (decomp) _
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4" ani ho- éﬂmMW'@d@ﬂ_, i charoes

- from 2-et

5 Exampl e 21.

5 1-(4- Am no- 3-fl uor o- phenyl )-2-tert.-butyl am no-ethanol. Mp. of the
‘hydrochl oride: 196 to 197 (deconp.). Prepared according to process a) from
4' -ami no-2-tert.-butyl am no-3' -fluoro- acetophenone hydrochl oride and -
sodi um borohydrl de: anal ogously to Exarrpl e 1 10 : L
__-'Ie 22. 210 - '

-‘Ami no- 3- broro- 5- f'| uor o- pheny) 2-tert. ~buty| ani-no- et hanol Mp, of

_— rm;hl or| de: 207 to 208 (decoms)uo Prepared accord| ng to procl ss-a)’. from
4 SO DT OO ST T T Yy =——anrmo=5 =11 = . Tore—yeh ochl or| de
.and sodi um borohydr| de -anal 0g- Exhﬁl le 160US| y to Exa e *1.. _
. 15 Exanpl.e : mlno-S-T-eth yl-pheny 1)-2-(N- enzsil-N-tert -butyl)-ammo-etha,nol §
(4 A noman& mfmm 3.&%*"&?&5‘3‘3&%%@421&‘%@%@ 5}% no- et hanol -
M p.5 of tiyerooan©edid wereAaded] The inMtubd ashydfbREmitbdas S  paésBike o proeess ar from

50/ Afped absorptlon of 315 ml of h drogen the

g.. __ﬂeﬁzgfi“& ; water a@o%?bﬂl um- boﬁéhydrl de

l;eb)hpamhg it Iknrpughcnf sllichegelmodrnﬁc ither i delo 15 7 t o]
; “%;68? nd 98°G endghextibydsochlorifie om - -

. 381 hé)ﬁa: ;7%?3 T&#&ﬁb@gﬂﬁ{ﬂa u
. y WUI .

L '158 d 65 a me -
- (4- (ant W&l %“S%ﬁfmgﬁhéﬁ °°mp2§“ cI opropyl ani no- et hanol - and ;
“sodi um hyd _ le 25. . - 0
A o 3 AR S IR b0 A ‘%ﬁ’.&? ftﬁg 5 Mp. af

t he hydr (mniﬂamimel weremﬁolv«i ui m(d@emyﬂmc)ohol 7. 5 g of 1 sodlum were added 30 Prepared

. accordi nq §°‘t9 P? of pnéchoupgndithe leﬁllf W@lﬂ “Qd N
peroyt N U e s e i Sy Byccany

o actgovat E‘d-ly KIOGkEATiEwerE Gga 48 déd drépwise &ﬁ@hﬂ raa%txo ﬁtﬂfﬁe Qa rre 20 '
2- Et hy| arfprihoufs. deamnét‘acewhmthﬁrmlaudw@y yiagle ékdﬁaﬂwith "~ .35 M p of

t he hydr : And to process. a)
%@tmgﬁygg eﬁg&# evaporafed, ° ec lgiﬁ%‘rg dium

olumHlch¥en to )OJeraslghc'ag
'bor?éhydrl(até) anal ogousl to Exa I'e .1. ExanEI)e 27.

. 2
ol - (4- A ng- EYEDOraK {e vca?rwneoemﬂnm 40 M p.
- of the. hf er&&%ﬂ; blﬂl al 15% han gﬁa%‘g:ggrgh%“s ?)ar ed accordi-ng. to process
Q) d;;)r om 4&;,H;, Ng 3(*:704 .._-%hl or oNS"-f | uor o- 2-i so- propyl am no- acet ophenone

-+ hy ochléé_iﬁ! t nd u 0 y Fibde anal ogously to Exarrpl e 1 305 :
ydboch (sl aidgui gty o

ll’lgm li

I

1< (4- Am'no- 3-jchl oy - fempley18 £ | o- et hanol M'p' -of
the hydr ochlzl E&gﬁ%; IO%?Q.% @‘lh)e }2 ﬁ%és?e{h &dﬁgvet,@ pr ocess a) . from
o4 -am no-btéiled: k' d rhour3-withci. st f5 mmdmrﬁhydrbxldrrmla@eﬂobmone 5.
. hydrochl'd ﬁﬁ ﬁ%&rﬁlﬁg il elen ‘ﬁgw"f :g}.“@‘%% Sto Exanple |
3 Exarmle lo o9erOs dﬁﬁit@‘aﬂ ate%h wo- @RS Y| ami no- et hanol
of - tobtirey de [was rabeystalidéed tromzﬂlofoﬂmm Pr epar ed accordi ng- to :
prd@ess a).. MBW33°%F??§1P2 tert. -but)él am no- 3 -chloro--55. - 40

) =f | uoro- aCetl ?P %ﬁ'ﬁ-‘ﬁbr'&)ﬁgfs%r g}%ﬁlghenyl?gglme&q’ aumrl:?lot-)ect)ﬁa%hyd” de anal ongsl y to
. .95 Exarrpl €. 2 of 1 mo-3-bromo-5-eyano-phenyl)-2-d1methylammo-ethanol vJer 445 740 o
- 18 Exarrplb@nlai)tor W hours with a solution of 5 g of sodium hydroxide in 120 ml of 50%
= (AP Am net'englm &Zﬁggemﬁ I“@bﬁ‘lﬁ it/ pnd g trenqmmq:) schejution erahano|45 IVl p
a P

_"t he hy dr Q.E ed i’n &of m times" with hloroform. The

_ ess The residue was treated
‘with ethanol, suction filtered and the fi trate ‘was evaporated The obtained residue

S “was again treated’ with ethanol and suction filtered. Evaporation of this last filtrate L
50  yielded a residue of 1-(4-ammo-3 bromo-S—carboxy-phenyl) -2-dimethylamino- -~ 50 - =
. . ‘ethanol, which had a' melting point between 240 and 250°C (decomp) Its U
“structure was established from its IR- ‘and UV-spectra:. _ R .
- IR (KBr): COO" at 1620 cm™; NH* at 2000--3500 cm~!. .. T
oy (ethanol) max1ma at220 and 330—340 nm, ‘shoulder at 250 nm.

-85 o Exam le 20 Al . 55
R : 5 (4-Ammo-3-chloro-S-tnfluoromethy -phenyl)- 3-tert -butyl 1 3-oxazohdme SRR
-+ 135 g of 1-(4-amino-3-chloro-5-trifluoromethyl- henyl)-2-tert -butyl-amino-
- ethanol: were dissolved: in.30 ‘ml of- berizene ancf 1.2 ml.-of 40% -aqueous
: .formaldehyde - solution were ‘added. Themixture. was - evaporated to half the L
60 . :volume at normal pressure,-35 ml of benzene were added-and the reaction mixture 60 -
<+ -was refluxed for"5 hours. A further 1:5 ml of formaldehyde solition were then =~~~
-added and- the above-described process was repeated 3 times. The mixture was . .
then evaporated to dryness m vacuo, dlssolved n ether and the msoluble resndue -



Prepared according. to process a) from4' am no-3'-chloro-5"-fluoro-2-tert. -

5 pent yl am no- acet ophenone hydrochl ori de and sodi um bor ohydri de
anal OgOIIQ|\I1‘n 5 Fy:.\rrnln ] ] - (A am_nn -3-_chl oro. -5 fluoro- nhmeI-
2 {1- (3, 4- net hyI enedi oxyphenyl NI 25 propylam: nol™ - &t hanol 10

M p. of the hydrochloride: 119 to 121 (decorrp) o - 10
Prepared accordi.ng*to process a) from4' -am no 3. o o
-chl or 0- 5" -f l-uor-0- 2- 11-.( 3; 4-* net hyl enedi OXy .
phenyl ) -'2- pr opylzni. no] -acet ophenone and so_-_

Exanple 1 15 -
r*rum s -@r.fg;gmtﬁrg d?wti: w . -_

| - (4- Aniho- 3-¢hl, oro‘&f&ﬂ?ﬂ %ﬁ@ﬁ
t he hydrochl ori de: 2 ; izkd frém tﬂﬂe lﬁdﬁkﬂ

from 4' -ani no-3' - chlobthe-abext mettioyédietimpound m‘él'tedfd__tuo:rmkﬁ‘&tj et}
hydr ochl oy i de gmd sodi” um borohydrr de ‘anal, Ogﬁ’"{SEY to Exarrpl e 1 20

.__:5

Exanpl € -33.," - ' 144-Amino-3-fligro-phenyl)-2-terizButylamino-ethanol,
1- (4- Ani no+: S’chl oro-5- Mpmif (emﬁi%zh r‘lmm d1)7be ymﬁgﬁomo 39 to 41 -
Prepar ed according to brepu'ewtsccal)dnfgrtomolrbssaﬁrm”simm}tmoblﬂyldm flegfpno-5' -

f 1 uor o- acet ophenonea?ﬁ%ﬂhﬁ%‘ﬁ‘F@Y‘?rﬂﬂﬂ‘Hﬁﬂa%%mdm %?@H?ﬂﬁ?%@g%‘ﬁ'éﬂ‘% l"ylto 25

"-_'_4bor ohydrr de anal ogousl y. t017__'- a

Exanpl e’1: - 10~ -~ “Example .

25 Exarrpl e 34 2-Et hyI ani ma)4-A rﬁeaqbrnmea-thb '_“"Mfz-tgﬂr-bmxlhmy-legham]hanol

f h DROL
Mp.: of the- hydrochlo m@ 1 ‘E deé _. 5;0 Qmmo_3agr%%q_telg_bupyl_
an

process.a)- frori 2- e o-‘g g dium borohf'dnde analog- : o
fluoro-acet oprlénone lel so Wk borohydrr de ana ogous y'to 15

30 Exanpl.e- 1. Exanple: 35 1 (4- Am no 3 brorm 5 luo.”
r o- phenyl-).- 2- |sopr opyI ) g} &?J‘ 3 to
| 73( deconp) . l?ﬂl}ém?noe’at ro% g éﬁ& @&%&8 ﬁ&dnﬂ&‘ ethHo}

4' - am no- 3' br orro 5' - f Prepared &ccm'dmg t85p c ba’mnndaanmb-é’pdmm-ﬂeyclobutyl--

hydr ochl or i-de %nd séﬁlfﬁrﬁ'%@ g‘)'hge@ﬂ "83'2)&&4’%“@‘6“’5@&%%“‘2 b%ﬂ‘p‘r"e 3620 '
1- (4- Ami no--3--br ono- cycl opropyl am. no-et hanol.. ;.40 =~
M p. of the hydr ochlori.de:. 185 10187 ( dRaapp 2).: Prepared accordl ng. to _

process a) from 4'-am no-3' 1-(Aating- ergbgu clo ropylamino-ethanol.
am no-5' -f| uorg acet oph‘;?rgj'i "@ﬁﬁh '@:%Q j"q

1. Exanplé 37.21- (4 pm -&1 %m%gioﬁlﬁ'ré’pﬁeﬁyﬂa”p ezs

. nalogously to EXatnple
(hydr oxyert. -butyr | am no) -et hanol - 122°to0. .1 5 :

45 Prepared. according to: process a) from' 4"~ anLno 3 br ono-.5, -fI uor_o 2-
(hydr oxy-tert. - but yl am no) - peekanbanRee- S nﬁi&psatsiﬁmﬁmm um

bor ohydr i de arsal-6gousl| MﬁQ;fEnearrwk@mﬁnEa(awtoelmaa(decomp) 50 . . 30

1- (4- Ami-no- 3-br onp- 5- f Prep hq 10 Pracesst ¢)- foosy ymammo‘-fbtolrmpkﬂnyl)-%@o Mp.
of the hydrochl ori d%"ﬁf, qﬂé%‘g Eﬁﬂ“ G‘%m" hy@?@b’&ﬂdéoanéc%ﬁ‘lm‘i’rﬁy igtiy#edcess
a) from4'-amno-3 L -pent yl-ani-no-acet. ophenone L
hydr ochl ori de _and- sodi-um bor oh dri de anaIExgnplelZQ to Exanple 1. 55.- .
-" Exanpl e 39385 1- (4, mly ng-1-(44 -01' 0-3 Precnh nB
(3,4 - nethyl enedi oxy- Sl oﬂr‘i&ﬂ‘]@" St whs ol mo-Pfaﬁnﬂf%Eﬁghl%Cﬁrd' ng
to process a)- from 4cetqmeﬁum3nd Bodiuno b _oh;fdr de amalogolisiyl to( Exathple 1. _
1,445, 740 - N & '

met hyl nedi oxy-.ﬂhenyl ) 2 qr@%lm_aﬂ&o_ _' e ﬁﬁ}-’?—m@ﬂ%ﬁﬁﬁh&’&h%f ohydrr de

M.p. .of the. hydrochloride:. '152.t0-154°C. (decomp,)
- Prepared according to process a) from 4'-ammo-3 -chloro-S'-fluoro-Z-lso-
ylammo-acetophenone hydrOchlonde and ‘sodium borohydrlde analogously :
to xample 1 e e e L :

Y . - P Exam le28 e BEE -
T 1 (4-Ammo-3-chloro-5-ﬂuoro-phen¥ )-2-¢ clopro ylammo-ethanol T
R M p. of .the hydrochloride: 175:t0 177°C (decomp.).. -
e " . " Preparéd according to process a) from_ 4-am1no-3’-chloro-Z-cyclopropyl-_ .
ERTE ' ammo-S’-fluoro-acetophenone hydrochlonde and sodm' borohydrlde analog-
50 ously to Example 1. _ A _

Example 29 '
N (4-Ammo—3-chloro-S-fluoro-phenyl)-z-tert -butylammo-ethanol
- M.p. ‘of the hydrochloride: 206 to 208°C (decomp.). - :
S Prepared according to é)rocess a) from 4'-amino-2-tert. -butylammo-3’-ehloro- -
-85 5'-ﬂuorio-al.cetophenone hy rochlonde and sodlum borohydrlde analogously to 55
. Exampe L S b -

ethy) 2 - (15



anal ogously to Exanple 1. Exanple 40 1 -(4-Amn
0-3-chloro-5-trifluoromethyl - phenyl)-2-i sopropyl am no-ethanol. 5
Mp: 104 to 106 5 Mp of the hydrochloride: 185 ta 187 Prpnarpd_______

" putyl anm n‘o‘)‘*SA“m- s

':"j'accordr ng to process a) from 4'-amnino- 3' -chloro-2-isopropylam no:

Gtri fI uoromet hyl - acet ophenone hydrochl ori de and sodr um borohydrr de:
\'.: ously to Exanple 2. 10 - -1*0 IR -._ _. rExamp | e
:.'.-','_"'1:(418Am no- 3- chI oro-5-41ifiuor ohﬁﬂ?ﬂl pheny1) - 2. cvcl opr Opvl ani: rl&- et hanol
- Mp.iT138 to 1397 Prepared acco |n fl 40 Process: a) from

4l ani'no+3' - Cﬁl(ﬂhﬂr’%-ﬁm&@mfﬁ@ heﬂﬁ)—*z"lﬁrt5penftfldrﬁnhbl%"':
L sodr um. boro._,_qbro eayd% chijeride] ;87ttola83C (deco

epared. dcf '!9-3'- °£°-i'~rﬂP 11o G-rret hyt phenyl)
A “‘°‘1°§ h°“°“°2ﬂ!pgv°h‘°8?‘ﬁ 'ﬁ’g)“ Y herghydrif gpalogouslyia hydr%chl qri-de:
20 . Prepared accordr ng to process a) from N
2 ' hydroxy~Emlt‘r3l o \![
__ :-ngtfiwro-deerlbﬁréh ?ré* ﬂytarlsea‘ﬂoes ha'évb- and s'o=d'-'i‘-=-um-
" borghydri e 1At HiGHdeXAORb 128C @cRiRhE 43" 1o
1- (4 Ani' no- 31r¢ﬂal'ddraoe' dihg tof processo)ddom4’-amine bm&orseﬂmore-pemsyl-am no- et. hanol
. 25 - .. methyle cg'%“’” hm %grenyu@mqiﬁmephe&% and sppipmy berehydsidy .
- 25 Preparaé‘amﬁ LIS '6 process a):from-4'-ani no- 3"~ chl.or o- 2- tert. -pentyl
“-amino-5"" -trifludr orret hy1 - acet BRRPROIE, ‘hydr achl ori.de and sodr um bor.ohydri de
- anaiSogousl y . tol-B@a':Eloe,ﬁ @lgﬁ%ﬂ % gj&ggghyl&mmo-@!hanomm no. - 3 15 chI ero - 5
.- trifluoro
" butyl - (2)mm, cmoia ‘&.’s%eo&’gﬁm"; %@%Yﬁ&‘é%rﬁ"' 150 (decorrp ).
-Prepared Bamnpledi. ng to process a): from4' -amno-3" -ch[oro -[ 2- net’ hyl =
hy d200xy - but yl “(2)=am.no] - 5" -trm,a‘ahlpxar:;anet hyI -acet: ophenone and s@dr um

t"h&/l - .acet ophenone and

”:219 to 22
-4" - am no- 3 -chI

- boro- 35 hydmA?ntahaklolgmoyo-plunﬁ)é&dpthela@mo—ethanol
.. 35 Exarrple i § _ (4 “amino - 3
~ = chl or 0 fuofddeetop s}eﬁé’e %ﬁﬁﬁﬁé‘%yfﬁm J%“.am%f%ﬁ pa ﬁs@ dr ochl or i te: 185
".'-to aB7 ((mamplpl : ‘Prepared accordr ng to process a) 2$om _
~ 2-[8-ethynyl - pent’ I-(3) am no]E:Ahxple340 T
“_am no-3' -chl Sthylaming-1-(ram 0 ',._33 b’th‘}ml ochl oride and sodr um
"+ boro- hydri (gr §1@ .o . Fok 2eth h’emn4§O3Jbrom<(§‘ ~Ammno - 3 -
“E Chlsy 0'- faoro-deblophdaBhid) i dd)um b%rc{h&dnde( dnzdogouse tdy | enw 45
“odi oXy- ‘pheixginple 2. pr opy! ani nol - ethanol.. - 45

I\/l p.” of the hydrochi orr de ZOEEth 1203. (decorrp ) Pr epar ed accordr ng to

- 'process a): froln644\ml '5' %ﬂ%‘&%éﬁ ropylamigpsipeRgle -

o di oxy- phenym 433 o6 ﬁ) er %_%hy,lomg_geﬂlg,pag_ﬁggne hyds ochI or| de
- and”sodi @ kto &nomw@mm eya d)sdﬂmbtehﬂndégnalogously N

- . Exanpl e 4<7Examplel ' .

| - (4-Am no- 3-chlior 0-5- trrfluormbhyjs phenyl) - 2 dr rrethyl ani no- et hanol "M p.
of ‘the hydr och[bﬁmmeﬁ-b]:@ﬂo-ﬁﬂuqtstph%}ﬁgﬁédwa lamige-pgancd” process g from
41

3 B v {
3 ﬁydgﬁgcg?)qfﬂ“%%%' %‘m’n yddﬁd wz&harggmspiéwo o8 9}&;’22& e 2.
-|(V|AB14:04§ 1(:: ér %%—%& %9@{%? M)—?—@é °6%g°§‘3£'éylgﬁn§#thanopy' am nos) -le.t...pan0|

U

55" Exanple 48 1-4.

-.am no- 3. 'Prépatedr Qcc3r((1d‘§- et prydesd RYy| from *4"-amino-3"-bromo-5'-flioro-2~

: (hydroxy-tert -butylamino -acetophenone hydrochlonde and sodlum borohydrlde' S
. __analogously to Example .. T AR _ | ] S tes

S 80 -(4-Ammo-3-bromo-5-ﬂuoro-phenyl)-2—tert -pentylam no-ethanol .80

S T Mp of thié hydrochloride: 185 to 187°C (decomp.):" s

. " *Prepared ‘according to process a) from 4'-ammo-3'-bromo-S’-ﬂuoro-Z-tert -

_ -pentylammo-acetophenone hydrochlonde and sodlum borohydnde analogously to
Example I : o )

55 . REE Example -39, .=
e -.'.l - (4 Ammo 3 bromo 5 “fluoro - pheny

' henyl)-z-pro ylammo]—ethanol SRR . : .

K/l p: 126 to-128°C. ' - : AL

- Prepared accordmg to process a) from 4'-'ammo-3’-bromo-5'-fluoro-2-[l (3 4-- T




20 1, 445,740 20
am no)-5"-trifluoronethyl -acet ophenone hydrochl ori de and sodi um bor ohydri de
anal ogously to Exanple 2. Exanpe 49.

1- (4- Ami no- 3-chloro-5-trifl uoronet hyI phenyl )-2-diethyl am no-ethanol. M p.
of the hydrochloride: 149.to 1 Prepared according to process a) from . . -

4' - am no-3"-chlorg-2 di et hylami no-5'- :trtifluoronethyl-acet ophenone :
hydrochl or| de -and sodi um borohydrr de anaogousl y-to. Exanpl e 2. Exanpl e 50.° A
10 .(419. Amino -.3.-. chloro - 5 1445740 uororret hyI - phenyl) -2+19
(N - benzyl - N--Tert, TO bui yI ] - am no- et hanol ; ure- b\é?thr n-layer

chr omat ography ( chr a@w@‘%ﬁ%&mﬁ] ?-pmp{lsmlfo]-acsfgph@oneag {, sodgpmy mhﬁn\gf)ar o
accor di ng-t:0. process no-2-( bepz%l N-tert. -butyl)

ani no- 3. =chl oro-5'-tri fl'd:!ﬂh%?i-m&o-@ﬁﬁﬁ' .lﬁhe?@ﬂ-zﬁﬁgio\dﬁhrbﬂmmml de
anal og- 15 oudy to E)M 1104 to e 51 '

- (4- Ani no-3- br- ono- 5- trerpugfr@th '28? ol ]:%%y lom o: et ha&ol . IVI p
102 to 103780° 5,_m cﬂ?rme it ggﬁ m‘gﬁ%ﬁ %ﬁgﬁ{f

20 Prepared accor di | N&lisly

10

- brono- 2-i soprmpyl am- no- -t ri fI uororret h | -acet ophenone hydrochl ori de and
sodi um bor ohydH de angl ’%“‘g’ ;

1- (4Anmi no- 3- br ono- 5- t(rir %"%@lﬁﬁ% 'tglﬁeng? 'phe elo r?é’r%n%nigo etthhrg)rllol

25 25 - Mp. 141.5 tIQe accorduﬁ to process a) from 4'-ammo-3 :chloro-2-cyclopropyl- - -
25 . M-p. of the t n@é'l‘trlﬁvqremeth QeetophengR. apd (SG@EEMT%YM@W&P@@“QE&W di nps

to process. a). 1% om. 4 ’“‘H\*ﬂ - 3' - br ofm- 2-.cycl opropyl -
am no-5'-trifi uororre hyl - acet phenone h Examipleod2. i um bor h dri de
30 "7 anal ogously. | ohpAGia-d-shors- uomeé?ﬁm%m%% a,ygmxy RS

1- (4- Anmi-no- 3-br ono- 5- trM uprhemaﬂamhormemlm 220°C. - ¢ :
)-2-tert.-buty2am no- etH’repwdd ackbiding t8 prdacess8if fiom Mapnnce?’-chlhsp-h@nddromadenrr de 20 :

205 to 206 (decorrp ) butglgmino)-5'-trifluo gEtepheapRs nydeeshipridec gad gyodiymm,
4" -~ ami no- 3' - br ono- 2- TPV IR FRPIORMREN O "%%pgwrrfl uor orret hyl - acet ophenone
hydr ochl ari de and sodi um borohydrr de anaI pieidd. y to Exanple 2. Exanpl e 54
1- ( 4- Ami no- 3= b ono- 5- tlr-G4fA11!l . Ft)hyl zalsm-mnmhmm-ethmhor

Mp. of the hyfifochl or ag C - (e?:nrﬁgoé'-chloro-}t rt.-pentyl- -
Prepar ed JAccor di ng. t i e Losoriny o heﬂéﬂe ANV g no— -

5" -trifluoronet hyl - azmatoewisbrtorﬁeam delRochl ori de - and sodr um borohydrr de
anal og- " ously-to Exanple 2. Exanpl e 55. ABxanip o
| - (4- am no- 3- b8®bno- 51r-t(4+1kinlmrorreﬁldr FS§ ﬂﬁgtbmetﬂylt;meﬁylypem-yieﬁm-rlehmrhxynol 30

45 M p. of the- hydroch amie et '10 Pg %f 21 pared according to.
|' 4
process a)  from 4 g ' ces E‘(&E’p( emnjé -ehloro-2-[2-meth%l-4-

am no-5'-trifluor omq{thx .a ypide heéhofle Sﬁﬂl 46ditar Godr I de .
anal og usI y to35Examﬂydr1® ana di@lsly to Example 2 L . Exarrpl e'3
56. 5% . é Et hI ynyI - pentyl __ (3)
- anino] - -1 (4°- za.rrsnemynﬁ péartﬂn@) alfal'hb]- uqroarrﬁwyi CMenmﬂ)mehbmo
Prepar ed. accordr ng t.o ph eﬂsmglér rom 2- n | - ent yl - (3)-amno] - 4'- 55 -
gm no- 355br 0m)4§ _t ri f gr%?e acco dmg to’ pro?ceﬁss a rom g?gzet yly engy?(ﬁg%m% I um 40
oro- e ammo-3 -chloro-S'-tnﬂuoromethyl-acetophenone hydroch oride and sodmm boro-. S
o _ hydnde analogously to Example 2. :
Examle46 o APV :
o 1- (4 Ammo 3. chloro 5. tnfluoromethyl phenyl) 2. [1 (3 4 methylene- e
45 - dioxy-phenyl)-2-propylamino]-ethanol. - 45
S © . M.p. of the hydrochioride: 206 to 207°C (decomp.). .’ o
e Prepared . according to process a) from 4’-anuno-3’-chloro-2-[l—(3 4-methylene- '

- dloxy-phenyl)-2-propylammo]-5'-tnfluoromethyl-acetophenone hydrochlonde and
. sodlum borohydnde analogously to. Example 2 e .

e 1- (4-Ammo-3-chloro-S-tnﬂuoromethyl-phenyl)-2 dlmethylammo-ethanol T
M.p. of the hydrochloride: 162.to 164°C.
_ ... -Prepared according to process a) from. 4'-ammo-3'-chloro—2-d1methylammo- _
S '5'-tnfluoromethyl-acetophenone hydrochlonde and sodlum borohydrlde analog- _
SR ~ I ously to Example 2 L A . o '8
N l(4-A 3 hl ﬂ...: Elfalmhle‘t? ethyie . in e
. mino-3-chloro- -tn uoromethyl-phenyl)-2- N-meth l-eth lammo - th 1.
M.p.: 48 to 49°C. P v ( y v )e 2o
Prepared accordmg to process a) from 4'-ammo-3'-chloro-2-(N—methylethyl-



hydri de anal ogously to Exanple 2. 21
1, 445, 740 21 Exanpl e 57.
1-(4- Ami no-3-bronmo-5-trifl uoronethyl - phenyl) - 2-di net hyl ani no- et hanol . M p.

" of the hydrochloride: 149 to 151 Prepared ‘according to process a). from

4' -ami no-3' - brono- 2-di nethylanino- 5 . . 5 -trrfluororret hyl - acet ophenone

- bor ohydr.isggy &Btasip

" hydrochl'or i

. met hyl -

drochl or| de and sodi um borohydrl de' anal og- 57 ously. to Exarrpl e. 2 Exarrpl e

Ry
RNl

. WpTETSZI5TD bdb 1u — —Prepar ed accomrng process ay. rrom'
g am no-Aminok$ rp}u ’ﬁ‘&l’ pqwqh@pwmydrochlg@de and sodiuny *borohydnde; -
.- ami-noy- S'a“’il?ﬁof"? % -acet ophenone hydrochl ori-de” and SOdI um borohydrl de
- ~anal ogousl.y .to. Exarrpl e 2, ExaiBih@pls9, L
-| - ( 4 Ani no- 3-( _ ':5chlmrofﬂ-tuﬂuqmmth +phm9ﬂyd19thﬂmninepﬂh9¢<&m no- et hanol 15

i “of the § e' wyﬂdﬁ r;é % -8 o-3'-chloro- -dle h lammo- - 15

| Prepar ed atioRImEINg ﬁ@iﬂ?ﬁﬁm et hyl am no-<5' -
. trifl uor corEkdmyle acet ophenone hydr ochl or| de and sodr um bor ohydrr de o
- “-anal ogousl'y to Exanple 2.. Exar%l e 6

no- 3- br ono- 5 tr|fI uor orrep;hy'm)phenyl) 2 (N—rret hyI et hyI am no) ‘et'hanol

1- (1~ Ami jo18: AT yls) § TR0 SEABAON - tert.. 1020 Mp of
'the hydrocﬁrbﬁr}ll)%ﬁmo& ﬁﬁe orrp repare accg?dl naﬁto rt)errtocess a). from,

. 4* —~am no--3"Oitepiry by thin-tayer. chmnmmhn(sl%@blpmm@mha 1&&di um bor ohydr, de

.anal ogouszlf i s e Nitrt-buton. Exanple 61.. 25
R A aaBe E%ﬁ:%@é%iné Qaé?ﬁs frcmxz aiiifi Mbenz LN-fert it 61.

o gl. . 15

© 25'M p. 1 obdy tooEfpRr Z2par ed accordl ng to process a) from -

. 4' —amno-"3' - chtoro-5" - net hyl - SRt am no- acet ophenone and sod| um-

o bor ohydri d‘5‘1 m&&@‘ﬁﬁlnyo- Riffad é:e yigninoiRthanal, < -

. 2-Et hyl ami nak.p:: (02-taM03PC: 3- chl oro- phenyl) et-hanal . 30 M p
. 10200 108: Mprcé'_mmr@b@oddrl

y " 2-ethyl an. Hﬁre are ‘gb%xﬁf:g hfog&g@?/ %ﬁ@gémgﬁ(gfgﬂag d sodr um

uoro;
'.i:'_ 1-(-4= Ami no=3-chl oro= 5 rret hyl. - phenyl) 2 di rrethyl am’ nno- et hanol - 5 ‘M p.

: ~ of he hyd, Iorl F red di ng t process a)

o roirfn 4 arr!ﬁp ‘ffﬁc%%o%; °'§%&d‘°%“f% éhemﬁgzlglopnﬁﬁ m°aece Slphenoneﬁhy
" hydrochl ori depaﬂdhesﬁ;dmcm:mbarloﬁ r%decmbm%pusl y- to- Exarrpl e 1. 40 -

- Exarrpl e ‘64, Prepared accordln to process. d) from 4'-amino-3'

[ - 3-chl oro -
gt g 'srggng@g Rt Iy A
: ochl or| e: Prepared -accor di .ng- 1o process a) from . .
- 4 -ami no-3' - chl oro 5 rret%% ‘Expple¥dt hyl —et hyl afino)-acet ophenone. .
; P‘Hﬂ%ﬁhﬂc}@eﬁﬁaﬁ'% =brifyjamino-g{ §‘1“§‘ t'o Exanple.l.
o b oFt éfhﬁrmcﬂﬂmé .o & sk @b pheny! ) -2-di ethyl ani no. et hanol
- M pis of the dreoadsdoﬂiingdeproi: a)foond £Amf mbat-bmnp-‘))-tertpbmmanmd- acco¥sdi ng to
" process é trrﬂrn@r ’ﬁ‘B’H’ %:Fﬁ%hesi’%h F‘Gh@“éﬁ endipiigm bosohydridesgpalog- -

dr ochI ori de and sod| um borohydrl de ‘anal ogousl y to

- 50 Exarrple 1 Exarrple 661 1.
: (4 A N0: 3 W Emﬂielshvhu&&ﬁauﬁff ""()J%cbawhmmns.erhhm butyl) 463 mi no- et han

.. 45 :Exanpl e

~ Mp. of the hydrochloride: 189 to 191°C (decom% ,
' Prepared-according to process a) from 4'-amino-3' romo-2-cyclobutylammo- "
. 5'-tr1fluoromethf'l-acetophenone hydroch]onde and sodlum borohydrlde analog-
. ously to Examp S _ . _ _

R Example 55 e o R e
45 -(4-Ammo-3-bromo-S-tnfluoromethyl-f) eny 2-teft -pentylammo—ethanol S - ERER
L M:p. of the-hydrochloride: 166.5 16" 168°C: (deconip. R
, -Preparéd ‘according to processa)- from’ 4'-ammo- -bromo-2-tert -pentyl- L
L ammo-S'-trlfluoromethyl-acetophenone hydrochlonde and’ sodlum borohydrrde S
.-ianalogously to Example2 R : S

50 Example 56 IR o800
: 2 [3 Eth nyl’ pentyl (3) amlno] (4 ammo 3 bromo tnﬂuoromethyl- e
Y)-ethanol

she!
R/I p. yof the hydrochlonde 189 to- 190°C (decomﬁ i L
I 'Prepared. according to process -a). from 2-[3-et ynyl-pentyl-(3)-ammo]-4’ . St
L85 -amm0-3'-bromo-5'-tnﬂuoromethyl-acetophenone hydrochlorlde and sodlum boro -85 D
o] '.hydrlde analogously to Example : : S




M p. of the hydrochloride: 200 to 201 55 Prepared according to

process a)from 4'-am no-2-(N-benzyl-N-tert.-butyl)- 55

am no-3' -chl oro-5' - net hyl - acet ophenone and sodi um borohydr| de anal ogously

to Exanpte 3 22 445740

22 Exanple 67 1-(4-Am no- 3- br ono- 5 rret hyI ph )"-2 di rret hyl am no- et hanol .

M P. ofthe hydrochkori de:'123:t0' 1250(decorrp) Prepar ed according to- process
a) from 4'-anpineo-3'-brono-2-di methylamno-5 75" 5" - net hyl -.act ophenone
and sodi un‘oor ohydride anal ogously to Exarrpl e 3. - .5 Exarrpl e 68.-
1- (4- Ani no- 3- brapo-5-m et hyl - Phen yl )-2- diaspyd am’ no- ‘ethapol- M p..48: to B
Prepat ed- .accordr ng to process a) Trom 4 -amno-3 - brono- 2=ai et nyT am no- . '

5- 10 - et hyl - aceflopheno_e.,.and sQ ﬁl uBAamoleoty dr i de” apal ogous|y =
Amino-3-br; S-trifluoromethyl- he -2-d1m th lam -ethanol.
to' Exanpl-e 3. 1015 Mp. of the dtbeHidride: 149 to 151°C. "65 b et

10 - Prepared according. to process a) from 4'-am1no-3'-bromo-2-d1methylam1no- R
1-(4- ani. no-. 3- b|50rro 5’-nd1uh?nwpl‘r{bwt0p2er(ohh bquthqmdt end sdzrlmnybn)rolaydnneamdganol
Prepar ed achear di’ ng t‘lS'SIlSr“E) from 4" --ani no- 3' - br ono- 2- ( N- benzyl :
-n-tert. butyl)-amino-5'-net hyI acet opheg;gg,e,leaggd " 'sodi um bor ohydrii de

anal Ogousl y to 15 EXBQ#p'lmnBJ bromo-5-tnfluoromethyl-phenyl)-Z-(N-methyl-ethylammo)-ethanol

15 The substanﬁ)e was pj i P2 8o HY5°Cai n- Ia chronat ogroanohym( chl-or o-

form nethanol 9! LoNE t_'[g_red 1 proces aﬁﬁ%rg@a -3 methylethyl-

1- ( 3- Et hyl = 4-ami no- Eanﬁqlag@mm@ "‘éll’ rr‘rt‘ noloefi haM f°dl%b°r°gyd"d° M p

of the hydrochlorlde 121 to 124 : . -20
Exam le 59

Prepar ed accordr ng to-pf ' S

3 "ethyl -4' -ari no-. 5' 18 rﬁfiﬁgﬁ e e a0 o _-.1__5_

bor ohydr i de anal ogousl yrémremmxm prcEsesraml“rem'ALammo-s'-bromo-z-dnethylammo-s'- o

1- ( 3- Et hyl- 4- ani-noe- ? %l%‘m?@t pRjPphenang PEQI‘W!‘(HNP ﬂ!ﬂﬁ?ﬂhmrl’@tohydrﬂ’é analogousiy p. .

t he hydrochl ari de: % 25 Prepared

according .to pzroocess a) from 3' - et hyI g -55 brorm 2 di‘et hyl - .ami noc-.. .-
- A - -3, SR

Eﬁgﬁrglpgeg.zohe :23 ' N?gdcllf tghﬁ?&%mﬁyﬁ%ydecomgtsmtyidnynd:etbalﬁkarrpl € 3. 20 v

1 (4 Am 10" 3. Cer - butuibsEne ﬁﬁ"kﬁﬁmm e Shdioguby Y3 Ekbpie £ R'&H‘S'i‘““eo |

M p. of the hydrochl ori de: >218 (deco 4 L
Prepar ed Accorgding to pro m b -tert- butyl ~tert. -butyI
am no-5' - chl. or% acet opﬁq@ 3;;%%33‘3' 'ﬁi“lf ayi-raetiylamingeet 'Ei’é‘P&/ to Exarrpl’é,
1. 1-(4-Anm no-3-hydr 0X}’1’$§ﬂ3¥he¢ﬁhﬁl@tb bm&sda)mmwaamomcrﬁsﬂaésnalethyﬁﬁmethyr- BRI
Pr epar ed from 4" - amnm=@etdphmo¢wanarmdmm(iiordhydhdc)qnnbkduylb'JcacEearm;;dhenone 2350
and sodi um bor ohydrr de anal ogously to Exgam aﬂ’ﬁé@ Structure established by

UV- and | R-spaotra W (ethpmphhino TRAamiaG13 ﬂlaﬂpll?nﬁ)-ethél&?u' der at 5
275-305nm (- =0.11); IRN([) 102H0d08.8€00..cm NH at . .3380 and 3450 cm N(C)  at
2780 and 2830.cm -40Q repared according to process a) from 2-ethylami 1@-37-4h10r0-5 - o

1- ( 4- Ami no- 3- hydr oX e%l #stop ‘H’é’ﬂﬁ/?’}d sé’dﬂ‘f'b'?‘ﬁ?llyélﬂl‘%?)“a@’tgﬁ‘fi dP E"Wp“’&f the"
hydrochl ori- de >125. (decorrp Prepared a;g 1elismng- to process a) from

“:Z

4' - am no- 2-di @@hyl am n -(4(%@ g t)-? hwanandet&ﬁd:rl um- 35
hl r1d Oto 125°C (decom S
bor Ohydrl de anal OQOUS{ @m ss a) from 4'- mo—f chloro-2 dlmethylammo- ' co
Exanpl e 75: : -methyl-acetophenone hy rochlonde and s m. borohydride analogously to .
1- (4- Ami no- 3 chI oroESarmycaho phenyl) - 2- |sopropyl am no- et hanol .. M'p. the -
hydr ochl ori de:4g 1185t 0 188 Prepared- accor |n process a) from4'- am no 0
-3'-chl oro-5'- cyano 2- | -80AmiAbBRWIoRT- ﬂ.@m B@r@%ﬁéﬁﬁl&j@rﬂ@owd“ dé L
anal ogousl y to Exarrpl e . ob €he hydrochloride: 93:to 96°C |l e :
50 By Prepared according to process -a)’ from 4'-ammo-3‘-chloro-S'-methyl 2-(N-
ST methyl-ethylammo)-acetophenone hydrochlonde and sodium borohydrlde analog-' T
4 ously to Example _ . 45
o ' Examj le65 - s .
A B -(4-Ammo—3-chloro-5-methyl-¥ en 1)-2-d1ethylammo-ethanol
T M.p. of the hydrochloride: 118 to 122° (%(decom . :
_ o - Prepared accordmﬁ to process a) from 4'-amino-3 -chloro-2-d1ethylammo-5’ : S
50 - _gethyliac;atophenone ydrochloride and sodium borohydrlde analogously to. ~ S0 -
RS _ xamp e : o

" Exam le 66. ' '
1- (4-Ammo-3-chloro-5-methyl-phenyl) (N-benzyl-N-tert -butyl)-ammo-ethanol :
. - ... M.p. of tli¢:hydrochloride: 200 to 201 o
‘55 - - Prepared. dccording to process a)’ from 4‘-ammo-2—(N -benzyl-N-tert. -butyl) ‘55
J aEmmo-ii'-ghloro-s'-methyl-acetophenone and sodium borohydride analogously to o
- Example -



L _Pr epar ed accorlchmgmh&s-prd_hﬁa%sﬁnem i}
. 4v-anino-3' -M,hl drtbe Bydr"‘
bor ydr|

| - (4- Am no- 3-chl or o- 5-cyano- phenyl )-2-tert-bu tylam no-ethanol. :Mp.: 125

to 133 . Prepared according to process a) from

4' -amno-3' -, cloro-5"-cyano-2-tert.- but yI am no- acet ophenone and sod| um
sty—toExanpte—S: —23 ) T

1, 445, 740 - 23" Exanple 77. a

4- Ami no- 3- chI or o- 5- cyano phenyl) 2- di et hyl ani no- et. hanol I\/l p of ‘the
(Hr ochl oride:. 187 to 1890C. Prepared accor di ng t'o process. a)..from . ..
' "?‘.' no- 3- chl oro 5" '-_cyano 2- di- 5 m t hyI am no acet ophenone angl sodl um

;ﬁ(g d| et hyI am not et hanol M -p 69 to 71
heiy)-2-dimethylamino-ethanol.
rde2l2értet1_:__ o (dek _.j_'no aceto henone and sodr um

- Ani no "rorm g%cyano P eny Y ' ‘a'ho'i-.-. M p of‘ the

o _hydr0chl of i de: 186 to0.189 :C FExpmplecss. ac'c-ordl'ng to process a)-.fr O

"¢ 4-am no-3' -
_-:borohydrlde__~
Lo (fo A nﬂetﬁyiJEEdﬁdi’ﬁhe \and) Godillit Bydohyd2ide @ndlogobsly

--ﬁ'-hydroc‘nl ori. de 213 "to 215 ‘Prepared: a%cordj ng:

,sodl um bor

" ~'1-(4- Am no- 3 br car box
o (de np. )

1 (4- Ami no- 3- chI Or 0-.5- n’ethoxy g""

1= (4= A i DT iBRy

or g brgmo Srmesbyl-phenyplhisvlamingoethensl ophenone an d 50 d i | u m
Bafile

b ! 5
ﬁfg AoprE N H hBm¥ -amiha- 3%@;2%%%@%%; hol 1 p..- Of ‘the

10 process..a). from e

.ﬁ bénd LN ébuf_té%’ﬂ %&%t%pgenorre and.

=‘am no- [381_ i'}IQ. -?br&l%-i-meglaﬁ%l .

)romo-.

o 1-(4- Ami Mty&-mm-r&tmcmqhmyl@dzsodmmt hgtblmlndoaealmmjy toMp.;. 72 to 74
| 'P Kar ed Bre B o di-et hyl -
re _ re q%&ﬁg&gﬂ ro)%e éiesd ‘E‘ thm-? er ch laato%fgp%g @fd) m?:hlorl' - C yanEX :e %
25 Exaﬁgltgﬂ" r%. G jigg) bor Shydr nal-dyousty to arrp e. 3.
) -te but | ani fio: et hanol M p +>218
é@rlmr ﬁ?‘l 7 i

-4 Ef‘“ i a*? e
A4S m no- 3 cor@ihg to protess AMTIAD3"- e&@l-#-am&-s'earobmcammmet ophenone and
“sodi um bcam)hy mmmnahmrgwmbqrohyﬁx Tialoggusl owamdar?pl e 82 S ke
S ri,.- butyl.am no-.et hanol . M’ P.. of
- ‘the. hydrochl ori d@,.Eti,yﬂ‘;San{lpo 4 ¥&n m-&lethﬁﬁﬁﬂafgﬁﬂn@CCordl ng to- process a)
o froms4' -am MpZefttaetnydrbclitqgidammoe'$34°chl Oro- . 35_}_{ 5! et hoxy- azsetophenone
"-_.hydrochl or i. d’eepa[fdh G% froms3"ethy -4 -§bragno- diethylanpl e 1. Exanpl e
4:. (éf"%?ﬂ HE B BPBHD" 5" ¥ Qmﬂll et hyl ani no--et hanol .
. 87 10 920C. -40: = aceor disng -t 0 process- by broni: natlon
of 1 (4 am- nd-( .'m—% -butnleﬁ j.'f )bng'ladtl#e%thﬁylohm no- et hanol
anaPdgous! y i mirio-3'-tert <butyl-2-tert,-butyl-
i __g},us t,gﬁdmpi utyl am. no et hanoI
'_":to process b)- by :

Mp 127- to 129 45

~“bronmination of rg i Frempls )
s h -. t i mo-eth nol.

ami gomet hyl 'ﬂ?é]ﬁg:&‘ié‘ﬂorg (l)l?l?)' ety bt ? %’@z@ meﬂﬁ'ﬁ %H&Joﬁeto Eﬁ”pl e 6
. Exanpl e &Mmd sddium: borohydnde analogous]y to Example | R "
< (4-Am no % OriR-gpostrag HH (ef an§.) % |88 no- et hanoI
'-F’repared ﬁéﬁﬁ d?g.s%i‘ [p g?c R A g et (RS ik ¥ ‘"glm’no 3-di met hyl -
o -am n’orre phenyl) et hy a'm no- et hanol anal ogousl y. to Exarrpl e
6 0 50 Proof of structure ngm,ﬁpectra (). 2.2 ppm ‘si ngI e}o [6
S - (4-Am1no-3-hydroxymethyl—phenyl)-z-dlethy i __mo-ethanol :

M p ‘ofthe hydrochloride:. >125°C; (decomp.).. - :
-Prepared according to process. a) from 4'-amino-2: 1ethylammo~3'—hydroxy- e
: methyl-acetophenone and sodium borohydrjde analogously to Example 1 A

R T S S : Exam le .
S 1 (4-Am1no-3-chloro-5-cyano-pl¥' )-2+i

M. .p. of 'the hydrochloride; 185.to: 188°C o

. Prepared according to process a) from’4's: 0-3"=
propylamlno-acetophenone and sodtum borohy______ -analogo

opylammo-ethanol

0 . ' : Example 76 50 .
o y -(4-Ammo-3-chloro-S-Gyano-pheny o

125 to 133°C. : -
Prepared according to process a) from 4'- :-cyano-2-tert-

butylammo-a.cetophenone and sodium: borohydrlde analogously to. Example 3.



protons, N(); 2;35 ppm singlet 16 protons, N(CH 1.8-3.0 ppm nultiplet (2
protons, 3.45 ppm singlet (2 prot, ); 4.4-4.8 ppm nultiplet (1 proton,
CH); 6.96 ppm doublet and 7. 4 ppm doubl et (2 arorratlc pr ot ons). 24
1, 445, 740 o, 24 Exanpres g
2- Et hyl ami.no”-1( 4- ami no 3-fl uoro- phenyl) ethanol. Mp. of t he hydrochl ori de
187 to (decom) Prepared accor di ng-to. process c) from - L
1- (4- acetyl-agi no- 3-fl uoro- phenyl)-2- .5 - et hyl am no- et hanoI and sodl um. é/l
hydr oxi de -sol utign anal ogously to Exanple 7 Exarrpl e '88. 1, , N\ .
- (4- Ami no-3- f1 udla-pheny -2-i sopropyl ami nolé#hMlol M p. of the . = '.23'_-
hydr ochl or‘i de: 156 t o (deco‘rrp ) Preparegx eof?dr ng to- process c) from .
1- (4- acet ylani no-3-f| uoro-lﬂhﬁmydo 3-r2ﬂorﬂu@-c anokgfhe )omﬂnamymmsrehﬁﬂal and
sodi um hydr oxi de sol ut| eé’l‘ idep’ ﬂxta 010 “Exanpl e’ 89.
1-(4- Am no-3- 1o o- plih xr:r S aRd dé“‘é‘

acc N

_-3'-”{1 70-5¢yapora-di-
hydr ochl ori de: 153 to 1 5(decorrp Prepare

GBI esgamps frO'm:_""-S'- |
1-(4- acetylam no- 3-fl uoro- phenyl ) - 2 15 - Exanipler 18, - pent | am no- et hanol and -
sodi um hydroxi de sol utig QS SCPE?""(%%E%&H*H"&')'Z?E‘ anfngsetpanel. 90, '

1- (4- Ani no- 3-f 1. uor o- pheme%a}ed ol B0 18 AR B aREE GO 1
process c). fromwl- (4ame¢-yd aé sgirmmm pdromdride & nI;?c%Gusly to Ex%::pe 'e'.w 1(:)'
di met hyl ani no- et hanol and sodl um hydroxi de” sol ution anal ogousl y to Exarrpl e

7. 20 G l: structure established by IFEx"' ) ‘lw spectra. IR: OH free at -
3500 cm at 3370 and S&Wﬁﬁi zq g:;; Mm’@mmethanplq_b at 2780
and 2830 e¢m- aronat I C: éﬁlfg g ' 1iandifd Bhonft:s' R 3fioNRd. E = ;
0.6) and.288 nws (E :ﬁ%ﬂy&)mmd_l&etophenone and sodium’ borohydnde Emgpﬁsry 0lExample 3. 15 -
25 1-(4- Ami.no- 3-fltuoro-p heonyl)-2-di ethy anm- o et hanol . of t he

hydrochl oride: 122 to- 1251&1@ bﬁ‘.’qug f’?ﬂ;"’ ngrg-bﬂ%l#nq RESES ©) from |
1-(4- acetyl am no- 3- fl uovg: amﬁmm dS0di um o
hydr oxi de sol uti on analRvepacesl es ayfroﬂiG'-ammo-3’-bromo-2-tert -butylamino- -
Exanpl e 92. 20 5'-cyano-acetophenone and.sodium bog@ydpd_e analogously to- Example 3. 0.

(4- Ami no-.3- di net hyl am nonet hyl. - phenyl ) - 2- gﬁ;ntple Qutyl am. no- et hanol M p-
to 59 Prepared accordi :g tle(4p°nmne}s-sbrmﬁo-bwaﬁapmym-am&thymlmf-ethanol :

1- (4- acet ylamino- 3-- di _:g:tgghmq%%goﬁ&ﬁ fﬁé&é‘&rﬁ‘% -but ‘E%gﬁgql’go' 5

wi th ethaholic, §od| uaml
Iam ho- et hanol Prepar ed -

35 Exanple 93.

1- (4- Am no:=3- di. net: hyI ani nomet hyI phen %/

according to process’ C)M % dTP&ﬁrcehomphfnxlh -teRbYsyIaminAsthgool.
di et hyl'am nomet hyl - phaiigated<esbi @i A91: ik USRRho-Mtrbm &5 AAN Bl arrdRAT UM -
40 hydr oxi 8@ soli}t:arboxyemabpigouml gndtsodniﬁnamrdhgdﬁde analogously to Example 3. 30
40 Structure established. by NVR-spectrum .2 .ppm. singl et [6. protons,
N(CH 2.35 ppm singlet { ALRbLS N Siore-d 5 erdlh :tgl jgt iafoiPT Otons, ¢
); 3.42 ppm singl et (Mp?‘atmasydrbchﬁm?fﬂgt (dé%d ) Fﬂn i roton CH) -
6.6-7.18 ppm mJ| t i p| Fr‘t Pt@@amd@mcixgg {orPORcessS from,s'-ammo-Z-ten -butylammo-3'-chloro- _ o
Exanpl e 9 4. 5'-me hoxy-acetophenone hydrochl ride, agl s_pdmm borohydnde analogously to 35

- (4- Ami no- 3- hydroxyrrethll{/:ll phenyl) 2- tert —butyla' no- et hanol l\/lp 123 to .
128C. Prepared according to: process )" f rEwample 8 '

- (4- ani no- 3- hydr oxynet. -A mo-3-hydroxymethyl-pﬁenyl)-2- i :thylammo-ethanol - -
2- (N-benzyl -N-jgrt-. -b )aaa@ws td)5iaelss ¥ b bﬂamrag.eefr Jnnsopr. ce of
50 pal | adiium Onnc{tim%éi;@l r:i%gﬁﬁ? -;rshpml’gnwma agple 6 ﬁﬁg‘,{}

50 Exarrple 95 - L , . ' -
. o ' ' ' Exam ple 85,

-

: 1 (4-Am1no-5-bromo-3 d1methylam1nomethyl-phenyl)—Z-tert -butylammo-ethanol

Lo MLp.127 to 129°C... .
.. 45 . - Prepared according. o process b) by brommatlon of 1-(4-am1no-3-d1methyl- 45

e - ammomethyl-phenyl) -2-tert. -butylammo-ethanol analogously to Example 6., o

: Example 86 '
1 (4-Am1no—5 bromo-3 dlmethylammomethyl-phenyl)-2-d1methy1ammo—ethanol
.- “Prepared according to process b) by bromination of l-(4-ammo-3-d1mcthyl- -
80 ammomethyl-phenyl) 2-dimethylamino-ethancl-analogously to Exarple 6. ' 50
R . Proof of structure by NMR-spectra (CDCL/CD,OD). 2.2 ppm, singlet [6
- protons, N(CH,),1; 2:35 ppm, singlet [6 protons, N(CH,),] 1.8—3, 0 ppm;, multiplet
. (2'protons, CH,); 3.45 ppm, singlet (2 protons, CH 4—4.8 ppm, multiplet (1
. proton CH); 6.96 ppm, doublet and’ 7 4 ppm, doulz)let i aromat1c protons)



- (4- Arni no- 3- chl or o- 5- hydr oxynet hyl - phenyl ) -2-tert. - butyl am no- et hanol .
Prepared according to process c¢) from 1-(4-am no- 3-chl oro-5-hydr oxynet hyl -
phenyl ) - 2- (N- benzyl - N-tert .-butyl)-am no-ethanol wt h hydrogenl n the

e Pr oof
of structure by NIVR—spectrum 1.1. ppm S| ngI et [9 protons * '
_203 6 -ppi.n, “nul tiplet (2. protons 2); 4.6 ppm singlet (2 protons, CH)
C {AJR-4.6 ppm._.mul tiplet (1 proton CH) 6.9 ppm doubI et and 2 doubl et (2
:. )|~ <aroratic-protons). 25 . - _ T
' “’ 4'-.423.:-7:40 25 Example 96, - -.5-1__,4_45,740-. S L 4 '. o
1 (4 Ani‘no-3-trifluoronet hyi - gﬂ ge)s,,z |sopropyI am no et hanoI M p '136 to

~137:5 Prepar ed. ac CREdyRMirdoO-(aRifSSHubro-peai-cthanol:
1- (4- ani no--M.pr afrtbe Eydrasahtdnuarl@m I°€( amy.):) =2~ |sopr opyI am no- et hanol and

cat Iyt|c paged jag pre acetylaming, 3 rrple 4 Exarrple
? (4% Ma&"%" #ﬂ%fﬂ?&%ﬂ&%&“ﬁﬁ%' I aé'd’l"ﬁ%“tsﬁ P%Fﬁ“ﬁ%}e et hanol p 84 to
66 5 10 Prepared acc @880 process d) from.

~1- (-4- ami no- 3- br-origd-Amning-3-fl lso ropgl w;lra)nolz di met hyI am no et hanol

.' hydrochl orr% En(ﬁ%g{ %8 5633 62D ﬁél@i)QQOU?' y to EX?”D' e

14 1xanpligp 1um hydrox1de solutlon analogously to Example, 7.
-trifluoromnet yI phenyl ) -2- (N- met %l - et hyl am no) - et hanol . 15

.. Prepared accordr 19, races @E{g br ono- 5- trlf.luororrethyl
15 phenyl.) - f% gﬁﬁ}ﬁ

gregéféﬁn‘“‘é%%r°‘%%'t°ér ytically activated:
~hydr ogen anae dord 1ﬁg propdse c)lffom Di(4 -acemurnﬁnds;cﬂndrb-rphé@yer chronat ogr. aphy

(vaﬁue Oelﬂ-peﬁw@ﬂnwaop@ndﬁ@lm hﬂ#mluéo‘hwh’@%béd E&‘minhtl ad 90 10 1)

120" Bt enent ary anal ysi s: | |

20 (262.3) Cal culpﬁg@.ﬂm&%«%ﬁ‘?ﬁl"@i@ﬁe&nmmﬁsmﬁwnd C5470 H6.55 N

' 10.68 EX&TT’D'P&. rding to ptocess c) from 1-(4-acetylam1no—3-fluoro-phenyl)-2-

1- @- Ami nhmﬂhstlgnhb-uthn?h &1? %ﬁ? Axpii q.gglggrﬁtan bmlnm fgr 20 25

" Prepared g@ﬂ?r FygHre g ; VAR ;g%?z% st i f 1 uor onet hyI

phenyl ) - ZaBual ks wmm bR bmEAL OCAt (635 G- DV clxahall Yiakisal | Y act i vat ed

- hyrogen. ana:k&)golms 3061)@n£288rm:i&=1013)@l “pur e’ by. thr n-l.ayer chronmat ography

" (vasue: . about_0.3; ; chloro- &Qam le 9f10rm met hanot : concent r at ed 28MMDNi-a =

. 90: 10: 1) : structunﬁAsﬁmkﬂ-ﬁlmfj %@ ylamii(b -gipok rum ():. 1.1 ppm “t1ipl et
i

e R o 1

. protons). ] B _

1- 80Am no- 3 rreth'_l - phen - 2- g £ c=but vl M no- et ¥@nol . .. 35
M-p. of t he it '{35 i ...F“.’g_!‘eﬂﬂ-. ﬁg@cy E’“‘ylﬁ“@"ﬁ)e/ﬁ“édﬁaccordl ng to. process
d). from | - ( $repiied Qreordin lpﬁ)'csmtc)]ﬂ' 'sﬂibﬂmitlon of 1-(4-acetylamino-3- ..

2- (N— ben zlijthet atrmndtmetlmll-tp iyl mm<butytahﬂnuedthamt hxtlta:tlahayltcl sbeliuhy act i vat ed _
hydifmgen hél#&l“é@&ll%‘l"y at“ 8&‘&%51’ Exapple 3o - T . 35_ Exarrpl e
~101: - . Example 93, 40: o0 |

1- (4- A no- 3r-etymme-pj“ r h))larﬁindnﬁa -ppgdyamdimemmMnobthaM p 159 to 161

4 oo Prave qeﬁ gt o3 heny!
Sr.epgéreo@af%@,m i gﬁggﬁ-? {g{,ﬁﬂzaﬁ R piee lcy%ruaggﬁaggafoggﬁsr)y

S : e@staBlished by NMR-spectrum (CDCl,) 2, 2 ppm, slnglet {6 protons,

o 45 Exar‘rp N(EHDP2 2.35 gpm, singlet .[6 protons, N(CH;),l; 1.6—2.9 ppm, multiplet (2
protons, CH,); m, singlet {2 protons,” CH,); 4.4-4 8. ppm multlplet (1

proton CH), 6.6—1. 8 ppm, multiplet (3" aromatic: protons) . -

45 ; Example 9%, .. j g 45
- l (4-Ammo-3 hydroxymethyl-phenyl)-z-tert -butylammo-ethanol ST I
Mp 123 to 128°C. ' . S
. Prepared according to- process c) from 1 lgl4-ammo-3 hydroxymethyl-phenyl)
S . -(N-benzyl-N-tert <butyl)-amino-ethanol: wit gdrogen in’ the presence of
50 palladlum on charcoal analogously to Example l _ '

' Exam le. 95 o . LT
2 (4-Ammo-3-chloro-5 hydroxymethyl-phenyl)-2-tert -butylammo-ethanol Ty
Prepared according to process c) from 1-( o-3-cliloro-5- -hydroxymethyl- .= =~ ..
T phenyl)-z-(N-benzyl—N—tert -butyl)-amino-ethanol wit; hydrogen in the presence . . ¢
8§ - of palladrum .on charcoal analogously to. Example 13. Y
S Proof of structure by NMR-spectrum (CDCL): 1. l ppm, smglet [9 protons, R

e C(CH,),] 2.0—36 ppin, multiplet (2 protons, 'CH,); 4.6 ppm, singlet (2 protons, :
- CH,);4. 2464 ppm, multtplet ¢f proton, CH), 6.9’ ppm, doublet and 1.2 doublet (2 ,
aromatic protons) _ , - '



1- (4- Am ni o- 3-cyano- phenyi)-2-tert.-butyl am no-ethanol. Mp.: 181 to 185 -
Prepared according to process d) from|l - (4-am no- 3- brono-5-cyano- phenyl ) -
50 2-tert.-butyl am no-ethanol and catalytically activated hydrogen
anal ogously to 50 Exanple 16. Exanple 103. .

1- (4- Am no- 3- cyano- phenyl ) - 2- di et hyl am no- et hanol . Ile of the . . N
di hydrochl oride; /180 to 133(deconp.). Pre"pared accordl ng to process d) fro i
1- (4- ami no-3- -brom) 5- cyano- phenyl ) -~ 2 =di‘rmet hyl am no-et'hanol with . [ f A
546 Exampl e :16:

catal ytically ac2t5| vat ed hydr ogen anal ogousll,us

261(4Amno- —Ccyano-pr e ——Feped
to process d)- froml (4 a é%%ﬂ]eny

2-di et hyI ani no- et hanoI ‘Eg?ﬂ tﬁ'gg‘l"??“ SWBQ’@N eé\fn’f&l"ogousl y to

5 ‘Exanpl.e Pre ared according to d) from 1-(4° - 152

c al. eI eﬁ‘rent all'lyﬁnﬂhpb isw;;’)lr m:agﬂ@ grocess ) rom (4-artiino-3-bromo:5- tnfluorom‘ﬁﬂ) J}l

h@jol Gad @hﬂa@txe{ﬂy a@n‘i edolfydr )
18.00 Found;** gl todxampleddso  17.81 10 B

Exanpl e 105 .-

5- (4- Ani‘ho: 3- br orp- 5- f | uonmmmyj.t)maorbnemyl [z-d}fﬁ&?aylhxhﬁlbllﬁmn&ﬂ p. of the

dlhydI’OCh|OI’Id]% 164t “E rdc eare from1l - - amno- 3-
) - . e "d‘ﬁﬁ) gg,b.
br oo 5 - tluoro’ Bﬂ @@ﬂyl %‘.\&a %§ eangcat}lb[ ic ly actlvated hydro-

f or mal dehyde soI ut i q&n

Exanpl e 106." . y S
' 1- (4- Ami no-3-.chl or o- 5-t f 0 at ni no ethanol '
Mp. of .the. hygyochl or 'P@é?a ﬁa 59“ :Zg%l(fc 'f-?@’ n'%éé uorogleghyl- ) '.1'5-'
process c) from 2- texhhnyl)blmﬂlaﬂyl lan{niiﬂ alytlcally activated ‘hydrogen - o
chl or o- benzoyl ani no)anSID 1V|th§l‘ I = phenyl ] -.et‘hanol- and sodi um ' o
hydr oxi de 20- - Q%MW (g,-value 10.2; SlO,, chioro-

20 Exanpl e 1079 1- (4 Arndhﬁm 1y eny ert” -butyl am no- et hanol :

M p. of ‘the hydrochl¢ 111 201(9623)0 197C (deconp.). Prepared accor di ng to -
process c) from1:- aﬁlao{}% sg uﬁr{cg henyl )-2- , 25 |

tert. -but-yl am no- et hano and SO |um ydrOX| sol uti.on anal ogousl y ‘to . |
Exanpl e 7. - 25. Exanp le 108. - = .. .. - -Example 99. - S
1- (4- Anmi.ng- 3-c3I or g- 5 fpleugly%s‘g@ [ pl%wmﬂwl-Plbu!lyZ-dlcthghm*mtehandl P of 25 -
the hydr achl ori de: ) -dl WM]& ggpg‘?alyhﬁalyac ivated y:sogg f.r__ O_m :

2-tert. -butyl am no Iam(l
f1 uor o- 4- propl onyl ar;ntn@%%jE thle-tlityandlromatdgmpjdl (lRmalﬁBjdbdv(IOQe Siml bllldnen
NEe

anal og- © - 30 *Busl Y i 0 &E;g ﬁgﬁpﬁg (3%0 :10:1); structure established by NMR-
108 ;?*5%31{5 ity A

- (4- Am nor 3 br-omp- 54 pro
M p. 100 to 102.5C Géemomdo‘)blet Baromanc proanepare acco
from 4' - anei no- 3" - br ono- 2- cycl opent yl -
am no-5' -trifl uor onet hyl - acet ophenone hygg‘ Pdo' de and SOdI um borohydrl de
anal ogousl y t @3 Exanpl e 12(4- methilighen 1)-2 -(N-benzyl-N-tert -butyl)-ammo-ethanol o 35 .
- (4- Ami no- 3- br ono- 5- cy f mg r%h'e 1‘53 mdr et hanol 0 )
of sodi um borohydrld WehAl- %ﬁm ‘g %‘F geny - 40
ani no- 3' -br onp- 5" -cyggmgoﬁﬁslcgoc ximp[tr))bgl am no-ace op e r%:n it hydrgesm, 200
m of tetrahydrofuran-and 100 i of .water, .and the mxture was stired for 1

hour. The-exceSs of sodi um kg p,y,grj ﬁ,g Ar/f]}‘“ﬁf; 1? jonof 40 -
acet one.. The i nsol ubl emmt 593& 1°Q, { Ae" ls\‘/’\%&;p ‘T'l"i‘%?t ﬁ“° ff and the :

sol vent s’ wer e di sti[ | ebrepdréd #mordmctolptocess d) from 1-(4-amino-3-bromo-5-cyano-phenyl)- '
o o 2~1sopropylammo-ethanol and catalytlcally acuvated hydrogen analogously to B

-;._45_- B Example 16, .. 45

1 (4-Ammo-3-cyano-£fea|$ )1-;-:21% -butylalnlno;ethanol
- E . Me%arle?ll att:%gfdsltlg to process d) from 1-(4- -3b -5- - - '
s ) 50 © . 2-tert.-but lammo-ethanol gnd catalyncally act?\rrr;;gg hy(ll?gggns :ﬂ:?:gggselryy?d . S0 -
e .Example 6. - . . D y : S
SR o Example 103.

S 1 (4-Ammo-3-cyano-phenyl)-z-dlmethylammo-ethanol
_ : M p- of the dihydrochloride: 130 to 133°C (decomp.), .
- . ‘Prepared according to, process d) from 1-(4-amino-3-bromo-5- cyano-phenyl)- 55
A -E-d;[r:e{hyllgmmo-ethanol w1th catalytlcally actlvated hydrogen analogously ‘to
. “Example ' .



45 The resi due was di ssolved in hot isopropanol and the hydrochl oride

'.".'crud@ 4' -ami‘no-3" - brono:- cy Iobut fnaplﬁrl@i" 58 uoro acel

~ for

of 1-(4-am no- 45 3- br onp- 5- cyano- phenyl ) - 2- cycl opr opyl am no- et hanol
was obtai ned by addition of |sopropanollc hydrochloric acid, and was |
“ﬁ”recrystalllzed from.i.sopropanol. Mp.: 190°to (deconp) exanple 1. 50

- (4- Ami no- 3- brono- 5-f | uor o- phenyl) - 2. cycl obutyl am:no-et hanol; 50 a) 20 g
'--4 -am no- 3': brom) 5" -fluoro- acet. ophenone vvere di ssol ved |n 300 nf of

o Aftorw . il _ _ BT at
_'t-'he b0| ling. 55 ' terrperat lﬂxﬁmﬁé 10«he m xture and wats then cool ed to
. room tenper at ure: lt(érAmfm 3-angphanySdiedylanino-ethariol. - o _
4’ -.am no- %dteh r@d -e ol glgﬁ%ﬁﬁgi %F?pt‘ac ff?'g@ 2gro Shsg??'g usly Yo
oeyel gbut ytga(mnpy 3 é m.Re wa ded dropwi:se 1 51
stirring the Qif; xtgm%maamﬁamm:h I ce- cool i ng. Afterwards,’ the m xt urwe.vvas
e refluxed f d 7 1,445,740 - :
Co2T é:unfzg &}: 7808 H §i§ {gg?washed Wi-th -wat. er after cool i ng “The
' _.'.-organl C. Iayer was evap or ated to dryness in.vacuo. - The residue < n5| ‘'sted of

phenone.. D). The

" crude ket ane. brgft “F&’(f‘f‘ ) % l‘..."-.--:_.."d‘flf%ts' di'ssoved. i n- 30’ 5
- o.f tetrahyr &?ﬁ,ﬁ#tfig %r Q, MEL €. 1f-e t&ol pigyion and
Caft erwar dsamindsethanof anﬂos/pﬁbrmztddjmdmoydmn dealogwsly E:eaxhpilcrﬂos mal | armunt s
. whi I§t St rr"r-“ng_'t"h,e iXtur€. an lgl@)ll 11&9 W tH,ice.” The sol ution: ir

hour's. o "'-'@,Qﬁioﬂﬂs-ﬁ'ﬂﬂo}oﬁf ﬁeﬁ}lﬁﬂér@l{ﬁ :' 'fi"iﬁioom't el

- Ml lQl'nng fetifiho ' -
Subsequent I'y Mphef tﬁxmacﬁscmﬁndsmd)sumdmcqaceb g de was -test royed. wi'th -acet one

and the sol’ utﬂrmfedewc eiss i< frogy 3 71__[§-e§51193;-4'(§he resi due ‘was

S tylgm
di stial but’ h"g‘g"m X F;g%‘g n'fﬂ'ld’thﬁ'f r%“"?lh@“dg@._ Fayergias

extract ed t ree S Wt portions of 2N-hy'd-r"ochl oric acrd, the

- conbi ned hydr ochl ori c acid-ext r‘-"aem e\A@’lre trade™al kal i fie:. W th sodi um -

Wl th water
“ “The. asenai rtbrltl.g:)u mino-etharetamiisediad h!bd'rd’ddf solution a

20 1-(4-AMRY!

. hydroxi de ank Lt pamngg-l g g&ﬁtﬁg@%ﬁ% ‘zgﬁ“‘t‘hftb"r“df orm sol uti on was™-washed
dQ¥&¥ diR %-&h@&olpﬁeﬂ[);%ness 2|5n vacuo.
s ample .
=&ethanol.~ 15 was. .
t hereal .- '
on-of ether, The
goégt_:al i zed from

:";_;--s'opr opyl am no- et hanol

- 1-(:4-am no-3- bronp- 55 T1upro-p m%: é é,
:d' ssol ved'in. 'Sto(ﬁ'k%%‘ﬂ:hl%% éﬂ enfiyi2]
‘hydrochlor i:c Mg éF thd hﬁir@ﬂmﬂidetmﬁlt&ys@sa_ :_t(meﬁtp,after addl_
_pregj pi tat ed:P _redcm?md!MetooDrOFm Q)i fr nerd
i sop*’opan ol ey grPhesyl-et é%‘ﬁﬁbd

b- L oro 5-i odo- phenyl):=:

Y e, d?(tﬁaf* hﬁ@go i Exa%@;g?amwclemwﬂmmo sHaanel
- -(4-amno- 34 ? ’ d| ssol ved |n 300
nl ofs acet i c g Fﬁ) T el Eagaﬁmnﬂmﬁtnﬂn&i HRGREMENIdpklnl. OXI dgy 25.
- were addeohnamdS'tthmmméthmecetmsn@b|hydmdhlvm@oamlusid;u drilour s. - at . .room
: -tenperaturaealoawelY%IEP‘%fnmg subsequently filte , 't he:.dar k- br-own . col our
. of the .25-filtrate was renopve ﬁc}%é tur at ed SOdI um hydrogen sulfite:-
~_solution and t ne-Aaknet 3 somus ey @éﬂ@cl@ﬁl@ﬂilaﬁmb-eﬂhﬁdﬂ. wat er. - The mi xture

was:4fade al kg ofesoclnumfbo m&d@dydvuwﬁj_ ';_,,m@m@lﬁtmb@%gw TWhizjob ¢ cooMOng and

IR i A S e

addURRDacet @’Hh@ﬁlkdb&e was - di-ssol ved

- in et hanohatmulhnabe uhxturedastﬁbteaed Faod thé salventstvrere :Sﬂllledt diemotuohy dr ochl ori ¢

: iaci d The }hsrm_gewao ﬁa? ceepeneel and e kudrodhloride ofd (& “t°he s d .
L. .resi dueV\aSof é%lgl? #(%Lr #fp%&?lécﬁﬁhmglfroms&mpa to 205
(deconp..). BEnappligo.tbl 39@ ecomp)

;'1 (4 Ani ho- 3-di et. hyl ani nomet hyI phenyl - 2- te.r...t-...
&l --2tert %tylamno-

b SO A gL

o f 4N sd rumnh aului -.\sé?ﬁ:thued)tb iy a2t idhcl soM&nSﬂlnsaquently di st |1 ed
. 'off and. tlhemmxmLﬂﬂeml/\e%cuptotjqredwwil headded drogwiss twhilsst s irtgw ce vvlth

ture was stirred, - minutes at- the | _
. ;Chl °§ Of or emper?tu?% gﬁﬂl ixture and was J 55 o

-fbutyl am no- et hanol 35

solution-of #'-amino-3',2:dibromo-5'-fluoro-acetophenone a ‘mixture . of. lS'g of .
cyclobutylamme and’ 14 mlof triethylamine was added dropw1se whilst stirring the -~ . -
mlxture and with i ice- coolmg Afterwards, the mixture was refluxed for 2 hours and_ T



40 | ayer was dried with sodium sul fate and evaporated. After colum
chr omat o- 40 graphical purification the

1- (4- amino- 3-di et hyl am nonet hyl phenyl )-2-tert.-butyl - am no-ethanol was
first purified by colum chromatography (silica gel; nethanol) and was then
crystalllzedfrompetroleumether Mp. 86 to 90. . .

.. 45 . Exanpl e 114.

45 1- (4- Am no 3 cyano phenyl) 2- cycl opr opyl am no- et. hanol
1- ( 4- ani.no- 3- brogcp 5- cyano- phenyl) 2- cyclopr m n. g
di ssol ved i'n methanal and h\/drnnpnnf ed. at _r m

pressure.of 3 to 5 atﬁ'ﬂshddﬂmfhh@at&"a@t‘éﬁ%ﬁn@ﬁhe $rg9n191ayﬂab fckipa it _.J\o@h}&EﬁQﬂ
(109 . After 50 -~ tviaeuoh e xdne hersxstcéexﬁ coids di-ipeide-3t bremo-Aicadlgbutylanzio-5'-

removed by: suction flf' n°5'13 trat eyvaporat HyNess:
[ yacuo and thy res nég OEPNE R i ks e

5
hydr oxi de.sset ut | ‘on arhddlﬁimmfdhj'dﬁdélw dﬁx\mﬂraabuﬂnwbiist Stireingtht mixni_ixerand : -

| ayer, 1-(4wani-no- 3- mhezol@ qrtW# rﬁﬁfn?oh@E Yihb! andelaftfed as
an oil, which was pur ﬁmﬁ | E»T @?ﬁi %ﬁﬂd Sryness in

(el uent : -chl or Of. OF My, sidue Wasl Histri drwsz -aridl dhibRofdRE t""r{,@med by1g- .
55 additi on of et her daler ttkdthre tmms dnthrl@D ml, poartions of:2 b!da¢dhlosredcxﬂrtb¢n

rsopropanol W . 1 E T B rrmﬁ o.ﬁ*:::;r ol Sl By
2- Et hyl - 5- (4 am no 3- 33 §ﬁ?5ic sod i) (}We ngi%n'fpor % ar rv J‘é&e r}:ﬁﬁnmg’ _
5 g of 1-(4- amgrso 3- hegdde-db cfuldel O Banmihe 8P ﬂﬁ:rrb-ph utmaamhdsrmhaiojwerels_ :

60 di ssolved. in .100 wasdi ol%énzreqpeopagol#n@,pc;
t he 28 . - -+. acid. The roduct crystallized

C . hl the title com oun hzed from isopropanol.
28 m xture - was refluxgarxf omﬁ m%sc (Hib RN appa atus incor. p%l‘%tl ng a w

ater separator .funnel-. A turther 5.g of pr.opi onal dehyde. wer.e :t-hen radded and20
the m Xt ur.e V\asz%eat ed { 44 mo-3"Huorae§slo§ lpecrl{:'iyi -1 o ﬁ&m'ﬁooéhhpoq gd]%cl{k? tlon

m xture vvas “evapor.at ed" 5Q5 ar §5S1-{40h ﬁ)(E h 320 WoStHaHsll Twead by-
colum 5. <chr orrat ogﬁsaqﬂ .in rnaml: mmso;;lormﬂman 4 @ogmfcusydli)oazdgel

vere o ned. s - ﬁrawsjﬁm T ’f{_q“‘%gi”?%a”ﬁ‘
bz figiae withn (

conpound was Obt al ne latiorbwas dilated t hlfddﬁ'l Uwith @Sﬁe
10 0.,7-1. m leNtspcpurgthy rggxld iomwhilst contiog. and extracted’ w1th chlorqf@rmz The 2. 95

and 3.1-3.7, pp gﬁj’s@ Wﬁagig Eﬁ&! 504“ %‘"ﬁt 1% 6

N 4. 4-5.2 ppm . Tl tipy &5&&1@%@ it s evapdaiad b, Goc

[2 aromatic. pr Ot ons .the solid res1due .was recrystallized from absolute: iﬁaﬂanpl e 116 _
1- ( 4- Am no- 3: brono- 5 fl %Pez%@rﬁ?ﬁcﬁkmbpentyl am no-ét hanél .. "M p of .
t he hydrochl oride: 167 to 170C (deconp.) Eﬁg,ﬁﬂ@qeﬂ accordi ng to process a) -

from 4' --ani no- 35 br ono- 21JWAinmaadlgthylaaiﬁomethyl:pmxryg-zﬁen fﬂuwxﬂn@.emmhenone 3
and sodi um bor-ohydri de &fat ®§drfé+ txl Fha'lan@@ _ egyl],-z__ _,‘-butylammo- '

1- (4- Ami no- 3- br ono- S‘ﬂi‘gg&/ g £°" &= g Nthe
hydrochl ori de: 191 tC;sm V%;E& @t@dﬂht w rmﬁxﬁctc ﬁfbs%lﬁ Eﬁl 40

; € preclpltateg nd

ﬂ‘na(:

-un

Fd?&'h{j rI'ﬂgo Shiic -
process a) f romod’ - arhmr S)as ldne;h‘mtﬁ-s mhcshl&t hnd_ e@ﬁorated After column chromato-

am no-5' - f| uor o- acet W 3if Ryl lé} le™
a m ano was uri 1ed cé’l : roma 0gra; (sl ca methan
Exanpl e 118. 1-(4- Arididocis én é’ ﬁm D PRHBcE g o

) - 2-cycl ohept yl ami no-et: Mpml%t Qe°C. “of: the hydrechl@rl de 187 to
1 89C (deconp.) _ 30. Prepare |ng to process-.a) from ' :
4' -am no-3' - bror?o 2- cycl oheprIA A85R0an3-pht ﬁ@j clﬁﬁﬁﬁﬁ%ﬁﬁ‘@fﬁnd’l‘nd sodium %

bor ohydr I de al’la| ogousl y 4igef Euedij (93-bromo-5-cyano-phenyl)-2-cyclopropylammo-ethanol were
_dissolved -in methanol and hydrogenated-at:- room_ témperature at a.hydrogen
e pressure of 3. to'S atm. in the presence of:1.g of palladlum on:charcoal ( 10%0). After g
S 80 the hydrogen has been absorbed, the catalyst was removed by suction filtration, 50
. "~ 7. the filtrate was evaporated. to dryncss in vacuo and the residue. was distributed -
Lo ~ - between. dilute sodium hydroxide.solution‘and chloroférm. After. evaporation of -
. - . the chloroform layer,’ 1- (4-am1no-3-cyano-pheny])-2-cyc, Prop _lammo-ethanol
. - was obtained -as an. oil, which ‘was urified chromat ﬁ hically
.85 - . (eluent: chloroform: methanol ="9:1); The ' ydroc ned by 55
C addmon of ethereal -hydrochloric acid ‘and ‘was’ recrystthSed"fro' isopropanol. -
: 148 to 151°C (decomp) g

G_)

' Example 115 ¥ : o
S . 2—Ethyl- -(4-ammo-3-bromo-5—phenyl) 3-tert -butyl-oxazohdme» R
- 60 5 g of 1-(4-amino-3-bromo-5-fluéro-phenyl)-2-tert. -butylammo-ethanol were 60
S ' dnssolved in 100 ml of benzene. 5 g of proplonaldehyde were added and the



Exampl e 119. 35.

1- (4- Am no- 3-fl uor o- 5-i odo- phenyl ) - 2-cycl opr opyl am no- et hanol . 35 Mp.
~of the hydrochl oride: 199 to 201C (deconp.). Prepared according to process
a) from 4'-ami o-2-cycl opropyl am tno-3'- fluoro-5"-i odo acet ophenone and

. sodium borohydrr deanal ogously to Exanple IIl.Exanple.. 120. 40

‘~1- (4- Ami no- 3-f1 uor o- 5-i odo- phenyl) - 2- rsopropyl ami no- et hanol 40 M p.

t he hyd_rochl oride: 203°to 205C (deconp. ). Prepared accordl ng t o0 process
\é f2&%m 4' - anino-3" -fluoro- 2 I s Pyl am no- 5'-iodo-acet opherz@ne and
\gpdium boroh drrde anal ogously TOo~ txarrple I Exanpt: e 2145 o

- 1-(4- Anmi xtgfg)rrvgﬁ ) , ,

.45 Mp. . pf"rae:,ﬂ% i rqrri‘: ! _
. process" ayagora yﬁeﬁhm v .

- andSsodi %gfjl i ___,%Jﬂi’;ﬂtbtéﬁa ll@gbgraanr%ogxx“'hg;]122 %0

- 1-(4-Ani = L % ngd. @dthol m p:- of t he

- hydrachl Toagie: 207 16 ﬁy 16 {:comgtﬁdye‘{vc“c(%r procese-a): from
4" - ani no- 2- Stneturetpgtal Shﬂ(itlbboNMR-iﬁecmmD(CﬁCh)t ‘0do- acet ophenone and sodr um;;

o R e R B T
1- (4~ Ani-Ae=3. J"Bpm'—rm%ﬁblé" ] ﬂbﬁﬂyzll’) 2- (hydroxy tert: -butyl ani no) et hanol

"M p. . of  the hydrochl ori de 200 to.202 (decorrp ) Prepared accordr ng to

) 'process a) from4' -amno k0 ercﬁl .
. but yl ani:no) <5':- i-odo- acet o%ﬁeér{’(})ne Iﬁ | um 8 §8r?de anal ogousl y 5
'Exanpl e 111. .Exanpl e"124. = - - o

2- Et hylam:no- 1- (4- amn03cyan05fluoro phen’§/l) ethanol I\/lp of the"‘

‘hydgsochl @idess pphf nbulti |Jtd@glgg;gu3 proi&s] . Prepar ed accordr ng,sto proeess
a) from 2-ethylam no- ZF -am.no-3' -cyano- - _- 10 f'luoro- acet ophenone and

.- sodi.um borohy e 0gOuS i. .Exanpl € 125. -
1- (4- Aimi rio- §4 gzég dﬁﬂﬁ%‘gﬁh G:%y ﬁ'%‘% H99b- et'hanol . M p. of the
. hydr ochl-ori Bepark® Sicta@rdih &QﬁDa fro -am1no-3 -bRRPRERED aftpor ding to process
a). 0 om_gmingrf-fleo fs-ac%mm@-wyco@pn(bpsmmndn@nalt)é‘o&slﬁ'to Efanqxl«) ace:oophenone
. and. sodi: M borohydrl de anal-ogously -to Exanpl e-111.- Exanple 126.
1-:(-4Am no- 3-.cyano-5=fi:uoro- phgm‘;‘e P17i sopr-opyl ant no- et-hanel . M p.- of the

. hydrochlori del-(41.8mnmc3-br e ,p)phe@tl)d—cyclohexylaﬂtn%&ﬂtaﬁd accordi ng to ‘progess

-'-;-,---a) rom 4-a lorjde: 191, RMPhy|. - ahm no--acet ophenone
e ub d?ig]aarrrﬁrr o L 'r‘ e, o, ERample 127
1 (4 Am bk 3- cyano- 5- f'l-uor o- pheny ) - 2= cyc'obut M no- ot anoI of-t he
- .hydrochl ori de: 222 to . (deconpxa}n 192513 ’ Prepar ed accordi ng to pr ocess
“a)tfrom 4 - anh-G4en r@hO- (-gcmohept-ylanﬂﬁ-&hanbl uor o+ acet ophenone
‘and®sodi umgtg& %@fcgﬁg‘ﬂ"? ss’i?l 9‘fm e 111 12830 .
- e iR S AR A A rano M p. of the
hydrochl orli.de; - 242 to (deconp.) . Prepar ed accor di ng to pr ocess

o ~from 4" - am no-2- tert - but:y E:ampleoLIS' -cyano- --30:5' - fluoro- acet opherione
--".ané5sod| um F'&ftj B‘MO j ;g(d SRIAR 1"é‘“‘1‘11thmﬁkarrpl e 12935 .

- 1-(4- Ami ho- ﬁo aﬁx SVl R BRIy BABIhanol - M p of'--the
N hydr OChl ﬂiidrde'-lod@élcetdibh edimﬂbm)ohydrlde analogously to Example 111 : A

L .Example. 120. A R R
o 40_ T - 4-Ammo-3 ﬂuoro-5-1odo-phenyl)-z-lsopropylammo-ethanol L 0. -
-+ . M.p..of the hydrochloride: 203 to- 205°C (decomsp : : o '

. Prepared according to process a) from-4'-amino-3" ﬂuoro-z-lsopropylammo-
: 5'-1odo-acetophenone and sodlum borohydnde analogously to Example :

T o Example 121 e R . e
- R “p. (4-Ammo-3-fluoro-5-1ddo-phenyl)-2-cyclobutylammo-ethanol . 45 ..
IR 7 M.p. of the hydrochloride: 197 to 199°C (decomp.). o SRR
: ‘Prepared according to pracess a)from 4'-a’m1no-2-cyclobutylammo-3'-ﬂuoro- -
-"5'-1odo-acetophenone and sodium. borohydnde analogously to Example 111

S : C Example 122; ' ' T
S0 - L l 4- Ammo—3-ﬂuoro-S-xodo-phenyl)-Z-tert -butylammo-ethanol Y, SR
e ‘M.p. of the hydrochloride: 207 to 209°C.(decomp.). ' . B
"Prepared according to process’ a) from 4'-amino-2-tert. -butylammo-3'-ﬂuoro-
'-5'-1odo-acetophenone and sodlum borohydrlde analogously to Example lll



35 Prepared according to process a) from

4-am no- 3' - cyano- 2-cycl opentylam no- 35 S -fl uoro-acetophenone and sodi um
borohydri de anal ogously to Exanple 111. Exanple 130.

1- (4- Am no- 3- cyano- 5-fl uor o- phenyl) - 2-tert.-pentyl amno-ethan ol Mp. of

t he hydrochl aride: 172 to 175C (deconp.). 40 Prepared according to
process a). frgm 4'-=am no- 3'-cyano 5' -fluero-2«tert. .40 -

pent yl am no- acet ophenone and sodi um bor.ohydr.i de anal ogously to. Exanple 1l 1
Exanpl e 131.. 1. -(4- Ani no- 3- cyano-5- f 1 uor o= phenyl - 2- di met hyi ani no- et hanol-.
Prepar ed ‘accordi:?4. to process a) from 4" -anl.#870 - ¢yano: 2-di et hyl ani no- 5"
45 f1uoro- acet opherfone’ and’ sodi um bor%meq% anal ogousl'y to Exanple
111. 45 QI - Structure: lG(B-tAabhd-S-hﬂdo-byodH e@@)ezs(ﬂxydtmyét}rt -&tﬁanﬁn&)‘:‘etmm '

mul ti- OH pl: et [8 prot%{ had chlaridg: fr ﬁ%{ lﬁ;o Bf Q- O—I_ttons .'.3 .
exchange protons and )5r-lo %ﬁﬂﬁ lfﬂtﬂngﬁ 'qr%d ‘s’E&u ﬂ%’o& @’ﬁﬂlﬂ%ﬁdy‘: 5

e 13 ample 111..
1 (4- Ami no- &cyano 5-fl uoro- phenyl) 2 di et hyI am no et hanol Prepar ed
according to process a) frona éth

f | uor o- acet ophenone and xigdbbiRe 9&,@ 61‘.?*5‘@15' ¥ ﬁ%p@%ﬁ {'%'n%ftg'ﬁ’bqle 111.

30 : 10 _ Prepared dc,c g 48 (process. a) from 2-ethylammo-4'-am1no-3'-cyano-5’ - 3010 _ g
Ol structure establ fupreeretphegore Sip}bmdﬂmworoh)'daée anajogoysiy totExepplet 1. 6
protons; -N()]; ~2.45-2.85 ppm . nultiplgi,mL@ j,protons; -N and N<d]  ;

4.5-4. 85 ppm single and tr@pngho-B-dyanbS-fu -pheﬁﬂﬁﬁcycﬁpﬁﬁpﬁhlﬂﬁgiitlﬁﬁ&t ons and /-
7.1-7.4 ppm . mul tipl et [M pa piovire thiydroéhloride: . Wdodm"f (decomp.). o
5 Bxanple 133 B freae scordng o proces o hom damine S ome 2 colopoptamino: 15
-(4- Amn03tr|fluoro ?1 ﬁ% ?')af cycC opropf at"ﬁlylf vy Ej‘ep[‘hanl

M p. of the hydrochl ori de 122 to (decorrrExam led2&col oratlon) Prepared

accordi ng to- process d) frd peyS-Juere -2tlfq lemingectheppl .10 .
phenyl - 2- (cycl oggopy! met % g %«iﬁ?ﬁ*" alo'.svﬂ&%m(%&&gl- |
dﬂd

hydr ogen 10 anal OgOLkﬁﬁlyo-idétdﬁl( Qn Mm ogdusly to Example 11

- (4- Anmi nos 3-ti-f1.uoronet hyl - phenyl) -.2- cycl opentyl -am no- et hanol - p of the
hydrochl oride; 144 to. 15 Br _@ 1 '

|- (4- ami no- 3- br onD-5- t T iNtploF ﬁaﬁ?d} ¥eloride: zz%?ﬁ;w)c (dggcc?f;b%?a?'ﬁ" SdnddeP™ '
phenyl ) - Z~cycl oBent y|. arniPuwpaesdacnpding rpslocessa) rbmidl-aminb-3 -cyamd-z-wa:labdtyl 1d:r-ogen25
anal ogously to Exarrpl%'ﬂi‘lrﬁt'acmﬂ’tm‘@ aq 5°d1‘|lm-b°(°l£¥dfm1an@)‘°8°381y éhExmple 1 |
trifluoromet hyI phenyl) (cycl opr opyy g@;ﬁs- 20 - .- am no) -
ethanol . . . 20 Mp nthianmﬂ:ﬂwrg‘g ﬂ.aﬁermuty(adﬂwnhn})l Prepared

accor di ngt.o pr ocess a). f @n?%r e hydroehl@ide: 242 do @432

met hyl - amino)-53 tri fg H @%@m&mgﬂm :ﬁﬁg{'@gﬂ}xyl"é’%‘(ﬁ@“ﬁ?f} e '30

anal ogousl'y to. Exanple
25 1- (4- Amino-3chl or o- 5- tr| fl.uor onet hyI plBs pl 1. cycl opentyl am no) et hanol

188 to (deconp.).' Prepa ox jﬁg‘% ino-ethanol
4' - am no- 3-.chl ogso- 2- CyC1Wﬁ%§§$§wjmc;ﬁg ce 8§t$ a.é ﬂg an@@aﬂﬁfﬂ n@nd 35
sodi um bor ohydrl de arsaﬂmgma tgphteﬂ) Borohydhd&@nal aﬁlp

' Example 130. :
-(4-Ammo-3-cyano-S-fluoro-phenyl)-z-tert -pentylammo-ethanol
" _:M.p. of the hydrochloride: 172 to 175°C (decomp.). T
40 Prepared according to process: a) from 4’-amino- -cyano-S'-ﬂuoro-Z-tert- 40
: - pentylammo-acetophenone and sodium borohydrlde analogously to Example 111.

Example 131, .
o _ 1- (4-Ammo-3-cyano-5-ﬂuoro-phenyl)-2-d1methylammo-ethanol
Lo L . Prepared according to process a) from 4'-amino-3'-cyano-2-dimethylamino-5'- _
: - 45 . fluoro-acetophenone and sodium borohydride analogously to Example 111. 45
- Oil; Structure establlshed by Igll\{'IR-spectrum (CD,OD) 2 2—-2 65 ppm multi- :

: |
: plet [8 protons N——CH, and N——CI—(I)—CH,—N<] 4 6—4 9 ppm multlplet [4 pro-

. |
i 'tons, 3 exchange protons and —CH—CH,—N<] 7 15—7 4 ppm, multiplet 12
' aromatxc protons]. _

50 e Exam le 132 : o 50 -
P R O (4-Am1no-3-cyano-5 ﬂuoro-phenyl)-2-d1ethylammo-ethanol : Co
_ Prepared according to process a) from 4’-amino-3'-cyano-2-diethylamino-5'-
fluoro-acetophenone and sodium borohydride analogously to Example 111



: ._et hanol

1- (4- Ami no- 3-chloro-5-trifl uoronethyl - phenyl)-2-cycl ohexyl am no- et hanol

Mp. of the hydrochloride: 213 to (deconp.) Prepared according to process

a) f from 4' -am no- 3' -chl or o- 2- cycl ohexyl am no-- 35

o - TEFFTaoT oner Nyl - acet ophenone and sodi'um bor ohydrl de-anal Ogousl y to

_".__?-Exarrpl e - 35 110 Exanple. 138.

© _1~(4- Am no-3-chloro-5-tri f I'uor onet hyI phenyl ) - 2- cycl oheptyl anm no et hanol
M p: of the hydrochl oride: 163 to 40 - - Prepared accordl ng to process

' fjgom 4 - am no 3 -chI oro 2 cyqlagrmyl am no- - o - 30 _

¥ "it:umArﬁDaram 035—1* pmnplets
5. B )ﬁ'?}‘#ﬁgﬁﬁ tons;

| _ P X d_trlplg 4 pro- o oam no) -
- the hydroehl orrde 173 to (ogﬂorrp ) Prepared accordr ng to process a) from

45 M p... of
et ”Sr‘,i’*z@fﬁ*@ Flgd S LT
S
- anal. ogousl y to Exarrpl e 110. 50 Ie 1140..

© 50 1- (4-A he o ‘et nol p of thé B
-hydrobrom “(','fntg'égl p 5’%3? %;q;y i&ﬂﬁ? ess«d) from -
1- (‘4- ani no- :Pr aedB rdir)ga:a -Bbmhya salﬂiﬂtmomdhﬁnol and = -

--catial yt i Phey 3— @lprgenyégptq&w g@mtlyaﬂv cacHited hﬂmnpl e 1!LQ) _
55 $falogou xam T 1,445,740 - T

uor onet y I%? top_h7e‘r118%m mult ?"}?Jt[zamm t|mum tgomhydmde

"'.:'Exanpl e. 141, -1- (4 Ani no: 3- cyamg,@‘h.emgd) Q- cycl opentyl ami no- et hanol M p. 158

~ angigogousl| yainmojéx

bor:ghydr Isdﬁlﬂ

o to Pr epar ed: a¢¢43Admr¢g3 M‘lﬂqummc@ﬂ@hd?gl)ﬁi’r cyn’lopentylammo-ethanol -
" 1-(4-am no-ﬁ(}%ﬁi@;g{%ﬁ% r 2 ent no et hanoi and
;cat Al yti Gab . | Siva B%;&%m 110 Brxanpt.e 142.
1-(4- Ami ranaléom;latmﬁan’rmm 2- tert pentyl am no -ethanol, 143 10 -

Prepar ed.according to- process d) - fr 1- (4- amino- 3- brom) 5 cyano phenyl)
10 2-terty, @eﬂw.loam @ram%t fsa %ﬁ‘ﬁt&%@u}ﬁ C@'(’cgycldi)%ﬂy“@ett}@g hydrogen

PR

M p. . of - ; O D¢ -anino-3"-chloro:2-(cyclo ropyl- - 15
Prepar ed aag'- : .y ﬁg@% 'S % ro 4" a“é’m ﬁ%dngn c?ﬂm "%e‘ cyano-.2- 6yc| 0-
_p_rgq%l am.no--aeet ophenone and SOdI um bor ohydri de ‘anal ogousl y- toc?gxarrpl e.:110.
._Ex le. 144} % o A A N _m {gﬂl 9 . I am ng=et hanol 20
SN o 0.
s Pr epar ed aceapdem cbﬂmprt@(pﬁﬁ&sa ) frbrh' &Eﬁhlﬂ&&yclsﬁeh@raﬁﬁ- -cyano 2-pr opyI
o am no- aci rﬂnewmn Y'amelfonmpmnﬂmmmmhb@ﬂdh%nabgwb'ltyExmpE(arrpl e 110.
T Ex : - (4- A 1ho- 3- chl or o- 5- cyano- phenyl) - 2-cyct obutyl a-’f?r no- et hanol
'25 S . Mp of the hydrogm d;y 178 to (decorrp ) -
25" Pr epar ed-(d®agn qj ' Fﬁ-cyclohexylammo-ethanol Lo '

4" -ani no:-3' ] ag%%dg&:?dé 505% O%)r C ‘“°,E§ga‘§§ﬂe’aﬁ, Dh eﬁ;\jmsggsgmi, -

i 20
-+ 1-(4-'Ani no- Memfdhphﬁr@}llmde Iﬂg#aimcﬂdesym propyl ani no- et hanol 15

-chI or o- 5-H:(yano phenyl) 5 sec. -butyI am no- et hano -

- Exam ple 138 A
1 (4-Ammo-3-chloro-5-tr1ﬂuoromethyl-ghenyl)-2-cycloheptylammo-ethanol
. ‘M.p. of the hydrochloride: 163 to 165° SRS T
.40, | . - Prepared according to process a) from 4'-amino-3 -chloro-2-cyeloheptylammo- 40
N 11—6r1ﬂuoromethyl-acetophenone and lodxum borohydnde analogously to Example -~ .

o .'1 (4 Ammo bromo 5 tnfluoromethyl . phies 2 (cydopropylmethyl- '- .
45 ammo) ethanol Soras _ Y
S ~ M.p. of the hydrochlonde 173 to 175°C. (decomp) I ' L e

- Prepared according to process a) from 4'-amino-3" -bromo-2-(cyc10propyl-- ST
D "methyl-ammo)-S'-tnfluoromethyl-acetophenone ' and "~ sodium’ borohydrlde S
. - analogously to Example 110 Lo

S50 e : Exam le:140. - e B
It - 1 (4-Ammo-3-cyano-pheny) 2-cyclobutylammo-ethanol
. M p. of the hydrobromide:.> 193°C decomposition. - A
" Prepared according to process d? from 1-(4-amino-3- bromo-5-cyano-phenyl)- : _
Do 2-cyelobutylammo-ethanol and: cata ytleally actnvated hydrogen analogously to S L
S5 - ‘ExamplellO _ i o e 85




30 M p. of the dihydrochloride: 190 to 191

30 Prepared according to process a) from

4' -am ng=2-sec _-butylam no-3'-chloro-5'"- cyano-acet ophenone and sodi um
bor ohydri de analogously to Exanpl e 110. Exanple 147.

1-(4- Anrno 3-chl or 0- 5-:cyano- phenyl ) - 2- (hydr oxy-tert. -butylanrno) et hanol
35 - M-p. of. the hydrochlorlde 228 to 230(deconp ) "

35 Prepared accordlng to process a) from -

4' - am no- 3" --chl @ro-5'.-cyano-2-{ hydr oxy- tqmnswbutylanlno) acetophenone andl-;
sodi um bor.ohydf7 de anarogousyy to txanple txanple T48. 40

1- (4- Ami-no- 3-.chl or o- 5- cyano - @ E’ dél .. .40 Mp
of the hydrochl ori de : IR?L,%E 3('p?}'are Q@ Eltc %nh?lgm rot(}g{elglél a)- from

4' - am no- 3' -chl'or o- 5 a:amdzic mhpto memss;d)ﬁaml e-aaﬂmt-blp’nmnémarmmcnmb)dr um-
bor ohydri de anél-ogol 0& thanol gnd patalyifally aofiyated giydrogen analogopsly to .~ 50
- (4- Ami no-3-¢hl or o- y&ﬁ henyl) 2-tert. “pentyl am no- et hanol-.. 45 ‘M- p of -~

t he hydroch-lr-drl de: 218 to. 220 (deconp. ) theﬁgl@qdzaccordl ng. to process a)
from4' -am no-3' -chl oro-5" d diAmnido-3- araho-phqwl)-ﬂyérarpcmlammtedphdnone and

sodi um bor ohydyy de- anal l e o
O A e o epfo wé@ °°fE‘ E AR i A P s ano-pheny _M pl0

of the hydrochl or i deExa@ple 110. (deconp.). Prepared according to process..
from.4'-amno-3' -chloro-5' -cyano 2- cycl.ohe ty m no-.acet ophenone and
sodi um bor O_hydrl de anal 04 Qi alnnd-RciFsAL £ = -@}IEHJp 1 ﬁl%—ethanol '
1, 445, 740- 15 Mpqof the hydrochlorgiuyﬂs g? Fogiam ~AM no -5
3- chloro - 5 - cyano- Boéraregd| cord@gtopmc(ssanfromﬁm béh@ﬁhwyﬁ yan esr?d) -2
- propyl ami nol - et rﬁﬂ?ﬂla"hﬂ‘ﬁ)aceﬁ’ﬂ’h‘f‘ﬁée WGP‘BE‘HI"BW‘% © enajogopsly tg Example 1

Pr epar ed- accordr ng to. process a) from 4- am no- 3 -chI oro-5' -'cyano- 2- [1 (3 4- A
5 net hyl enedloxy phenyl ) - 21 Zi ne a d. SO borohydrl de .
anal ogously t oyfExanpl e M%Oo %%5187%3 Eseglc biop3lémin il 20
1- (4- Ami no- 3- br ono- 5- ¢ \Paepared he dh hg @1 uhubﬂb;nl%—mho-.’netﬂlaﬂdl-cyhﬁo-z-propyl- S
M p. of the hydrochlaerr%@etozmorlbmrWéwahlppryhydwewrowshrctecﬁxamwg 4Q pr.ocess
a) from4'--amno-3' -hrono 5" -cyano 2- cycl o-_butyl ani no- acet. ophenone and. - :

sodi um borohydr| de anal ogp pié ? l%ﬁ?@%ﬁg%ygﬁgcoﬁﬁm mffhglo . hano| 155. .

1- (4- Ani no- 3- bysono- 5- CWRROs

M p. of.the:hydr OChl Omréiﬁred?dbc riding to process ) fr &G-QOéythlﬂbﬁt?l

process’ a) from 4' - cAminacgtophenone asl sodipanordhiy@tige: analogously to Example 110. - _
droxy-tert. -butyl ani no) - acet- ophenone and sodl um borohydrl de anaI ogousl Y to i
Exanpl e 1.10. -Exanple- 154, %le 146. :
L- (4- Ari no- 3 bgomo=5: ¢ m@rgg@ 1 dgraggq f;yp%rfrwu@laﬁlamthmol 20 Mp. 4
of the hydrochloride: " €¥91a) from 4'-amino-2-sec.-butylamino-3'-chloro-5- - ...
4' - am no- 3"-brono- S’Wumetoﬁhemynﬂ nrdesoﬂty ammhy ﬁdeeﬁna}og lyrt@rﬁ&amdlubdl um -

bor ohydri de anal ogously to Exanple: 110 5. 25 .
. 1- (4~ Ani no- 3~ br onD- 5-1Cx g tphlgmgllolg h N 5 'le o
of the hydrocrdsorl de:: % dif?lhe %E en deg}t’s{%ﬁ ﬁﬁt 8’9{?’8) etp%nggss a) 35_ R

from 4' -amino--3' -br ormPB’-P 8 fdlhstterptocess efw mm3'&hlelt° @Ydmd
sodi um bor ohydrl de ﬁ‘é(rbd‘ Jﬂﬁ%ﬂ) af?§°@?ﬁ?f‘§laég pge 1‘!5‘5’”"313' to > Example -

e Example 148, .. ' Lo
L 40 - (4-Ammo-3-chloro-S-cyano-phenyl)-Z-cycIopentylammo-ethanol T 40
PR " M.p.. of the hydrochloride: 138 to 144°C ) o
. Prepared according to_process a) from 4'-ammo-3'-chloro-5'-cyano-2-cyclo- :

. L ) ’ _ : pentyl-ammo-acetophenone and sodium borohydnde analogously to Example T 10

S L ' ' Example 149, : L
45 . l (4-Ammo-3-chloro-5-cyano-phenyl)-Z-tert -pentylammo-ethanol 48
‘ S . M.p. of the hydrochloride: 218 to 220°C (decomp.). _
. Prepared according to. process a). from 4'-amino-3 -chloro-5 -cyano-2-tert -
_ pentylammo-acetophenone and ,sodmm borohydnde analogously to Example 110 :

Sl AT Example 150 - R P o
50 1 (4-Ammo-3-chloro-S-cyano-phenyl) 2-cycloheptylammo-ethanol + 50
o - “ML.p. of the hydrochloride: 235 to 237°C (decomp.). :

... Prepared- according to process.- a) from . 4’-ammo-3'-chloro-5'-cyano-2-'- '

' _ﬁ'sloheptylammo-acetophenone and sodmm borohydnde analogously to Example



30 1- (4- Am no- 3- br ono- 5- cyano- phenyl ) - 2- cycl ohexyl am no- et hanol
30 M p. of the hydrochloride: 209 to (deconp.). Prepared according to
process. a) from4 -amino-3' -bromn-5' -cyano-2-cycl o-_

hexyl am no- acet ophe_none and sodi um bor ohydr| de anal ogousl y to Exanpl e 110.

- Exanpl e .157. 35

(4- Ami no- 3, 5- dl'cyano phenyl )2 cycl opropyl am no- et hanol 35 M. p.- of the
yr ochl oride: 222 to (deconp.). Prepared according to process a). from
AN-Jansno- 2- cycl opr opyl ani no- 3' 51445740cyano acet ophe_none and sod;lzum

- \pbof oRyarTae_anar 0gousTy 10 txar%l € IO Exanmpte—1%8: :

T (4- Amionop 345+, enyd ) ,’&? . 40 Mp-.Of
“the hydroc:hIS(’4 i ISXZZS&OEQ m,ﬁflgj oﬁq'é epar egfacTS&glle?}éh"f% process a) from
4" -am no-3 Mpdofdyahmraetﬂcsmprmp 6 19220 no--acet ophenone-:and sodi um: . -

n boroﬁydrl 'de_. Al ?ml%

: (Rl Ahaming3iy @o—ﬁwam@[l-@ 4 .5
" 1-(4- Ami nqnﬁogﬁ 'gﬁ?’%?g;%% °]c%‘/'8tPBIEﬁHP'§ﬂ ¥gium hemBydride | 45-m-p.  of
_.the hydrochl oride: - (deconp.) accordl ng to. process a) fﬁ-erm
4" -am no-2- cycllo(amrmhaumh&s-e éﬂh l% I %%994538 and SOdI um i

e .

- boroIIderlde Mm%bﬂhy octhtnrﬂra’npltenm e s vl _ f
- (4-A IIQi @b’ teaanor2-cyclo- 50 M th
'h§/dr 021 hlngr .“Hg““"l‘b éPogh?? 3%5&8%8810&%" ° 45alopyishy 4 Expmple Higy p ° ©

4' - am no- 2- sec. - but Iam no-3', ix le 1§3yano--acet ophenone. and. s_odl um. N

~ bor ofydri de’ 1 "'C} _ -lmdrOEvembﬂyliﬁiho}S&hanol
© 1-(4®Ani no- 3 gg& 4 oo ﬁzm‘qu no_ _r _Ej)(anol 55 M.B of the
511 : 3ne

hydr ochl. Ordhd@-teta tylanind) st n . ess a) from
4" - am no- Exemple 11Gut'yl an no- 3" cyano acetophenone and sodi um .
~ borohydri. de anal ogously to Exa #mpl&lﬁl, .33 - o g
_ 1,4 4@ 740- ftlrlnml;')-d brcralrlno-5-cy1a7no-phenyl)-2-cyclopgmlgglamqhenq[62 20 o
1 (4-Ani no- 3’;51’5& e, é‘%nmrsoews%%ngw gh: et hanol M p. of
t he hydr ocphéme dmd sadiiith bﬁoh;(dd&ﬁ&iﬂhg}:uslﬂoﬂﬁ@ihﬁ I-ng. T0 process a) - from

but yl"ani rio) - acet ophenone" and’

D& le 163. e -

pﬂ%%gﬁﬂ‘%‘“mﬁ%g? gir:ol M p. _o P he

Pbtmmoésc)a)m-n-nmn B
%HéQE&"é‘!RBT)HQnone and SOdI um

- 4'-am no- 3,5"- dlcyano 2= ( hydr x
- sodigsm bor:ohydy jfl& madad- ggﬁggl %
-+ 1-(4- Amino- Swpddfgm ;@
. hydrochl ori d8repgred ag¢prdin esg o) from 41ygm

- 4" -ani np- B Wﬁﬁéﬁ?‘?‘?"& ‘grg“ s°d5'm Eﬂmhyf{}de ana

"'-'{':borohydrl de ‘anal ogously to Exa le di6. 10 Exanpt e ~164...

1- ( 80Ani no- 3 5444-a mn phoyaris-g o) nhgﬂynnmmmnbanol M p. W the

“_hydrochl ori d%f 6?% cor ding to process a) from
4 am no- :ﬁexyl {6%5 ﬁo e% -3'- rom:ﬁ

: AnGe thenone and -
L SOdI um bor ohydr.i de anal ogously to ilggo -] ffgﬁg e 165 * .
b 4 - Amino:- , '. .I_- - 20 [T - - net hyl enedi oxy -
| phenyl) -2 M s gmﬁé}g 3’““@5‘;‘? Dy 24 pr:@:flar{lﬁg- ﬂ‘?’éﬁ‘ochl ori de: .3(219 to

- (deconp. ) 2Prepared accofdifgla Qdesﬂﬁpﬁf 4' @Z-Wc%ﬁlaﬁ\}nofﬁ Olg;-

4 - -‘am no- 8yangaceipphgrons-and odiyi barohydzide analogously to Example 110.

. met'hyl enedi oxy- phenyl ) - 2= propyba;{ﬁ,ﬂ]@hjs- acet ophenene. 'and SOdI um borohydrl de
anal4ﬂgousl y- to ‘EX e a3, 3-Gicydmoepirpd y@-ZhﬁﬁvropMamu(ozlethanélrn no.- 3 - cdploro - 5 -

: f the de: 224 $0:226°C (deg
- diethyl am no l;l ed acm t(g-l rocess a from 4'-amm§’3 ?rqlcyano-z-lsopropyl- T e--t-h.ar_]Ol_
L 25 o ammo-acetophenone and sodium borohydnde analogously to Example Ho. ©- T

. Example . 159 o T . PRI _
. 45 T e (4-Ammo-3 S-dlcyano enyl) 2-cyclobutylam1no-ethanol oA
Sl Mp -of 'the’ hydroc]ﬂonde 258°C {decomp.). I L
: Prepared according to process. a) from 4’-ammo-2-cyclobutylam1no-3' 5'-d1- I
: cyano-acetophenone and sodmm borohydnde analogously to Example 110

T T Example 160, o o SRR

.50 S l (4-Am1no-3 S-dicyano- henyl)-Z-sec -butylammo-ethanol : R

o Mp of the hydrochloride:- 197 to 199°C:* e ST
‘Prepared according to rocess a) from 4'-am1no-2-sec -butylam1no-3' 5'-d1-

: cyano-acetophenone and so 1um borohydnde analogously to Example 110 : '

S e Exam le 1 P T
-~ - 1(4-Ammo-3 5-dlcyano hen utylammo-ethanol .- 85 -
IR “-M.p., of the’ hydrochloride: 251 to- 53° (decomp) IR

" “Prepared according to process a) from 4"-amino-2-tert. -butylammo-3’ 5'-d1- o
. cyano-acetophenone and sodlum borohydrlde analogously to Example 110. .



Mp.: 65 to Prepared according to process a) from

4' -am no-2-tert.-butylam no-3'-chloro- 5'-diethylam noethyl -acet ophenone
and sodi um borohydride anal ogously to Exanple 110. 30

Exanpl e 167. 1

- (4- Am no- 3- br ono- 5- di et hyl am nonet hyl - phenyl) 2! tert -butyI am no- et hanol o
Mp.: 96 to Prepar.ed according to process  a) - from : \
4' - ami no- 3':- br oro- 2- tert.-butyl anmno- 5'-di et hyl ani nonet hyI acet ophenone
and sodium boroydrl de anal ogously_to 35 44 rrpl e 110 35 Exarrpl e 168.
1- (4- Ami no- 3- chiForo=5—nitro%p v -+ : o
Prepar ed accordl ng to process a) from Exam le 162

4' -amino-2-tert.-butyl ahf4d 9’0'§M%@ hfgg'l)-Z (hygrox t%ﬂt@e@tmb#Mhe and
1 ._:."L'-" ndByacdxy-
S

sodi um bor ohydri de anapd] R
dodiuBi Boydh3aRidedm A 1 to: 5-..[__ :

- (4- Anmi no; 3--br Hno- 5 bidylamop B
Prepar ed acigrdl ng to process a) from4 -am no-.3" - brom) 2-tert: -butyl 45

amo-5' -ni t acet ophenon Qus) o} Exanpl e .

45 Bxanple 170.- 5- (4 A %‘%}rﬁ?‘ﬁﬁﬁg% &%’%&Y ey afgy i

but yl - 2-i'sopr 8& OxazBiep(tedlecc dirgao prbcess a))ﬂﬁ&m4-ammo-2-cyclopentylammo-3' 5'-di- - :
1- (4- ani no- 3- BY ono- S¥anp-asstephengng\ang sodiym berohydride epsieasysly BUExamplecHBanol and0 -
i sobut yral dehyde anal ogously to Exanple glB 4 50 Anorphous

1
subst ance; ~structure est abi-@siisido-dg-d ﬁ];tle 2-161%&( bentMIho—@EHadoll plet [1.

proton,. >CH CH()]; - 2. 5MZ7 @f Y%%EIEH"‘{?" ?ﬁh(decomsqzl ets Orﬁ;l gtot Ogvi Ar; -
3.9-4.2 ppmi.;qgn-gle Q‘;ﬁ, - gm‘ -amin WF“ citipint- [2 . -
protons,  Ar-CH CHZ o e an Od"ggsﬁ 4 chd? agal?ﬁ) usﬂ'yrm ’fam W A5
aromati c protons]. ' Exam le 165. . 1,4 .45, 740
34 Exanple 171. -(4 Ammo 3,5 - dicyano - phenyl) - 2- [1 - (34 methylenedloxy - phenyl) - 2-

5- (4- Am no- 3- br ono- 5+ fwgﬁ?{@amﬂlohdet Qfgttof% oI i dine Mp. of the.

di hydr ochl. ori 8e: 164 t Prepdrél Gioctpding t&r grpesse @) m-am1no-3’ ,5'-dicyano-2-[1-(3,4- . 20
1- ( 4- ami no- 3-.br ono- Uh”i‘?’ Xy pﬂg)rommm-acﬂmtmnamd@odjum borabydrideol and
f or mal deh.yde anal og 99 yo &&WP " 5 Exanple
172. ' .
5-(4- Am np 3- %FI or ol 5@t-rAmi1h¢uo3 mmhyi didstﬁrmdf )we'ih)tl eﬁﬁenyljmz.yén 2bﬁ@tah,ydo .oxazol-
idine Mp of d?l Orlﬁgﬁ% 199 to (dec orrp ). Prepared from" 25
1(4amn030h|or05 gafr ri- ) 20

ami no- et hanol - -and ﬁcdﬁﬁt % plLﬁlg%E& ¥lj° ?’°t“°’l?;,§:é_‘“§‘n‘:§,§oﬂ,‘;°’?; o
10 Exanple '173. .1- 1Example ’(104 Am no - 3 - fI uoro phenyl-): S
buyl ani no -~ eBAanol- and d- 1- Example 167. - a0

(4- ani mo- 3- f L uor o- pHkiyhmin 35"%‘3‘0'5 B’tﬂ“ﬂa@#ﬂ"ﬁ’ﬁﬂ’éﬂ'mml}'&)" h“tylammo-ethanol .
1(4- Acetyl am n,O' 3. - f 1 g a?ed&b@rﬁckioprogessa()ﬂ-omhe%fﬁl)-?‘ﬂom tZQ% :but lé?n'fltufl) 15

amino -0.-(N - car hisiéetintaminonetinii-aceydphenone tdnd nsatiuan do

15 amino - 3 35 uokemplegHBnyl) - -2 - (N - benzyl <« N~- tort. butyl) -35
anino - O - (N - carbobenzoxy- L- aI anyl )- eﬁ;& gar bobenzoxy- L- al anine .in-

300 nml .of "absol-ute. tetrah SAafing- Rehl o S-di l?ﬂnﬁ)-ﬂi@t-ggtylammmha‘ﬁﬁl' rred for 3

hours at room tenperat 485(!’0 r}enél a_sol ;%il on?agt 10 UIE

1- 1- (4- acet.yl agi no-Bf; grt.. i q'j\lgethanl '
in 200 n' of absol ute. tetra ofurdandan ‘}elan °uSIyq 370(1 %
added and. the m xture was stl rreéd for. 12:‘.xdm roomterrperature and .t hen .

1
evapor ated to: dryness. I\I/I.I’Ily Iszﬁgf@“‘?‘ééil %dkz‘éﬁ@vtb’bmf@cﬁm{ﬂmeen

chloroform and wat er:. - Prepared accordmg to’ process a) from 4'-amino-3:bromo-2-tert.-butyl- |

Ca. B %]ulrgno-5'-mtro-acetophenone and sodlum borohydnde analogously to’ Example- 45
- : o Exam le 170 R '
5. (4-Ammo-3 bromo-5-ﬂuoro-phe -3-tert. -buty1-2-1sopropyl-oxazol|d1ne
.t _ -. Prepared - from - 1-(4-amino-3- bromo-S-ﬂuoro—pheny])-Z-tert -butylammo- '
.50 - -ethanol and 1sobutyraldehyde analogously to Example 115. . 50

. Amorphous substance; structure established b NMR-s ectrum cDCl
.0.85—1.2.ppm, multiplet [15 protons, —C(CH,), and §CH—CPF(CH,),] l( S—CI: §)’-
. ppm, multiplet [1 proton, >CH—CH(CH,),]; 2.5—2.9 and 3.2—3.7 ppm, 2 multi-
. plets [2 protons, Ar—CH—CH,—N<]; 3.9—4.2 ppm, singlet [2 protons, NH,]; 4.4 - :
55 —4 9 ppm, multlplet [2 protons, r——CH—-—CHz—N> and —O—CH—CH(CH,),] 55
.6.8—_-,7_73 'p_pm, multiplet [2 aromatic pro_tons]. :



25 The chloroform | ayer was dried over sodium sul fate and evaporat ed
to dryness 25 in vacuo. The diastereisoneric esters thus obtained in
the m xture have different -values on the thin-layer chromatogram (silica

- gel~ G Merck; chloroform acetone= 10:1). “The above evaporation resi dué was
-purified by passing it through a silica gel chronatography. col umm- vvrthout
- separai ng-the diastere- isomeric esters (500 g of silica geL

ehuent : chl or of.orm acet one- =" 10::1) . 30 The fracti'ons cont ai ni ng the t| tI e
rrpounds were evapor ated to dry_ vacuo -and B
1__ 3.._ at. am.no-. AATaTala At aV=Ya kvl it A C L= [\ "Li -hllf\l'\ 34 R
a1 no- O(N—car bobenzoxy 1-al angkampht: rvanol crystaI I sed *out of an. et her
‘solution. (collworﬁ-é‘ts&mmro siroie: -ﬂu%-phenyl) 3-tel‘t l{ll@)d-omﬁhdine' met hanol’) ;" val ue

0.27. - p. of the dihydrochloride: 1 tor}/8° evapor at ed tO )
TR TR b S T b e e r%rr‘i 'fy:!?' i Q’Ng’a% Poval ues( =0.33)

" was- I-sol at'ed by passage through a chlr7onat ography coI um1 (100 ‘g of: srl ica
- gel; . elue chI RS eton am d - Iam no-tb 3 -
" fluoro - g}% of th o;gr uorﬁi‘i&wp ).:i-_ég-. . y}Z-megu %afo 1d1 A, no_
" :(N-carbab; e n%pafyd - SWFL udréi lfhaiyr)edelas,um.col orI ess 40
0l e (cdmmg-eoranq’tmnﬂamttlﬁehwtaaru@gmxsty @?ﬁxampl)% I1s. _.10
- 1(4- Ami no- 3~ fItoro phenyl) L 2- ti:ert -téutyl am no-et hanol 2 g of 1. - (4 -
~acetyl.am no, uoro he rt. - 45 _
B butyl) am no 2},,( n° 3 uoto i Pﬁm ﬁuN ﬁm%-. °?A‘%‘r'°e"‘“ %ng ved. in.60 m
- of - 45 et)hanuh A2 laiunof-3 Hh(ﬁ'od yzir(w-rui&zysoNutdronbmre added and the
‘sol Ui on. wasapige Q?FbQ!P @ Y- etlpapl ang dhle- (4S§Fﬂ(§1t on. M&s
- .distributed ABPReds ;‘?{f’ﬁ né?e%&]te? sihg PEHE - ARiRgs ayer was

- extract ed’ f oud,s gloNBENdaF uﬁﬁdatae %reraeed:@rdasonﬁtdn ehtsog ef \rm extracts were

. _,iadde_q, and

~odried overcalsrgbhnmwslu#limeelnmo ml of absoliitetetrp theymigige | n vacuo. The

' resi2ue ¢ |sgrlr rsjat o mgure ﬁ?equenﬂy a solutlon of 10g- ~ 20
. fluoro- phg@’dﬂ)m%d%%é ‘}E l-zh rb F?S 2 mﬁ%ﬁn&'ﬁi&%’ﬁféﬁﬁ?ﬁ’é’é dissolved in

- 50 m of - ratadtlanmktureamlsmm lMyi@r@m‘SmpemmréaMthdlwaﬂm@I hydrochl oric

-:;-S‘(r:rogac wq':@ &@?ﬁﬂ]ﬁtﬁgyﬂ@ %};f&m&ﬂg rcalogeferayand wetethe reaction:

eaﬁrm Yo' -'Lg $htur e and at a

2o pressure ®eviibes on the that- PdhEdnAogddth |(§moal gel oMetgehc [adfdsmen absor b&d:
-'After the aeeterwl 0 he -aboveSgyappratipny pesid usﬁnsitb magsing tit at i on, the.
“reacghi on” %ﬂﬁf ? n ﬁuﬁut %ﬂ%%ﬁﬂ‘a?ﬁé sol.i g tesidue,
+consT st i ng 0 ct 5@ tﬂﬁm b@btated ToUdrykeadmi no-"€t hanol
- hydr ochl o d@cu&wamdcrl ls@eﬂcleiybenhof-?r- 9-p R-EN-benzgiN-tert.-bRtyDy addr ti on of
: _et h er 0 aémno-e - c-c:rb enfpxy-iggnt'lbethwéexawggeptqubﬁs an ether solutlon T
o (Pletes Tob. @ie 5B BR): oS 857 1,445,740 C) d-|
L (4 Am no- 3 frhumrothe Qvapmted{ d:tyy sam MHcemhaﬂmktefEbﬂend)l I y o
Cod-1=(4 ac Hﬁhﬁhﬁgrserd’eq Y-msstaeﬂrthro
ani no- o- (| (ﬁ’éﬂa B8K; 'Lg é 81‘ =L aécrr bed above,
o was. @i SSO|a.\ﬂiid> -3ﬂ-b enﬂfxy-@l I)Jeth s mﬁs amodliabiTy boleeaxi de ol ution

- were. addedils th sol uti on luxed for 4 hours After cooling
" ~“the reacti on["ét?l Utr’jé n(c 3%§°t%r@tﬁ@tea%é¢ ween ‘chl orof orm . and water and
“the. aqueous Iayer ‘was’ extract ed four ‘tines with chlioroform The. conbined

~ chl orofor |1n)e E@ gg}aﬂ °Eﬂ)'?i_ uﬁ%‘éﬁ'ﬂﬂ‘%" Ll SHARPIALEG I © dryness in
n B
PP 5

_ vaC Th%utr 5 yl%ethanol were dissolved .in 60. ml of
Mefhan Gdl)dn hyaroétme slagoH- wite taddéd- hmtnytb)selamnno- 10 L
et hanol Was rdlussbfwe@lhwmrs zgtqntcoblmmbhaﬁwonaw@ Sistriby ' between a pkF-of g with

:-_,;_:10 et here&E“*ﬁ?‘*””’o : com m?a% a?l’n?r“ YL TR R AnAl (109 vere

cnma&h y d@@‘é&@sﬁsﬁﬁh binl-a(4=ahiho-appar dpus .at room
- tenperat Ufﬂﬁoﬁﬂiﬁe@ﬂ)- tertelfutﬂ)-am dtsmlveld g mhe hydr ogen has

: . been.absohatethan aﬁ' a"d a (?0 H‘/WQE& “’é gf}"ﬁ - mn;g‘%‘ﬂ;?%i consi str ng of
d-1-(4- amh § g&}gr& ﬁif tus ‘at - rign pdrature éﬁdy Y Thfeskul nal *

-hydrssch orsl osp\naes ehmsirah draged Had cbeen’ |asso redpAfied the,

L atalysohadoy - addl ti on of
.. et-her. - . been removed by suction filtration, the reaction pro; uct was evaporated to, dryness e

EUE " invacuo and the solid-residue, consisting of 1-1-(4-amino-3-fluoro-phenyl)-2-tert.-
U butyldmmo—ethanol ‘hydrochloride, was’ crystalhzed from 1sopropanol solution’ by _
¢ . addition of ether. _ o -
AT . | B M? 199 to 200°C. (decompos1t10n) _ o -
o [a],“ = -123.3° (c = 10 methanol) : - _ T




Mp.: 198 to (deconmposition). + (c= 1.142; nethanol). Exanple 174.

20d I - (4 - Amino - 3 - chloro - 5 - trifluoronethyl - phenyl) - 2 -

tert. - butylam no - ethanol and )

1-1-(4-am no: 3-chloro-5-trifluoronethyl-phenyl)-2-tert.-butyl -

am no- et hanol..a.) d,| - 1- (4 - Ami no.-_3;-:.-:—.j_,ch_l'_,c;)_..,ro - 5 - trifluororret hyl - N
phenyl) - 2- tert i~ butyl 25 e R A
am no- O[( ) = mént hoxy car bonyl I -et hanol , ' 25 \:{’2
56.6 m of a. 0.5 nolar solution of msnth%4 chloroforn’atelntoluene =
wer e added drop\/\ﬁip \A:hl|'§f @tlrrlnn and at 1,445 0;, qnlm‘lnn of 8 8 g of - 35
d,|-1-(4-amno- d-l (4-Am1no-3 fluoro- )-2-tert -butylammo-ct

3-chloro-5-trifl uoronet et - phlgny -(Qacg a¥nmd93:lﬂ r&phdih@l-)-el(aﬁaeﬁﬂyl-NlﬁcrﬁiBulﬂ)- of

%vz@ﬁ’ﬁ?a T DR S
The oily residug 30 g%y - ﬁﬁe s ..
decant ed ‘and-theé r esivaliseated Qetﬁ aﬂbt%’f&hya':ff 7&%‘0 Ctm‘: jon 5.
et hereal sohdtion vvasxtsm-:f{deﬁsn tﬂat ﬂlaslﬂsdfmmthhwmmnedmmem reeupon

a precigi tate whi ch een °‘13 a‘le
with water. Thgg et h%ﬂﬁésl gygmkdoﬁ \ﬁ%"é? aﬂﬁmﬁvﬁ“ 'Eﬁqo%%?ﬁﬁd

adj ust ed to'a pH of 6t1mwhhydi\<bchlsﬂ 1 zm ofcpamﬁhum on Ehackioalqdopwete &fdlied and :
m xture of the hydro ‘i"ﬁ’égméf“’ ;gé fir @P‘é 5! Bppperatuy 3t room temperatyesunds
s

crystallized out. Th& @@ptﬁﬁ'ﬁ?? 1o§ e}e ﬁc %&Qﬁ?ﬁg F?gckw th

et her. Thin-lay@r chideyxeds efiduéSdonbisting Of & 1-{4-4nfin& &1y 15
with buty! acetate: C)Zdﬂe)i‘belwmnozetbanbl dydwkhleride, shawentstallizzds froms isa ropdmel sane -

pyridine.. After two .

40 concentratlonsww %‘%60 val yes of O 45 and 0 55
t d t

40 b.) Separation of .d-[480, {324 4° (c%félelcfzm If:?:iﬁ:ﬂ» A

1- (4- ami no- 3-¢ oroStnf‘IuororrethyI ert

but yI ani no- O [ (<) - meqthowy: Aﬁﬁh@oﬁydlﬂorelmm o?é%. hil - dgﬁenmez naeei Wrind e 2.
hydrochl ori des ‘of d- anethdnol - {nit alnrl-@enBacshittgro-Sttriflidrométyphéngl)-2-ter. -I) -
2 - tert. - butylam no -amigp-etha Qlmst hoxx car boﬁgl] et hanol 45 . .- -obtained

as described. abgve et &b H%’ And %@ﬁ,_caﬁﬁ’gﬂ_et metipl pheq) - tertr Rewl - 45

was added and tfen 5..0 AORHyI 3RSt fralliif iR Woik
shaken until - al | sol astﬂedntdpwisewhﬂst stirrisgandtat P.O?Cta' heolﬂtolnefm& ofda,y-ﬁ{4-mao-

separ at ed, - washed wi 8 %ﬁ;‘r‘éﬂ“ PEEEYH!PSFY%% Frieytila 916151'&{1@1 iding _
at ﬁﬁ wlg 30

in vacuo. The %I y'r i

silica 50" col ubaaa;u ydigolvéd araeﬁeerrhela erédNsolGtiG Eas ashéd | 1 Ca.
gel) with a mxture WBlDW 5:9? ?m@@dwmreumndp mllt@ﬂwoh&:h fb@nd_ bea\seeelthpent '

(f1ow speed 120 ni/h %&gﬁ{g& syfthersal sl lsopmpagghmth o
-val ue 0.55 wers co {18 hylif emuﬁ&sldﬁ tH@-QHQ(eremsomerlc 35
d-1-(4- Ami.no-3-chl or oﬂécdmpchhdsmrysmtzhgl lout. The reaction product was suction filtered and

phenyl ) - 2 tert. - but yVasiehalt l[hfh%' nen &!}‘ox ¢ gar bo - efhangl was (i(rysfhal | ed'
: G,
from 55 petrol euﬂﬁtﬁ %&Eﬁi%e : é)ﬁﬁgr l] as fg: tgaY wed ;s\?ogse ots ofetrlfe s:’rl;e o
55 Mp.: 95.5 440 = +congcéntratidn @ith etiv! appev rmrama R,-GElnﬁ.\stO.ES azmsss;ont alni-ng a _-'4o _
m xture of the. di-ast gy eep&aHBaAr if Q- e/NPO(ALIHiInEH- chloro-s-umhuonﬁtwﬁpw)ez-ten- o E
subsequent.ly cont i nued lalﬁ)dama-ﬁd,(—hmmhoxy-

-et :
recrystal l.ed once frgmn%1 j{: _-°n[th pﬁ ﬁﬁ%gf#@;ﬂ;ﬁﬂ:ﬁj
1- (4- ami no- 3- chgor o- ihé uj{ PIBEd 486 e Mspen dtm?ﬁ mal @r@‘tﬂdl' )' 45
ment hoxy- car bonyl ] - ewmm:iedvm thbm Hned. ofM amr@fiat were ﬂaed and the -mixture N
-273.5 (C.= 1.0: ChI Waso phak d?q' until all solid. matter was' in solution. The ethereal layer was

€

esu

: _ e arat ashed.with water, dried o;ge&l magnegium sulfate and ev ated in
1, 445740 - vacuo. The oily residue thus obtained Wal chiomat raph hrm%ﬁ” NRica 3- -
chloro - "5 - tibf | uogemraatxhy (6.5 Pl Qlineler 2107 cirﬂbﬁgth Ztﬁjt df—sﬂlairgﬂ))wﬂi amohrel 650
g of d- I-(4 am no- 3- eﬂ'h%lrl@cgatt?lanﬁ Fxsiphexpae |
0- (-) - ment hoxy-.car bo[‘{lg5 %ﬁw %"g‘rﬁ? :1%'3 °"[]:§?u ﬁ“_nd 5
al | owed to.stand for piaylRoedre-bady -3 ﬂmﬁry-mwr@nmmwamyswle from .

5 vacuo and th&5resi phl@lqnaeethmr(bdﬂnwbdw WotoSBTClehr omat ogr aphy. (silica gel;
chl or of orm net hanol cenpﬁwtgrsétﬁcr%ﬁrqry %hloro?(gm}o 1). The. fractions

cont ai ni ng _ ~“The" fractions - containing a mixture of the diastereoisomeric compounds
-~ were: discarded. The fractions containing the almost pure sibstance with the . _
- 60 ~ Rpvalue 0.45 were -subsequently continued and evaporated in vacuo. The 60
- - “residue was recrystalled once from petroleum ether and chromatographically
’ . - pure 1-1- (4-am1no-3-chloro-S-tnﬂuoromethyl-phcnyl)-2-tert -butyl-ammo-O-[( )
o menthoxy-carbonyl]-cthanol was obtained. _ _
S g 102 to 104°C. S L . N
65 - lal = - —273.5° (C_. 1.0; chloroform) S - .65



~ “the hydreghy; RARSky-carbomy i SERO Sk

- but yl ani ﬂﬁﬁsotve&?iid’la:lﬂﬂ acétate and.the cal

.. diggol ved i

t he desired substance were conbi ned and evaporated in vacuo. The residue
was dissolved in ethyl acetate and the cal culated quantity of 4N

hydrochloric acid 10 in isopropanol was added, whereupon the _
hydr ochl ori de of the title conpound 10 crystallized out. Mp: > sFow
deconposition.. =+ (c .1.0; nethanol). d.) 1 - 1| (4 - Amno - 3 - chI oro

=5 - tr_|fluororrethyl - ph'eny'l)--'Z'- ~tert__'- butylam no - 15 ".,. S
1 y&phhanol - . -
Bgepared from 1. 58 g of 1-- 1445,740 I 3 o

but yt am nbd)~|[-((4 Armmrﬂ)-thlowfﬁ)eny]uymele&ahcﬁhew §e};am}-ymyls W t h rret ha,hol
.-and purific ‘F%‘ d@‘;{"l_ Jypsielelelg=Tolay u@n{g‘lﬁg Q sI tgrtl_:g&? lf:q1740) . of

ml of ‘'methaho 0
. met hanot )llowed to stand for 65 hours at_about 20°C. The: mlxture was é¥dpolax le 175. d : _E.l. -

(4 - Ani pasuo agd th ¢ Atidus was. pyrified rky coly '. g:é;o?atog@phy sdlica gel; but vyl am no =
te

et han0| s‘h‘e ;:llle)tstaggé ‘\:Ngl"@nmggl %}?&E’ . n va Jrﬁfebiemdml ) T 2 ‘uﬁt ert }

[q@dntity of 4N hydrochloric acid -
-d, 10]. -(4mampmpa801b¥a@mdd®, ﬁvherompynphehxdrt)chmnuerof thebmley:bapound et hamol 25 118

... g of di b'é"ﬁ% °dI9-“ re dissolved in 2.51 of hot ethanol. The
m xture vvas[ai Ii e; S?ord&itcgﬁb 'jAE ate was [eft ‘to stand for one day at ‘room
terrper at-ure- for cry sta |zat|on he crude pr oduct. thus obt ai ned. was-

Fint aff il dr;(g“fﬂ/’%mt‘? Tirshlorey - rﬁ%fiq?&rmﬁth&’étmyl) %ﬁertebl}tylp'nme- 15, S

-d (4-am e&?&ﬁ'ﬁ@ (tfllbl Q-Qmm%QJ chloro-5-trifluoromethyl-phienyl)-2- . ' -

. -phenyl") - Butflam omlﬂl)-ydeﬁﬂgibﬂocagi Jagineth dfb%ealwsor swtn &Ereﬂyi)a&zlé;rntaf m p. 206 tO

30 (decon!mfsmqn ) Chy Vnedogwsly fcExanpleQl74giet hanol ). The salt was -
' @ q@: ﬂ?‘?é&"?mi’ﬁﬂ'i“ﬁ' whi | st heating %d t he base

‘was crystal fxr’?ed out 6 dr "On_Of wat er . "The free base 35 . thus

. obtained.was dissolved i n abs@agﬁ,g @shanol- and neutralized: with absol ute

i

- 35 et hanmllcmhysdmmm Obrbo as i fluorél- ghepiy) - BE0 bitylameien -ethandl] Lor 0 -

ST quors i g diBeR6YIID-taati® Bci@

.-_,recrystalll[a +32 ?c_

| “- phenyl ) -2- qnérlﬁ) - (oranyina - Brliremo ef e - pheaylbchiterti- Hetyleminet-al | i sed on- -

adgition: ofSt Fy-121 A 0J. jThe gpther .

8 abhme Lo o liEhag e et B0 4o
f@amrdawaateroomand of “the’first

"taaﬁo_gv"ifoh s%dl er vol une.

" phenyl) - Rixtuze twas lﬁltt: d canidrthe diltiage olas difotm

Cre- crysi?ﬁ‘lPFmE’@o:lbﬁlz r}’i ?fb;ﬁ%&g%

- Copgent rﬁL_ Re1)- S 8ii:di 50 2089€ 30

- 1- (4 an _£lﬁdiﬂ) sbtumed) hen | tert -butylamno ethanol (1 form

~enri ched) viehe tb@%% th °§ entrateg ONET 1 ature was di‘ssol ved
ai D SE M tha ﬁ’ d%‘ @“ﬂaﬁ&& éff‘wateﬁ‘%“h%é”b

in 1.81 pf
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= +139.7 (c =2.0; nethanol). -5 Prepared from d,

| - 1- (4-am no- 3-chl oro-5-fl uoro-phenyl )-2-tert.-butylam no- 5 ethanol by
fractional crystallization of the dibenzoyl-D tartrate_anal ogously to
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1-1-(4- Am no- 3 chl or o-5-fl uor o- phenyl.) - 2- tert -butyl am no- et hanol M p. of .
t he hydrochl ori de. 209 to 210 (decorrp ) [ 139 2 (C =2.0; rret hanol) '
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of the ‘hydrochl. ori-de: 11@1?24t=0+ll399(2(s(dédbmpdmn¢l)on) 459,90 (e= 2. 0; |
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to Exanple 175.
20 1- 1- (4- Ani no- 3-chl %é‘#m&%oﬁ@'ﬁfr&; Eg%ﬁél)'z‘g%@‘%ﬁ?‘f?@‘e&aﬁ%lnol M p. of
t he hydr ochl orm:le 199 [&]gg. zozlwdewgpmghteﬂﬁ = 2.0; net hanol)lo
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\ Ig 175 C (_decorrp ) Exarrplelwsl-,,;ol o S . .

. \Lp:of the hwpumhrhgnomeundib?@ehbo esu p(edacdmplogously to Exa?nple’l :
10 Prepar &d¢ Fﬂg’ﬁ ‘8YAne0-Paers o Gr-deRireRRpIYANEng seH#9hy| ani no- et hanol
- hydro- chjorg E §hlrﬁ’fubfb%eﬁi}ﬁ1 Blﬂ:%'l?' ¥ e E)fﬁmnﬁmfk etﬂ}ﬁlfm lowing
- . conppunds haMQ) o €fie. ydRghlofdk: amloogm(s(d;cdn@ﬁxarrp es 4, 5 or 11. 8 1.,-(4-
7 _Amino - 3l-(4:hAmm =3 :Sttiflugrio 3! ? T4 3 tert. ZPthN;thbW ani no -« et hanol
15 hydr ochl oMiRi&f Me! ydmf%"' o 4t cHIRPNP)- (4. - Anmino. 3- ¢hl- M 5-
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7. M,p. 138 10 144°C." ' R
"-(4 - Amino - 3 chloto, - 5 cyano hen l) =l -(34 methylenedloxy- ' _
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(4 Amino - 3 - brono - 5 - cyano - phenyl) - 2 - isopropylam no- ethanol
hydr ochl ori de . Mp.: 186 to 189. 1 - (4 - Amno -
3 - bromp - 5 - cyano - phenyl) - 2- ter_t__. _- butvI amino - e thanol

hydrochloride
60 Mp.: 213 to 215 1 - (4 Amno - 3 - brorm - 5 - cyano - phenyl) - 2 -

cycl obutyl amno -, et hanol hydrochl ori de IVI p. +215 to 216 (decorrp ). - 39 71
1445740." ) _'391(4 Amno-3- P
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1- (4- acet yl ami-no- 3- chi fzr- aommwleny:hofo 2 phen@IpE 2P ydrR Tbit9rameioh atahol

hydr ochl ori de anal-gous ptdSEx«alﬁ@P@ 7 or..from - 1-(4-amno-3-chloro-5- 25

fl uoro- phenyl) 2- (N—benzyl N-i sopropyl ) -am no- et hanol anal gousl| y to Exanple
10. © 25 The f ol I ovm ng (corrpounds hav cExamiple: i82.epared_ anal ogousl y:to .- 20

Exanples 7 or '10. 1 - -3- lﬁiﬂ' Lfk\'%da ggyi SORTOR tmino-etpohy| j - 2 -
cycl opr opyl ami no ._ et h {lﬁi -chloro Litoro: Bﬁ) IéZ&o;(ﬂ&ﬁmp )
30 - (4 - Arino - 3 eth y@ocmdilde aﬁﬂmmsa to En y 17)or-from 1-44-dmine-3jsbioto/3-ari no

137 depom :
1- (4- Ani no- 3- chbor o- 5 fM%ir;:d ﬁ?m@goezom%f%% ygmznotm(‘att hﬁutﬁamx%peth%olthe

- et hanol hydreghl-or flibeo- Ml B)-2-(18-penzyl-NEQpiogd): tha%ol anglgpusly Wr% h@Pllﬁ 1 .25
brono -. 5 - f| uoro. - xp ;l,owmgzcompfogac&r % % gﬁlﬂ %sg' to Examples. |
hydrochl qri-de - - {4 - Amino - - chloro - 5 -« fluoro - phenyl) 2 cyclopropylammo etharniol

35 Mp.: 171 to 173 (deltydrq@hl ndel (4- Am.no----3 - -bronp:-:5 -fluoro -

phenyl ).~ | t3@rt _ %Mt EE‘ hydrochlpri de 7 08 - :30
( deconp. ) Y ) (?goc %} chlogp Wgro -ypqw%y?)h telg g%tg él%ylegh%na
cycl obut yl' am no - ethaanp 1874&)188ydr(mbxhﬁpl de Mp.: 164 to 166C (deconp. )

1 - (4 < Amino -3 -1fl#igAgino 53~ brem- 5 mﬂewy-l yhenﬂ) 2cya9mpylalpwaﬁhan@ L
et hanol hydrocﬁﬁorl de ﬁdmchlm ® 230 %e@ 99 t'0 201 -.:(deconp.’). | _,-_35_
p.i 171 to 173 C om; H _
45 R . 1 (4 - Amino - 3 - bromo - uoro - phenyl) 2 - tert, - butylammo ethanol
LT ' hydrochlonde ' . _ . .
. _ M.p.: 207 to 208°C (decomp.). R
40 1- (4 Amino - 3 - bromo 5- fluoro phenyl) 2- cyclobutylammo ethanol 40
T “hydrochloride _ R o T

"‘Mp.: 164 to 166°C (decomp) ' o
" -1- (4.- Amino - 3 - fluoro - 5 - iodo - phenyl) 2 cyclopropylammo ethanol
R S hydrochlonde SN ' ) T . : '
- 45 M.p.: 199 to 201°C (decomp) 45
Tl 1 - (4 Amino - 3 - tnfluoromethyl - phenyl) 2 tert pentylammo ethanol T
. hydrobromide - SNV R
"‘M.p.: 174 to 175°C (decomp) E
A S .1 - (4 Ammo 3 chloro - tnﬂuoromethyl - phenyl) 24 1sopropy1ammo -
e 80 .. “7--ethanol - o _ y , " .50 -
oo LT T Mupae 104 to 106°C - '
7 . 1-(4-Amino-3- chloro 5- tnfluoromethyl phenyl) 2 tert butylammo -

e =" ethanol hydrochloride _ R _ _ B
PR M.p.: 205 to 207°C (decomp.). ' e
<. .58 "_1 - (4 - Amino - 3 - chloro - 5 - tnﬂuoromethyl phenyl) .2 cyclobutylammo - 5
P ethanol hydrochloride. - ' , RS . L

o 1’177 to 178°C. -

_ ) l : (4 Ammo 3 -chloro-5- tnﬂuoromethyl phenyl) 2 tert pentylammo -
S ethanol Hydrochloride ~ = o o _
60 M.p.: 176 to 178°C (decomp.). : 60 .
© . 1-(4-Amino-3-bromo-5- trlﬂuoromethyl phenyl) 2 - 1sopropylammo - _

" "¢thanol hydrochloride _ L
" M. p 177 to 179°C (decomp) ' s



1- (4- Amno - 3 - trifluoronethyl - phenyl) - 2 - tert. - pentylam no -
et hanol hydrobrom de Mp.: 174 to 175C (deconp.). 1 - (4 - Amno - 3 -
chloro - 5 - trifluoronmethyl - phenyl) - 2 - isopropylanino- 50 et hanol

50 Mp.: 104 to 106C. 1- (4 - Am no - 3 - chloro - 5 - trlfluororrethyl

- phenyl)- 2 - tert.- butylamno -:et hanol hydrochloride Mp.: 205, to 207C
- (deconp. ). et hanol hydrochl oride: M-p:: 177 to. 178 1 - (4 -,.Am np - 3=

.. /€Wl oro - 5 - trifluorongt hyI - phenyl) -2 ‘tert. . - pentyl amnog-- et hanol
\ '.re@hl orlde 6 0 - - Mp. 1445m0to 178C (deconp.). 60 40 (4 -~ Ami no

brono - -5 -- trifluoronethy nyl) ~2- - |sopropyl amno - et hanol
C drOChl oride m(PAmuJJ Ed ctiGko s irio. ﬁe“%ﬁ? ra-butylamug-ethanoﬁ e
1,445,740 Mp.: 148 to 149°C. - . 40 Exanple. 183, -

L $Hoblom. S witre-phesyh-pie I
. }45(9 4-‘13??;,2?? Q’gﬁl}k@r%mde analog ﬁ’ﬂy By a:;%-e-‘t ret_ro P mt)-jH ammw agtittranol I\/kp 1{8 to

"'1 (4- acet1yJ @M Alfin -fhcbfbﬁ{au lSOb ﬁ@?ﬁi"iﬁé‘%‘%&?ﬁgﬁ am Je@ilo- ":;. _, et hanol
- hydrochlori ddparial ogthasCy to Exanp € . “5 The
~fall ow ng ‘conpound has al so be '%rar ed anal. ogously to. Exarrpl e 7 (4 -
Ari fip - 3-brono.. lmmfabtarfﬂom- 1amﬁl§e&ma but yl ani ng 19 et hano'
M p. 151" tQV[.la53fthe119drochlonde HFICOdec ] 'uor-o- phenyl?)-2- tert: :

but yI ani no- €ir from 1- (4-amm0-3-br°m°-5-ﬂu0r9:0h¢wb-2-tm -bptybmhlydr ochI ori de 196

to 197 -ib”éﬁlb ously, tg
~ 1-(fs.anm np: Aﬂgﬁ‘%cfn mgﬁ?ﬂ% 0[1’ ?;;Eare‘%teﬂall?%ym Sflacr)ne‘::f ﬁﬁanol i;nal ogousl y
to Exanpl e’ M.p. dthhe thodroctitd msoumd: (ecsmpl)so. been pr epar. ed anal ogously to
. Exanple 14.: 1 (4---Amno- 3 - trifluoronethyl : phenyl) 2'- tert. -

" butyl amino - et ha ﬁ#ﬁmplhéshédr ochl orj de 172 to 174 (decorrp )

'-|

: 19 ooks M

" Exanple 1855% amio - chllor ?JSTI uO_rg_ttnrfﬁhyl-phel: l)l-_z-ttlert -lb}lt-ylammo-ethan]ol

- (4o NQtiRolodl DY 25 ot Lo ok LA M 7'3%)53’@?’“3" i noggthanol: 3. 4
- 4oqmtmpessatem G'h@ﬂ@e!smfftmml nQvaisnaz)lmiat hanol were 20

..'..::dl gsol vedhs fesii ed ‘#‘s%‘ :ﬁémgym%égo?ugm dwv@beds #hd for 20 hours

E 20 r aediddeord ro:ép 1&1 removed in
R vaclﬁo andcnlmfmmedmomgcedtrmd)l aumﬂonm ot bee %ﬁnﬂine$0| utgodn was.

- washed’ m“f"/‘dg:}ig&t’% “G '}eétﬁleﬁ 'EP° @mltedaa sated in vacuo.
" The- evapdh iy s&e’éo;aﬁﬂﬁ h‘f'éa e L passage t fy ough
C o a-sili ca mqrmétumh y1)-2-tert.Cbubyl ahmo ma d&&?&ﬂﬁﬁeﬂ oked - anmoni a
“.90: ¥0; e‘gj!ieﬂ@b ir¢\dfitered and. washed rwitht Mims ‘apd nneltedi atg20heo ti t120° corrpound

t hus. obt evaporat ed 10 dryness invacuo. The residue was. . -

n Idlsgi):‘)lo\pl)g_go: 013-@1}]90- - M@EE‘KT ' '2-%% g&&ﬁ.ﬁuno et%nng Of 4 WI t h
S to ( .
© S tridsuor orretPlrgpla axess £y floom §- ‘bmlme lrlmeﬂ-tnhydbmedhylerl de35

ample

" crystal L 8;&71&5%%’51 epes“l exy:pthanoh| eldvmee!fqmt of dartdnyiugianed w. th ét her

~and mel t & nds3fRave hen Q&H&fnh 513 B! Exarh

S -(4-Am nassaﬁ&lisﬁro tc?Tgouﬁororreth y(p?% hen 05 tgr ]%b ?ﬁf ani no- et hAnoI
M4 of i h férr dlgoro20 phenyl) (aectm!p )butﬂ@mno - ethanOPrepa40ed
- according t- ‘Fy 1959 og%gimopl (4- am no-3-chl oro-5-tr.ifluoronethyl- 35
. phenyl) -2-{@- Athueneswﬁ ﬁu.)met;meml zanﬂopasbywﬁ:ﬁssetﬁémt ert. -butyl ani ne

anal ogousl thdxoat@trqgl e 186.

M.p.: 152 to 154°C (decomp.). - : _'45 _
' ' l- (4 "Amino - 3 - chloro - § - ﬂuoro phenyl) 2 cyclopropylammo ethanol
- hydrochloride

_ . M.p.: 175 to 177°C (decomB T .

T - (4 - Amino-- 3 - chloro uoro phenyl) 2 tert butylammo ethanol Lo
;50 . hydrochloride - o - | A
VR ... M.p.: 206 t0208°C(decomd) ' : S

. (4 - Aniino - 3 - chloro --§ uoro phenyl) 2 tert pentylammo ethanol - - S
o hydrochloride . _ _ Co e eE
Cleoe - Mup.: 187 to 188°C (decompf} ' R
-85 - _l -.(4 - Amino - 3 - bromo uoro phenyl) 2 lsopropylammo ethanol - ' 55. '
" “hydrochloride K D
- M.p. 171 to 173°C: (decomﬁ ) ' '
_ a5 (4 ‘Amino - 3 - bromo "oro - pheny]) 2 tert butylammo ethanol B
o hydrochlonde : : : e
60 - M.p.:207 to 208°C. (decomp) PR o 60
. 1-(4-Amino -3 - bromo -5 - fluoro phenyl) 2- cyclobutylammo ethanol N
hydrochloride- - . _ _
- M.p.: 164 to 166°C (decomp) o '



The foll ow ng conmpounds have been prepared anal ogously to Exanples 185 and
186. 40 1-(4- Anmno - 3 - fluoro - phenyl) - 2 - tert. - butylamno -
et hanol 40 hydrochloride Mp.: 196 to 197C (deconp.). - (4 - Amino - 3 -

chloro - 5 - fluoro - phenyl) - 2 - isopropylam no - ethanol hydrochl oride

45 Mp.: 152to 154C, (deconp. ). 45 1 -(4 - Amno - 3- chloro - 5

- fluoro - phenyl) - cycl opropyl am no - ethanol  hydrochloride Mp.: 175
to 177C (deconp ) 1 (4 -“Amno - 3 - chloro - 5 fluoro - p_henyl)-.'-2 - @
tert. butyI ami no - ‘et hanol -50 ~ _hydrochloride -

50 Mp 206 to#208C (decomp ) 1- (4 - AMMIH40 3 . chiors o 5 . £1 00t o .,_41
phenyl ) - tert -r ‘RentAhidN BO fluot-TBANko hywnsa@hlzorcyatq;r&ﬁyﬁmmom&hinal 188C -
(deconp. ) ﬂdrechkmdno -. 3 - brom) - - fluore -, phen .y = 2 - .

i sopr opyl am no - et arkg” Pﬁ 73 173

OGP AT NG ot ATy A R R Phefyi” b L ekt 'ﬁ%"" |
et hanol hydrachl ori de’ G%Ip 182 to 184°C (dqup) 207 to 208C (decorrp ). o T
60 | (4 - Amikno - -3 1-(brdmina- k- csfaheuoﬁoﬂuyhem}l#r)yl) 2 -teltt:y(blumﬂw-aﬁhml -
et hanol hydr ochl.ori de °°24l§§§824542: &igcqm(pqecorrp - 41 - o
1,445,740 ° - o L 4 - Amino < 3 - cyano, -.phenyl) - 41- J;yciobﬁt‘}'lamlm n.:ﬁhznol3 10
fluoro - 5°- .iodo - b romidg - cycl opropyl am no. - ethanol: -hydrochl ori de
Mp.: 199 to 201C ({ ec 193 C.id AR5 t?'rt yan & flluoro

phenyl) - 2 --isopr op;f ﬁf?,%c' eff a“ﬁolp Sny © ﬁnglfamlﬁ?of e AR
5 Mp.: 182 t 015184 (]d-e@o-rTNm)no 13 = cKléro-- S’\mcy‘Hho p'ilenyl)c-yan(propyﬁmmof-l alwnol - 15
phenyl), 2. - tert: - _buw qﬂ@e- hanol - . hydrochl oride: Mp.: 242 to

243C (deCOWp ). 10 1-(4- %\mmo teffscl?ém %0 cyﬁﬁ) Xﬁi“’z se&h%&a}r&% etléa ol

gﬁ"

cycl obutyl amno - et haaiivdrochloride - rom de econp-

). 1- i(4--  20A1] no - MBp.: 199\tgrigt°C. phen ). pentyl agino. -et hanol20;-
Mp.: 143C,: 15 1(4-' ping Aﬁa{ qhigro 35 - cmPon°n¥1)52 3 § aRBEYlamifoe pihanol. 2_
propyl ani no. - et hanql. (4 Am Mo IsQydiB - M B ig(iyargxylaat(-ﬁutrlaﬁmopp -3

- chloro - 5.- cyano : l&h o ro%l'(l;lc%'ldé sec - %’y | am no -6 25
di hydr ochi ori d2.20 p.: °C1@ecomp o

20 1- (4 < Ani o - 13- Aping=F chioro 57 e %50 gyt opentsjagiigo -ethanol
butyl am no - et hanol Mé)p‘zﬁ;?t 2§@g]@&fgmp]) (4- Amino - 3 -“chloro - 5 - ...

cyano - Q‘henyl) 2- 1(-liydn -3 { ehldro - 5 - hynnyl-@htnyb)i-eyﬂmtylahyutrwhdnor| de.
25 M p30 228 t%:dm __"gq SRS
25 1- (4 - Am no-. - :f"'( e oc} ?ﬁlorocxa'aﬁnoﬂ‘% w )z %1% 2(34 tlﬁétfi lenedloxy- -
pentyl anm ne---.'ethanol- E{ ‘]l&%-lii d?g;aﬁé&w%tﬁanol B rﬁQOC deco ’5 _
: . : t °
35 l - (4 I:Xmmo o3 bromo - 5 cyano phenyl) 2 - 1sopropylammo ethanol 135
R " hydrochloride : _ . L

-M.p.: 186 to 189°C. o .
l- (4 - Amino - 3 - bromo -5 cyano phenyl) 2 tert butylammo ethanol'
 hydrochloride e _ T
40 . - M.p.: 213 to 215°C. : 40
~+ " 1-(4- Amino - 3- bromo - 5 - cyano - Phenyl) 2 c)'clobutylammo ethanol. ST
" “hydrochloride - : L
- -M.p.: 215 to 216°C (decomp.). _
. 1'- (4 - Amino.- 3,5 - dlcyano - phenyl) - 2 - tert - butylammo ethanol' o
-45. ... hydrochloride = LT 45
.+ M.p.: 251 to 253°C (decomp.): o T
1.-(4 - Amino -3 - tnﬂuoromethyl phenyl) 2 - tert butylammo - ethanol :
. hydrochloride T
o -Mip.: 172 to 174°C decomp])'l ' S
50 @ 1- (4~ Amino - 3 - trifluoromethyl + phenyl - 2. -tert pentylammo ethanol 50
A ' hydrobromlde _ B o
. -~ M.p:: 174 t0 175°C (decomp) :
R o1 - (4 Amino - 3 - chloro - 5 - trlﬂuoromethyl - phenyl) 3. 1sopropylammo -
AR “ethanol hydrochlonde I . .
. 55 M.p.: 185 to 187°C. . .- 557
. IR AP (4 Amino - 3 - chloro - 5 - trlﬂuoromethyl phenyl) 2 cyclobutylammo - o
' o B ethanol hydrochlorlde ' _ _
. M.p.: 177 to 178°C, ’
.~ 1-(4-Amino -3 -chloro-5- tnﬂuoromethyl phenyl) 2 tert pentylammo - ) '
- 60 o ethanol hydrochloride _ _ - 60.
- ) : 176 to 178°C (decomp) - o
1- (4 Ammo 3-bromo-5- tnﬂuorbmethyl - phenyl) 2 - lsopropylammo -
~ethanol hydrochloride - L
M p 177 to 179°C (decomp) ' '



- dlcyano -

CchiBro - legnpergtyserangap

o 1, 446, 74 he desired product were combined and evaporated to: dryn ]
“_chloro -

o of isopropanol and: ether
..IVI p.- 15@@& ms%_;.t prop

of matl nunY,

“eo1t(8sam np-.___ iD= 3~ thldior-c5--
~ ~hydrochlori

'“:drled over

- chloroform-

1- (4- Amno - 3 - chloro - 5 - cyano - phenyl) - 2 - cyclopentylam no -

et hanol 30 hydr ochl ori de 30 Mp.: 138 to 144C 1 -
(4 - Am no - 3- chloro - 5 - cyano - phenyl) - 2- 11 - (3,4 -

e S : : _ to

yle y - P ) es L y - Mp,
.192C 35 -1 - (4 Am no - 3 - bromo - 5 - cyano - phenyl) -2 -
A opropyl ani no- et hanol 35 hydrochl oride M p 186 to 189C," 1- §4 - Am no
‘brono - .5 cyano - phenyl) 2. tert, - butyI am no - et hanol .
rochl orlde 40 0 “Mp.: 213 to 215C. . .
30443 (4 - AmMno - 3 - bronD - §445,149ano - phenyl) 2. = cycldﬂautyl amno -

et Hamol 40C kge 2 Ca (tgﬁcq;{;g,lg (l,m fhgrﬂ,]- Amino - 3,5 -
: %\q: /ﬂh éfogﬁgci}iogorts l:h’g‘ut %lhg‘#ﬁno et-hanol- A?‘Sm < hydrochl or'i de
.45 -Mp. 12-5(4 23 ndmorsp njtro Aphepyl)~2 N‘&tnobut_ﬁamhb l--'feihumorret hyl - phenyl )
Zé-- tert: “Mappd§Ljtos - et’hanol - gdrochl ori de Mplc 272 to 174C R
-(de onp. ) '-: weis fJ uo I--. < phenyl. 2 tert
F](SPR utylamino-¢ th Yatalpeco 1- (4
-5 ro-4 nyl)- fj ”p 9“' " (

: o Am ,ﬁyampls 1
inor. ro
. pentyl ani- ;%H%?‘ g‘te-_ 1% %}}:ﬁi JHLEa! :
© 2 AmM N0 4y eﬁ'ochl eOkdre d solvefl lih i) dﬂﬁi&'f Mol. Aft ﬂ:m}to bf.'(%.g"of SOpr Opyl am no -
© .55 _ platnM;rp dlomeé tlag msm@e was hydrogenated “whilst shakgtg gt x om An} ‘E
anol

t eoretlzal q Sé&v{' §ib gﬂ
. L Sph

| hydrOChl @fﬁ!g s‘:R@a&to : -:?ru% sgrz%? du ofl-(4 :'n'o- BFofE-5-fludro-phemy1Pr O - 5 -
~tri f l-uor orfedt bkylamipdreihyio)l hydchhloﬂidbr tvas _distpibutey |batwenn 2N gidium . et hanol
' :hyd{ chl dwydrggide solution.gnd methylene chloride. The orgamc layer was. separated, "155' 60

ovet ‘sodiym sulf; rated, {0 _d ness
Mp: 176 3«1@ f?‘ g—f %ﬁ' . ly)reslgue wzsrapunﬁm ato 'aph %3}1 ass1
cotrifl uorqneﬁrhy h- a ehedHAtographd  coliO [HIOPWithBIQ . of - &iliéhA gﬂ ukiyglrochl ori de mp.
“ 177 to 17.9.@(@' eh "'ryform ‘and]fmethanol = 10:1 as éluent. The. eluat cont?._mlng

" The -
idu dissol mall antity of isopropanol. a lgﬁed to- Q{:’D Am W" 3 -
3-‘ R L L R SR ehR A G At Guantiey a0l 1 - (4-
A no- 3 etiat am) prodbct- cryutstlltzed - Thehemsdly. wereZsuctutneﬁlter amuw;ﬂhadn no.- et hanol
: Exarrpl e 187
0. 208°C (decomp.).

55 S The followin compo:unds hdve been pre yared. anal %ously to. Exam 187: 25 .,
- I-(4 Ani 0= 34 br aminoS- 31 Udneroph @hstly))- 221 - tefrt. mttglhmiﬂor}mtbadwnol hydrochl orid

'. . e 1,5 ¢ ofhyflmt %‘i?&%i“ﬂo 1- ( 3- br.ong-5- fl:uoro-4-ni t r o- pheny! ) - et hanol
~hydr ochl qrid&Pigts E r&(i 80 i I8 1 ghagfidi tion of 5 : g
o glm e. mxt?fre IJ\Iﬂe/a'g%hydrng;gigI@Jlmnfg .St shaﬂ?ng at room
10 - terrperl\&purlé‘l !&nkﬂ"r(b@m?m essurexunti |t a quantlty of

. A - A J . 1ano
hydrogen red ydrcl;::lhnl%lr?dae helleroa B diopRee PhSmD -t V’é’ ‘and’t he.

- sol ution wagg Vapdioriiree gdac(q,g___pess in vacuo:
oty ﬁhenﬂ)it)sﬂe - Pivtit
etween- 2N . sQeli um 15',..2_ hydrOX| de sol ut I on.

, Péé’féﬂ %gi@gt ed:
| :::-t‘,’m VRO Ghlighies - YRS~ paiAERLE derhii@Phed Wi th' wat er,
_ ahounaml aégi and " evapor at. ed to. dryness n vacuo “Th remal ‘ni ng
00 I'$0resi. duév'lmasliibwrlsﬁ ecdmmlnt.ographi.c ] thrdligh a.

chr omat oglr'a . BIPMP 29 - 1‘?'8‘?5“"8"}15&? ?’8&1 a mxture of

_ {eaneéc (aea&np)l as ‘el-uent:* The:el uat es f_:o_nt aining 20 - the
"‘:_--deSI red plro(duoﬂtmmeFé - bomin NEdflisnel - ehapbr&t—@ﬂclthx!ﬁﬂyn@sg ingl vach “The 20

~resi aue was 'I’\%'i@%gi“"‘\‘f’ﬁgkobn(dgoﬁlmy I quant.i y.of i sopropanof - ‘and acid d| fi ed to a
;__:.=pH 1- (4= Amiiio.< 3 < fluoto'- '-1odo phenyl)-- = ¢yclo thanol :
SR hydrochlonde L L :
e 199 to 201°C (decomp.). - .~ T
80 g (4 Ammo :3’¥¢cyano. - §5'- fluoro - phenyl i
B hydrochlonde :
R 182 to. 184°C (decomH
A RS (4 Ammo ‘3 - ¢ydno’ uoro phenyl) 2
L hydrochlorlde
85 o Mip:i 242 to, 243°C (decomp) o e
e E @7 Aming <437 cyano - phenyl) - 2 - cyclo _tyl mm thanol
- hydrobromide. .- _ 5 .

o : . Map> 193°C_ (decomp) -
TP I (4 Ammo 3 = cyano - phenyl) 2 tert pentylaml, 10 - eth _
60 - 143°C. - g
B (4 Ammo -3 __.'--chloro -5 --cyano phenyl) 2 - -"propylamlno - ethanol sl
] hydrochlonde e o _ RV .

S Mup. 187 to 189°C. . ' : _
ST 1- - Amino - 3-- chloro 5 cyano phenyl) .9 sec. -butylammo - hanol' 65
- 65 - - dihydrochloride - _ o ST A O
: S Mp 190.to 191°C N o : " DR S

- 'nd- et hyl: €1

2= ISOPrOPylam '-.-_.-"et}xanol S0 -

tett - butylamito * ethinol




of 5 wth ethereal hydrochloric acid. After addition of a small quantity of
ether the product crystallized. The crystals were suction filtered and
washed with a mxture of isopropanol and ether. Mp.: 207 to. 208C
(deconp.). 25 _ The. fol'l owm ng conpounds have been pr epar ed
anal ogously to Exanple 187: 25 1 - (4 - Amino - 3 - fluoro - phenyl) - 2 -
tert. - butylamno.:-et hanol hydrochl or’i de Mp.: 196 to 197C (deconp.). )
(4- - Am.no .3 - chloro. - fI uoro - phenyl ) -2 |sopropy1am na - et hanol.'
30 - hydrochlorlde . - D
30 M p: 152 to 184 (deconp. ). (4 - A nnl4452;’49 chl oros 5 fluorg o 48
phenyl) -2 - Cycl OprIQR¥1-§\mlﬁlQ-3 aﬂ&ansl-c dr-(pﬁhlygr-lzdeerm [butylain?rﬁ) teahanol.
177(deconp ). - 1M 4125 tAm33ft§3 3 .--chlo fluar¢’ = m¥|03 Z2-
tert.-butylam no - ehdhphmin &hﬁ‘ o 5déYWPpPh°“256?O(hY‘§6@' (%‘@cBﬁ%? 4 -
Amino- 3 “clhoro - 5 - {q5: 228 t(foz%ooc deconigy t- phenyl -2- tert: . - pentyl ani ng :
- ethanol® 40" hydr-qch&mﬁmdjes -1ehlor 45-cﬁm>nphen31) 2btemtrmmnt36amhmoctbanol o
E)genyl) )2 MS(()propyI émm ﬂde )grochl oride Mp: 171:to 173
econp. 4 - Ami u 1
cycl obutylam ng - et ha Nro didac orl c 9 CHhQn 23)4@?}%%%“?(11%33%6&?“01- 10
(4 - Arino -3- quoro- MBP.: -138t9dld4°C hen I - pr.o n et hanol
hydr ochl ori de M p. iReC) ht:ﬁ“_ _11,0 q}@&‘i? . °Yal dph"'iﬁ'l)rd Z 3£W%y°“°§1°xycyano
5. fluoro-  phenyl) Brewiepre é&b« YA i G et ha noI ‘hydrochloride Mp.: -
182 to 184(decpsrp ) . 1(@ -Arﬁiﬂbnd-- bilomo €‘§ar¢9ano5 pheﬁﬂlmomombnada}rin)o etBarw! ert. 15
- butyl ami no - -et hanot '}feﬂggﬂﬂ
3

Mp.: 242 to 243( 1 Vano: . .
cycl obutyl amino - et &Mm&brom de d%'ﬂdn'%'he 1) f t@ﬂ buliy‘ﬁﬂ){&) et anol

eco = Anino
- 3-cyano-- phemyl) 2 Miper2!3 to- 1814 Iam no - eth 143°20.
-(4 - Anino-. 3 - chilo ’gégr' yéz o - hneXRye y Pl a‘g 8pwﬂ?ﬁ%am‘“%t %Wgﬂl
hydr ochl- or| de - M p: 187 tl\% tieilé%’,‘ (dgea,ﬂp);.- 3- ‘chloro - b5-eyan .- phenyl)
-2- sec. .- but: yl am nok et(hanxth65 3,5 - dicyano d|ph9njrt)ocm dpttdebutylammo < ethanol o
65 Mp.: 490." 2® 191" hy@s;jmﬁgezsggc'ﬁé 1445, 740 | 2
43 43 1 (4 -Amino - ifl Y%1 R |-)2 -t?t bitPlaitn baﬂhxdoam no
- ethanol Mp.: 125 toh;,&%aﬂor e -Zn. - y B&mj gro- %c;/)ano -

phenyl) - 2- (h /dr oxy -Miperlf2 to de«&(@mrg%_ %ha oI h}édr ochlyqud

amino - ethanol 30

mino - 3 - trifluorom eny pent
Mp.: 228 to 230 (del b(fgdﬁo ino o 3 - tril 5 _1
(4 - Aning-- 3. chl OF Qip.. 174 t& YBPO (decsHis)) yi) o 2 - tert pentyl armino - . - - &
et hanol hydr oG hI or.i. db- mhpamlmals -tcchloiQOE: Gldhlomnptl)yl < phenyl) 2 - ISOPI'OPylammO -
éthanol ~ -
-'35 M.p.: 104 to 106°C ;
. l- (4 Amino - 3 - chloro - 5 tnfluoromethyl phenyl) 2 tert. butylammo - ,
- gthanol . hydrochloride " - _ : .
M .p.: 205 to 207°C: (decomp) _ -
ol l- (4 - Amino - 3 - chloro - 5 tnﬂuoromethyl phenyl) 2 cyclobutylammu - C
. 40 -ethanol: hydrochloride -~ - _ _ 40

S M.p.: 177 to 178°C. ' '
'-._l - (4 "Amino - 3 -chloro - 5 - trlﬂuoromethyl phenyl) 2 tert pentylammo -
ethanol hydrochloride S : _
o i " M.p.: 176 to178°C (decomp) ' ' ' .
- 45 1-(4- ‘Amino - 3 - bromo = tnﬂuoromethyl - phenyl) 2 - lsopropylammo - .45
SR ethanol hydrochloride. .:-.iioes _ i o
p 177 to 179°C (decomp ' ] . : R '

" Example 188,
o-5-fhioro-pk enyl)-2‘-tert

e l (4-Ammo-3 [ -butylarmﬂo-ethanol N
TR | B 1 2 g of lithium aluminium hydride were ‘added to 4.8 g of 4-am1no-3-bromo- C 50
R 5= ﬂuoro-phenylglycohe acid’ N-(tert-butyl)-amﬂe in:100"ml of @bsolute ether and - '
R o -refluxed for:'2. hours® with ~stirring. Subsequently :the -excess: of’ ‘lithium

_-bl'

o .. “aluminiuin- hydride was decomposed- with:‘ethyl acetate. Water -and-2N-sodium
e ' " hydroxide solutior were added and the two layers were separdted. The': aqueous _
o 88 -layer was extracted with chloroform; and the combined organic layers were drled-. 8§

‘and evaporated iri: vacud. - The residue was: purified:by -column: chromatogra '
“-over " silica gel- (_chloroform -metlianol:concentrated - ammonia =" 90:10:
: +The evaporation residue of the fractions containing the substance was dlssolved m
o -1sopropanol and acidifiéd tod pH of 5 with:ethereal-Hydrochloric acid. After’ _
.60 addition: of -ether -the product ‘crystallized. The ‘precipitated hydrochlonde of- 60
' : '_the title compound was recrystallized from 1sopropanol R o
- M.p.:-207 to 208°C (decomp.). L s
o “The following compounds have been prepared analogously to Exam le 188.
SRR - (4 Amino - 3 - fluoro - phenyl)-2 - tert butylammo ethanol hydroc iloride . _
.65 . M.p:19to 197°C (decomp) _ o _ T 65

 .]3‘5'._:



1 - (4- Amino - 3 - chloro - 5 - cyano - phenyl) - 2 - cycl opentylam no -
et hanol 10 hydr ochl ori de
10 Mp.: 138 to 144C. 1 - (4 '- Amino - 3 - chloro - 5 - cyano - pheny_l) -

-2 - ]1- (3,4 - nethylenedloxy - phenyl)-2-propyl am no] - et hanol |
---hydrochloride Mp.: 189 to 192C. 15 1 - (4 -. Amino - 3 - bronp -.5 - cyano
; 'henyl) 2 - |sopropylan1no - .et hanol 15 hydrochlorlde Mp.: _186 to

) (4 - Amino - 3 - brono - 5 - cyano - phenyl) 2 - tert*-~~--
bBYy Ianlno =" ethanol - hydrochlonhg ' Mp. : 213 to 215. -

of S AL AR00- 3 by ono.t m/:mn nhpn\/l\ 2. - r\/r%hutyl am no
et hanollrmdrmlhbom-dmlow ps ﬂaaﬁ) -tphe&l)ﬁQ(ﬁQﬁ@ﬁﬂhrﬁmo'ﬂ.cthax(oﬂ Amno -, 3,5 -
;lecyano - p

_ 'P“ Eglde : “}ﬂ -but yl anino - ethanal - hydr ochl ‘ori de
.. 25 Mp.: 2_ Y ' r £ pr omet hyl - -
“phersyl) e et S Buty 3?n‘3°no"h£" tl)heazﬁorqyaﬁ’ifﬁ?ﬁanl’n‘l’%r%the&m p.: 5172 to ‘174C

¢ (deconp. ) CMlp' 175 toll77°C( @eco: no -- 3.+ trifluoronethyl: phenyl )
_tert - ’?%"81?9‘03 chlemaoltlugey Wﬂ?@o‘r’o‘rﬁﬂe‘ l?w:ﬁammthm 175C C’d-@confp ).
(4 - Am ‘% mgto 20840 @;egom P trifluoromethyl "-".phenyl) - 2- =
"| sofr opy/! lani A Aminet haﬂMrOBS uoro - pherM)pZ t&04pérﬁ)ylﬂlﬂﬁ& ethanol -1._0
351 - (4-hﬁigp -j;nr; P %"oro- 5 - trifluoronethyl - phenyl) 2'_.- tert.
butyla w: C onp. ) 1- (4 -
_ m r@‘ - trnf ug{oo(rj@ W) 2- ﬁg& %3&9072‘2@&%% obutyl am no -
40.15__ et haﬁgl 1 @rlﬂé‘f@(ﬁe td@) 15
40 M p. ‘L &f_tg“h g@d@- briomo-45 = Tlygre theI‘Y‘é 2- emlehueylmso °‘P‘F‘}°H uororret hyI

- {phenyl) - 21&/ li64 to IR WeddPg - et hanol hydrochlori'de M p;. 176 to 178C
~ (deconp. )1 - @45 Ammol3-- f(uéro S\Frioﬂo phéhyl) - Br-Gyeloprogylamibs  étharol onet hyl
" phe®yl) - 2h¥dfP {H o 45 et hanol. _hydrochl ori-de IVl P 20.L77 to
179( deconp, ¢ ceomp

uorome hyl yphc?l)[ o2y - terbutbu ylammo eths nol

.ffl (4 Am no-" y.h-ba{m-;dé 1 uor o- p y ‘am no- et anol.

gsg MPUMZaIO%WTﬂ (ﬁwmd)rl dﬁ wer e added to. 4:8 g of 4- am no 3- br ono-
flu ro(- afydpffyqromety - ghenydr-2 vty 1 17=n9m"a@1ﬁhmb m -¥F absol'ute
. .et her ~and rq? Oto - 1f7g¢c (dchs ‘Wi th-stirring. “Subsequently the excess of
“1ithiumdl U= mmn'm Ry drchiveo V\ﬁastnﬂaomnpﬂwbdphmﬂh 2t tsypropmmat e. Water and 2N
: =sod§oum hydr 04st%| were added and:the two layers were ipepar at ed.
‘TheTaquequsy B mino - g%mm@ e combi ned

3 "‘fﬁ%wﬂﬁ’%ﬁdpﬂ%%lp f héeﬁr QIu?ﬁJH.m@nd L

. ‘organic- Iay?\tﬂﬁnmﬁo 55 and evaporate |n vacuo. The reS| due vvas
. purified by VB oyrm)ﬁ ligas
(chior of drift iy &?Z‘ﬂﬁ‘ﬁg i ‘é%mﬁﬁﬁ%mphenyﬁ 50 °1‘6°b1‘}yla“?ﬁ‘é evap, ratlon
‘residue of Mg t1|7gnt§ cont aj.ni-ng the substdnce was: di ssol.ve
. isopr opariol(4aﬁdmm:-| i ¢hilard - 6 o trifluopdmeBhyhi plieng) h2teetat’ pemm:m;hl ori c aC| d.”
- After 60 _""ha,_ %ﬂ%‘," ceth r the product .crystallized. The preci pltated
hy dggchl ari @€ 0hin Flﬁnch%rT:leﬁm ﬂg}@ﬁyﬂﬁfrw@,&ﬁmg@ frorqoh
i sopropanol ethivhq).hy@@chlorile208 (deconp. het ol |, ow ng. conpounds .ave been
. prepared anMBgéUs!oy”?%?@X%ﬂm)e 188. (4 - Anino:-"8«~ fluoro - phenyl)
- 20— tert butyl.am no et harh%m g(jgg)chl oride.65 . " Mp.r 196 to 197C
: '_(deCOWp ) e -(4-Ammo-3-bromo-5 fluoro-phenyl)-2-tert. -butylammo-cthanoﬁ5 o e
45 } 075 g of powdered llthnum aluminium - hydride. were . added "to - ‘45

4.2 g of 4-amino-3-bromo-5-fluoro-phenylglyoxylic: acid N-(tert -butyl)-am1de in.
- 100 ml "of "absolute - ether, and the mixture ‘was stirred mechanically and
refluxed for 2 hours. 2.0 ml of water, 2.4 ml-of 2N sodium hydroxide solution and
© - . 6.0 ml of water were carefully added. The reaction: mixture was suction filtered, . . -
-50 -  theinorganic: resldue was washed with chloroform and the combined filtrateswere . .50
' evaporated-in vacuo.:The residue was purified by chromatography using silica gel B
- (eluent:chloroform: metharnol: :concentrated-ammonia = 90:10:1). The evaporation -~ .
residue of the fractions containing the: desired. compound was obtained by vacuum
« .. - distillation" of .the--solvents, The. residue was' dissolved. 'in’ isopropanol :and: .~ .- - -
-85 . .ethereal: hydrochloric acid was added until the pH was S, Further ether - 55 - +
© 0 was. added whereby: the hydrochlonde of the. title compound crystalhzcd . The S
- crystals were suction. filtered and’ rccrystalllzcd from 1sopropanol M.p.::207 -
.to 208°C {decomp.)::. .

- . .- . :The following, compounds havc bcen prcpared analogously to: Example 189 L
o0 0 1- (4 > Amino - 3 - fluoro - phenyl) - 2 - tcrt. buty]ammo cthanol hydrochlorlde .60
o - M.p.: l96tol97°C(ecomp) S o

: l - (4 Amino - 3 - chloro ﬂuoro phenyl) 2 - 1sopropylammo ethanol
hydrochlorlde o . . ,
M. p 152 to.154°C (decomp)



44 1, 445, 740

44 1 - (4- Amno- 3 - chloro - 5 - fluoro - phenyl) - 2 - isopropylamno -
et hanol _hydrochl oride Mp.:152 to 154 (deconp.). 1 - (4- AmMno - 3- chloro
- 5 - fluoro.- phenyl) 2 - cyclopropylamno - ethanol"5 - '
hydr ochi ori de R L
5 Mp.- .175 {0 177(decorrp ). (4 - Am no - .3-zchloro - 5 - quoro -
phenyl) - 2 - tert. butyl am no -et hanol . hydrochl ori.de Mp - 206 to 208C
(deconp.). 10 sl (4 =" Arino - 3 - chl or @ 4350~ fl uoro - phenyl) '

tert. -pentylammo—~—-ethanot—I0trydroctht oTr e Mp I8 7T 1O 153 (deco

: . (4.5 Amino - 3~ (4 35°m°1’9r90|ﬂ8°f° [S’h%ﬂﬂ)l )2 °y§°9r°?y§%?%p§;FM0 -

et hanol hydrochl ori de °°17° to 177°C (deddnip.). 171 to 173 (deconp.): L
-15 1 - (4 - Anino -1 34~ AMIRSID3 = cHioro fsl b1 --pheiyd2 )tert -Zbutylamymd odauanpl am ng
- et hanol " hydr-oshl ori de;%zfﬂrpchloriﬂm g(ig‘e (decorrp Yoo (4- “Amino - .3 7

- quoro-5|odo- heyP) a o

hydr ochl orlde_ . A e(h_ -fg;ﬁ?,.%' Chto é ?ﬁgngﬂ 2- ?J,-P My-lg‘%\rrlr? ngi‘éng
trifluoronet hyI - phen -1872to—188%ﬁ (decomm)utyl anmno -- ethano tOI‘I dle’
Mp.: 172 to 104, (dec .' ino 53 - bromg : 5 - flyoto A&PFW@) 2 gisopropy! am"‘ % ano |
trifluoromethyl - = phens fl-,{’rt' 173°¢ @lebomPENt Y@M no- - ethanol 25 h yd rob

ro mide 30 M p. - (41 ih®- 10@ mo - 5 - fluoro nyl) 2- _cyclobiitylamino - etBdnol '
-(4 -Anino - 3 - chl orchydroallomterlflrﬂororret hyI - phenyl).-2 - tert. 1

15
butyl anmino - etﬂwanol eCYIP-h05 0 1 o
Amino - 3.- chloro - 5h- ﬁgmgﬂid&oﬁrqg?net h%fxl1 (%9 I}i’h&yﬁ 2. angﬁ’g@%alrg%ﬁt ;tl“gnn% no

35 - et'hanol hydr(MJpl 499 the210°C (decomp.).

35 Mp.: 177 t?o 178d ~@.- &mmor Y- tﬂﬂAﬂ'iOH’Gthyl phenyl) ¢ 8r'c5°rt 5b“tY“’E‘P1“? T En‘B?’l?r‘ret hy4o
er

\(ﬂ
qE

- phenyl) 2°c (Rcomg}. hanol hydrochloride Mp.: 176 to
178 (deCOm‘J ) 40 11(4- Alﬁmo - A tﬁﬂuorameth I-pltenyl)5- 2 - terti § pentylamine hythanol -
phenyl) - 2- i sopropyl uyilnobromide hanol hydrochl ori de Mp.:-177 to -

74 to 175°C (decon: A
179C (decorrp ) gpféw%ﬁl ? ? -‘:nfluo ometh l-phenyl) ;fro%lammo- -'-25:

D
of po ere i o m.ni um ri-de were, 1o :
45 4.2 g _gf 4-am no-B= ﬁr‘d‘rf&dly ?ﬁoc g’“ Ghéﬂ@?%?‘?‘t&k&r?‘&eﬂylac? dtert butylammo,.
N-(tert.-butyljqyam de. |
stirred rrechanl cal lyr a@d: Arﬁiﬁ:b H)Bedhfoﬁf 2 ﬂuommemyl} pidenyd) - 2matyélobut@antingt of
2N sodi um hydroxi de solqﬂ!alﬂel% “ﬁf “@P m. of water were car efulily. added.. The
reaction m xture was; Syttt i e s
washed \_/I_\nht h. cfgdor of or o nglﬂs ﬁ%‘éﬂ%@p g.giuofon;ehﬁl ﬂﬂﬁﬁﬁ@ att %bﬂ&l@m)ﬂ@
vacuo. e residue ‘was Mg onp: ogr%'gm{yjua N ahca@g

el uent

je ether, and the mixture was 30 -

trates were evaporated in .35

chl or of or et hanol : c’on(ﬁﬁ:&@ﬁi’ d ) 3 - riflygr e%éb"BP ﬁﬁm‘g‘?em due
of the fractions conta ?53 Jee.g{.nlgpnpound was. obt:ai ned by vacuum

distillation of the sol vent S. The resi Riempe@I96]i ssol ved in i sopropanol

and 55 . et h@{ eal hyd{@Ahirmfﬁ-dllcmwﬁdnﬂmso ghenyl)-24tert. -Ibetypmnwaﬁhaaol Furt he40

et her d N 55 re @ﬁ%ﬂéﬁy - -am&q{-’?}sﬁ:lgf : mor%etaﬁhgﬁy )-t-g:')t'TE :

conpoun CrySt al i anrty]eg <ﬁss dCinS Y Jldci' The mixture

recryst al li zed fr om was&uwaparsahd fol/ogie hour Qe teactidh tixtiee wasthen: poured on to ice, o
T made alkaline with -concentrated ammonia and extracted- w1th et yl acetate. The 45

organic layer was extracted with 2N hydrochloric acid, the acidic solution was made

" alkaline with concentrated ammonia and the reaction product was again extracted with -
ethyl acetate.. After evaporation of the oriamc solvent .in .vacuo a crude
product was obtained, which was purified chromatographically by passing it

- 50 - through -a silica - gel column (eluent: -chloroform:. methanol:' concentrated 50 '. '

- o ~ ammonia = 90:10:1). The 1-(4-ammo-3-chloro—S-tr1fluoromethyl-phenyl)-2-tert -
: ‘butylamino-ethanol thus obtained was dissolved in ether and - isopropanolic
- Co hydrochloric acid was added, whereby the hydrochlonde was obtamed of meltmg

. o " point 205 to 207°C. (decomp) ' . '

. L Example 191..
l (4-Am1no-3-bromo-5 fluoro-phenyl)-Z-tert -butylammo-ethanol
1.5 g of 5-(4-Amino-3- bromo-S-ﬂuoro-phenyl)- -tert, -butyl-oxazolxdone-(Z)
were - heated for 3 hours.at 90°C in 25 ml of: 3N: hydrochloric acid. After

g 60 . cooling, the slightly turbid solution was filtered, the pH-was adjusted to'9 with . 60 .

sodium hydroxide solution and the mixture was "extracted with chloroform. The
<hloroform layer was washed with-water, dried over sodium sulfate and evaporated
to dryness in vacuo. The oily residue was dissolved in-a small quantity
of’ lsopropanol and acndlﬁed to a pH of 5 with. ethereal hydrochloric ‘acid.



The foll ow ng compounds have been prepared anal ogously to Exanple 189: 60
1- (4- Amno -3- fluoro - phenyl) - 2 - tert - butylam no - ethanol

hydrochloride 60 Mp.:196 to 197C (decomp.), - (4 - Anino - 3 - thoro- 5
-~ - fluoro - phenyl) - 2 - isopr opyI amno - et hanol hydr ochloride M p. 152
...to 154 (deconp.). 45 .. 1,445,740 - - 45

-4~ Amino - 3 - chl oro-- 5 - fluoro - phenyl) 2 - cyclopropyl am- no -

hydrochl oride M p. 175 to 177 (deconp ). I - (4 - Anm no. ». 3 -
_ Tl uoro - phenyl) tert. - butyl am no- et hanol 5
46n é&i --_ dl\é‘l o fona £ 9nn(ria14m~\-~----.-- (4. Aning = 3 o off oro - 5 -
fTuoro phéf§t ° asmall quantitynf etharithecprodust mndltzehyﬂ*redtbtatsrl de M p. 187
to 188 (decolo%,‘f“zm fggog'gdgggfg,t it y Biur\of fepropegolangicdies - 5 - f|uoro-

- phenyl) 27 sopropyl.am.no - Eﬁ&ﬂﬁ@‘i’é hydr ochloride Mp:: 171 to 173
~(decsnp. ) 1(4Amu(o<13 chl&lﬁlsl:tgano-;ﬂtenylm-&ﬁﬂ 1Bminodethd 610 - phenyl) - 20

B 2

‘cycl.obut y| dhﬁ g| ¢hlerg-drepariolpheiyte3- (66, -butyl-oxazohddkib-ﬁl) (mp64 to _.166
~ - (deconp. ) rlc OC) F%idﬁ] ux; sf?:ro edﬁzﬁaﬁds and the fiiXtu drp- 2- “_ o
-CyC| opr Op hid Ot F!’t Akl dro-5- n%ﬂeconrp Yo 1 (4
o Am) no - pBenyl)tzﬁtptftt-hmrlamm hnol extitc d-wnm ehlctrﬁbtm Fhelpidducan nqo- et hanol
I 0 E ; chromatograg_‘.l usmg sxhca . gel (elue t:“chloro-: " _
20 Mp.: ";{;?140( t'tif.l Gor omet hyI

#he hydfdehl |

phenyl) - 2 =l‘h edsltowmg mnio @nmaﬁu-)-beao:Jj bég%zﬁifé@hﬁl@%dﬁaﬁlps 174 to 175C
- {(deadnp ) 19(2 192: é no “Chloré = 57- trifl uororrﬂShyI -
phenyl) i Pop%/T Vﬁ’ﬂo Ph‘“”*z% é"t"‘r’uar?nyl"‘M“ﬂP _ .?fe'l? théSdTROG 1--(4:*
. Anmino - 3 c,?t 0198 to 197°C (aedoiﬂpqoronet hyl.: - phenyl:) -- “tert. butyI am no
o-eet hanol- lhydlr-mmm)r 3 dehldt - ﬂuoroMppenyl)ZQ’S- $@nﬂa@&mjxﬂ>ecmmob
30 2. (4 = pruon 9154.,5‘1 i -trifluorenethyl. = phenyl) 20 - -

- cyclobutyuamnﬁmmoef’ o 0 6“5‘;’@?&@4 ﬁén‘}ﬁ Mecmpwgylasrﬁnﬁéhana (4 - Anino -
~ .83 - chloro -hﬁirbdél’rl;frida% %n(tcelt yl - eny % t. ;:-+='a_--._penty am no - 35
L thanol hyd | ° ecom 35
S Mp2 176){t %ﬁ;lﬁg{j’ go%m? B“°r(’4PhN¥1l) 3 terﬁ‘ b“HPHWtP"’”S“m‘trl ﬂﬁuoron’et hyl
phenyl : 206Qp 20§70 oﬂ{p._'),-'- et-hanol ‘hydr.ochtori de"M p. 177 to o
179( decoml) )(4 -E.x@mm -eS 1ggloro = 5= fluoro - phenyl) & pentylammo -
11 (éPAm no- 3° M;Zf gics ch%%r rret hyI pheny Ft 2 but yl am no et hanol 13

A5 yqyo nﬂﬁBC3a%i- d-ns e&ba h LIzC. mm;agﬁggl at. "‘F’Bom
1 e'nperat ure hxdr@:h!iarge of ° lp é}ﬁ'ﬁ : ﬁﬁ*&y
5- (4-"ami’ n - 3veh

Vem. bilgo AT °G L tE
K oxazol 8 .- jﬁﬂéﬁgﬁf oglgg}gswégg%]hé@ ’ﬁ{] g%/ %} gﬂﬁ"@‘f“"ﬁ’ceﬁﬂf%dam d The

- - xture vas- M.p.ovgado 166°6t @e@dmpgs -one hour:::: Thé: reacti on. m xture: Ras then
poured on Lgd ¢ aennmae fingrR’alSi riedoni Dmnﬂbn%emdmwlammomﬂamdnd extr a_et ed

~with ethyl: k{é’g%ﬂ? ohhe C(ﬂé 915 ni c layer.was-extfacted wth 2N
~hydrggchl oni-q4.2Qi notbe gawt pRAyaS -RGRpRkkRol- rtala%tth qucentrat ed
_arrrmnl a and h)tdeothmde § on: pr oduct was aga| n extract ed wWeth
_ : 182.t0.184°C (decomg '
_ K l- (4 Ammo 3- cyano uoro phenyl) 2 tert butylammo ethanol .
.o hydrochloride o o . e
G 45 “M.p.r242 to. 243°C (decomp) ' RN Lo 45 7
i ;Z_',- .(4.-;.- Amino - 3.--:- cyano phenyl) - 2. cyclobutyla_mmo --.ethanol- -hydro- Cohr
‘bromide::: : . Ll e "
e s o Mipe >193°C (decomp) BT :
T R (4 Amino -3 =, cyano phenyl
50 7 M-p 143°€. . .
DU 1= -.(4.- Amino .- 3 - chloro 5 --cyano phenyl)-* 2% pr pylammo
IR hydrochlonde
=M p:::187 to 189°C : : .
4.-:Amino - 3 - chloro 5 cyano phenyl) 2 s ut; ino -ethanol- - . - - ,
dlhydrochlonde e = R ;-"-f._i.i" IR -
. M.pa 190to 191°C. S e
- (4 ‘Amino - 3 -chloro - 5 - cyano phenyl) 2 (hydroxy tert butylammo)- LT
*“ethanol hydrochloride = - -~
U A Mp 228 to:230°C: (decomp) AP : s
.60 - 1.4 - Amino.-.3 - chloro s §:- cyano phenyl) ,2
fx 7 - ... ethanol. hydrochlorlde
- M.p;::218t6,220°C. (decomp) L :
_ _ .-‘(. -Amino - 3:- chloro 5 cyano phenyl) 2 cyclopentylammo- o
e hydrochlonde L " i S
68 :_:_".-_ : Mp 138 to. 144°C Col e ey L .65 -

_-r_tert pentylammo ethanol

R

[ 7 .

e s



ethyl acetate. After evaporation of the organic solvent in vacuo a crude
product was obtai ned, which was purified chromatographically by passing it
through_a silica gel columm (elyent: chl oroform net hanaol : concentrated 50
anmoni a = 90;10:1). The

1- (4-am no- 3-chl.or-0-5- tr|fluororrethyl phenyl) 2-tert.- butyl am no-et hanol
t hus obt ai ned: was . di ssol ved ‘in ether and- |sopropanol i.c.-Hydrochloric acid. X
was added, - vvhereby the hydrochl or| de was obt ai ned of rreltl ng p0| nt 205 to
207 (decorrp) s R S T v
55 Exanpl-e 191:- L e 1445740 T — f .. :.47___.:
1- (4- Ami no- 3- brom) 54f-l(4jvomm'reBnydh)orQ-§elcyane hgdyaFrthch- edBHanmdthylg deX)O-

5- (4- Ami no- 3- br omo- 5- f | ﬁé gg @W&rt’thﬂ‘nxthwmﬁbl(a@sl idone-(2) were -

heat ed for 3 Hours ay 9 3|\g hyﬂﬁpcg{,‘%ﬁ)c 2aq§°gwp§,t‘;nglro anol © -
cool i ng, thebsl sghtly - tdeoflsgoaﬂtgs}t |§on was “f red, the -was a Justed t05 ,
9 with : 60 sbdium hy e18639.089°6n. and t he ‘nj xt ure’was extracted wi.th -~
chl or of orm-~Fhe chl o?o? °vv53ﬁ3é"ﬂ°mﬂ‘?{'y“/a§e|““ APPRBMIRPe cthagel ym
sul fate and evapor at ed M:p mneassocr(d%aﬁ,gq -The oi.l y:resi-due was dissolved - -
ina smll’ quarlt)l ty - (bf- C3 sAplirwpemobroand 5am1ywhof-| pbdnstl)o- - q:}lelobﬁty!immot tetlmhhlereallo_:

hydrochloric acid. 4ﬁ'dr°°2hll°“ e

. e S5to 216°C decomp.)..
1,445,740 . . P Amino - 3,5 -(dc ang)-_ Tﬁ te?" ?&lfj' tﬂu\%gan(ﬁhoa émkll
quantity of. ether, the dmbmbhder stalli-zed. “The crystals re suction

I to- 15
;6|8tCeE Sg ngg \),mhed”y é4 % )t? tnfi‘tfoi‘?ni‘t )59 enyl) %n-d te(z?tt hgutylammg e%hoagolt ° L

1- (4- Ami no- 3-chl or o-'5- cymormhemyd%: (&&th) ~put yl am no- et hanol .

5 0.5 g of :: B T N Ammo 3 <‘trifioromethyl - phenyl) 2 ~tert. - pentylammo ethanol
5- ( 4- ami_no- 3- ch’400r0 5-¢, Iffl'f’ ihéeter - butyl - oxazol i done-.(2) =(m-p.- 11520
to 119) were refluxed ft a‘bmm su §ro‘M 'ﬁucmnm&ixleqﬁ trﬁlﬁﬂ)roﬂ}lﬁﬂﬁ& o

chloric acid. The m xtuethamﬁs cool ed, -i ce ‘was ad the m xture was -

t hen nade ‘al kal i ne W|t Eoxi Iutlon =
1- (4- ami'no- 3- chro- % %E"m y 0591%?‘,1,‘1’;2 ghé' Horomethy] ¢ Ph%m yF aﬁ’[“'fﬂ?“’éﬂaﬂ‘a‘}?o'l was25'_
extracted with. ¢hlor of OMJi) iffico N78Y uct . 10 was purified : by _

Mp.: 131 to 13 mp. 0 204 to 207G, Thefollovmng

corrpounds have been pr. sclsy. ﬁ,ﬁxﬁ&n 1e hémdl) - 2 - tag,,,’lo92 30 _
15 1- (4.5 Amino - 3 ethddoijbydnochl denyl ) - Bt yé')uty '3%%9%%0 raa

t hanol “hydro: chl d Rl decomgy)/( d .. L
gcﬁlngro—y 5 :ics| ugilé th%ﬁlq ? (ﬁlorf’m%p( ecoar?f‘%fgl) th%fﬁo‘l Q‘%‘a‘mm'

hydr ochl orlde 20 - IleM.p_’LBSthﬂ64 (decorrp ). 1-(4 - Afino -3~ chloro 535
- fluoro-* phenyl). -21 - (4 éfﬂéfproéyl amoo 5 - @!ttvanmhedxvdrbemrbr-l bleylam¥m - 175
to 177C'(deconp ). M 516 1 zoém no.-"3- chloro - 5 - fluoro:- phenyl)
- 2 tert. butyl am no - et ano '25 hydr ochl orlde I\/lp 206 to" o
208C (decorrp ) .401 - (“4< AMi no-:3= chI oro 5 fIExanmlepl% 1)-2- tert -pentyl am no -40-'

et hanol _hydr ochl or i ditvipino-3iays e éﬁ%‘rggj“w np-ethagy 3= br :
S e s b e lor e
Mp.: 171 to 173C ( defcwmtpr t. 6t1° w(nkt stirkiitig Subsequl iit[ym:he5m1xt was eefluxg &y | )

2- cycl obutyl ardno - & 6&0*9415“1% GZI‘( Q\gaﬂthen putin Agricao - 35

- fluoro - 5 - ' OdO Laﬁggd%ygno-s &org-ﬁﬁ}lgﬁlém Jlé-?:g ¢ solution of

thﬂ mlxture

chr omat ogr aphy ~usi hg (4 Q}Z‘ -cg (%Itumomﬂmlepbenylboilmerte-tmwulmmo-7 3).

hydr ochl or | de - -was subsequently diluted with 150'ml of ethanol and ‘the insoluble ‘residue was
. . filtered off. 6 g of sodium borohydride were added in small amounts to the S
ST __".50 . Ssolution contalnmg the crude 4-amino-3- cyano-S fluoro-phenyl-glyoxyhdene- 50 .
#.0 .  terts -butylamme whilst stlrrmg ‘and’ cooling- with-'ice: The mixture was left to .

. stand overnight. Subsequently -the excess of sodium borohydride was destroye
_ -with acetone, water was added and the organic solvents were remove
P vacuo. The precipitate was suction filtered, washed ‘with" water and dlssolved S
= -55.. in 200 m! of 2N hydrochloric acid. The hydrochloric' acid solution was filtered 55
S o - and subsequently I0N sodium hydroxide solution was added until the pH was 6.  ~
' The “aqueous’ phase was -washed “with" chiloroform ‘anid:10N" sodium- hydroxnde
solution was again added until a clearly alkaline reaction occuired. The -
... 'precipitate was extracted with chloroform, the chloroform solution was washed .
.60 . with water, dried over sodium-sulfate and ‘evaporated to dryness in vacuo. . 60
- .~ - The solid residue of 1-(4-amino-3-cyano-5- -fluoro-phenyl)-2-tert. -butylamino-
- ethanol was dissolved in 100 ml of absolute ethanol and acidified to a pH of 6
with “‘ethereal hydrochlonc acld The- hydrochlonde started to preclpltate as



Mp.: 199 to 210C (deconp.). . 40 |- (4 - AmMino - 3 - cyano - 5 -
fluoro - phenyl) - 2 - isopropylamno - ethanol hydrochloride Mp.: 182 to.

184C (deconp. ) - (4 - Amino - 3- cyano - 5 --fluoro- phenyl) - 2 - tert.

-butyl ani no- et hanol hydr ochl ori de 45 ~ Mp.: 242 to 243C decopmp.). 1 -
(4 - Amino --3 - cyano - phenyl) <. 2-. cycl obutyl am-.no - et hanol - hydro-.

o~ >193:' 1 - (4 Amino -3 -:cyano - phenyl) 2 - tert ,.pentyl am:no -
Khol 50 “Mp.: 143c.. 50, T4

_. -~3_'-_. chI oro : _5 —.--._cya_no - I

A

qwl) —2 - propyl am no -etha
é%, ign. s d” leteysbydmwmmfmubr'a@ |
: i“”

- © ) Cyano -
colgdesg g@ystals @g e

y
.'55 M p -°T§ swxszmg'%

; #oro - 5 - cyano - phen 1) o
" (hydr oxy tert bu

et hanol hydr ochl oride Mp. -.228. to 230C

- (deconp.) ABxample- 193. - chloro 5-. ano - phenyl) -2 -
terts - pé 1°r°-5-tﬂﬂ“ : 218 to 220
(decom i i i o m%ﬁ?% “°f°“:§., %am 2.

’ issolve ethano PloPte at, ere e < .. :

7. cycl openmipltas wis: allowéd son@andnf y erature Subseunltp' 138" to 144
65 - 47the solutxon wastcooled to —20°Cf 0210g of sodlum borohyd aﬁd -

LA 1xturg was r inute; the .

A7 - utl us d m ﬁroc mtérﬁ]é) isted [1- 1Q3 4 R

- et hy en 19 Quith 2N MBiyih.) The. szlmnolpmp watef biEING mofbaRolOC ! oride M p.

. .189 to 19dsre !4ed~mm»mdheacaleoummwas&ttac@mbethe themthedeal 2 -

. -trlfluoronm hloridg hen

- wiater, dried ove and va oat in R
. S'C\’A%r OpyFa?c ¥ g' m res1due F‘ﬂw g ua;tltg ;f :tﬂer 15 '
H9 e 2diu8H T -4 Swith ny) 122 - tert. -

but yl-ami mmystalh‘:t glmi é-mbbhd b)-ltmﬂie:r ethyl 1)32-2&54( ttemmrrp- ). 10 1. - (4-

LA no - -gthan gechlagi devy%ﬁtemed ey suctlgnﬁtqssd:msimﬂs@qdamhno - et hanol 10

" hydgpchil 8PP, 03 o c 1o Mihfles 3 G- - diTyano -
. ph einOSI) 19.‘4.t2to-1t94~rtWm8 buty am no Q’% an(;.ld ag‘/a(ljl?gggsﬁ!f oride. 165s % _
. fM p.- 251 + (ﬂ ecé ﬂl)oro - phenyl) - 2 - tert. - butylammo - -ethanol " A 15 1
(4 - Amin E:m ;ﬁ, ch thyl - phenyl) 2 - tert. butyl am no -, .
et hgnol hyqy o % Qor& 0 phietdfs - Qdasdam?,yl)ammla eu{aﬂor Amy$o - 3

. Cy 2 - tert. - pentyl ammno- -et hanol 20.-
’ hydr obr ont g&-p-: 152 to: lS4° (decomp) ’ L -

o8 M T A o S e gl -2 perclpppeypgino
'-trjjd uoronem%l 175 tphe‘rfﬂ (econi.): .- i. sopr.opy | aniino - -ethanal M p..: 301_(34 to 106C

e OArfn‘éﬂﬂfoﬁ ProoPhenyDS 2.- terksj- Wﬁlﬁ%‘iﬂ?‘t%&qnd phenyl)
v 2- cycl obuty- anol. hydrochl oride M'p.:7 177 to 178C: 1 (4 -
U Am PO - 13-(4-C'h to208 h(%?gﬁ'fgr}

N Jm&mh&wl) meﬂéﬂ - )pentyﬁmt@rl -~ pentyl ani no-
S 38 " ethanol hydrochlonde 35 S
SR . M.p.: 187 to.188°C (decompa '
T 1 - (4 'Amino - 3 - bromo uoro - phenyl) 2 1sopropy]ammo ethanol
: hydrochloride
L © . M.p.: 171 to 173°C (decomH o -
.4 ° '1-(4-Amino -3 - bromo uoro - phenyl) 2. tert butylammo ethanol 40 -
" - hydrochloride. . e e D SRR
. Mup.: 207 to 208°C (decomp) Co ' N
_ _ .'_I - (4 Amino - 3 - bromo &= ﬂuoro phenyl) 2 cyclobutylammo ethanol S a
. hydrochlonde . e - : o
45, o 164 to 166°C (decomp) 45 :
C . _l - (4 Ammo 3'- fluoro - 5 - iodo - phenyl) .2- cyclopropylammo ethanol' : S
. hydrochloride - .
" M.p.: 199 to. 201°C (decomp ’ ' .
IR -"1 - (4 Amino - 3 - cyano - 5 - uoro phenyl) 2 - 1sopropylammo ethanol B
50 S hydrochlonde " : _ o S "~ .50 o
o T 182 to. 184°C (decomp) : . ' e
_l - (4 Ammo - ..-3..'- cyano phenyl) -2 - __cycl,o_bu_tylamino - .eth,an(')l .hydro- : e
bromlde L S _ )
o ' - ML.p.: >193°C (decomp) o :
. .55 1- (4 Ammo 3- - €yano - phenyl) 2 tert pentylammo ethanol ; '--;{ . ‘55, ' Ts
© . M.p.: 143°C; } SR
i- (4 Ammo 3 --chloro S - cyano phenyl) 2 propylammo ethanol
" hydrochloride. . , . B
_ . M. 18710 189°C ' ' E
60 . I- (4 Amino -3 - chloro 5 cyano phenyl) 2 sec. butylammo ethanol 60
n - dlhydrochlonde S, _ - Do : '
T M.p.:'190 to® 191°C '
SR s (4 Amino - 3 - chloro - 5 cyano phenyl) 2- tert butylammo ethanol
Mp 125 to 133°C. _



et hanol hydrochl oride 30 Mp.: 176 to 178C (deconp.).
301 - (4- Amino - 3 - brono - 5 - trifluoronethyl2 isopropylamo -
et hanol hydrochloride Mp.: 177 to 179C (deconp.). 1 - (4 - Amino - 3 -

chloro - 5 - _nitro - phenyl) - 2 - tert. - butylanmno - 35

et hanol Ile :.148 to 149C. 1 - (4 - AmMno - 3 - bromo - 5 - nitro - phenyl)

- 2 - tert bytyl amno - et hanol Mp 151 te 152C 40 o _ Exarrpleg/’}/
193. . AD

1- (4- Am no- 3 cy%lo 5 fl uoro phenyl) 2 tert lm,gt 6'am no- et hanol 10 g of '_;“'493

4' -am nos 3" - cyaf® ' aeetophen :“ Ef-e—aaaee 2aayv 3 8

m xture of 6 g of se¥ A ld-ml f -33#10 - phenydi- @xé‘h’émahd‘e% 'rh“tyéﬂm'Mter at’
60C whi | st - stirring. Sﬁ'ﬁ« % ure was refluxed for 45 4

hour s. The m xture was ,gdam clil -rseag, ﬂoO,i’phU@gS@ tOBS pérhﬁﬁh]mut- efhAnd N |ce
45 pail . 30 m ®»f tert: hy é‘x‘badn ne were then added dropw se to. the sol ut|0n5

W sture vei-eubacaueht iRttt Sohe B A5 Kl

m xture- Wasﬁs«ubsequent

resi due was fil tered of p 63 ta)f445©.d| um boroh dr| de were added in small -
amount s*'t 6°'t hel®0 IPP & - chlgra - Tﬁdfgﬁ) 114 gll -(3,4 - methylenedioxy - =~ - 10
4- ani no- 3- cyano- 5- fl uorp % ﬁ? Wv?li (28 ydmc °d% tert.-butylamine -
whilst stirring and c£o n@mwt BréMo - Bhecysriok! peRyl)\as - lisopropylamiad aBthanol
over ni ght . Sub?‘ievguent I yiydt;ifélﬁelix?e@s%of sodi um bor ohydride was destroyed- Wit ;15
acet one, wat er S ni re,r Vv cuo.. -
The precipitate vvasafsjugﬂagm 1f'° chlp,ﬁ; vvaghe hﬁe e‘r32 a?] dlelglé}g vl}é‘g 55

in 200 m - of 2N hydr ociv:i2¢3 az:21:5°CThe hydrochl oric acid sol ution was = _
filtered. 5 antl- utAminne t~1by°m‘m5 s S¥ARO mPhSAID 032 -crecletylamiag, - \Rﬁ‘gn%\ddedm
unti |l the'pH 6. Th ng zﬂak@eﬁcm)mshed wi.th chl.orof orm.and' | ON
sodi um hydroxi de ‘sot ut(u GhAMAS aBifl-Ndie@aed phedyl) - @ Clefar IbytyRimisl ¢ Banol -
reaction ‘occurred.’ Thehyplroehiplg;t te vvas extracted with chloroform the

chl orof orm SO tl on uoneﬁgMLﬁenyl) 9“ grg O%?ﬁal? 99 gmanoéue 0125 5. |

sul fate and. ev orat ed mw&ss nova r-esi
1- ( 4- ani no- 3- cyano- 5- fIqur a7p (@cbmpl -bUt)%i) ari no- ‘et hanol was
% etfr oPentyrmiBe - GthigRalh

di ssol ved in 100 m f( }“Bt' 'E‘Pﬂ&?f@!“"&h‘d phep L
et hereal hydr os(lpl ori c g e,skgy@gegg,m,prl de stafted to precipitate as 30 -
1, 445, 740 . 1 (4 Ammo - 3. chloro - tnﬂuordhﬁetml- phidngl s ZGﬁspﬁio@MSmmand
crystal Ilzatlon was -Cof ‘ﬁgﬁg d|t|on of..et'her. . The crystal's were- ' -

suction filtered and w ner MrBorometh i ; 39 (g@lg ) :
1- §- oromethyl - p(?le Siffarino - -

Exanpl e 194, 535 - ethanol hydrochlorlde L ? lb 0 a5

1- (4- Ami no- 3-chl oro- 5 tMaprIEIbtoomfthyl hen I).-2 tert: -butyI anmi no et hanol .

5 0.4 g of . 4-anno- t oﬁ: W‘F Uérﬁl’f’é‘f’meﬂ’éfh’eﬂwpﬂl%}a\‘ R??'HYI&‘P@mwere '
di ssolved in 10.m of RN '7'63;?01 ego,gg)ter"t -butyl am ne were added and- -
the m xture wagoal | oweel {Aminband b‘rmﬂo 35. hmﬂmrmetﬂy‘bometnﬂmper-a&;puropylammo- 40
Subsequent |y the sol ut| ﬂﬁ'gﬁﬁ?ﬁg{?&#& fo 0.1 g. of  sodi um borohydride - '
wer e added-and 10 tiyr at-

-10 to -20€: The. pH- o(f4 a4 @l 1pPQN Was.-.a jﬁjﬂ?neyg %" ﬁhyléﬁnﬂ'yg@%%?ﬂ ori c '
acid and was thgn ady udt- e’dnme 9 -\brqikp 2K al#anhalyl)TWe tsm Uitdaming s etliadolit ed 45
with water and the net ARG 119! 5|2e(t:r0ved in vacuo: :The agueous mxture was -

extracted with ether, the ethereal ext I aCHxampte - 1ygashed wi-th water, dried’ -
over rragne3| um sul falt(G-Aamdo-é‘\baqmamad-phcnyﬂ)&-tert.@t;dmmn&bthanﬂI Y- evaporatl on _—

resi due was di-ssol ve -(4aming b2-tert.-bytylaning-ctha

corustea o o et bl AN LD S
1- (4-am. no- 3- chl.or o- foutedi dnkdlize 0T Miktur Was Hade leilmethy additigh aﬂhlﬁmometahcano
hydr ochl ori-de -was ob!@ﬁ&qumi&'cﬁtmgd Qg@t Flerofarmt dhe chipmeform shlu Olwwtah :

et her . M p.: - 29? to m evaporated to dryness .in vacuo. The title

Jﬁ g&ﬁmﬁe& by chromatography using silica"gel (eluent: chloro- .58
. form:methanol = 8:2), and the ciude product. thus obtained was recrystallized . . o
- from ethyl acetate. M.p. of the 1-(4-Am1no-3-bromo—S-mtro-phenyl)-Z-tert -
= butylammo-ethanol 151 to 152°C _ _ .

LT ~.-.  Examp le 196 S :

I 1 (4-Ammo-3-chloro-5—mtro-phenyl)-2-tert -butylammo-ethanol . 60

T ‘M.p.: 148 to 149°C., ' S

: Prepared from 1(4-ammo-3-chloro-phenyl)-Z-tert -butylammo-ethanol and
mtnc acnd/sulfunc -acid analogously to Example 195



20 The foll ow ng compounds have been prepared anal ogously to
Exanpl es 20 193 to 194: 1 - (4 - Amino - 3 - fluoro - phenyl)

- 2 -
tert. - butylam no - ethanol hydrochloride Mp.: 196 to 197(deconp ) 25

1 - (4 - Amno- 3 - chloro - 5 -"quOro-’"phenyI) - 2 -
-, 1 sopropyl an no- . et hanol .25 hydrochl oride Mp.:. 152 to- 154C (decorrp ) -
" kA - Amno - 3 - chloro - 5. fluoro - ., phenyl)---.2 - cyel opr.op.yl am no.--,
hanol - hydrochl oride 30 .. . . M.p.: 175 to 177C(decorrp) : . -'3
gy 1 (4 .- Amino - 3 - chloro - 5= fluoro - "phenyl’) - 2" tert
: A -Wam no---. et-hanol. - hydrochl orl 48,70 p. . 206 t o~ 208C (deconp. )50 1 - (4 -

- Ami'no- - 3:=-chlioro = -5 11 uogp Ayl ) 2-tert‘%~p{entylamno- 35
-~ et hanol hydr 0qlJ('MX:hnﬂ&B—ehloro-S-cyEngm%l::ylm;-Z-d1methylammo-ethanol L

'35:Mp.:-. 1805t ® df88-étce(t dqmpm no- dchlor -d—cyaﬁmp onyl)- lmethylonino— 5 -' f| uor.o -
phenyl) " sthg e (flli 129 a w.

| o e n?tagnohc 71 1g 173¢
o (deéorrp fov 3 ex agli::dan gllﬁ;rols | tert -

uo a the ;
. butyl am Bmorofgi‘fn R | was i mrsu &eMna eva edtb &conp ) s-a. (4 -
~ Ani'no -  SacuopFhermgsidueswas didselmdon-lso dth@ 1yd of lldfd no - . &t hanol
Y R e ik fgrg eg.e;,ae;;? e 0 07
' DSpef. uoro--: 5 =i odo. - pghenyl) - 2

S cycl opropyl am: no --:et hanol By tﬂ80r| de.-M.p.: .199: to 201 (deconp ).

I - _ 2 144 3.cyano-5-fluo %Qtiyl) m aminosethan N
. (53 . Am no 53 %EQ i: B;(y - -amﬂﬂ)-gq%‘;ano- ﬁuoro py}myl)- -dlmeft) y?gn g,y : am no et han0|
- ethab W dj 100 ml of. methanol 5..ml -of 10N aqueous NaOH-

- 50.M p-: sdl&?onhﬁer&&ddeﬂ%ﬂ&ﬁﬁi)so)uno -wa§ 4Howd] t8 Gtand Sor. IChamnat rooﬂhenyl js - 2 it

. cycl obut yananeratiye- Sel!s f@ctld@l lé:te W?S’l Elutﬂb 'glzcsav@ nmp. ). -1 -
' odlu chl utlo racte ( i . -
- (4 '_A.‘m n %ﬁ%@was th sat rated m chlor lgtf . - et han0| 55
~Mp.: 14 ﬁ](l. su r&ﬂd'ev o ®tynessin: ﬁ!@lﬁ col \HREY bi) was? - “pr 0pyl am no -
et hamol ontdmed;hl or.k-de 187 1©.189C:: 60 A .--(4 ‘=. Amino .20 3-- chloro

5 - cyano S‘;ﬁl‘f‘é‘l‘fﬁl")‘ab@h’f—d @&MR'SP%E‘W(QRQW o et hanol 60 dihydrochl ori de

" Mp:-190 to 191°-. (4 - Anino - 3~ chllor¢g'QH5 = ,gy'ario - phenyl)--'-i-'-_._.-’
“tert. ty. Q. 0%12 J&;%C o

17445, 7433 iﬁ@fﬂl Axltﬁ%?‘fwgllot%m éndﬂ Cgﬁﬁgg-- phenyl) e

(hydroxy tert but yl am no) et hanol hydroc(hHorl de ‘M p. 228 to 2300

. “(decon. ) hepy)) - 2.- tert. -
p ent yI am l?—49 %)S:h gﬂx&tfpll%t’ rl'«? protons, 3 eﬁch&nge C;ﬁ?t%ns adxcdy—aéﬁ-—Cl-P ?4“<¥ ) _
5:M ZﬂS—ngB&OEm(nﬁlec[armm)mcﬂromnﬂd -Amino - 3= -¢hF oro -5 cyano i
. -phgggl_l ) 2 0- cycl opent yI am n% - et h%ol hydrochl orl de. lVl p 138 550 144C

. 1 (4_ Ammo,3-chloro-5-cyano { enyl)-2-tert. -butylammo-ethgnoll) syl .
-cyano-phenyl)-ethyl]- -

05 g of N-acetyl-N-[2-acetoxy-2-(4-amino-3-chloro
4 hour:at- 20°C with

- tert.-butylamine’ (mpl 160-to: 162°C)--were stirred
-+ methanolic -sodium hydroxide solution. Water was: ;'the ‘methanol was . - -
30 . distilled off in vacuo and the remaining ‘aguéeous - la r was extracted with- 30
oo chloroforim. ' The ' chloroform ‘layef 'was- dried over ‘sodium sulphate and .
_eva orated to dryness in vacuo. The residue was “crystallized from ' ethanol;
ammo-3 chloro-S-cgano-phenyl)-Z-tert ~butylamino-ethanol was obtamed '
“M.p.: 131:to: 135°C; ‘m:p. of -the hydrochloride: 204 to 207°C.": "

.35 .. Thfg ;'ollowmg compounds have been prepared analogously Examples 35
R ..'197 to RN RS
I (4 Amino - 3 - fluoro phenyl) 2 - tert butylammo - ethanol hydro-- '
' chlonde ' _
S - M.p:: 196 to. 197°C (decomp S : S .
40 . 1 - (4 Amino - 3= chloro uoro phenyl) 2 - 1sopropylammo ethanol 40
e hydrochlorxde : R . T T
v 1152 to 154°C (decomH i B L ST N
'~=-(4 Ammo 3 - chloro uoro phen )= 2 cyclopropylammo ethanol' -

.7 s ihydrochloride -
485 07 Mpatl175to-177°C (decomg
Cs o0 14 (4- ‘Amino - 3 ~‘chlore uoro phenyl
B - hydrochlotide - * - - _

PR Mp 206-to 208°C (decom‘{: Lo o _
S 1 = (4--"Amino - 3 chloro uoro - phenyl) 2 tert pentylammo ethanol:." I
.50 . - . hydrochloride . SRS
Lo " M.p.: 187 to 188°C (decompt% ST e

1 - (4 Amino - 3 - bromo uero - phenyl) 2 < 1sopropylammo ethanol T
- hydrochloride - . : R '

ert. butylammol- S

T Mp 171 to I73°C (decomH ' T
T 880 1 - (4 -Amino - 3 -:bremo uoro - phenyl) 2 tert butylammo ethanol... 55
R . hydrochloride L G
M p- 207 to 208°C (decomp)



10 1-(4- Amno - 3 - chloro - 5 - cyano - phenyl) - 2 - [1 -(3,4 -
nmet hyl enedi oxy - 10 phenyl) - 2 - propylam nol - ethanol hydrochl oride
Mp.: 189 to 192C 1 - (4 - Arino - 3 - brom - 5 - _cyano phenyl) - 2 -

i sopropyl am no - ethanol hydrochloride 15 Mp.:286 to 189C.

15 1- (4 - Amino.- 3 - bronpo - . 5.- cyano - phenyl) "2 - tert. - butylanm no
- et hanol - hydroohl orlde Mp.: 213 to- 215C I ~-(4 - Amno - 3 --brono - 5 -
cyano - phenyl) .- 2 - cycl obutyl amino -. ethanol 20 - . ~hydr ochl orl'd'e

20 M p.: 215 to.216- (decorrp Y. 1- (4 - Aning.- .3 5 - di cyane - phenyl) -

25 1- 4 - AmTp rigl t byl n :
but yl am no- --( et hanol O ; Q,I[-Jﬁr ge gly ﬂufrfp ?HXA % ecg 'BSIJ‘§IMmO -_-(4.__

Amino -.3 - trifluor oneMirgﬁI 164 t@h@ﬁsll@ecomﬁ)-- tert. - pe m-no - et hanol __
hydrobrom de 30 L- (4 pimi t Buorgsé& (‘E@c‘dﬂ'ﬁ“’)l) 2° cy&b’PPPYla"(‘Hm hprtlo -
Strifluo § '

3- chI oro -.% zopérlmm, i sopropyl.aning - -ethanol
M p. 104*[2-9 106 1 1 -((4i- AmnAm Bo cyand --5 om‘Ophenyl5 2t-risoi>iopyiaminrat—h3ﬂanel
phenyl) - 2 - cycl obut yﬂlysirﬁch’@ﬂde 35 __ethanol: hydr ochl oride

35 Mp. 17 7 t'."?o 178C1: - % ?LIL% tof‘iﬂyﬁrﬁ‘ decogguqrg hb@! 21& hFO tert ji)k}yafﬁ%ro T ;E‘gﬁa'ﬂéﬁ

phenyl) 2 ano

(deconp. ) 40 - -24Am>ﬂ4)‘5°C(3ecome)orm - 5.- trlfluorometh | -
phenyl) - 2 - |sopr0|!)y( RO = 3°C ngt phepyd) - m?lmlwmaeetmrwlhydpmowée1790
(decorrp_) : §4 - 'f‘m( Amnl;% %

butyl am no- - et anol p[p ﬂdéﬁ:to 149C" 4 mno - 3 - bromo - 5
- nitro .- phenyl) -. - (ﬂerl’emmo But shlerai- -rfo- c)@nmamb¢nyl)452 Npppylarnm -tethangl2 C,
Exanpl e 195. 1 (4- Am nol-1 - 5o tro-phenyl)-2-tert- but'yl-ani no- et hanol . :
2.9 g -of . 1-bg-am noy %ﬁmsn b) s2chabL. phbgl)¥2ankAObaYRMIRI- ctiRsie 5020
di ssol ved in. 15 m - of adlhydroqhtoende)f concentrated nitric acid and "~
concent r at ed: 50 st

pcl9Bde 1 €ne sol
80 to 85C and was t h Emﬁﬂ? ‘ﬁiyg ﬁegsgy?ﬁ‘tél‘%%%mr eqagdtmx*agfg{ a?&%?mmgme o

- tert. - butyldnino - et hanol “hydrochl ori. 48 225170 253C (deconp. ). 51 :

< phe H~- 2n'tE1rtO pen%hﬁﬂ?f& )ethan%l tert. 15

addi tion of am®ni a andwyﬁszzsubamaqaécbmpsxtract ed-w t h -chlzor of.orm™ The 25 -
chl orof orm - sol uti onlwéf‘s -wehiorp ywhit @vano’ gptieayd) driew - asatylaming -teﬁlamlyness B

in vacuo. The. t|tIe 55 y ' ‘Q o\ggesc ln? at ed by chronat ogr aphy using
silica ge] (eluent: ¢hl(4arnmmo 3 chide®- b y(iﬂlaebﬁa@mz cfdlobeatyRfachol-hagsiude

product . t hus "oldai. ned \Am;qucbbngstal I ized from ethyl dcetate. ‘M p of ; t he _30'_ .

1- (4- Ani'no-:3- bromo: 5- nli”r ?ﬁé?&”ﬁ, tert ﬁé/ mi;Nof Qanol “to.
- Amino loro ¢cyano. n ?l meth lene iox
152C. Exallpl e 196. 66 phenyl) - 2 fropélammo] -);thanol hyd’?jchlonde {3 - ’ Y-

(4- Am no--3- chl or o- 5- nltmcpqo tert.-butylam no-ethancl.  ~ 60

Mp.: 148-to 1880C: - p,—éﬁ? of-ribnbromo 5 - ¢yano - ‘phenyl) - 2 - lsopropylammo ethanol- . 35 n

1- (4 am no-3-chl or o- phe ? "qggt, but yl am no- et hano - and nitric
Alﬁa

acid/sulfuric aC| d apal@ Y {9~ &ﬂ’@l-Es -1955no - phE&&l) - t.ert__- b_utyla_r_n,inq"-
1 , 445, 740 B . ethanol' hydrochlonde - o

M.p.: 213 to 215°C. D 4

.1 (4 - Amino - 3.- bromo - 5 - cyano - phenyl) 2 cyclobutylammo ethanol
.hydrochloride S

. M.p.: 215 to 216°C (decomp.). ' :
1: (4 - Amino - 3 J - dlcyano - phenyl) - 2 - tert - butylammo --ethanol-

: .- '. 45 - - hydrochloride: _ : S , . 45

- M.p.: 251.to 253°C (decom )
1 -4 - Amino -3 - trifluoromethyl - phenyl) 2 tert -butylammo ethanol

hydrochlonde PR _ :

M.p.: 172-to 174°C (decomp)

hydrobromlde n :
- M.p.: 174 to 175°C (decomp.). '
L1-@4 hAmlmo 3- chloro 5- tnfluoromethyl - phenyl) 2 1sopropylammo -
. ethano

. S0 ~1-(4 - Amino -3 - tnfluoromethyl - phenyl) 2 tert pentylammo ethanol .. 5

35 . " Mp: 104 to 106°C. SRR ' SRR 55

.1 (4 - Amino - 3 - chloro 5 ttlﬂuoromethyl phenyl) 2 tert butylammo -
.ethanol hydrochlorlde B i ) -
M.p.: 205 to 207°C: (decomp)

1-(4- Amino - 3 - chloro- 5 - tnﬂuoromethyl phenyl) 2 cyclobutylammo -

'60.. . ethanol hydrochloride . o _ _ | - 60

o _ -1 ‘M.p: 177 to 178°C. _
N - 1-(4 - Amino - 3 - chloro - 5 - tnﬂuoromethyl phenyl) 2 tert pentylammo- o
ethanol -hydrochloride - : _ o
: 176 to 178°C (deeomp) ' '



f Exanple 197. 1-(4-Am no-3-chloro-5-cyano-phenyl)-2-di nmet hyl am no- et hanol
0.5 g of |-acetoxy-1-(4-am no-3-chl oro-5-cyano-phenyl) - 2-di net hyl am no-
ethane (mp.: 120 to 124C) were stirred for 1 hour at 20 in nethanolic 5

'+~mere addéd

"7 sodi um hydroxi de solution. Water was added, the methanol was distilled off
vacuo and the remaini ng agueous .l ayer was extracted wth chlor of orm The
_ roform | ayer was dried over sodium sul fate and evapor at ed.t a. dryness in
@\. 10. -The residue was dissolved in |sopropanol and the hydrochloel de of
RO 4;2 ‘am no- 3<chl or 0- 5- cyano phegyb,)(rZ di net hyI am no- et hanol _
'-'-"CI'ySIdI IILeu _L 1) audr oo IbUpTUiJc‘[IIUIIb ||yur ut,m U||C acrd
"M p. ﬁé 3 bro:tilo 3- tn{l@o%ﬂ% P! heoyl) 1sof>rop)rlanrunor S
S (4 Am n| ow"é‘pcy 3 (figg&d henyl ) - 2- di net hyl ani no- et hanol , 7g of .
"1-acet oxy—-IgAmam n3) Bhlmy»arso— trél-plmmol—)phemgd )--bﬂtyﬁmﬁiid-t’tgthﬁm no- et hane' wer e

- di s8ol DR8P O 155 sol ut
ere add émﬁfetos{g' PoEa\Rg‘? d?if‘o‘(}\)edzr'tttﬁns't e’ﬁcﬁg‘? Ii\ltﬁ?ﬂ?tjr at’ roersnO ! Ilgn

tenperature: ubsequently the reaction mxture was dil uted wi t h- sedgurat ed
“sodi'um. chloride solution and Ee‘;,;,ﬂag(;oed exhaustively wi'th, chl or of ot m The
-chl.or of orTiabless| wontainingya 0pnak hle(al-ammdcﬁ elﬂotrursmymb gshembrlmeahbtnyu de’ sol ut-fon,
_dril8d over apHrrhasel tydroshlgride evapor ated to dryness in’vacuo, A“bol ourl ess
Coil was 20 OBbhioRfsh: -

.20 Structure- estabirshed by NI\/R—-spectrun(CD) “OH 2 2- 2 65 ppm rrultrpl et [8
.:protons; ‘N-CH, anbtailet contgins: OH 4. 6-4.9. ppm nultiplet [4 protons; 3-
';___-exchange protons R&%e?ngléme%t‘l ppm rrul t| pI et balzﬁromatrc protons]

- Exanpl e 199." - lactose’ .- '

- 251%: - - (4-:Ami- no 3- mnttorsta:&- ano phenyl) 2- teBBO@ lmgtyl am- no et hafsol 0 5 g
of "N-acetyl - N-[2- #&Q ami.no-3-chl oro 20 ano- phenyl ) - et hyl- I
Ltert. -butyI am ne %°81u to 162 were strr? Yo

Por.- hour at 20 with.

. net hanol i ¢ sodi um hyerX| de soI uti-on. V\atertzmmgdded ‘thée nmethanol was 30

- odistill ed offin vacuo and the rerrar ni ng: aqueous | ayer  was extract ed with
30 ﬁ,hl or &f of Prens rofo s .dr i egﬁfier S0 |ur[1 sul p. ate and eva

~ porated tg¢ &_5: ga:ot mﬁ \g%gm gi!stn rom _hanol
- 1-(4-am igs golGt norme ed Gl latgé}eemvfnwgl anol was -

'obt ai nedéneﬁ;&-pze, S&@tqtteotlﬂw mm wei dmtdeat nacaoﬂrltm dg:;r:qﬂg’?%; 0.207. 35

- Theysfol | a “
f97 to ’Tsif" gﬂes“ﬂimé gﬂﬁgwmv%s gﬂpa }?éﬂ @P?P tertnpi butyl am no
- et hanol: hydr o- Wlaihlurqftibletv/lp 196. tolzmi@ (deconp ) 40 (4 - "Am no
" .2 3- .chloro - 5Pufkiyoro - phenyl) - 2- 7 mmy it opyl ani no - et hanol 40°
}_.""hydrochl ori:de - I\/lp - 152 t'o 154 (decorrp ). 1-(4 -Afino .3 < chloro - 5 -

" -.fluofo--phenyl)- 2- cycl opr op¥£l am n901 - et hanol . hydrochl oride 45 Mp.: 175

- 10 177( dRGHHIR) tablets ‘cont F LG amino-3-chloro:5-cyhSo-Bheny 21 N0 -~ 3 chl oro-
“5-fipuoro - 'ph@lgyf@;e‘i%n%ﬁ“egr tsv ? bu{tyllg?n no '-0 efﬂa?%le ﬁg-dr ‘ochl oride M.p.: 206

'-o

- Punch L e 7mm arched

to’ 208C(decorrp2‘ ' (4- Amno-3 chlora - 5- fluoro-
- phenyl ) - tert CORtAT N no - et hanol 50 o hydrochl or| de -
50.Mp.- 187 to 1B863§QQ6§]&[)30}3 contiuﬂ; AT RO - - brom) - fluoro --
o phenyl) 2 -.'i sopropyl ant no-- ethanol “hydr ochI ori de ‘M p. 171 to 173C
-_'-'-(decorrp ) ctive ingredieahi no - 3 - br ono °°§5 nf'gfl uoro - phenyl) 2.-
e Jactose- s 82.495 mg - 5
.-terr5 butyl ani nlgbtatoglta{.mnol 85 . 33.000-mg L '35 .
T . - polyvinylpyrrolidone T ', o 4000 mg e
' ' - magnesium stearate . . . ° © 0.500 mg
T | 120000 mg e
o Method ofpreparatwn B R T
40 * The tablet cores were prepared analogously to Example 200 T » 40 S
o U7 Weight of core: B 120 mg - Lo o

- The cores were covered accordmg to' known methods wnth a coatmg T =

. ..-cons1stmg substantially of - sugar and talcum,. Tl e R

. 45.. - The finished pills were polished w1th beeswax R A PP AR | SRR
o Welght of coated tablet: 2000 mg. . S



hydrochloride Mp.: 207 to 208(deconp.). 51

1,445,740 511 - (4 - Amino - 3 - brono
- 5- fluoro - phenyl) - 2 - cyclobutylanino - ethanol hydrochloride M p.
164 to 166C (deconp.). | (4 - Amino - 3 - fluoro- ---5 - i,0do - phenyl) - 2
- cycl opr opylam no - et hanol 5 hydr ochl ori de .

5 Mp.: 199t0 Zﬁlc(decorrp) 1+~ (4 - Amnor- 3 - cyano- fluoro-,'
phenyl ) -2 i sopropyl aim no - et hanol--hydrochl ori de Mp. 182 to 184C. -
(decorrp ). 10 (4- Amno -.3 - cyano.- 5 - fluoro - phenyl) - 2 .
tert. butyI atiss. no - -ethanhol. 10 hydroch,l“'tﬁr'l“ﬂe Mp.: 242 to 243C " 83
(decorrp) (4 - Am 1o~ 3 - cyano - phgaubk 202.2 - cyclobutylamno- -
et hanol hydr Obr oni deGihthe: caisll%Gm(tﬁiﬁiﬂ@ﬂw of. 1( mmo-3-eHlore-S(c;lano-phmM—tarﬁ -
cyano - phenyl) -2 - tb&t)tlammO-gbmoyl am no - ethanol - 16" Mp. 1 143C 1

- (4 - Arino - 3 - chloro - - glygrpo - phenyl) - 2 - propyl ani no - et hanol -
hydrochlorldeMp 187t01§’f’ 1- (4-Amno-3-ch|oro-5- .5
cyano -. phegyd 5 - 2 - sec. - ltcupsyleamnuams- et hanol 20 dihydrochl or| de ‘M P '
190 to 191C l - (4.~ Amn oro - 5 cyano - V.

(hydroxy -~tert. - butyl am nﬁﬁﬁ'&@?’ﬁﬂﬁ‘&l hydrochl ori de’ %ﬁ% ﬁg _ M,p. 3

228 to 230C (decorrp ). . corn starch . '60.000 mg 251 -
(4 - Amino --3 - chloro - 5 - cyano - phenyl) 2 S tert—o nty--l-a-rﬁ no - -
et hanol hydroc orid 0 220C (decorrp ) 1-- '( ) no"- 3 - ... &
chloro - - Cyg.kls’lO- - ﬁﬁ%lp?raﬁfée %ﬁ:ﬁ&c%&pﬁﬂhﬁdegnﬁﬁ% -w:tﬁtlha&m and(corn ‘starch . ' 10
hydr ochl 01:| de .30 M pand fill88 ifto gdldthe. capsules (oft suitaplaisize - 3 -~ chloro - 5 - cyano
- phenyl) - 2. - [1 - (3,4 - nedi oxy - pheny - propylaninol -

et hanol hydrochl oride Mp.: @ "Yﬁi"gZC 35 HOO E Amino - 3 - brom)'_
- 5 - cyano - phenyl) 2 .- isopropylam nEcampbtzoa.nol 35 hydrochloride -
Mp.: 186 to 189 1 AmoulesAmeggg&L ib}-bh@nmo -8 brorw%ﬂ'ef)ro- %mWﬂjﬂ buyl-_~ 15
tert. - butylamino - et¥HRGFHFRPLM pndGe 40 213 to. 215C.

-40 - (4 - Amino.- -3 - brormc,,mgosmo@yano - phenyl) - 2 - ycI obutyl am no -.
et hanol . hydrochl oride. Mp.: 215 to 216C (decomp.). 1- (4 - Am no - 3 5 -
di cyano * phenyl)- 2 - tert. la“l?ﬁPlflca?FPﬂb - ethanol 45 ©- - :

hydr OChl or i-de ' “Active mgredlent o B
45 M p.: 251 tm2530 (decorrpc)tnc (4 Amino - 3- tr|fI tmfromet hyl - 20
phenyl ) . 2 - tert butyI amS'PFP“m d?hOﬂ’}‘H‘Fochl oride. ‘mg 172 to 174C L
(deconp. ) (4= ,5 ririons % trifl g@romet Ryl -5 hﬁqu') Ce e
tert. - pentyl am no - et hanol 50 ‘ﬁy r obr oni-de M p : _174 to 1_750,_(d_.e_(;_onp___)__T_-.-- '
' Method of preparatiork . ' L .
25 The active ingredient, buffer substances and sodmm chlorlde were dlssolved 25

- _in distilled water and filtered sterile. . _
- 'Filling: into brown ampoules of 2 ml capamty ina protectlve gas atmosphere (N,) o
' Sterlllsatlon ‘20 minutes at 120°C . _

S ' ' g Example204 ' -

30 -Supposntones contammg l,Oy of 1-(4-am1no-3-chloro-5-cyano-phenyl)-2-tert- .30

: ' butylamino-ethanol.,.. . _ U
'.Composittan._ I

- 1 suppository contains: . -

AR . _ _Aetlve ingredient . C 001 mg R
. | o &?osntory mass (e.g: “Witepsol” W 45) 1 669. 99 mg : 35
S ' o 1tepsol” isa reglstered Trade Mark) i ) L
o ' ' a.'}l=.70,0-.00_mg
| 'Method of reparatton ' .
o The gnely pulverized active ingredient was stlrred mto the molten .
40 suppository mass, cooled to 40°C, with the aid of an immersion homogemzer . 40

At 37°C the mass was poured into slightly pre-cooled moulds N
Weight of supposxtory 1.7 g. _ L

: ' ' " Example 205. .~ = B
’ Syrup contammg 1 of 1-(4-amino-3- bromo-5 ﬂuoro-phenyl)- -tert -butylammo- B
- 45 : ethanol hydroc londe per 100 ml. _ _ . , .45



- (4- Amno - 3 - chloro - 5 - trifluoronethyl. - phenyl) - 2
-i sopropyl am no - ethanol 55 Mp.: 104 to 106C
55 (4 - AmMino - 3 - chloro - 5 - trifluo_ronethyl - phenyl) - 2 - tert. -
butyl ami no - ethanol hydrochloride Mp.: 205to 207’(decorr'p-._)".' 1- (4 -7
Am no - 3 - chloro - 5 - tnfluororrethyl - phenyl) 2 - :cyclobutyl am no -
_ ‘et hanol hydrochl ori de DT T ' .
I\/lp 177. to 178. 1- (4. - Amino - 3 - chI oro - 5 - trlfluoronethyl
SR enw) 2 - tert..- pentyl am n thanol hydrochl oride Mp.: 176 to 178
.- _'-'-_,de(,onp 55— Q45746 1445740 54 o
921 (4- -Anino” C",S"Pﬂsl’m"é)rm - 3-.- tr|fI uororret hyI - aph'enyl) 2 - '_
L sopropyl anmi no- et oride M.p.: 177__tq.}_-,_ 7_9 (deconp .. " (4 -
' "Am no = 3 - chI or Oﬂh_@ﬁﬂhfs%?%%ﬁl} phenyl) -2 o tert. -..butyl amno- - et hanol

IR p lmsalwwgmnt-f . 5 1-- (OGOOOOIAgnno - 3- brom - 5 - nltro
ph nyI) td ::"cc:c;jhtyl amno - ethd bl I\/€p ;151 to 152" Exanpl.€ 200.

Tabl ets cont a| ni ng;u @t 1- (4-am no- 3- chg 0 5- cyano phenyl) 2 t “'-'.'-butyl

10 o oo am no- c&tﬂgaﬂwtouhrygir ochl.ori de 'g- o _ S

g '_-'-CoerOSItlon : tal:g’%l ouines Actlve |%edlent S S T 001
~ngy | actose . istilled wa 1 49mhg 5 - pot ato

‘stan@h Meﬂ;odofpre aration: . 33. 00 ng .15 pol.yvi nyI pyrroli do ﬁ/b
4.00 mgy maé%%nébq)qj & eﬁa_qi d water were heated to.80°C afid Btk beayzdi@@ci@0 ny Met hod of

: prepar at'i a"ggaly thaf:l‘;" ‘ Q{’émong‘ft?mgéﬁw s‘éﬁﬁpa‘ﬁ, ydjsselyadoyr r ol i done wer e

.. di ssol. vedaad}d el mixtu : 1L starch was-
I honﬂ@eneoﬁmryd m)l st ened. W t h th| S soI uti on -The. noi st.-scr eeni-ngyyas carri ed
sout wi'th*a screen of 1,5 tn nesh- Séﬂ?% Subsequently the mixture was dried
Os 5=

.-"-'...3'-at 50 andchiied. HiblersS SonBAHH: ﬁye&' r@S %ﬁﬁu%%}ne%yl-#‘ie%ﬁmr mesh- si *Ze_ The

gr anut at e .t h2ierobitslaniiG olZﬁdrochloi‘iﬂ@( magnesru ate and
. corrpressed to for r@ot,,pgg;,,toabl ets. . 25 Nei ght ‘of ‘tablet: .
120,49 Punch: - coatd b -7 mm. flat Exanpl e 201 Coat . ed
“tablet's - contai ni: ng gpd o leﬁ“éfﬁtcﬁﬁta‘?schl or o- 5- cyano phenyl) 2- teﬁ@ - 80
- but yI am no- et hanOIActtve mgredlent - 0025 mg .30
-~ Conposi'tion: co&lc@éle | et” core cont ai ns; 82247i§_\/lﬂg| ngredl ent R '
© - 0.005 ng- Iact ose 301 s%g':o §5 -;—_dtlzato star ch IR
33.990.ny - magnesmm ste? upol yV| nyl pyr.r'o 1 lepn 4 000 Ny

magnesi um: st earate o 12 000 m.él 'VEt hoas of

“ preparat.i 0d49pre The’ tabI et cores V\/ere149r0§%atged ‘anal ogously to .’
sparation. .

.. Exanple: 218% The coated tablets werélgre}gﬁ"eg lﬂﬁal@ouﬁyp{o Example 200 AR 120 rrg PunCh

7 nm ar ched :
S - Example 207, I
30 Ampoules contammg 20y of l-(4-ammo- chloro-S tnﬂuoromethyl-phenyl)-z-tert - © 30 .
IR butylammo-ethanol hydrochlonde _ " e : L .
- Composmon :
1 ampoule contains' . TS -
L T - Active mgredlent B '0.'02.m:g: T
S .38 - 0 . citricacid L0025 ‘mg T35
S -~ sodium hydrogen phosphate L 15 mg R
" sodium chloride 46 mg - SR
o . dlstllled water = ad 20 mf .
o Method ofpreparatmn | IR _ : g R e e
4 Analogously to Example 203 o S s
- R, : Example 208 R S e
'_:--Tablets contamm 50y of - D- 1(4-ammo-3-fluoro-phenyl)-2-tert -butylammo- :
o ethanol ‘hydrochloride.: - _ _ -
S o _ 'Campo.s'itwn _ B TR R AR
S LT e iActlve mgredlent e 08 mg ' |
Clactose” o o RN 8245 mg :
~ potato starch S o0 s 33,00 mg E
.. .. .. .+ . _polyvinylpyrrolidone .. . . . - 4,00 mg T
50 A _--magnesmm stearate i 0s0mg L L sg s



The cores were covered according to known nethods with a coating consisting

substantially of sugar and tal cum 45 The finished pills were polished
W th beeswax 45 \Mj gh'r of coated tablet: 200.0
ny. . B3 . - - 1445, 740

53 Exanpl e 202. Gel atine capsules contai ni ng of

1- (4-am no- 3- chl-oro 5- cyano phenyl) 2-tert. butyl ani no- et hanol . .
Conposi tion: <5 . . . capsul e cont ai ns: Act| ve | ngredl ent Yl
0.010 ng.lactose, =~ . - A4S, -y corn st arch R
60. 000 g 120,088 otk prepa’. 3 BT

10 The act ot (h | d tarch
e active ingrec a':@{‘gﬂf ggep%ﬁeyagﬁ?qogﬁg E’fag‘%}él@'pgﬂl ec](c)lr InI Isngrc o

10 and filled-into gel at'l?"l
120.0 ng Exanpl e 203. 15: wegmwtaem :cont ai ni ng 19G:mg, .
| - (4- am no- 3- broono- 5-f | uor o- p_hmnlyl) 2-tert.-butyl- lﬁmarﬂano etharrol

hydr ochl or- de 'g_:orrp05| tion: 1 anpoule conh%lmﬁ (ﬁctl ve i ngredl ent . '
0.01 ny 20"" . Coated tablet§ | dontathi ﬂ: of D- -(4-ammo-3-ﬂuoro-phen -2-tert -butﬁ 5 mJ

20 sodi um hydrogen phospﬂnmb{ethanol hydroc lor1de7 5 nmg sodi-um-chl ori

4.6 ngdlstllled wat er - - © 2.0 m - Method of

preparation: 25 - . . - The %W?Vé‘ml ngredl ent, buffer.substances and

sodi um chl ori'de were di-ssol veldcoa®d. thlﬂetdio&;tédntﬁd wat er and filtered St eril e
Filling: -into brown arrpoul es of 2.mM ca aC|ty in a protectlve gas.- fo
at nosphere- (N2) Sterilisatior Ctgsg“’rﬁ‘?‘i'tﬁ’ s at 120 Exanpl es ¥me30 '_10
Supposi t oFi es--cont ai.ni ng. of stafghNo- 3-.chl or'o- 5- cyanas) nlgl) 2- tert B

30 but yl am-no- et hanol Conpoaromvm yrtolglumpos|’ tory CONt ai'nvo0 Mgt i ve :
ingredient . . magnesmm stearate rrg 35 e QSOO MESUPPOSi: tory S
mass (e. g‘-"thpsoI " W45)°  1°669.99 hg - "'Mtepsol "ois Ay
regi stered. Tr’ ade Mar Methdee;ﬁﬂztzﬁig Met hod of prepar atl on: The finely. =~ - 7"
pul veri zed ‘active i.ngr eEh%Wbleme%wa pespated apalogouslyrtd Example0201. . '
supposi t-ory.mass, .cooled.to. P’Lhe ai.d of an’ k rsion hom)genl zer.

40 At 37 .t he mass was poured m&p S ghtly pre- cool;eqh L}Qa V‘él ght of
supp05|tory 1.7 l.e 205, ‘Syrup contal ni ng

1- (4-am no- 8- br2@m) 5 f | E sting sﬁﬂ%&c p sugar :rféq?gﬁm #Tf“?)msltquxsllswggrea H%loggmnm 2..0

hydr ochl ar i de per 106,“ beeswax ed 54
54 : :
Welght of coated tablet IR 2000 mg
. o Exam le 2i0, T T . R
25 - Gelatme capsules containing 25p of D- 1-(4-ammo-3-fluoro-phenyl)-z-tert -butyl-. . 28

ammo-ethanol hydrochloride.
'ComPo.ﬂtwn ":
1 capsule conta"‘s-'"

: _'Actlve ingredient . 0025 ‘mg

S ST lactose = - 59975 mg'- 300
| o ,12._0,000 mg

Method of preparatton
Ana ogously to Example 202

R 5 Examplele T g

; R Co Ampoules -containin % 20y of D- -(4-ammo-3-ﬂuoro-phenyl)-Z-tert -butylammo- '
T ethanol hydroch oride. o o I
. Compos:tzan _

| -1 ampoule contams

e | | Actlve m tedlent _
U T UL eitrie acic SR

* sodium hydrogen phosphate .

sodium chloride =~

- .gdlstllled water . . ad

45 Method ofpreparatzon : L o 45
. Analogously to. Example 203 T AU T



Conposition: 100 ml of syrup contain: Active ingredient

0. 00001 g benzoic acid 0.1 g5 tartaric
_acid 1.0 g sugar 50_0Q g,
i orange fIavourrng 1.0 g red food colourrng 0. Q05 g

- Aistilled water - "ad. _ 100.0. nl:10. . -Method of preparation:
" (Z\ ccessivel y therein CoAfter coo| i 2& to room tenper at.ure,. the ] avour i ng
W R d and the. xt ure. was 1

15, - filtered. - : E_xample 212. g S .
15715 Exaﬁtrpp@tori_b@@ommm 1o Bt lef S

\j About 60. g- of di stilled wat er- Were heated to- 80. and the bemzoic acid,
taric acid, active |ngred| ent, food . colouring and sugar. were’ d¥ ssol ved

T 10 fhp glvep vl LB, TR syrup was

*

- Ma E

Qﬂom plgnﬂ) 2-te11 -butylammo- x

1 (4-ami no- stbeﬁr'd%mshl?r l.uor orret hyl - phenyl) 2htert -~ but yl ani no- et hanol

- 120. 000Ny Met hod of prepar ation: The coat

~anal ogousj,y, 10 200. Exanpl e 207...3(
|- (18- am no-

~ . hydrochloride. cgmpggm;psr ition: 20 - 1: - 1 coateq
. tabl et core contains: L 20 Actlve ingrediept™, -
- 0. 035. my | act ose ISUPPOSItOI'Y Contams S 8247 ny potato st r’eﬁ{ e
~.33.000 - "ng’ pol yvrﬂyﬂl@%grgu,é,gone 0054,,3000 gy 25 CL
" magnesi-um st ear at uppository mass = - - O 50069935 mg - ' -25

S were prepared .
RUARoul es contai ni ng f '
-gxa,hll,umorret hyI phenyl) 2 tert.-- 30 .- 10 - - .

o butyl ani no- et hanol hydroc loride. Congaosr ti'on: 1 anpoul e contai ns Act_i ve

| : I ngredi ergyrup contaming 25;: ofq}?-%m rﬁ"f flg%ro g}hglydm-tﬁrt dbru oylfﬁﬁl}ng ht%a (fl d

2.5 mg " hydrochlonde per 5 ml.

en phosphate. 7.5 ng

- sodi.um chlori.de : 46 rrgdrstllled wat er .ad 3 " -_2'.:0 m
“Met hod of prepar a(—'vms'tiem -~ . Anal ogousl'y’ to Exarrpl e 203 P

-40 ll_%,xarrpl e 208. T%bl ,gltgf gﬁg c)ghtg;nng of..

~‘Conposi tion:: 45 Active ingredient 1 't abl et congg‘MBg |
E ' 0 rrg Iact 0S€

D- 1- (4- am no- 3-f l.uor o- phen 2-tert. ~buty| ani no~-ethano| hydrochl orrde

=
.

45 Active ingredi % oic acid

. -82.45 ng - - pot atglgfcamh : . 500 o 33 00 mg
: '.polzow nyl pyrrol T donegeflavourmg PR 4 00 rrg 50 - - . zorragne5| um
" stearate i red food colouring - ) 50, g 0.05 g " '50°120.00 ng + 55

:1, 445, 740 et hod S‘Ft'lfffle'ﬁtﬂatlg ~ The tallngts Wer e prepar ed anal ogousl y to
' 'EX&TTD| e " 28hod of preparation: S

. - . Analogously to Exa:ﬁple 205 e _ .
.';,25 " WHAT WE CLAIM' Is:— " - S T O 1 1
: R W Compounds of general formula _ The e T T T

G | Ve
B R CH—CHy—N . .
Y %
"~ and OXazolidi_'nes:?:t_'her_Ebf of general formula _ o . _
D /&\Rs o (Ia) . o ”
. 30 . [wherein R, representsahydrogen, ﬂuorme, chlorme, bromme or 1odme atom ora - 30 R
. .cyano group, R, represents a fluorine atom, a straight or branched alkyl group o o
. containing from 1 to 5 carbon atoms or a hydroxyalkyl aminoalkyl, - o Te

dialkylaminoalkyl, trifluoromethyl, alkoxy, nitro, cyano, carboxy, carbalkoxy or
: ‘carbamoyl group, R, and R,, which may be the same or different, each represenits- - . . . .
35 a hydrogen atom, a stralght or branched alkyl groug contdining’ from 1to 6 carbon .35
- . .atoms, or - a .hydroxyalk aﬁ( -cycloalkyl, cycloalkylalkyl, ‘alkenyl, alkynyl. or = .
- optionally -substituted aralkyl group and Ry répresents a hydrogen atom ora .
“straight or branched alkyl group] and acid addition salts thereof.
~ - . " 2, Optical isomers of compounds of general formiila I'as defined in clalm 1 S
40 - and physiologically compatible acid addition salts théreof. . 40
R . Compounds of general formula I and .oxazolidines thereof of general' Lo
formula Ia [wherem R, represents a hydrogen chlonne, bromme or lodme atom or



1,

PSR B

V‘él ght - of- tabl.etf:

ITar T e - - . ' -
5 Coatsd-—t-sab-l-e!é-e-ue-em—a-r-m""- o4 VU - z‘"‘“”h
D-¢- (‘11 ami no- 3-f | uor o- phenyl) 2-tert. -butyI arriﬂ%e—e{—haﬂel—hydﬂr—ea%l—oride -
npogition: | coated tablet core contains: _
i nigr efli efit (y... - 0.025 ng - MIMIMM m
82, 47% Y tato starch : yrroli done
4. D004 ggnesi um st earat e : 500 15
120 O%rorg 'L'. Séf\ﬂ n'F 'nr ngr ai‘lr\_n 1445748 rrg
15 Th tabl et cores vvere re ared anal oBtunpley2120 Exa | e 201. V\él ht of .
core: $ ) Sup_pg tqqré qﬁ 1g 50p of D-l-(4-am%1%—3 ﬂuoro-prlrepnyl)ﬁ tnm—blgﬂ@glgg]- 20
The cé)r es were coveref By i"?ﬁg‘"@& known nethods with a coating 20

_poti shed. wi t h, beeswax. Wi ghtof -coated tabl et: _ 200.0 ng Exanple 210 ”

[

consi Stl ng substantially ofcos.ym{o,,and tal cum The finished pills were

25 | Cel atihe capsul es cOnBPSIteRy copfpins:

D-1-(4-am no-3-fluoro- phenyA&wg"{gFeﬁEm— butyl - 25 am no-ggshgpol
hydroghl ori de. Conposi ti on:supposities ilag cont ai ns: Act | V@99. mmgdl ent

0. 025" ng 30 | act ose 59. 975 ny
30 corn starch of areparation- 60. 000 ngy 120! G%OOnﬂgwm hod of
prepar ati on: j¢gAnal ogoug y{ﬁo{ gﬁhﬁ,;@z 35 10
Example 21 1 l35 Anpoul es contai ni ng 20 of
D-1-(4-am no-3-flugro- hen Exagp ano drochl oride.
Conposi tion: 1 anpg ﬁ%%i’fz '(4'am‘"°' "°'°'&'°"ﬁ£&£f°f'vgut?'lﬁ q@ﬂ :
002r‘rg CItI‘IC aC|d 2.5 ny
sodi. un hydr ogen phosphat e Comi’oﬂwng sodi um chl ori de - 4.6 ny
distitled vva@ r. . ad 100 m’l s ru4<.5ontam Met hod of preparation: 45 5
Anat ogously {0 Exanpl e 203, g& yiup
1, 4.45;E 740 - Actlvemgredlent 56 EXa)rmOSEgZIZ SuppOSI tories
containing of D 1- (4 ani nd’ﬂmq glgro phenyl-) - 2- terotl -b@tyl aniiio- ethanol .
hydrochl oride. Conpositi on:t su l. pposi tory cont 35 ctive ingredient
0. 05, irg suppg;;l tory nmess- orange flavouring .1 699. 19)5 1 700.00 ng Met hgq o
of, pr gparation: 10 : rﬁwﬁ)lodgdumhqg to Exanpl eOZD4 S T
_ 10 :—- . . : dlstllled water ml_. - _

L . Méthod of preparation: o '

Yy a.{ Iéofsly to Example 205. . . _ _
Y " 'WHAT WE CLAIM IS:— . - S 25

' l._Compounds of general formula . T -

: o ' ' R - - : :

5 S : ’ -k g:"c”z—”<3 S o ) L .

o o o I;( Ny S |

; : and oxazolidines thereof of general formula

& /)'\k, o (12)

“* R ”2” . n . .

} & o 'S

30 [wherein R, representsahydrogen fluorine, chlorine, bromine or iodine atomora 30

cyano group, R, represents a fluorine atom, a straight or branched alkyl group
. containing from 1 to 5 carbon atoms or a hydroxyalkyl, aminoalkyl, ..
dialkylaminoalkyl, trifluoromethyl, alkoxy, nitro, cyano, carboxy, carbalkoxy or
: carbamoyl group, R, and R,, which may be the same or different, each represents
35 a hydrogen atom, a straight or branched alkyl grou i;;v::ontammg from 1 to 6 carbon 35
atoms, or - -a hydroxyalla(jf cycloalkyl, cycloalkylalkyl, alkenyl, alkynyl or
optionally substituted aralkyl group and R, represents a hydrogen atom or a
straight or branched alkyl groupl and acid addition salts thereof.
_ . : 2. Optical isomers of compounds of general formula I as defined in clanm 1
! 40 - and physiologically compatible acid addition salts thereof. - 40
. : 3. Compounds of general formula I and oxazolidines thereof of general
formula Ia [wherein R, represents a hydrogen, chlorine, bromine or iodine atom or

R T L



Exanmpl e 213. Syrup containing of
D 1- (4-am no- 3-fl uoro-phenyl )-2-tert.-butyl am no-et hanol hydrochl ori de per
5 m. Conposition: 15 100 m of syrup contain

15 Active ingred ent 0. 0005 g benzoic acid
0.1 g tartaric acid

: 1.0
r52d0f oog ggl our |’ng-‘ '.- ' or aggggl avgu([j: Q?I I I ed . wat Jel“llll I"!LLIIIH""I Elwzo

m Met hod of prse aration:. Anal ogousl y to. E{@gp)‘;@ 205 25 : V\HAT \/\E57
CLAIM S -  w . a5 1
Corrpounds ‘of generala¢)@n ,chamresemazﬂw er?élfr"? B?!OGFt P&FCM‘E‘B‘P mul a '
0- 30 i [wherein &P W%?J?g'l"%ﬂ%r s 3‘3@{ ke
i odi ne ;at.omor -a 30at§1¥ BistiotlAlGUlbstitut @PSyC Bydl ardyaealan @mup am&tumag ght

or branched al kyl grfoem 3cttnn5 aauhpngtonfsra)rs& %’l #—medly&ngﬁqé?mnmsgmp group; R, 5
hydr oxyai*kyl.,_ am noj‘gek igpents repregents| v\}i é‘%}l '
nitro, cyar 0 " ear bo ch&&%%lconﬁmm ca ,msﬁy h@ g’ a’ll?"m b

t he sanme or d| fferent, 4ea(qb1aﬁda etﬁfeﬂisanéi'BofcompOLmd tbrmmarhasdaafistdml ght

or branched al kg1 gr'é%m‘?c mhym’l jcally spmpatible ldc ﬁwn 0.
hydroxyal kyl,” cycl o. lﬁﬂalogn- C é@'ﬁ ﬂ' gﬁ;‘ﬁ ‘“°'r$é'%5’gt |a(5'ﬁal ly
substituted aral kyl min -chﬁWS-Syaﬂo nge&t qmnﬁﬁo-ahﬁror alaght or
branched- al kyl gr oupl}hyauldglmllyctomdmblqmdadsiaiomssalt tjcal grrers 15 o
of conpounds’ o5 genegal’-f ol-fminp-3 gﬁlﬁ?ﬁhﬁ“ﬁ)31h§£@‘?"3'1?6“"°‘et5"r?8' _, a“ R
physi ol ogi cal ly- Conp% ﬁl'oé &'n{gncﬁgt Sﬂooﬁcy% ﬁert £X-86Propylamino-ethanol and 40

3. Conpounds of - geneplrykrotbglcamlcamba cid diisitberedther eof of gener al

. -bugyl i L
formul a Ia [Whg& ein phrysl logrcﬁltﬁco::gaﬁﬂ'd acrﬁ%ﬁlon sa%?qrt ?r%sf ¥ enﬁrh)eetapnq Odpﬁe 20

atom or 1- 4-Am1no-3 bromo-S-mtro-phenyl)-Z-tert -butyimrﬂlﬁﬁetﬁﬁgl and B
56 Exanple 212. SUppﬂ@krhl@érbﬂS compitibleaciiaddl tlon salts thereof.

D- 1- (4- ami no--3-f | uor g- geny 1114 Antipe-3-flupne Zﬂertebmalﬁmmmy'@ﬂwhl @Pﬂde T
Composi £ 1on; 5, Pkgegiaty s Sl Erﬁ” i ns: R
5 Active ingre Tent ny supp05| tory mass . .

1 699.95 ng 1-700. 00 m}, Met: hod of: prepar atl(z"f] 10 R, Anal ogousl y to-
Exanpl e 204. - . | —o=N, - Y Exanpl e 213

Syrup cont ai ni ng of ‘D : N _

- (4- am no- 3-fl.uoro-phenyl ).- 2-tert. -butyI akpi. no- et hanol hydrochl or| de per
m . COTTDOSI tion: 15 and oxazohdmes thereof of g&Rralformilasyrup cont.ai n¥ '

15 Active ingfedient R O 0005 g benzai c aci-d .
0.1 g tartaric. aC|d o 0"— sugar L e
50.0 g:20 .. .. orange. f1d \,3 _._‘(I',,i_,. 1.0, ¢
20 red food" colourlng o - 00,5,,
N - [wherem Rl represents a hyl;irogeﬁl,dch%ﬂnne or bromtme ato}n, Rzl r:pl;esczrrzgs;) !al e 30
PR traight ranched a oup-containing from -1 to : ) -
- ® : fluorine atom, 2 straight, of afky%;mi‘r)loalkyl trifluoromethyl, alkoxy,

atoms, or a hydroxyalkyl, aminoalkyl, di:
" ‘cyano, carbor)(ry, ca)rbalkoxy or cargamoyl group; R, and R,, which may be the.
-'same or different, éach represents a hydrogen atom, a. straight or branched alkyl
... group containing from1to 6 carbon- atoms, or a cycloalkyl, alkenyl, alkynyloran . ..
. '35 optionally substituted aralkyl group; and R; represents a hydrogen atom] and 35
: : ﬁysrologlcally compatible acid ad ition salts thereof. S
Optncal isomers of compounds of general formula _

-nu B .
S

P .. [wherein Rl represents a hydrogen, chlorme, or bromme atom Rz represents a. o
S 40 - fluorine atom or a trifluoromethyl or cyano group; and R, represents a straight or 40
' - . branched alkyl group containing from 3 to S car on &toms or a cycloalkyl group
- containing from 3 to 5 carbon atoms] and physwlogrcally compatlble acid addrtlon :
. 'salts-thereof. .
l4 Compounds of general formula

W

S .z"__& o



distilled water ad 100.0 m Method of preparation: Anal ogously
to Exanple 205. 25 VHAT WE CLAIM I S: .
25 1. Conpounds of general formula and oxazoli d| nes thereof of general

formul a 30 [ whererATepresentsa hydrogen, TlTuorine, chlorrne,
bronmine or iodine atomor a. 30 cyano .group, represents a.fluorihe atom a

- _Staight | group,containing from .I: to 5 carbon atons . or a
; _-h‘:’.'roxyal Iﬂulﬂlmmnmnum di-al ' kyl am noal-kyl , "trifl uoronet hyl ) al* kexy,
_@\ro cyand’ carBoxy, Carbal koxy. or carbarroyl group,. and , which: rray be

hhe Bane orodifferent, each replddsidds 35.. -a hydr.ogen .at o 58a- stral ‘ght
“lor brancheg &mﬁh,n&r@%om%géralmuflgomt to 5 car; bonr 435-atons,- or a-

“hydr oxyal kyl , ~cyel oal kyl, “cycl oal kylal kyl", ‘al'’kenyl ;’ j-’f<ynyl or. opt iorally

- substituted. ar.al kyl gr oup ‘and.. repr._sents -a-hydragen: .atom ora. strai ght or
- branched.:al kyI group . and-.aci.d-addr rolts P]Its t-her eof ;= 2, Q)tlcal ISOFTEI’S
-~ of - conpounds of- general for Mlea ef i’ ned in-clai mI 40 o and
o .phy5|ol ogical | y° conpatlble ACH o :

- |t Fon-salts thereaof: S 40
- ~3. " Conpounds:- of . gener aI for TUH § and oxazol i-di hes: ther eof of gener
- formula I'a [wherein ents a “hydr.ogen; “chl or.j-ne;- br om ne or i Od‘l ne
. atom . or. .[wh 9in Rl represents y rogen, fluorm ;‘chlo ne, l’)romme -Or- 1o m
ya o roup; R, represents.: a ﬂuorm om oracy tnﬂuorom
57 & cyandalgfial eanqn @sertt ?ep?es yerstrtegh rBrQrfch@d 50m%‘t hyl nitro
or. .cyano @it : an\atmdphatallyst&smmdhydh eryl ja_repr esents a

~fluorine: -' PHPecasAinn fr3'!’r3a g’hﬁafbﬁn #p Mﬁedcygtortlg p cont ai ni ng
- from3 to';{fu Mol ypheny Ry B ’ﬂﬁa @ group a

cycipal ky; stmgm rmrcnadnal grou contajrﬁrfgﬂﬁ'é}n t10to%s eaalsdmoatoatlcyﬁa or
hereof. . {IﬂsEr esents a- hydr ogen _

. 3,4-neth ha'ﬁ
ot om an)dmlanrn 'ﬁ%%lﬂ:én i} 2 gthey tharg SPmsSHAched - al ky!l

.. group ‘contail 1rel oem Suads nC‘cPdi moaiepmtmcmhmrtptm%sal 'y conpatible
_aC|tbaddlmdcﬁnasslah'etussnehﬁp@bfdxscwsedd(+ 19 - ) st er-eoj somers of - tonpounds of
general.. for ompoyads,asy claimed. “rf 3and Tt 3B ifical] ‘gd gy&ss-otl og| cal Ly~
sascalm osecalme cjaims

om H'r 4otl%erthan
-corrpatlblnaqre P SHLLiTLANY ooy er R
- 1-(4- Am no- 319br\omeé§s i‘druhe (pr hﬁﬂyd Pf 2orhyiuhds- dsngefyérammﬂuletlrmnol . and '

- phy2 ol ogffiasd ip daimpaviigh eormtse rggusing otpmpgpndsoffampidnf . 6. - .20 -

~1- (4-Am no- 3-chl or-o-5-cyano- phenyI) 2 tert.-butylam no-ethanol. -‘and* .

- physi ol 0gi. cally conpat i bl e awsjel_additkdl sal t's thereof 15 ST
1- ({4~ Ami-no- 3~ fI uor 0-5-i odo- ,,p, 0y ) - 2-cyRl-opr opy am.no- et hanol - “and. 15

‘physi ol ogi cal Iy conpatl bl e- acig addition salts thereof T LA

- 1-(4- Ami o 3- ffl T no 2-1S0 ropyI am no- ethanoI and .
"~ physi ol ogrigEn LRy t%rr;?rgf‘ It B e
- 1-(4-Ami rpocsSndé dllla(‘syiﬁr&ﬁ ph‘en l er Je ‘éﬁ?ﬁé" efhtg‘hﬁllthe and 20 :

. phy2s ol og| céill eﬁswbﬁreedammdhmddldnctaim salwmretnhﬂé eqdliction s 25 - .-
20 10: - g' rﬁuﬁte@p '@ﬂﬁ metal rdridgy ?luzﬂftl‘éﬁtlsoptﬂnt’yﬂqamno et hanol "and
© PhySi ol 001 CAbTA Eban s BHSS: by @tihd Do i L Cfcichls :

- 1-(4- Ami rpgeeed htuempe rpioes filojn- 200 @ip tio tHatHojling pbinDofAh t used L
" phy® ol 0Gj:f; dl’g L\ rlyfera " prepargion; efpcomponnds tof @eunodl foila T as '. Al
.. Coipounds: ffe eﬁ:er m 1. f”ldlrc §pgprises: reducmgacompound of formu}a o 25 and

:”-oxazolldlnes thereof of - general fornula [mhereln -represents a-. hydrogen

__'-_fchl orineor bromine - atom - RR_KERs-RBEM s’ a 30 ) fI'uorine atom-a straight
~...of-branched al kyI group cog 14g) ng__,' Wl 'to fuﬂcar bon - 30 atom; or. a
~ hydr. oxyaI kyI ~am noal kyl f"a Kyl ari .noal;kyl.‘,' trifluor orret hyl , al’ koxy,

f'*cyano carboxy, carbalkoxy or- carbanoyt group, -and - whi ch: naybe t'he sane

75

or dlffer(t!;}fe' d # e@ﬂ%dﬁin ﬁc . ErPfeG“SQ‘Ffals mntor branched al kyl
gropp contaldlip a?ft"ft‘ ch b %‘mg

%%@%3 adps - kgny!l
.or, an. op |on y S hstl"t ra group, and represents

"':'_"a hydrogen atonj and 35" co‘atl l&l a addrtlon salts thereof 13 A
- Opti cal i sorrers of con‘poundls gﬂ gen a\\&f or: rrul é‘” S L S

(wherem R,, R,, R, and R4 are as deﬁned in clalm l4) in the presence of a solvent e e
.~ - 25. A process for the preparation of- compounds of general formula I (wherein
o R1 represents a chlorine, bromme or iodine atom and R,, R, and R, are as defined T
- 40° . in claim | with the proviso that R, and R, cannot represent alkenyl or alkynyl SRR ) RN
o groups) Wthh comprlses halogenatmg a compound oF formula . IR



[wherein represents a hydrogen, chlorine, or bromne atom represents a
40 fluorine atomor a trifluoronmethyl or cyano group; and R3
represents a straight or 40 branched alkyl group containing from 3'to5
carbon atons;or a cycl oal kyl- gr oupseontal ning - from 3 to- 5 carbon atons] and

physi ol. ogr cal | y. conpatible acid addition sal ts ther eof
gener al ‘fornmul,a<45.. * C L M S .*- ll m H II O

oxazol i dirness t hereof of general formul a- [vvherer n repre

hydrogen, fluorine," chl orine, “brom ne or i odi-ne . at omyor-. a. cyano gr oup,
represents-a f[ é%rr ne atom'or a:cyana : 1 r i bI43AAQ) et Ayl Rl e e ar B9

di al kyl.am noal kyl grbu‘p,;_rr epr esents a strab,ght or, branched al kyI group e

5 containing fromi .to.6" carbon atoms opt idn -@tyed by a hydroxyl :
group, a cycl oal kyI group -contai ni-ng fr itons, . or a

cycl oal kyl.al ‘kyl" ‘or. (rret hyl enedi oxyphef’?ﬁ'/ --a’l_'kyl' . gr oup r'epr esents a.

hydr ogen- at om or ‘an“al kyl ‘group containing froml.to 3 carbon. atons;. and. R
represents ‘a« hydrogx@mﬂatnam Ria re)hx)@ﬁﬁed iInWaﬁ)@ﬂpﬁﬂuth)d proasnﬂlataktchnﬂm)n Lo
salts thereof. rr eﬁstaik@gwgl Kynylgr E%PPBF aF egéetd R
t hose: cl ai*med |§1 cI §Q ‘r’f‘lf‘éﬁfs injcgioy ypind ‘TV“ﬁt"gdﬁ (] "ﬂ‘a‘e 5.
16. Conpounds ‘&s cl al alaarua.aaeatimanmtﬂsancranmewrdrah tiRChaiogeralio #5 5
and 6 as herein speceft;:teé_l Wyh delrkuing,s éhdomine, iodine, - tribromophenol hypobromite. or -

15 17 Cohpounds as c'P e £ sed.

5, ot oo b AR AU P

I | as herein speci f(llgamla(lpdicesshs)cstﬁdedﬂ:&lm mmesﬂlehenwmhalqnn@pmatumn of -
conmpounds of ‘general a | as ai,m 1 -
conpri ses reducing a, @s‘ratjri‘}'m g'tong'o?{:c{;‘ms isqﬁébrhﬂﬁﬁ’e &rhac“ omhig are -
as defined in gdaim ffe 314 spr@@mﬁepa&ue ‘af doaounds of RhéraltOmuiel(@hdteinhe 15
reduction is effecteBt.nepreselnea hlesméar@ﬁmaatgmlandam,R;@@R‘areasd medmctanncess '
as claimed in claim h f%‘g:cl‘]}ﬂf’ doatlix lg}f‘ I ’g’m alkenyl or alkyayl érquet?t ed

by neans of a conpl eX e "i'ph & umn um i sopropoxr de or -

catal ytically activated hydr ogen. 22. A pr ocmss as-gldimed in any of cl ai ms
19 to 21 wherein the reduction is-effectgea rﬂ eraturea’mfrom 20 up to .

t he boili ng poi nt of 'the ‘sol'vent ‘used., 38 . "~ - L2 A process for the

pr epar atijon of- corrpounds of: general fofrrua N as 30 defr ned rn cI ai-m 12

whi ch corrprr ses reducing:a corrpound ef for rruI a wher
defi ned ‘i ncl aifh 12)(“fhﬁr°E“n’éz il ‘Z‘Er £°§F§ p?“dta@e 0.
preparat.i- on- :-of corrp A@‘f ?n °r ;ﬁ% % :fp a]fBr @](Whé;&nwhl ch :
conprises r educr ng aRp.e 6sch chforih a, me or iodine atom amBRz, Rjare wrdefinedr e as
defined in’clai'm 14) rnrplet-¢1el4pwblslen@repre¢s kaloggnajiag e copgound %f@é’é@s for '

t he' preparatr on of .conpounds of general forny,l a.l y\,herel n represents a
chlorine, bromne or. iodine-atom ‘and:-an -'-ar.g,.aKdefl nedgd0:  in clai m25.- a

11 with the proyi so that R3 and ‘R4 canno epresent"4al kenyl. or al kynyI
groups) .. .which conprises. hal ogenating e npound of fernula. 59 . -

1, 445, 740 (wherein -and_ .are-as defined irf claim-1l w th:the proviso- that
cannot represent al k@)ﬂ emolﬁ "Rl KWK*argraﬁ)U&'ﬁl}:anﬁmnmy ﬁCtﬁSﬁrea&cé:bﬁt sadebni. n '

cl ai m 25 wherein .t he reactnpmcesssfo Heeprérachtion of the dptical fromesipie CGWP@Pf‘éoqfvent o
5 27. A pr gcess as cloemtrfed |n cI ar m 25 or cI aim 26 wher er n the haI ogenatr on _'

i's Illll .

é'_‘"’_'(,, ur | |

30 o (wherein Rl represents a chlorme or bromme atom and Rz and R3 are-as defined in ... 30 N
¢ . 77 ¢laim 13) which comprises:chlorinating or ‘brominating corresponding optical :

isomers of a compound of formula I (wherein R1 represents a hydrogen atonr and

R d R, are as defined in claim. 13).
S ar314 A ‘process- fot “the- preparation of -com ounds of general formula I as

35 ) defined in claim. 1 which comprlses spltttmg of one or more protectmg groups g _35 S
e 'from a-compound’ of formula o ; o S




.. .preparati on ;7

7 to-37 wherein the reaction- |s

effected. with chlorine, bromne, iodine, tribronmophenol hypobromte or
| odosobenzene dichloride. 28. A process as clained in any of clains 25 to

_..21 wherein the haI ogenatlon is 10 effected in the presence of a
"_,""tertlary avy netal oxide. 10 29 A process as clai'med
in. in the heavy netal oxide is nmercury (11) -oxide. 30." A
| ﬁm@ ' ,{"l, f clai.ns 26 to 29 wherein the reactjqnis -

omO to 50 15 31. A process forsthe”
_paratlon of . corrpounds of genq:mj-mi)or mula.l (wherel n 15 repggsents a

I'(dd(J m12W|th

© 7 chlorine. o tomana ] _
" _the provi “éafﬂﬂ‘f: E’%ﬁ%ﬁ?‘ resen ﬁ?ﬁ pgroups) whi ch
. Conpri sesg; f; pmtec grou re| n and are

‘as .defi nendmnmgmhraom asZieﬁnddhn tlain foom.,mmﬂtuzﬁovmnhht at [243t ROt represent.

:_ al kényl ohe gk (o) eSepts rmof oup, A p¥ocess:for
~the. preparrr@s%? %ﬁf# e W e&s’“S&‘"ga‘ﬁhﬁfmf“b‘r%‘f“Q“I's ?W ‘r?zreprese.qtis a
~“chl orine; br36m tbceksas euanarammmdlammd»he&mexaqmafuﬂnmhw cl al—*Pqu14)
whi-¢ch co élf@%@ (34 rr%% o)un@l @roupG) ron| X @Brefts( mher ei-n“and. “are
~as Wetind n Ry YA} ¥IrqPy %érft@etsfpf%“%s\s@ﬂ?sessm pr ot®ss For the
' i eﬁ%élﬁﬁl‘.d fn%mWOthanﬁlSMEp@ﬁjﬁdY %d/t’%,gygih?nsg |32 {wherein
It

repr esentoma;oe formaladV- r&]fraeit(w(aﬁsdhﬂyl p(s)%!ﬂdtheég'g@o@Sa 30 claim
13) vvhr chofE| ?865@!3‘1%!“ n ~or bropi nati ng correspondi ng Ogbl cal

isolers ofgedoh i&%@@’” a‘,T of claje s %hi  Whersiy 8 é??t’%m’alshydr en atom

.and and .. ar B92& peReds'H Qtidﬁ*of rol Aot Tt DS el BimliBe - PT epar ation of
_'corrpoundswlufh eslwﬁmnzmﬂf and oo otectmg gebabs fred aldompbtaidmfl whi-ch :

S conpri ses°§‘p‘f tting off one or nore protecting groups .35 froma corrpound

- offormula x- - 11:1 = - 445,740 (wherein . and are as defined in tlaim
.1, Xrepresents a protecti ng grouﬂ for a yhydroxyl group or-.a hydrogen-.atom
- reppesent's ‘a ‘protecting grotprio éi'rn“a u!group ‘a- hydrog(e -atom

© . an represents a prot ect iyigyay -p for ar"F ‘am no. group or i's as efiined-in
~-claiml for .with the provis gphat at .least one of 5 - ‘the groups« ‘and
.-represents orne of . th above |de{!ﬂ§‘ |ed Frotrectr ng - %g,gg;%om’ ﬁ 35.. A procefss
. as clai the presence o

. a-sol ventmégg o G2 a&rnearnaP m&ﬂa'% m é;ﬂtaﬁ&g feop5 wher e' n-and/ or

Y2 p?l 52 the:fg;(eo i dYprepceseits 4 proteoting glrcﬁprfepmmm groﬁpam) tlﬂ(pydsenj;é oﬂp( S). or .

. represent 1 thyl si il oL tetr roup d these

o eor B el FTEL DS Lo bl Aoy ) processas

cl ai med |fronchaorrrpcﬁmdcorfurfnaiam 35 V\her el n and/ or gorrpound of -

-~ formula IV represent(s) (a) benzy.. .group(-s) ‘and these groups are spllt off
" hydrogenolytically. 15 3 _prpéesﬂi as' claimed in. any of claims 35

: &ed t tenperatures. up to the |

- . boi'ting point. of the solvéntl-Os d. 39 A process for the preparation of

. .general fornula I as- defined ik claim12 which conprises sptitti ng off one

or 3o pitwkecnRaR.gndR efurcbﬁnai iz oluEpUn‘dl reprefeots aptatecBifiggroup 30

- 20 * (vvhé?e?_l“ “@go';"l‘;%l" o ed?gécal for 2 18pE srzrote‘f"gg)sre%fﬁtet a_prot._ect i ;ng

_ _ w1t he proviso that atleast one of
group - Y,l and Y;' represents a protectmg group for an 4mino group) in the presence of a
_solvent. - o .
.35 . 41. A process for the preparatlon of compounds of general | formulal (wherem 35

.. R, represents a hydrogen and R,, R, and R, are as defined in. c1a1m 1):which
o comprlses dehalogenatmg a compound of formula . -

: Il:l - o S S
| L "9‘” . T
S _(wherem R,, R, and R4 are. as deﬁned in: clanm 1 and Hal represents a chlorme R *.
40 bromine or iodine atom). L4 '

© . 42..A process.as claimed i in claim 41 wherem the dehalogenatlon is effected m : 2

o the presence of:a solvent. '
* 43. A process as clarmed in clalm 4l or clalm 42 wherem the dehalogenatlon is
, o effected by means of- trlphenylphosphme : R

45 " .. “44. A process as claimed in-claim 41 or claim 42 wherein the dehalogenatlon is - 45

_effected by means of hydrogen in the presence of a hydrogenation catalyst, o

- 45, A process as claimed in any of claims-41 to 44 wherein the dehalogenatron o
. is effected at temperatures from room temperature up to 150°C.



for an am no group or a hydrogen atom and represents a protecting group
for an amno group or is as defined in claim12 for wth the proviso that
at least one of and represents a protecting group for an amino group) in
t he presence of a 25 . solvent. .~

25 40. -A pr5cess for the preparatioon of conpounds of general formura t—as—,
defined in cIa|n11A whi ch conprises splitting,off one:or j
groups fromq conpound of farmula. 30 . {(wherein and é”lm ﬂmmmmﬁmm q
claim14, represents a protectrng group ‘30 for an am no *groupt ors a :

hydrogen atom aftl Y2 represents a protecti ®445MBup for_an anmi.no_gar oug'

as defined in clalm14geL 5icikd l‘brh{lepréya&‘ﬁbﬁeféo Bun%& oﬂ%ﬁ hf&%laqf(wﬁ’é?&n _
represent s a.prot ectkmpgfmwhjdwgeﬁmomam,,gt, R, 4r8 ad n¢aif sRinc 2) ﬂfuch _

solvent. 35 " . canmnsqa%h@ms@msmcomeuq@@ﬁmm&q ‘oR-of _conpounds of

general fornula | (V\/nerer n 35 represents a ydrogen and“ and are as o
defi ned i n, cl a| m. 1) ~whi ch. conpri ses” dghal og%pgé »g a corrpo nd of fornula _
(wherein ang, ‘are. as defl ned in claim resenf a chI ori ne, 40_ _
brom ne or iodine aton) L . B
‘40 42. A*process as claimed i n cl ai m 41 ‘wher ei n the dehal ogenatr on i s S
effected-in theé pres@hmmd'lalapmmremhlom@. brdmine oc iodine awnoing RyeR} andh Redra m 4]5 -

o e 42 uber et SRR, %3?&% et Eﬁfs?ﬂd%wt%r@wt o

42 wherei:n the dehalamgfpneasldelmla»@natﬁsaefofnpmhﬂ yrmuimans . of ~hydrogen-in the
presence of: a. hydrogenatl on catalyst. 45; Amprocess as- clained in any: of

claims 41 to 440 wher ei n the dehal ogengj.i on zt”s ef €Lt ed at tenperatures from
roomterrperat u’re up to 150. - 1,445,74 % \cress f or ™k he preparation 10
of conpourds of general formula- I(vme'z” represent ‘a. hydrogen atom and -~ -

and are as-defined. in cI a| m 12) which c® rrprl ses dehal ogenating a corrpound _
of formula-5. (vvhere(iWhe 195.’1“6 TB‘F‘F}HQ;I%‘P%‘PW@“BM andReseom
R A

A process. for the. prle,pa; I‘hr@ déﬂ Hin D cgk,ne redenfs@h aminamet m?rn L
represent’s a hysir ogerfhldtmpalmmhlnmg ae#elbmuq@mhv@glytm epmmundry formyan
conpri ses dehaI ogenati ng-a conpound- of forrrubra 10

0 v - . 10 (wherein HalR [
i odi ne at'om and and are -as defined in. ¢
sol vent .- 48." A process. for the preparat 01"
I (vvherel n-and are as defined inclaith] and. represents an aninonethyl:
group) 15 - -whi ch conprises: reduci-ng. and subsequently hydrolysrng a - s
conmpound: of “f ormul a (“msremherl?erand &anchs definedgin cldii lhed i n-.claim 1). 49. A
process as ¢l ai nmed '&fe‘& eg t‘}ggp e f ﬁ‘&l&éﬁn B‘P‘htsﬁéesﬂéﬁ’@t‘?”& °'af"é '

: d chl ortr,,n “br om ne or
m 14). t he. pr- esence of -a
- of corrpounds -of - general forrrula

effected in"thgypresencs, a pracesasVéidim ed BOclaim 48 or claii Q9 vﬁ.eﬁsi.pﬁﬁsnadu%ﬁorpisal megh

in clai m48 or cl ai nefft@tedibg mesans ¢fh=edmmohndtpenml dlehol. 20 eff ected by means of - -
sodi um and pentyl al cortli A & °E§’p‘r§§§ in alsmtﬁfhwheerm.the radustipnsoeffgetadedtn t he <
reduction is:effect ea gg i\ = 1BQH} 9fdl£m§ Sﬁgvheénp{hg(ﬁ%ayﬂssls o 25

cl ai med.in anyagf C|ﬁ'feﬂﬁd‘$ e@nﬁdfhﬂﬂﬁblﬁbrﬁb adi . hydr o ysr SIS
ef f ect ed by rreans of -h gimgd in: claim 52" wherein the. hydrolysls 1s effected at -

55'53. A p ocess as. ETRELE 2k trr;%‘r e
at tenperatiures up-tR,, Rignc ﬂgie diicl fikdnts an@mihonrethylprbtl cess’
for the preparagion mﬁlclt:cm}mmdsdwﬁlggedwlbaqm‘mb'rhudlralysm(avh@npnund forngla e asso"-'
defined:in claim 12 -and+:represents-an.am n ‘get hyl" :gr oup)- 30 which - o
conpri ses reduci ng and subsequently hy_d oLysh ﬂgz ,@’pnpound of+ fornula- 30 '
(wherein and : are as defl ned in cI a| m 1rn he\[y esencéﬂ)of a sol vent

(wherem R,, R, and R4 are as’ defined in clalm 12) in the presenee-of 'a':solvent
.- 55. A process for the preparation’ of compounds’ of- gerieral -formula I as’
defined in cIalm 1 which compnses reactmg a compound of formula o



55. A process for the preparation of conpounds of general formula | as
defined in claim1l. which conprises reacting a conpound of formula 35 62
1 445 740 62 (wherein and are as

—.to‘I”“en—I‘f—f—“““. esul T onyl oxy g‘“Oup) wrth an amne of formla: (wher ei n’ and are

_I-.i_"as defin Loa process as- claimed in.claim 55
4 _',rer n ﬂ'l“l Hﬁlmﬁmi"mgffect ed in the. 5 .presence of -a soI Vefit 5 7. A
i pMpcess as clarned ¢ I m.55 or. ¢l ai m56 wherein the reaction is: o

\ .‘-étt ed attenperatures f r orm. . 1M674000 '58. A process for the pi2eparat|on of

. s0np ounds ner. for fwner el <. *are as defined
o o ar et R el g i _“d?" rsena 2 chirige, RINEE i L1 0-0r oup)
Whl ¢h conprises. reducr ng a -conpoun foornula~(wherein-and ~are as.

1__.r__ned inclaim 1 and -is as: defllhed |n claim1l. for Wi th the proviso that
does- not - represent a-nitroe @_ﬁﬂp) K 58, )process as\c.l i med
“Hion ¢lhai m'58 wher ei.n’t he reductlon\ls effected in the 7 15. presegpge of a
- solvent ~60. W) process ‘as cI ai med Rin cl'ai m58 or cl a| ‘m 59 wherer n the-

"-"-.-reductlowherem. andRa . ShE teg%h ans of nascent ~hydrogen, hydrcfgen in
' s8] £1

.~ the spr esencegs.of ms.ta L cFll e r6RtGS eUdnR laeor i C taci d,- -or a
~_conplex- mmczga |sdeent20 process’ as clai med*inm-any, of clainms 58 to

60 - wher ei j Qe ClaRm 56 Whers: fhet repelien i om Ot 6 100 .62. A
. process f’ﬁ ; "e; W%ﬁ%féfﬁ@ iric g@ SRSUAS & berd iR Al § GgA | as defined in
el ajom 1w, f ,,tﬁgempm\uré;@s définéd: mdaﬁﬁ: Nwith tlenrreﬁ@mhatakp&dtmotgroupmand does
“.not t'epr eepessentz witrd 1BOUp) Eblaheomm&PhUﬁylﬂm¢M°Rnﬂ<yf formwarbamoyl - group- 25
f}COITpI‘ISES redtfrcr ng a-conp nd" of=formul a 25 (wherein and". . are. as
-_defrned R nbelal e & tor but does not represent as cyano
'--.'.'group rs as defr ned in cI" 1 f6r\/zlput does@ot represent a nitro,
cyano - car.bexyl-; car bal ki &G .'r"'f.-;c-ar—-"ba’-rr'o'yI’-"group,' “and A 30 _ : represents
A s carbonyl or; hydr_ oxyrret hyl efié - grioup R -2 30

"Hbﬁneaﬁdaﬁbqu& i's ef f ect ed in

'-j"'63 A DL QS RS RS hiftl RBe ds el idibid 1A RS it s
"t he+pr es @jwiethQhe: prom@& tanit . do&/not geseﬂensmtrasmub)ar med-in-clam 62 or .cl'ai m 63
whersin shesredyotion s sfipateddn ther al - hidri de, .35

T- ".65 Arpr Lig oé ﬁ inlell iR QMinm: 9§ oPLlQ:'nf@ @l?erelﬂ dretiBibRiEN the r eduet Ion
_ ."..'._gﬁe éinascenthpdrogdal mrc’fgﬁ:@ﬂi\t rbsanélem aGﬁalysﬁ thr OCESS as cl ai med
hMmlreendrhYdrechkm#Lmtdr ‘ona |cem Tnte dgide. erat ures: up .to’the

ng - p&r d“qf’t';g r:fsref? EHR@, “‘W 8A°6?EY '§“bf° ‘ﬁ’é’“p‘repar i on. of
a

whebdei n. the5? jé@qseﬁdmﬁmem%
) §

"COWPOUﬂdg Wit in ourdd of generamrf&aﬁladpts ned in claim 1
S, -and - repraeﬁ:eﬂtirScam hynlrthgemvabdm) Ryiloes ot r rpyane goumyel ol ysi ng: an-

© oxazol i dRagloes nats dat ‘; §yapo, ot ___Zﬂys l&f" 3’5}’ ‘He‘faftﬁé’ﬁylrﬂﬁmtﬂ a| mz’ls) 3
SR 4% 7 4(yh1ch compnses re ci g a- compound of ula- .

"ﬂ_"-'_'_"'m&er'er n the hydr oI ysr sis effect ed
'\tﬂtcess_as'-"“c_l _a| rred | n cI a| m 67 or

I'%lag_ﬁgin'e@mmhtqffor(ﬂ Bus 67 to 69 '.
é il ﬂﬂﬁﬂrﬁill{timmﬁd‘s@m 0 to 1.10.71. A
_,Om'tarmf"zwupo_ i ¢ erel_ _n and

. 6368 -A pr ocess as cI ai rred "
in the presence-of & sol veptl

- claim68" -wher.ei n., the hydro,-'-

A base é dgf

. are

< Snerain 3%:%&5;& sl

.--____process frépreseine apﬂeqaacw.boé

- .' of a-solvent.” v T T
e pres%r}‘ceA process as clalmed in clalm 62 or’ claxm 63 Wherem the reductlon is

JEIT I e effected by means of a. complex metal ‘hydride, . R _
. .35 . 65. A process.as claimed in @ny of clairis '62_ to 64 wherem the reductlon s 35
... effected at temperatures from 0. to 120°C.” . ' CT e

R .66. A process as- claimed. in claim 65 rem the reductlon 1s effected at” e
temperatures .uptothe boiling point of the’ solvent used. - ST

B +67. A process for the preparation.of compounds of general formulal (wherem:. e e

40" . Ry Ryand R;are.as ‘defined in claim-1 and R;represents.a hydrogen atom) which .. . 40" =" -

D, comprlses hydrolysmg an; oxazohdone e .

“ % (wherein Rj, R; and R, are as defined in cldim 1).




conprises reducing a conpound of formula 10

10 (wherein and R2 are as defined in claim1l) or the hydrate thereof in
the presence of an amine of formula R3 H N _

(M'l11a) /H (wherein is as defined in..ckaimlL). 15 , 72. A process
for thei preparatron .of conpounds of general formula | (wherein 15 and are

P dueng o compoundof ?‘S‘E'WES"E wmerern and- are-as. ool INRANY LR @

prepared-in situ. 20 - - *73 A process as clained-in*clai nt 72 o clfaim
72 wherei n. t he_$®ductjon is 20 eff ect.ed 145749 presenice of. a sol vent. 763
A process as cl ai med" i g A ¥rdRlss & ahifted %.lcutua 67 ¥h¥fRfItRe ﬁydt&tﬁxsr@sme&u @theS

ef fected by neans’ ofpresenxengflacsslvemt al ~hydr i de, “nascent Xdro gen or hydrogen.
in the presence of mgﬂm cg;;%@ gé_lalm:@q:gcfg‘% 57Rf|§lat5%é%§’ ergindhehydselysisisany
of claims 71t es s
from 20 t0. - -1 0 76 e@feaea)g %p?,é i€ saﬂ-dﬁpdmyﬁme Féitg%\?\h%glﬁgﬁnth?g}emélggdﬁgtlon
is effect ecLat terrper aﬂdrrresroopts footlterpeepbmlbn ofg:otnpotmﬁs ofigencndd farpiuiad (whensie d.:

77. A process. for thn Brafddhgee: °’§T°doun w(rﬁl% repgeﬁ'&rstydrwwa yhich,
(wherein 30 ... andTRIER 4% d Fr earIn “and R2-represents-a nrtro
group) whi ch 30 conpri ses nitrating a corrpourld of formula (wheréin and are
as defined in fd aim1). 78. A process aslr;"rtﬁeﬁﬂ i M| ai m 77 vvherel n the 10

nitration'is" effectedrnthe 35. pres f. a sol vent
35 79. A process as .clained in clar 770 clai 78 V\,herern the

nitration.is effected brym Ea”{%ﬁo‘c oo defi eé‘d“éﬂf“flgf’ﬁtg @’?f"d“t"g'ﬁ°f‘i\“ﬁr"5°3%"5§ as

concent rat ed. nitri c

claimed in any of- clarms . wherernthe reductron |s 40 : effected o
at tenperatures from20 to 100 L Ry 40 81 A ..
process for-the’ preparatlon of corrpounds glf Ideneral forrrul a I (/W el n and
are as defined-in-claimi and represents-a gar barmoyl - o - car box gfroup)

whi ch conpri.ses partrally or fuIIy hydr ol ysi ndl a corrpound of - fornuta |

(wherein e.and R4 ‘are fn glar m .1.-and - represents a: cyano group

64 et erem ,1sasde ine mclalaﬂaéﬁczlgn o
18 -T2 A rocess forth rep off ofto % nds of general formulaI(wherem 15

64 82. A process for’R,t, R?a 450 19 laiONFHALR) G spragmgenﬁragenawwh&m T

(wherein-jand "-are: ascOdwhsqsedducmg@I@mwlr@ offermuleepriesent.s: a:carbarmoyl -

car boxyl group) whi ch conprrses partrally orfully hydrolysrng a. conpound .'
of f or mul-a | (Wnerel n and are as def“f' D¢ qf’TF”t'i”a'rRm 12.and. represents a:
cyano gr.oup)-.. 83 A process ‘for the”prepacdtion of con‘poundﬂ" of - general
formula I (wherer n and are as -defi ned’ rn'__Iar m1 and" represents a’ s
car boxyl group) -whi ¢ dr ol %, la: | L
Conoroin “and gge ad R A R NCEE o Sidiiah AAPY a"%sf;%t‘é‘“man o
car bal koxy group) Jdﬂfected in the pﬂasenlée fo(sdsemfor the repar ati.on '
oxazohdi nes “of gener PEaces sasclarmedm an¥ of clais S}ﬁs rem %eduggg:és
defined in claim 1) ’@%‘ﬁfffpﬁéﬁ?@%?? ﬁlghyg" el rrogetn fulin:y

dcBR @s

(wherein.  ands ar'e chinted dh asylofamn:ﬂpromememrambyeuuogms atonjs”

with an al dehyde of elffettt h‘ate etueqls ffir °r(‘esent- Hégl oge QE
strai ght. or. br ancheqe s&’? cgﬁ §\§dégln_ ! e re on i etfef rﬁ 84

wherein the .reaction 173, Aaﬁez thel orprfesapmd fg&nﬁﬂkdtﬁmlal(\ﬂﬁrelﬂ -
process as clapoed iR, 8 apcdiRBdreas de me iinrclaim BSndAnereerenentsrmmrreamupbwhlpls 20 30
effected. under . derFy?H’rPQ’E‘?r‘i‘ﬁfaH%dl"?‘F‘B‘ﬂ@d of formula’

and. & are efined in’ clarm l)

., (wherem R. :
‘7___.__where1n th_

.78, Alprocess as claimed | . -effec
- 35 '-'presence of a solvent. . L : o
s 79. A process as, clalmed i claim 77 or clalm 8 wherem the mtratlon is

" effected by means of nitric acrd or a mlxture of concentrated mtnc acid and
© .concentrated sulfuric acid. -
: . 80. A process as claimed in any of claims 77 to 79 wherem the reductlon is. o
" 40 effected at temperatures from'—20 to 100°C.. - 40
: . 8l.A.process for the preparatlon of compounds of general formula I (wherem _ :
R;, R, and R, are as defined in claim 1 and R, represents a carbamoyl or carboxyl -
* group) which co gnses partially or fully hydrolysing a compound of formula I
(wherem R., R, and R, are as de ned in claim'1 and R, represents a cyano group

35



87. A process as clained in claim86 wherein the reaction is effected in
the presence of anhydrous copper (l1) Sul phate or using an apparatus
incorporati ng a water separator funel. 88. A process as clained in any of

~“clains 84 to 87 wherein the reaction is 25 effected at tenpgratures

up to the boiling point of the solvent used. 89. A process for t he

.T_p__eparat es.of general formula la (wherein [errl.and: [err]

Ay meﬂ““'mﬂmm‘ﬁz) which conprises. reacting a corrpound Bbf formul a
-Q_wherer’n [°er r"] And® [err] are defined in claim 12 and- [er r;4 represents
,u ogen. At am: with an F)dph\ldl;%iff mnl‘ ml| a 30 . [err]

( XV): - 82, A praGes{ fohhe ¢ gtepaﬂ?gﬁdnrdfcb tﬁam’gsneaal t&fﬂﬁm‘éiﬁeﬂ-ﬁp”) 90.. A
process flhrRstahéﬁ;&)m padeiinedin clai mb&m a%é essaﬁar tmbarb yhul'a l'a as’

'_-defrnedr R gﬂ'@‘?ﬁ? rtigly, pr; fullych ng PR!F Iforrrulal
" (wherein gmg ? ; ﬂ:e g %’né T %I glgcm fﬁpre it t";[aecryrijlo reprgsents a

. hydrogen at pmbcelss f3bthe prep aranon dlcdemuda ofgénei-abfdmhlal(wheﬁﬁm [err] £X\M)
whieh the a_[‘erpar at i on

¢85 defined.,

~ (wherei n- s“sdé'f'\eﬁ@cFl ent‘}lc SEqupk!
.of the" orﬁ ﬁ“%gdk g B
. clapm. 1 842 ﬁﬂi&% |f&&ﬁe b ﬁélﬂ&f o?rai ﬁéﬂ(ﬁ' tal fd it Q(t ure of td'\e COITpOUI‘]d

-~ of fornula | into its optical isomers. 40 92. A process. for the- preparatlon
- of ‘the d(+)- ~and 1(-) - stere0| SITer s g”’conpounds of - general formula I -as

S repr esentpsese&g

claim 9

- defined in claim13 which cqip rrslt; esol ving a racem ¢ mxture-of t he

- conpound . of formula I mW Neal isomer®) 93. A process as cl aimed
in claim 91 wherein the re s achi eved by. 45 converting the -

."-racemc ni'xture of the conmpoun® of fornula 1 into a racenic 45

" mi Xt ur e @hhegeifs RTQLRamdf R fadé mﬂeﬁm{cﬂhl‘c im 1) vfich comprises reacting a . -
1,445, 74@or(1mrl@ffp plad|(W % eg@ @reidrtealamhl agd-Bim 1, [erri
represent"‘%l"‘?a""?f?ﬂr“éSﬂ)‘jgﬁe ﬁld °‘E; (5o} o and[err] represents a chi raI
acys . .group), .resol ving this . - A@HOT C m Xture into (Xvp const ifsuent

. optical :(sorrers and subse uetI gl ittin of@{l the oups [err] and:

[ err] r epleRsipn K agprogent @.f %9 Qﬁ‘é}%ﬁi r] if [erp]

- lyg? ‘élgmﬁessa ]?'y clf“ J’%“ben“? agrou onkétraach pure opti cal
5 i'soner .. 946./A pravesss. chdmed au afmme&l wmla:dnaﬂSrrwl&Be:MﬁEmaquonhe resol-uti on of
. theo rac@t’ﬁ= e"rﬂ*%uﬁ@%‘lﬂﬂ!&r Iornu a X 052 |eved’(8 :-,'
- fracti on%}IE g‘g l;f] - Ef xm&vaer an i nert
~.carrier eér sep ar ess as | n cI ai m 92 wherein the resol ut i on
- | s achi eved8 processmcbmdentann clmle M?&W@rﬁnﬂw@ﬂ i he c%grrpound of

r

' f Adnul aeffe"tg td";‘ggess NS%'E t‘Pn‘ lﬁE % dorpka [er?l- (wherein
_..[err] and(&ﬁerréﬂx L1, dbﬁheﬂ :ﬁéliﬂn i€ QefiiS a hydrogen.atom
15 - oracbmpaund- rommpl,a I[(eherdin Rg[R,@8d R} arcas uhpd)gmimatlamdbr an- acyl . gr.oup

and R, represents athydjogqsr giemhwish an aMehyde obfoymilar oup) . resol ving this racem c
_ ure into i'ts constituent opti I'somer s -and sub ently litting off
_.th gr.oups. [err] if" [err] Hgg)ts an acyl group,gqﬁd [err]%- if [err]
-I’epl’eSenT(ﬁheﬁclbml‘éﬂrcsgﬁtﬁﬂmydrf)gdﬁmtﬁﬁph pur e optrcal |sorrer -96. A process as
- claimed in 80a$m®188Meﬁlepwpme0n’efsQﬂamhﬂ'@P§QfEZQ a:asp( CLomixtiure

_of ‘the CW ‘Ych?lﬂ cﬁtﬁ 1&%@%@‘%&%3 [nOgr aphy

o ~20 gver @i alde bd,affarymac t1ve-carri er ‘al megsi:n clai m
91 wherein: the resoluti:on of the'facemi.c m-xture of the com)und of forrrula

’l- i's -achi eved by fractional CIRy'S'FHq | zation -of the & ast er eoi soneri ¢
- salts’ thyﬁgrglgmwgsmeﬁ&dqgtdag@hh)y active acid. 98 Aprocess as claimed in

- WAEre Ipfbcbdﬁ&'oxoﬂlbl i'a mﬁﬁt tlue)pﬁcal Gboinsrs -c):mpouﬂﬂs dfartarie acr d,
TR tartseﬂgag ?@Q‘é@lm %d:z 11 awhiely B egftﬁtsr 1¢s lmhzvﬂmq_ tartari c*acid,
-7 Poamp AR SO o oh oFihe B SEhIb I} dbeebibibeled be aci®, D-a-
PRI _ -_compounds of general formu a as defined in. cIalm 13 whlch comprises resolvmg ol R

. -a rdcemic ‘mixture of the compound of formula I into its optical i isomers.
LT L. 7 93.A process as. claimed in claim 91 wherein the resolution is achieved by. ST
48 ’__convertmg the racemic mixture of the- compound of formula I mto a racemlc 45
' o mlxture of a compound of formula R L P




br ono- canphor-[err]-sulfonic acid or L-quinic acid. 99. A process as

claimed in any of claims 19 to 98 wherein the conmpound of 30 formul a |
(including th () -and_ _ rmula la -
30 as defi ned incdlaiml is subse@menﬂ yeonverted into an acid addition

ound
of forndla IJ(Thc‘] udi ng the pure d(+)- and 1(-)- ste Tﬂlﬂﬂﬁf) oy
of fornmula la as defined in claimlis subsequently
physi ol ogical |y conpatlble acid 35 - addition salt thereof

35 101. A proce$s .as.clgined in - any -of cl RN 3 20, 4684 8- A

89 wherein the compoypdekipk for inidnﬂ R, #04 aPderhed muaimllak@s ;ﬁ&tmn' ﬁlyglragaal aim

12 is subsequent Iy Ccassmest: adactymtgfbua 400 Y5 febrégpinal.d \hieab AbyA tgrdipy;  raiv ,gam_lil tion- -
salt ther'eof. 102. A e@esnsxtw intpatp- ,ﬂé@umﬁo mq*s;‘f,;__ SpQuenily g o
wherein the d(+)-. or R."f%?epssetl}t; aﬂ' olios % 1B, aRGy ﬁ :

as defi necg_l in laim jso RO | y sequentl 7 cohvert nt ] :
physi ol oglha.LI y conpat i #M.a ‘procegs amh:l__ __,Infdaint%t\ﬁheresolﬂm r@sﬁmnomfmhuwsmlcas '
claimed. in any of cl gieod Sthe-compound of fo hlﬁ\)r?érbéiﬁﬁ“t"lﬁ}@"élﬁ%’éﬁf?& of
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