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Sui t abl e subatalltaumatas sigh as lghigm ot ©diwm, ialliqyi ﬂammmaa, hd éwzt&yma;adeﬂpﬁt oS'uCh as -

met hyl | % Sz}xﬂ“‘%t“ |1%°ar§mswue*§15 &ﬁ‘eﬁw °nthet<pgﬁkwgﬂsth§ ofhsr redycing ed. out
n 3}

convent 'tal'i Siyaf B8 rdsR6d Witathd Hond p55
Resi dues S&lbbﬂitgt%d er1 meut seuut%e% r&ﬁhgr%@ﬁp&éﬂg}a %sﬁfeﬁtfslghag&én%% d ﬁ.g from t he.

ni trogen ataohtpwe% gh vdeetts'uaﬁhemmﬁi peh aamhuwsthetpmoyds xsa:rbamnyl gr oups
ing .

Sui t abl . sﬁ?}‘e”md pi} suc:

e cét{:x‘?(r)tf ati n‘ai% st a%fe fro e mg' i
met hyl IP&IM & subst tecfi'b binsBbéEiited 3a kroup ﬁut 8¢ EEE:E\ tsc&pe 1&»&“ ' d OUt
convent i onalkyior agi lgwerlagkylme]ﬂs neefhyt d&ebenzyﬂzwmyl suck asphemyl. ThOFr depfoit r act. at
about 20C ¢ rledaqut ceﬂvgg%t %eet Bt meaat off tpEYTRR WiPAse OTGIBY bean jexfragt #ebdut furt her-

rth

al ternajg vé et Fmetncticoodeni's sh@oPM A otk 1 X 65 g




1,518,689 [err] 5
5 10
10 or a cyclic tautoner corresponding formula I X of fornula X 15
15 [err] 20 can be reducedr-wherern—fe"T—and_[err] have the sane neanlngs
—as—given—above, the conpounds of fornmula I X and X per-haps bot h- bei pg-
present together. The use of conmpounds | X and/or X gives rise to ¢
of sformula | in which [err] is only hydrogen this reduction 25. 16
out conventlonally e.g. using a di-light netal hydrlde “such.as. so;'Um
bor’ohydrl de,. ., - 25 lithum alun§,689um hydride, or using—a—hyertde. such
as: bora@e mnth form c acid —or-by—trears Of catalytlc hydrogenatlon e.g..
wth -fydrogen . in the presence .aof. Raney nlckel I h. the reductlon
one has to take-carethat 0'1fr nedu0|bfe grﬂ s _are not affected
Al rnatlvely the 0X0, grou' ‘Eor[r‘pdumd Of \Lofmula Xl- 30" -5
30 err] . _ A, *erf]. 35 wherein [err] and [err]
have t he sang neanlngs as’ gfvén above can be reduced to:a hydroxy
group..THi s .r.educti on:i-s carr

ried ot . convent%_c.@'ny,- espem all y usr ing: a
di-1ight netal - hydride, as. .,mwaba & fhe 10
" Meer wei n- Pondor f - Verley . el "oran m)dﬁ‘fl cati.on 40 thereof “sui tabl y-

usi ng angal kanol:..as-a Feact] o nxoananXsol vent, - e:g.. |sopropanol
and usi ﬁg aorm&ga;btaumpr%%?%f“g‘tggtg%éagﬁ alaum ni ur_n i sopr opanol ate.

Al ternatively, in a conpound of sprmila ¥l I ' : . 15

[err] 50 50 wherein [err] and. [éer D eh@vet he sarre meani ngs as.gi ven above
and whergi n-ferr]'is a. résidue ATgnsf & wEbl € to a residue [err] one C
transforns [err] to [err] Alternatlvel)[\ @3(09 group in. a corrpound of * -
formula Xl I1..,55. [err] 20-

55 wherein [err] and [err] have the neaning as.gi ven above -and: [err]

hydrogenzonay ‘e reduced 60 to tvvo h dro t,{gqﬁeamngs as gwen above, the .
60 The reduct on C AlcR et RecR’o I’témgtgeg%mtdgﬂm waeq%g ;‘t‘;ﬂﬁsu ng- -
conpl-ex met aqan e srmute, 1%, ang | %Fg lwmnlnR 1um borohydride, .

di - i sobut yl afy pmx eﬁrflsd‘é"” dl-m[;mnfe n;lJ: acby mﬂﬂgan inert

material, th& nprnedasdotaks%b fmxtuhéﬂ in free base form or30n

t he form of |t;$1tea1at1d=1Yaﬁ‘dl°t“f%ﬂup at, and both are included in the 65 = 6 - .
1,518, 68930 ® scope of the invention:.
Thus, for ‘exanple, basic, neu oagc -ngwxed g’a@my be- obt ai ned as wel |
hem afm no, sesqui- or- poI yhydres es. Thé aésd addition salts of the ne@d -
conpounds may, in a nmanner knohn® per se, be transformed into free base'

sol vent spschis ot “;A,‘:‘,]a y an ydlt{aﬁeurn&he Bt
terahycirsur htmegwﬁgﬁ ﬁtmtnheg ﬁ ‘° rt,ﬁparate mneﬁeﬁ% starting:
& i

conpounds 355| ng e.g. basic agents such as al abdRE) oen(bhmdgmlsoam the .
other hand, tpe. fir e, iaasesnnol&‘a\ﬂ m‘gjﬁ“ﬁ%&giﬁgﬁfﬁwm, ’?E ﬁ .
i nor gani c aC| mxlyrgr @a[’],eeiaeaﬁtnﬁi-PmﬂdrftVe ‘;rga g I y4% uch

5 acids are uhgﬂldMF@ t‘P 3l wtreagton rSpan aci ds -

are e.g. hﬂlr 2‘.@ |a snolasulaftu F%“%PQ%?“? 03 horlc aC|d n|tr|c aci-d,
perchloric aC| ahpﬁrgatnaccomwf’é% aromati c -or heter ocycl ic¢car boxy or

sul fonic acids,. SUC_|__I as formc, acetl C, p_rﬁpl oni-g, succinic; gl ycol.i c45 _
lactic, malic, tartaric, citricy pg,,,mﬂcw e '/_ droxymal eic or pyruw C
aci d, phenyacetic, 10 benzoi ¢N—K- ani nBbenkgic,=dntranilic, =

p- hydr oxybenzoi ¢, saI icylic or : + afri nosalicylic acid, =10 errbonl c.aci d
(i .e. panoic aci d) met hanesul fonic, et hanesi df onlvg,and wherem Xz 1saresxdue

s as given abo
hydr oxyet hagoesm f an{q”R,s and R4 have the same mez;trl:slgx R,

und of formula XI“

[

herein 4
‘t):ansformable toa residue R2, one transf

Alternatwely, the 0X0 group ina compo

55

R | bereduced
Rz d R4 have the meanmg as gtven above, and R3is hydrogen, may ,._60.
an

e. ed Lo
lrlggcrtlgis takgs P“We in an inert solvent su‘:h a}gne startmg matenal the end product is obtam 65 -

ditions.and are lnclud¢d in the
Depem}mg gn ;hfo?[?%issl rf?qu‘e form of its acid addition: salt, and both |
© §5 eitherin ree bas

. : wherem Ri,



et hyl enesul foni ¢ aci ds, hal ogenbenzenesul foni c, tol uenesulfonic,
napht yl sul phoni ¢ acids, or sulfanilic acid; nethionine, tryptophane, |ysine
or arginine. These or other salts of the nem/conpounds e.g. picrates may

be used to purify the free 15 —basesas the freebase—can—be—tranrsterved
into a salt, the salt separated and a nore pure base 15 then rel eased from
the salt. Unless the context requires otherw se, references in this .» -’ o

sp'ecif ation to the compounds includes free bases and salts. 20 In QJ
still ther alternative process for producing a conpound of the:
I nven , one may 20 react an al degtlyéggg of t he forrrul a XI X 5.

20 [errd—=25

e B s e “f%%ﬁﬁ%%‘“‘ﬁmﬁ e T
) ux O ts O ¢ new compoungs -
35 wher ei nrer,'athlaSmatn he' knawe paride rbe tigesfasic mwefneeaiammpoutds tme:gprébisivce of - aw

suitable r @rs ag léﬂlt"“@wé rso %%1’0 h’&?ﬂ produces .
a corrpou?td DE% reddced by
the proced 'd&@s Vi@acld mtnc acld perchlon ﬁhah& IR, ﬁﬁﬁgtkb' eto

react, in ar lmwnechclcmm oparlfome acmnsualn’usrfemoé, abehe pi@mml a:cduhct gleedlib, an

al dehyde.. ofact, I@@!‘%Mﬁ qitFigy 95ROF BE“B‘F afad PIYREALS r educi ng
agen | 0o R g o ok %m&:&zﬁl Bperin
[err] is )éa lexig¥onid fatids, gm@ab@maamtwebmhesﬁlwnw y)éulgnon}é &fls, a0t | nter- 45 :
nmedi at e, \Msulfahnhdzmmeﬁnonmﬂmmt)pbgnetlmeprmmmare descrr bed above. '
45 The New Crygis beker Ry of (e ReNddriipuaR elgh Picialas)intes uafuséattarptmﬂygherm&eer# als.- and
processls b ®dasedrsahefeee base cmbeeraoqmmtntmﬁaltpbda& separated andic Bowipes base, - 15 they \
contain at th Seti\fr‘;emé car ban. at omgIll e of |scprrers The-,
sorer ' i RAS LGP ST i) PR s AR b g SprB™
physi cal - ermaCsa tnataeemsmfprddhangwmnmtoﬂmmﬁm mmp%at ed L
into raE‘enmawn@lﬁnhydeniﬂtngmlsKﬁérs only, 50-e.g. by nmeans of
chr onot ogr aphy -and/ or - fractiaon" crystal | i sation. The racenates: obtai ned can'.'
be separated into.indi Vi dual.’ iso -' ‘g,pg&;,gr ng to. knovvn net hods, . e. g by -
recrystg | i sati-on ffom an: opt:i cal Yy /active: sol vent, by nmeans of
m croor Jani-sms;, “or by a“reaction? _tﬁh optically active aci ds- formn salts '
of the corrpound ‘and separating 55 thé’salts thus obtained, e.g. by nmeans:
of their drmreméiﬁtan%t Tayg {hp sagne mepRing 39 @iVeR BQYe afdRsrighydrogen with a&@“’t"?‘?en be
rel eased, f PHHEHATE, | ¢ by the use of a suitable agent. Suitable opté(f;al ly™
active acids are e.g. the L- and Dnlfor of tartaric acid,

h @

di-o-tolyltartaric acid, malic a@Ju-d-,cxiz lt ¢ aci d, carrphor sul foni ¢ aci d’
or china acid. Pr eferabl y t he i Somex, ng the'_-greater phar macol ogi cal--
activitysis isolated. 60 The starting nmaterials are known or maysg if _

t hey shoul d.be new, be obtained according to. 60 processes known- per se. In
clinical use, the- copouftds of . the invention are adm ni stered normally
orally, reé‘thetFlkl tchas jthe msﬁatevanﬁé’oreomhe feset R
pr epar a oSS mtr{.ahg; LA Ao W Gt o a5
phar miCE‘UthI@saIéo P656i6R AR, in aeranteeﬁ&m% dd?'fhe&'@tlnﬁxﬁvlllvﬁétane g the
hydr ochl or rahlehyldaot atketoneadfab@fopmpulgul phamate 1 n conbr nation with a

phar naceut |ut ce of apuitable reducing agent, such as one of the above mentioned to prod ee5. 18, 689 T
7 carrigg Wtrrgn‘étsttrss‘hfﬁrzﬁm@tr 28 oL 5B DX S nay

i nvention. rﬁﬁl’cbrhﬁﬁ’undkﬁya @epanding| onCthe SdItE st)&mdng)madeﬂmmi plockssemt or a
capsul e. Usbtainb%/;stphe mmMp@Ies «arcﬁs ragemates Wpoﬁjhﬂ cplyalo attleftSbWQBm;ﬂmer ght of
the prepar &, ({J xg s 5 Dtait! gy PHRmic

Injectigp Q@ RGP mers only,’

admi ni st rat:rgolsy mea’.ﬁs ofchrdéx?btdgk@hgpﬁxﬁ{;ﬂﬁﬂbto@h alliggi a:t maceut I cal pr epar at ions -
cont ai ni ng aT@% 9y ojpin dh’@“ Eﬂmted intp ingiyidpalj i dosage '
a

etSnaCt
units for RARSAR-1v N ?‘ aﬁg‘@ ?t %ﬁdﬁ%ﬁtﬁ"npﬂ%ol id,

pul ver ulsentheGealks' thilobtathed <. g ST tRErQliffefen CRRBIIES ’Ehe ibdividial iSmers
starch, e. ghengetmsmd Somtielsalt b.smhnuss oba wﬂaltiﬁagemw optically ective agidsave .

g rms pjyltartaric’ acid, malic acid, mandelic acid, o S
derivati Ve%algphoéseuk OIiC acit or gﬁna acnd Pr%%’ra‘watche 1somer havmg the greater pharmacologlcal_ ' s
.. activity is"isolated:’ o '
60 The starting matenals are known or may, if they should be new, be obtamed accordmg to 60
: processes kiown:per'se.” | __ ‘
" In cligical’ ‘use; the compounds of the' inverition are admxmstered normally orally, rectally :
or by mjectlort ‘in‘the form ‘of a‘ pharmaceutical ‘preparation, which contains an active com- - .
ponent” “either™as free’ base or ds pharmaceutically arcceptable, non-toxic acid addition salts, -
65 e.g: the hydrochlorlde lactate; acetate, sulphamate in combmatlon with a pharmaceufical~ 68



an anti-friction agent such as magnesi um stearate, calciumstearate or a
pol yet hyl enegl ycol 10 wax and be pressed into tablets. If coated tablets
are required, the above described core may '10 be coated with a
concentrated solution of sugar, which nmay al so contain e.g. gum arabi c,
gel atine, .talc or .titani'umdioxide.. The tablets nmay also be coated with a . .
| aquer dissolved in an easily volatile organic solvent or m xture of _
sol vent's. To this coating, a dye may be added in order to distinguish"
easily between tablets with different active conpounds or with differ >
anounts of?7 the active conmpound preserii518,689 t he preparation of soft gelatTne:
capsul es [pearl -shaped, cl osed capsul €s), Wwhich consist of geratime and )
e. g. cherlqamermdsr.whnré}m ennaatfuaherm'épealomﬁe resentmdoma sul-es, the

actn?@‘ conmpou B“Ea§1° ‘bdleqt or aela l?f.es' _rray""_-'.j'
contain gra £§ cpo wﬁg\@ lsg i, |
pul ver ul egt canhbgfe he pREERN tgl

starch (as em ntl altedos!ta!r ge mtsrfomralradhnmtra max:bd hixkbse 20
derivatives ¥ eﬂﬂe it lartgﬁg sgg satm rnsltrrt elp‘

SESENEE R e R e R
In a mxtgrewa a‘nh bapﬂaﬁui indl tablledd. tabléts hid @aquitdly the @bdve. eea&rbedcdmmt e 10 _
of gel ati ne-becwbtad with pahcestrapidi sehﬂ@omsagam, wiich mett dlspecontainaizaawe afabica m xt ur e.

le-or Jitanivag di b ay also be coated with a laquer dissolved in - )
with a 25 V@ ?aaofgtﬂg* or ﬁso ve or uﬁm;6t o] olv%x_lts To this coating, adge maﬁlbe addi%e £ or m s

25 Liquid pr;ﬂBﬁfc | ditirgu 18 with ARréht adtibey :
of SYI UPSISOr antuusits opmasammmpemgpremitut | ons cont ai-ni hg 0 2% by: wei ght- 150 20%-

by wei ght of idththe azaepmteo ¢§’e°19%frﬁ4m'd@ §4m§ts“| n

sugar and a %\ﬁ% S b "ér ig:%‘stfx

desired, sucfiive i dmatmatﬁmﬁmwm; leRilént i& \¢lichAg1adk ,rUa&:harf) e,avourl ng
30" agent2®: samtthamammmanmrcia(dsoe@rmdmylstashl crinp serch sor antylvipekiaknicellyloseg e 20 .

o Sqveons gl B R e DR R ST O

the active camu gelitine bﬂpymdsmhahemaeuteraaﬁueemsaﬁoeon Hixtoy wiml ght to 10 .

% by wei gist . veihdégemlsmlpmaﬁioné may al so_contain stabl | - izing agents agSl/or :
1

bufferi ng agehiatarparsign o s sgimsins ey bopgsi e KERSDRilongE unit 05

anpoul es. described; .the remamder consisting of sugar and a mixture of ethanol, water, glycerol and .

35 The pr epaﬁxﬂﬁyl@ﬂglﬁfoh 1m@®hmqmalbﬂeparamn yabhtantdblirmg eﬁts,rﬂamnng aI use

is carri @ owe g AgeR d “The sol B
subst ances tgf ﬁfg‘“ §, g”egﬁé pio i ﬁﬁi"‘ﬂf}l e size.
The bi ndi ng &g aﬁogo oam bsu,s@mn solutiGns QRb of .

sol vent . ritSTh eizinl egeats aéd)!or ngcagcmmptdmw samd»lynmglkaleyn Aﬂmﬂtrcmage arge nté s are’

m xed con®di n splution and_ ar |st Hed - $0.
that the sol %%ﬁmfgamgiﬁg ; awﬁcgﬂ'decaepm%g%as B s’emmpﬁsel ca(Sr\l/ero%l Stening

any parts. ThehesehdRibsahces el beeaéludes at¢Sgd@ind Yr sieved laDs @dlbctelh@hrtxblh@izerm‘hs obtains .

a.consi st enchindingragentris ﬂlemvaqmed apd s derhinye selppfed amoum h% a- -
pul ver ul i &‘E VQ‘E M@ﬁé ’Sjigmv% ﬁl Eﬁ i #es to
gat her toget mwﬁaﬁa&ﬂsxvan utdany hosk:ee ugerasw Riihd¥) process
is carried ocdnslstencys umharaom oﬂmmotwhehmesemrg rtlesmbrd"utemrm h \athsthteve 45_

in the formb‘f“h%mﬁ% Uc tt the $1 :‘s]e%%h uhasxeve ?
The mass ¥ o %%"d‘:ﬁ‘jﬁ s ‘»{% Btheth & ;‘t?qﬁp%, ThE thats s @.epr? ng
cabi net. Thi placid Wi (hgh hRER eremerd 1§,Qd rcﬁbtﬁHﬂ. Hisadtyihgtakes p&badsuréardr zed
careful ly aslitlwersc#e h@éomstwdﬂsmﬂroere&#lyme 1 0f lmléufpsf % %ﬁ“ '
ed“gg[p té@l et S.

oot ﬁy&‘tf‘q‘e%‘h e e PR L
Drying i tame olf&i{. POSSI e use I'nthis ¢ .
not put on a tAtftaxy utymgstep,aw ganulesaee saved&@ tlga theatesied pirticle sig 1aobtetledbot t om
After the drVFl ewm%?haarebsreeg; so Lhat, the desi areﬂspartlci e
size is ﬁ m@ b R e 5 Fort e Bbleiimr0 Rrygd. To.

the so.ca Ie ef.| NAl m xture, d| sintegrating, anti-fri ctlon agents an

ant i - adhesi veTa lerned GBlet puachengtamexde ISAfQV@PdtWM & saficted pag of pywchepramdsdieshoul d -
PﬁSﬁ O €

have the ri g ade, %hewelgﬁtofgﬂ p 13/???'&%? Fﬁ d%gln%‘hﬁﬁable % p tabl et

punchi.ng ggacki CathcRECo @il gatble be's ggand -

t he necessargﬁea ;lﬁsitzermnhe ﬁ‘ablét em gidtxts(aﬁxhtyhedls:ategmﬂesn mtd: E&pecxadle ee of

conpr essi on fe éﬂdh?WOW@ }?gttheﬁhqchef Tetst°n|P5€S %ﬁ? ﬁ“’ k. ze of
the dose in H':r‘tel fZ'*t)é(% per%t'tvar tZx)re;s unt Of
t her apeut dsc agaﬁtdlﬁaeﬂthtaegmra E&son Ggiheeat conpression 60 afl gg

t he. si ze of the tablet, its strength and its ab|I|ty of d|S|ntegrate |n :
wat er. Especially as regards the two |atter properties the choice of o
conpressi on pressure (0.5 to 5 ton) needs careful selection. Wen the right

adj us_trrent IS rrade t he preparation of tabI ets |s started V\/mch |s carrled

. NN NSNS 2 PNNN NSNS 1 o, o o N 4 a1




65 requires different tines and depends on the size of the batch;
65 8 1,518, 689
8 The tablets are freed from adhering pulver and are then stored in cl osed

packages until they are delivered. Vany Tablets, especialfy these wicthare
rough -or_ bitter, are coated with 'a coating. This nmeans that these are: _
coated{wh\th a | ayer of sugaror some other suitable coating. 5 The: " . "0
"tabl e are usual | y-packed by machines having an el ectragni.c counting ~~ - "~
device.*Fhe S different types of packages consist of glass_or plastic '
gal l'i pots,8 but boxes, tubes and specutsngss;osage adapt ed packages can gl so be
used. - "The daiTy dose of The acrive substance vartesand—s—dependt Ag on -

the type of aHirtaBieidifréed Trond veredHar ng/ day :
of active sthbjsarauemewdth pero#galleﬁ%ﬁ ni: strag% h%ﬁkt% 2%55%"1?&% én day Wi w

i nt r avenous Mgm} egperiplly these which are rough: or bitter, are coated with aci:ﬁmf.h’ﬂna‘ ol | ow ng

Exanpl es |‘11$$e5( aﬁsglgsegx@scos}; x{t@eﬁq mﬁ%@%%ﬁp@e egrﬁlc countmg dLv1r I’]l'h EX§WpI el

Pr epar ati 0 fRfent types o kages cons1st of glass .or plastic gallipots but b tub d specific
3-[ 2 (4-h dlbngg/gﬂagmyb kékemh hlyd» &hﬁyd ampno] —gflopnet oxeﬁ’eno?;np? opanol 2 2 59

of | 2 epo 1 1 nv%@mﬁme&%wne dof a@migistpdtion; : .

1- (4_ hydfgo ?@ggm y _, Denal e Baner Wik PereraAdaiistionin g o t he
total sol utlmmmﬁv. St s@:fate]th' inteptibms - Temﬁe‘iat{ﬁlaqs SRl k@N - Was t her eupon.
evapor at ed Exsmplad us . The ‘hase -t hus: obtai ned was di'ssolved - |n acetone and

s ! Y?j?éf%f’"?"ﬁéhg% @%ﬁg‘:@??%a TR

3-[ 2- ( 4- hy Ame Xl 'iw vaamm eai@aswedornop l-'_ .
was 1.4 g. amttelan@ diydroc th mmed ﬁlwashez (rhe daydrpchilonidel wass i ng NI\/R ,
Exanmpl e 2 filtered off anthwa;:lhed 1th omtnle The yleld of 3-[2-(4-hy drolx)gghenyl)- -methylethyl- - P
3-[2-(4- joy(% @I}ﬂ(&%’md ? hy?sa ﬁo]MeEmﬁ %“h 3§§Y)°P"5i)gﬁol 2@ Was
pr epar ed a(Exa |n to Exa Ie 1 usi n '

e m@& S
an

was [ ERS, sivhduss as@fefmlﬁédLHyQ\anind °equ| val e’n " s ght .
25 Exanpl e Egample

3-[2-(4- hydr%l% yl)r%e!? eghylamin yiphenonyspro nol-2 was -
o bt 0 S mﬁ’ﬁ: et ronane ™
and | - ( 80hyeteranine aﬂfeqamlmwagmpane -as starti ng rraterl al-. .
gg;,ﬂ;aﬁ;ng e .ydgxya;e@s FhneSit 5 ok slgngx%zp?spao?.ed?bﬁgm ang .
T 4] A usi ~& ropar - .

3-[ 2- (4- hy&r(m; SpIihs1 Aon BB bl S8 oA Yadseriat OPRB Ty RoSEes %32’3 salt was a

phenoxy-38r alsapwpar vvas pre- pared accordl ng to Exarrpl e 1 using. - 35

1, 2-epoxy- ne an 2 - redac - .
RO L e T e R e e
p- hydr OXybﬁféﬁ@Bﬂhﬁaxﬁﬁ bs Mﬂ‘ﬁng?ﬁataﬂxﬁsom ﬁfcﬁl ide was obtamed as a water soluble :
35 Exanm#0e of and its structure was-determined using NMR : . 40.

3- [ 2- (4- hy cH ﬁrnox eAynggch?segxia%mogﬂ @%@{ﬁﬁmﬁy f gpanol - 2uas -
prepar ed a?yare& 1'ﬂ Pt thelp ahd/ S AAHNE Q,QXY pr opane -
and 2- (4- hybbngxy, m;h&l)eeh yi-andinget aminlmermsly&bﬂﬂdnﬂﬂgasrmﬂaeﬂedak a. The _
hydrochl“ér%ﬂ'@r . @ﬂﬁ%“ésfeyamﬁml%?%lwno “oi’l -and-its structure vvas
det er m ned \ 04 -

3-[ 2- (4- hy déc )ﬁ@ 3 gyl) liln “glmethyggtylamﬁ%ﬂeghﬂyl henox pro é&;& E&%ﬂ}pr opanol
was pre- pa,ﬂddnedtyl;dwlammg ab otaffna mpkesial., Thesmelip pomt of the hydrochlonde was

1, 2- epoX- fbcme hyI phenoxypr opane ‘and . 2- (4 hydroxy- o .
phenyl) -1, by-1 3Bkrhbehy R By R oL 1-D8l1y R rbsmol P 'Ga mﬁhl oride
was obt ai I’l@d:oﬂﬁlgao B mp%é‘nsn@&wygﬁyam-duygﬁdo&t%m %ﬁ'ﬂ%,(ﬁamé?‘ ermned
using NVR L, 1- dlmethylethy’l amme -as - stam%mggtmlpp]l‘@e pelting point of thie hydrochloride was .

3-[2- (45ﬁy ep@enyl V-1, | - di met hyl et hyl'aimi no] -1 - o- et hyl phernoxy- pr osﬂanol

was prepare mgafik eryf: Baamyem;lambpgo fropar B YharoRypRipRidi-B R OX Y pr Opane

L

and 2-(4-hyg g te “Ekarfiplelilmesidpy 1,2t poxy &mPfD@ar@ﬁOFS’PI&nﬁxyngpmtaﬂdl al s.. The
nel ting Eﬂhygiwxmhewﬁ;ldrdawy&mm@m sfing] matprfals. - o o
50 Exa [2-(4-hydroxyphenyl)-l I- dlmethylethyammo]- -o-cyanophenoxy : propanol-2 ‘was. pre- ' .- . . .-.

pared according to Examiple ‘1, using’l; ;2-epoxy-3-o-cyanophenoxypropane and 2-(4-hydroxy-
phenyD)-1,1 dxmethylethylamme as startmg matenals Meltmg pomt 144°C (HCI) S
Exaniple” 11

65 3- [2-(4-hydroxyphenyl) l-meth)’lethylammo]- -o,m-dlmethylphenoxy—propanol-2 was.. pre- 65.



3-[2- (4- hydroxyphenyl ) -1, 1di et hyl et hyl am no] -| - o- al | yl phenoxy- pr opanol - 2

was prepared according to Exanple 1, using |, 2-epoxy-3-o0-allyl phenoxy

propane and 2-(4- hydroxyphenyl) 1,1-dinethyl ethyl am ne as starting

materi al s. The neltipg—petnt—of—the hydrochl oride was 55 [err]
—55 EXanple 9 '

2 3-[2-(4- hydroxyphenyl )-1,1-di methyl et hyl am no] - 3- o- pr opar gyl oxy

phenoxypr opanol -2 was prepar ed accor di ng to Exanpl e I usi ng _

1,\2- epoxy- 3- o- pr opar gyI oxyphenoxypr opane and : 9 -
2- (4- hydr oxyphehyl ) - 1, 1- di rret hyl et h§184R ne as starting—+atertars. 60 « -

Exanple9l0 . . ane and
60 3- [z—(-zr-—h‘mxyphe zﬂx;mﬁy raiihy | epoprAeAEined “°“°"ym%%% :

pr opanol - Zpawdsl {73‘%9’ (R Bgintine (s P@“E%Q}ﬁff%s Si n N
g ,:2< epoxy 8 noxypr o] a elam g 193 n(eﬁmmpﬂémwpropangld waz_gri;;ared 5
phenyl) 36 (m{y&y,kmml),,j yag&.m o m@%m‘e cPﬂngg poi: nt [err]
(HC). @amb@rdmce h Exagup ey acmylp POt et hyl-ami rig] -1 .

1
-0, m di met Ipixn] °%¥ opanol 95_0_ethy19henoxy-propano 1:2 was Pn 1 : :
1,518, 6g9_ i 553 xz-«—hyaroxwhewn ‘-me:?w‘@‘%i%‘:;‘? AT 0
par ed in a%ﬁa E@één“ﬁle arting materials. T eM% o R

1, 2epoxyjp 3- mrhydip? 7“’1 thﬂepauneuramﬁ determmed using N el}(gﬁ

2- (4- hydr ox%l;mw rret yi ethyla aﬂ@hmme proRan i ng- p0| nt
1250C (HCL) ™ 3%%@135 B- (A,Rydroxypheny -l-me%z%%g%%“l‘;ﬁfz_epoxy. -met?aylg?ai%-:h drocthl'l de 15 -
S s S g R s < e

AT LR ublk 0 re- .
1, 2- epoxy- 3Was . )%‘g’/pherrox pro ﬁa!pgn&;(.éL ltyypﬂlmxgrpfo pano "fas ‘Ln .
phenyl) - 1- ng‘ﬁﬁ%a @apdrinyppedy! ig‘ e g *‘Erf@yr&% ST 0 ).
Exanpl e 13 paredi 1n accordance witl o l_methylethylamme as starting !flﬂa'“’-fla
3- et hyl 26- [a@d A% y’dg;ﬁg‘ 518 yil gndits HecH Eﬁsﬁ\ﬁﬂam no- et hy pp&’mxy pr opano
, gas' n'-accor dance "W i @mhﬁmdl-luemﬂg 1}"_‘;2._‘:“1_3.0-methy1 .

1, 2- epoxy- 1- alteyby-BRa-BrIrrFy R apg mmeopgbmre ahioe as starting materials. The 25-
2- (4- hydr oxypksepryna “‘1“" phianyiel,1- t% yith:’éﬁamteﬁmndlusngwg‘ -
nasas aWMtS@Pb‘%?i 3

hydr ochl 025 deh‘WéE%'P Peoil and its s {dEs Uha€ Was
determ ned. u Yf _;- 'E_xa_r_rpl n4l)- _dlmethylethylammo]-l-o-ally1?;Z?ﬁ;¥5?;?gly1phenoxy- .
3-net hyl - 3[ 2= Vispisl é‘l E@?‘U Rn‘n pré(panol
-2 was pared: prema %ﬁ Hansﬂ?»dalniméhﬂe K Usi ng. . :
1, 2- epoxy3a- Tchyanophenoxy 15 propane ‘and repared ' o

f—P

r?é?

2- (4- hydroxyr%‘ié’g 2)1531 ‘et hyl’
hydr ochl ori de"- 3R (m#f@qg%
determ ned?tsusmhr% 0 \

3- et hyl - 3-352- P¥-Nidio0Xy phenyl )
-2 was pre- p%’r aﬂaﬁoraeﬁé‘li

D AidAEncaS-remalbsTbeRPK R p% i3 yas propared
Dapay-3 Busdhoion
e]zlis')al%::rgﬁ:ig gatenals ?I@ q%oﬁ{ ISOECDCH }s structur&@was

U ol-2 -
g,{mét&mm - '1’191 P ; Kgdtyxypr opanol
%ﬁ,ﬁ gﬁﬁ PR |

wy&-&; flged for 100:hours.

1, 2-epoxy-1l-et'®Ag =€ : rwrsgprqma h ta So thus obtained was dlssolved m ..__40

2- (4- hydr ox p %fhc% %Tea& ﬁﬁ‘gas% cus Itaaidtu mgHﬁh@é{S‘F‘ ggt:fe -
hydr ochl or'f @roemyﬁﬂeanmﬂ& %I?ﬁe wdssepsnateébcture .
was det erm ne nﬂrshe NR/Fl(gts Ataband ‘:ttheu?tﬁhe next band in the curve. T ,
o ety 3 | 2 ey } sawmeﬁ Wg&ﬁm cied il “Yjﬁfoﬂirm‘renoxy p
r opanol - w% aslsep hﬁem g‘(?gh BddNgon evap- .
1,2-ep oxy 7 y&,rga&wop g R‘ %‘ enyl)ethylammO] -l-o-allyl-

2- (4- hydr oxyphgm %‘"j&h‘gt ?iy gielthyof Fril-m ﬂé Lrbuomyreveas deterayned it 50
hydrochl ori de . Eg’;a sva?lm lt‘g%Pﬁ‘ptl € 0| and its structure: was
determ ned Exar‘rpl e 17 : from the

3- et hyl - EQ)xyiphenx.l llgﬂ: ;{ét mﬁdwaeqch‘;ﬂl %}Hﬁtw Wj’LS %'epaﬁdw phenoxy pr
opanol -2 was pr (d(ence wrth canpl e 1. above ‘using : 55 .
1, 2- epoxy- 1- rreteﬁ’[" hphlelnt’s ?@}t gm@gr@e)and 208

2-(4- hydroxy heny mékhylphdmm"ﬁ%“@‘t ne as startr ng masﬂ%rﬁ al s. I\/teltr ng

poi nt [err]( Cl ) Sdextanipt e 18 : 50 g :
3-[2-(4-hydroxyo k- 1- met hyl et hyl am’ no] 1 m met hyI phen@xl(yg pr opanol 2 ms _
prepar-ed in accorktihamgwkenhr Exanple 1 using 1000m

1, 2-epoxy-3—g¥]netﬂmahpir9@bbxypropane and 2-(4-h Ped in 60 g of warm water.
phenyt) - 1- methy! i ileaﬁdﬁéa{*‘f'sﬂgﬁﬁ’ﬁ%&ngaew"‘{feiv dinghaol were pdded-ToHa )
Exanpl e 19 Prep Oftycerine and solution 0 . 65

3-[ 1- net hyl - 2- (%jm oy anyth % e 19 dONEL 14 replocetivieh TSR BRGNS 2.5 ¢
of 2, 3- epoxy(,}, o- 'alielaybvpﬁ@ﬁ Yane were mixed with 1.5 g of - B
1- nethyl 2-(4- hydr oxy-




phenyl ) et hyl am ne and 25m of isoprpanol and the total solution was
refluxed for 100 hours. 40 The sol ution was thereupon evaporated in
vacus. The base thus obtained was dissolved in 40 trichl oroet hyl ene

and the hydrochl oride was precipitated using HC 1n etner. Vater was added
and the mixture was titrated with IMHO . The pH was deternined with a =
gl ass -gf'egtrode and the val ues were plotted against nm HJ . At a band |n«~:-.'..
t he cuthe wat er phase was separated, fresh water was.added and the ‘-

proced was repeated until the next band i nthe curve. This 45 water phase

was sepall%t ed, made alkaline with [ di¥$68nd extracted with nethyl endd .
chl ori dé. 45 The organi ¢ phase was washed wth water,dried and ... .~ ..«~
evapor at ed. aﬁlweachycﬂdamhlsws; de was- preC| pi tat ed W|th et her-. J—ICI The et her was”
decanted ankX odu 3 on ev cuum Thas -
TEEER P e ] Pm"% Etenoxy i

but anol - ilicheheid 13 )grhe tl'irb WS Pelstid WRK

usi ng 50 Nl\/Rped through a l2-mesh sieve. After drying potato starch (160 g), talc (50 g) and magnesxum e

194 e ?é’{as e
\?vg s E);;?ggla_seég hich tﬁge fm g gﬁp g(]lve sﬁ?ﬂeﬁt}gﬂg‘?ﬁa prov;de w1th a bgg,gkxnglggm%bSt ance _- N
3-[2-(4-{wd Em;p[e )-1- neth Iet[héld::m no] - 55. = - B 1 )
-1-o0-nethyl p rgxyphrnid{-metbplythylaminol- 12 kch -
0. 68 'gﬁg a?/ oxyPM'Prmy roxy nzoatc ?250 g), lactose (175.9 andanalcoholg?o)ﬁl%nc 381 Ioge E

. ~of polyvinylpyrrolidone (25 g). After the drying step, the granules. were mixed wi c (2
dyceri ‘N€  potato starch (40 g) and magnesium stearate (2.50 g) and was pressed into 10, m%&avour I.Ng.

agent ‘s tablets. These tablets are first coated with a. 10% alooholxc solf v(%i‘;aﬁllac andEtheAmith 196%

10. Og - an aqueous solution containing saccharosg % rgelatine (4‘7) and a

100. On Sug%’f““%ﬁ e LR 5‘%‘!@? ‘aﬁ’d ik i

di ssol ved i ghfids) i) tarb6l fteidilodige, A ftér co eri n |on of - .
fl avour i mp ?wles%dl ssol. ved |n et hanol vvere dded To the mxture W@ﬂer Was :

then added i (I?f 53;‘, o (s “f’%‘?’@”ggi_ék e s L
repl aced wij n i whmhco of,aé‘:ﬁ}é‘ﬁ r| ne and

t he et her sahﬁce@énﬁlheasluwemﬁmmamms, B ovkre edrilized ByOkE: a gat\mmmtzer After o
cool i ng, 29l vesne and sol ution of flavouring: agents di ssolved in etzﬂanol

wer e added. R(lgl&li(ﬁ E\Erof r%sg'ﬁ rhcrglggg(éve;e ilegq emo(iétrate h.elIhe ab Ove :
ment i oned ag,t,log oxbﬂsfw%@ Qi&ts srﬁ dgegal Iy
accept - welglﬁfg 2 5-3 i(](g) pretreated with reserpme (5_mgfkg bodyweight administered ,ifia8, 689 - - -
10 abl e-3xi AU ents. The ammals were pretreated with reserpine

512 (4 byl %‘“ (;s.em;nw;: éﬁzﬁgm%z o ot a?%ﬁﬁfmmmﬁropanol 2
hydr ochl or i:gg) 4nd 28ifigiity(vetildteaevitliberk llatéﬁﬁvdg’bﬁsﬁ wild inQBénebkl 75. 8 Q)
pot at o st ar Bleod pRGUrE way obteiveddorin mp@atlatai cagtidi a@trexy aad ihdt 1@ v@) regiffemd i xture. 7 7

was noi s8%n {o g T °'&° ﬁ?‘“ m‘met‘Sa‘] at2d -
through a 1 ,&egs}e“ hef“vﬁioi fé"rfgegg{mfﬁﬁlyp %ﬁg}&g K[ J;‘%‘ Chtamtire 50 )
and magneS| pﬂmteitoeaibatrespgrﬁe s(}rvewefxrom wnxeheﬂinmndllteh@Dn)Mnabmma{msAtotntead ned .was

pressed int e.@eh ooerinab| ogea of ispirrenglinec ¥ere giMnain (prdes tayppta . thecmaxreal ,
subst apﬁg‘; % LS00y 05 il s BRI 408 ARV ek % B g 25 |
10 G anul es Avmaé blged el why mogistered via 4 blood pressure transducer attached to the dog at I
3-[2-(4- hg//dﬂc’ék SHeR ﬁw W%{fflgqgg&gﬂ{@ﬁ EGE. Ml qp_g geba ed with methyl- P
oxyphenoﬁ # rftﬁa Zf 5% erb i pi 1t1 for lld nging’ rﬁ and an -
al cohol i ¢ spbsitioh €53 mfmupe wltésydombmﬂ,w egeen(xﬂﬁc@asmg%s‘eewﬁ Douekripterag - St ep,
t he granul e¥lsere ni xed w

magnesi um sgéﬁ?&g\éﬁ%ﬁ%‘%ﬁi“‘%@ u?’gé l«ag%:?mgg t;:xg St i{?%gfe d, ﬁegggl i on of.

tabl ets. §ro§arnelo l(r.g haQ
shel | ac and(ltlkwropy\hm 0-3162anetta q;m thosheroay ]tptopaml@)platea owmg:s:aum ghose (45% ,

bi i lel 19 rags. lag f t cU;o tratipp
IR s e phe .mf*@%nfmﬁf*fd i e el R AT g 1 ﬂi‘%

HREDHS &R -erectLbsitib By Blhcingeir forelegs on a table for 2 minutes,

'.‘

coated wPth DAGLICYASUPRE (fyagbifistand pol 1's ed W t 10 % car’ nauba. vvax
| ut EDgbeof nor@dreiiali tRgORBL
;8 u |on I : %E}Qﬁrbr §s%§earg&u=0 EDso of norad;:nalme con?%ol) )

3-[2- (4 %da*gpf:\}hﬁmmﬂ“ vep m?‘/‘tfm b fregers °é€ﬁ°°fp*%f§§%°§yh%? dmnol 2
hydr ochl . 2



i dw sodi um chl ori de (0. 8 g) and ascorbic acid (O 1 g) were dissolved/

in suf ent -anount of di-stilled water to gi ve 100 m of solution. This By
sol ufi.on, whigh contains 10. ng of active § stance per m, was used inj;
fill 3 1200C for 2Q 25

"Eg anpoul es. which were sterilized h

i bl ogtcal effects The [err]-receptor Mt.ng agents of the present
ntlohweret tem

3 5 kg) pretreated with reEEsopnsﬁkg 5 ng/dcgvdyod \Aﬁ‘teghﬁmgﬂmnm stered. .
a-l 30 nuscul arly) about B hoursP efor?aismnexpﬁ‘m“??entsl‘:fe%e ani mal s
pretreat ed Wggpddewe! P! NG U 1 No@r 0eT_TO ol I M nagg tie erauogenous
syrnpatheti c contr qietogrolobart o2t e and4vascu| ar gsnoot h Jasuscl e tgne. The cat
werfe anaest heil® ze&xwith pent bi t al ng/ kgtodywei g adni-ifst er e®8|
anij artificially vengil ated r oo A 2IateraT4Q/agotG_rﬂ5 was '2
pefformed in the neck. Bl ood @o‘essureo\(vas obt.ag;ned frogy a cannygl at ed57
cafotid artery and héart rat e0.0s regb3tered B& from- cardr-wachonm er
triggered by dhe el e§trocard| am ( . Int }gnsrc b rre?ac ac- 6835
tivity on the heart jgas seen i ncregged heal}; rate after d
adm ni stration. The tiest conpommés wer@2gi ven iLyg raveneously in
| ogarit hni cal % i ncrlgasr ng do®&®s. Thelgal ues ¥t ai ned were plotted R 20
urv

' 15

dose-response fromwhg affinpty val gs [err] were estimat At
the end of each expgsinment, hsgph dosegzof isofenaline were given inggrder
to obtain the maxi ndé 40 heatd rate 8.&sponse+9 - 6.2

trained.to be®yi ng: uietly ap§l to begkifted 152 an eregd positjson by
placing their forelegs on a table for mnutes. Arterial blood pressure
was registered vi aTla ebimmmlnt dewanstate that dnscdmpemdatettathedotbm Ateeep@o gntagonists

40 The corrpour}?s vv_e'rlg al so tgﬁ%ed on gnscr oustdogs. Beagl e dogs wer®4 25

heart Teyel. Hoarfth r‘%{" §‘“' s '@@ se\higod pressure in

. . $ than roprafn rol nced hypo- 30
pretreated w "IE&E’&’ f‘ﬁxeP p%&‘qﬂ ﬁnﬂéﬁkﬁp éﬁ l}a#ng eﬂ‘eﬁ)m
Recor di ngs were tcahmnatto&fwb;hearaiadb regept rBE)clmié] after dmnistration of

the test conpound, WHATSVE|GLAS iop for 2 min and then in the erect
position for 2.m nht &omppipd.oL the g EFE%’U‘HE’%?\Aere given in increasing doses 3s
with 2 hours nter- val s. Table | ow s.hovr.s affinity values and intrinsic
[err]-mmetic activity in reserpi il ¢ ef fects on bl ood
pressure in conscious dogs of conp d of ﬂhﬁ, present invention.

Correspond- 5 ing val ues for proparol ol ,

(1-isopropyl am no- 3- (1 napt hoxy) - pr opanol 2 ‘and rreto rolol,

(1-isopropyl am nodgenR thgﬁo 3 FhYQ ropal allyl, X3 or
conpari son. Tabl &9P2 % n%zly gfg} %2‘#‘ ene "ﬁ& ‘:gf:fo
concentration gf haai-ogea ;agqgusst, e&ds to t act at t dose
nor adrenal i ne has 1. 0Ab®nqlouﬂalaed>rdmg 10l ltm tietfban afiinausaafes@ietsect of

" noradrenal i ne as eAm?mPlrt@ amor § th gb'ﬁ‘ro gn @Fi““d;nall isomer. 55

pA2=l og (dr-l)-log( §g§3ﬂ i i‘tﬂé J%‘gjﬁryiééi

nor adr enal i ne ioantagwuo ma&ro dirigf to B ahe bema feét@ing C18i aﬂ@l

concentrations ar e7 grA\ﬂemppun aeqording tg atshers ofClaingduy @ thyf fogm piacs tor-effect

where 60 hi gh er8 B {% @f:orgméfq gy one of Claims 1-5 in the form of a therapeutically
acce| e salt

60 11 9. A compound according to any one of 1the %&c&ﬁ% claims wherein R2 is methyl

11 TABLE | Con.ﬁou:rhjl propyl, allyl or prog2ggekypi ni zed cat Consci ous dog 55
pA2 Bl ock of iso lﬁﬂg A commlrnid or,dmg to Clgm § wherin R is[ eppayeylpgy Rymethyl, and R,

free base. 30

activity aft e ARrEQE) nh cbr to any one of Eﬁlms 1-8 V}Bgfglh%zrﬂ ﬁ&drogen&l'r&'tl%ﬁy

Erect Prdpranol Olcyano or @yriolyl.

Met opr ol ol 600. 212. A compotmd7accordmg to Claith 11 wherem Rz 5s cyano or meth@xy and Ri, R31060

Ex | ! Gm R+ are each h» ogen 19 6.8
3. 342-(4-h phenyl)-l m_gg g‘tﬁy!ammo]—l-o-zé yl-phenoxy- ppanol-2.

10 2 . 34 [’ (4-h¢g g"gphenyl) 1- ethylamino)-1-¢- l-pheno nol 2. 7.2 3

0.7 1.1 15 3-H3methyl-2-(4-hydroxyphenyl)ethylamino]-1-o-propyl-phen y ropanol-2 0.04

0.1 +3365 16, 3-[2-(4(hydroxyphenyl} imethylethylanging]-1@-allyl-phenoxy-proganpt;2. 0. 365

+62 - -16 . -25 5.8 15 7 0. 05 0.04

+38 - - : 6.8 15



8 0.11 0. 09 +39 - 40 - 20 6.4 10

0.025 0. 04 +42 6.3 1 1

0. 24 0.2 +6 - 12 0. 04

0.5 +40 — - 20 13 0.12

0.5 © +18 . o . 6.2 T 20 14 Q.

1.0- +40 * . | S 6 0 33

+2. o .'6.616'--. m TH;“ +9

2 e o o IIIIIIIIIIIIIIIIIIH | s,
. 25 ms 0.2 01418689 110 , e

- A5—+9- U5 0.6 128 .33 . .745';

o The experi ments denonst at e: that- tImBI_rEonpounds tested are -pot ent
[err]-receptor ant.agoni st:sxwi't h :of wirhnm_ intrin G '
Th& conpoundsmnpemad decreasé‘evmﬁﬁﬁdﬁ?’te il in ngnscmgfl ous: dogs . B
significantly noré thaﬁlﬁﬁfiﬁ 81 ol. ivitEt opmérqis mg'ntgevpronounced ﬁypo-r
30 tensrsve effect "in;’ ccmscr :QUb pk)gs a;featt/inm ne\ﬁupmrpourfwt depehds on a
vasodi | ati ng-eff ect _i-n. conbi-nati-oh—iw-th—eat-tiae—tetaTe T oT D1 ockade
VHAT WE CLAIPMpta@plol 1. A”corrpou lof the general +§orrru| a3 35.ferr].
40 V\here Met F]"°P's hycg%ggen org. et hyl 1aed - R2 |—822hydr0glﬁ1 “me %yl ‘et hyI
propyl II f -9 MEt-hoXy, ogropargyisoxy, eP;Bano or —tﬁ?rroly'r' inkegavia its
nitrogen atom 8o~ thes bem’tehe rlh[; [er |s hydr& gen__lgret hyk,-/or et hyl,
and [err] is h drogen thyI provr that _[grr] ands- [er 5% arelglot
both 45 gydrog n, and sa 53 ther@mf +38 -
45 2. Al orrpougd accordong to’ C])Oﬂml i+3% he - fOT‘m of a‘ﬁ?xtur%:;of |sorrers
3. A conpound-1aecor di-ng003s cl-ai A4 in -t ‘% form of “an i ndi vi duat i'somer. 4
A conpound accar di.ng tooﬁal m |"glsn the. fgrmof -a racenic mxture. 520A
corrpoun(__rjagaccor ing to.Gyagm 3 1nst he fof18 of an: optlcally act |g\§ i somer. 50
6. A corfpound mccor.di ngo.Bo any “@fe of “'th precedl ng ch.ai ns,. |n5f e formof
the free base. 15 50 7. A5 orrpoun%saccordli to ary: one of-Clair 1-5 in the
formof a saltl$ 8 A cogpound ag@ordi ng £ any ‘ene’ of C aims 1% |nzshe
form of %5 t her eut i.cal lpg:-acceptoabl: e-safdld 9." A (gg)rrpound4 according to any

e

stivity.

one -of t pregedi ng cI eﬂlsms vvherOé n R 128 met hyl'”> 55 et th propyl. all yl-

or propar gyloxy—— =ds tested are potent f-receptor antwnm@ A -.
compound aCCfﬁf’ﬁf ﬁ%. iy demo “sﬁm%te%’%ﬁfﬁ’ e e copeont 0 d ? wr;m

[ert], [ srsﬁnméaatlyaamh amo F eng\‘ﬁ? G cflciid t O any
one- of a| msuleé}f er:en 0 °Bss° 83( cyano or pyrrolyl..

12. *A corrpo etﬂ"&‘fe e| n: [err] is cyano or nmet hoxy and '
[err] 60 and1 aheoea@habadmﬁgmnl 13 3-[ 2- (- hydr oxyphenyl) - 135

- met hyl etqgyl am no] - 0- et hyl - phenoxy p[opanol 2. 14. :
3-[2-(4- hydroxyphenyl )- 1 net et h ‘@ -0- ethyl - pheany- propahol -2,
15. 3-[1 -nethyl=2-( 4-hydrox nyP{thyl R T

| - 0- pr opyl - phenoxy- pr opanol - 2! B ' 40
3-[2-(4- hw:lroxyphenyl) 1- et hyI et hyl- am no] 1-0-allyl - phenoxy- propanol - 2.
65 TABLE 1 Cor%ﬁ? ?ﬁ en or methyl and RES BYqRbgeh,zhyt; athyl, propyl, allyl, meliigfis ci ous .
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by wei ght of 'the preparation. 66. A preparation according to claim®65, for
parenteral application which conprises an 50 aqueous sol ution of a water
sol uble salt of the conpound in an anpbunt of 0.5-10% by 50 wei ght of the
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