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action, no, or only a slight, decrease in the arterial blood pressure, i.e. it stimulates
- specifically the cardiac S-receptors in comparison with the 8-receptors in the blood
vessels, -and con: uently cleatly differs qualitatively from isoproterenol, which
: ' strongly stimulates the, S-receptors of the heart and of the blood vessels. Since, how-
25 ~  ever, a decrease in blood pressure leads, by reflex action, to a tachycardia, it can be 25
: assumed that the new.compound, when administered to humans in doses which
have an equally strong positively inotropic action, produces a tachycardia which
“is apprecmbly less than that caused by isoproterenol. -
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30 eﬁecuve on the anaesthetised car for considerably longér than isoproterenol is, and, 30
' - . -moreover, that it produces clear effects also after intraduodenal administration of

0.05 mg/kg.
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pyranosi dyl radical, or |ower alkyl radicals, e.g. the nethyl or ethyl
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.} between [err] and + [err], preferably at betvveen 0 and [err].

afid e\soqm,l ra 9:&% aﬁ&mb on W t ticafol y

60 Radicals [err] and/or [err] and/or [err] that can be split off by
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4 1, 470, 039

4 exanple, optionally substituted, particularly however unsubstituted,
carbanoyl groups. Suitable-substituents are, e.g.. |ower alkyl or

aryl -1 ower-al kyl, such as methyl or benzyL or also aryl such as phenyl. The

pyrolysis i 5 Torrred in the usual -manner, with allowance being nade for
ot her ther /.sensitive groups. Radicals [err] and/or 5 [err]and/or,
[err] that be spllt off by fernmentation are, for exanple, optionally

5 substituted, gparticul arly however unsubsu,u-ﬁo;otg,ed car barmyl
Sui tabl e sub- stituepls are. OVET _ar kK u: —aryt , Y
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t enperat ure. and/or- Z; that can.be “split t;g by fermentation are, for example_ oimona/l(l);

substitu arucu

10 I'n addition; thesiaeus I‘%)%J RIRQYL 4
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-C=N- doubl-ebond i s %{F@ﬁg@r‘“}@ e com - us:- @ -
or of formula VII [ﬁEJpoﬁHdaeM '& 0} ‘3’ -P_- Vi,

of formula VIII- 20 nm!gcte oobmmdmdmeoéf ifsm& ikt i fom : _.aﬁgo be -
present togetper, Wf Thi:s reduction.is perforrred i n'the :
usual manner, for exarrpl”’eas s Yt netal -hydri de, such as, .sodi um s
bor ohydride or lithi.um .-alum nium hydr| de, @ wth 25 - -a hydrl de; such

as borahe, or formc acid. It.i@-ed ba@eww-u@-cﬂ&\e,);n I d aweducj ng

25 agents such: as,ormomga‘mul ar, alkali metal borohydrides, e.g. sodium :
borohydride or preferably, -sodi um cyanoborohydride, and to operate under -
mld conditions, e.g. at nornmal, or m)derataely el evat ed tenperature, and. in

an inert solvent, such as al karwlm g_dqp.cei,_k)@.m[c(g,;)znet hg,pol ~or ether,
e.g. in diethyl ether, tetrahydrofu or - di oxane; |n water. -

30 Depending on thaapmgmmﬁ:e:ccoﬂéspaddm@&ﬁﬂdmﬁh%ﬂo%m i aI 5 " the final
material is obtained’in the free form -or.in the form. likew se included in
the invention, of its acid addltlo salts. . l1t-is thus possible. to obt ai n,.
for exarrpl e, zba3| c, neutral g > Fﬁ&scw—eﬁtz%onal |y al & hiemi~, nono-
sesqui - or pol yhydrat es. thereof The aci d- -~ ~addition salts of the n%q/v
conpound ‘can. be converted, in a manner. an. pecr,, se, "i.nte the free s
compound, e.g. with basic agents, ‘such as-al'kalis or ‘ion. exchangers On- the
ot her hand, the restkkby@mphads Frsembavii ok anisc or

i norgani c aci ds. Faeduget mi)epar atlon of acﬁoﬁgga}x?llsgnﬁggm%g get%é%ngere :
used, in partlcul ar. e‘:'-_ ﬁ% Frecq ipthe '.tneamm ibt)emmbie, m&taun@m of
therapeutlcalzgy apR! Hy@die] & otane, ot ldrniie g"g“i‘;’mt:luna?‘ém%[d

hydr ochl ori ¢ aci d, rsudhras,rﬁncpaﬁiaﬂd ‘alkall| hR1 T R Bl Rydrde
acids, nitri c_'a_(:i'dp F°é1“92c¢yeh°bta¢hy { arcl mluperytelunae; nilkd Qomditioas

het erocyclic carbog¥ i conina %"ﬂ,fmm eRet ‘e’ m‘FbedVFm sualcatallapol, =
propi oni'c, sggci ni 6r,mg'hty1(:01 actic,” n’ﬁll? r“'l“Ehyd qrdjoxane, .

ascorbic, naleic, pyrﬂwngbmnﬁxelpmcesamdarﬁaﬂl Anucsmnplghyggrggyﬁgmlngmm 30 |
salicylic, panpicg Be A m udbd in the invention, of . . -

hydr oxyet hanesul phgﬁk‘pm ionally al is i mne@mlphonl C,
t ol uenesul phgsi c, td,ii:ibm %?amyxiw%d éﬁg{% S?sgé’,‘we?i lﬁ qud’

~groups.

Sll as S

These or ot her sal rbmkkag SR aqoan&ﬁﬁ&rﬁlon &aﬂ.n gnserv

for purification: e"h"no‘ﬁﬁ"g'c‘ ﬁﬁe"a?aﬁﬂa n forpy. Sslnatlthtdrgamf: meaoz’eam‘:ids . B
converted .into |tswm 1,13 £drSth MQ%?’ Vi %‘% "i'°§la‘t’- 0 erated . -
fromthe sal4a ‘In arerfse mpleehgdrodiﬁnc acid, hydfoBSmf I:F SXaje; tween S
t he new corrpound ‘1 ‘tfécﬁ Wd,a!hnbam aixcydhe afomaﬂa ﬁrfhete i batd xyhbt 4? o -
be taken, in the fl%,eﬁ °"ﬁgf“ mb gt g—F lc:ts lhe lactic, malic, = .

1, 470, 039 " salicylic, - parnoic, methanesulphomc, Léﬁ’hﬂlxc, m§y§1ﬁi’;esup il €

nmeant , wher e45t he (,ﬁd!?@nt}a!pi omsh@bdlmm Wsap{oh@t @clohexylammosulphomc .

or sulpham c acid,

“These or other salts of the new com ound such as pic serve
punﬁcauon of the free base obtamed mpthat the. free gas:a Ees’ g:v:ﬁgd into. f::;
ft, this is separated, and the base is r.ben liberated from the salt. In_ consequence of SR
50 ; e close relationship between . the new. compound in the free form and in the gy
. - form of its salts; it is to be taken; in the foregoing and in the followmg, that by the 0



nodi fications, also the corresponding salts. The invention relates also to
those nodifications of the process whereby a reaction constituent is
' j | of fornmula

Il wherein [err] represents hydroxy, sand:[err:] stands or-[err],
can be reacted in a suitable.manner with acetone in the prese «g.'ﬂt_ a
.sui tabl e reduci ng agent, such as one of the above-nmenti oned. /.
i nternedi ate,- there i's obtained a conpound of formula VIl of VIII, which is
then rgeduced according to the invepiigsnp 10 -The starting materials
“are kmowror, I they gre nmew—cdan %e ohtared—by: —TOTET TodS known per
se. -Starti 2 éfl%qimf‘gﬂeo iﬁgﬁ;‘h“yg 3 FRe\GfE raRpliss prdy Firh the APRRORRHSS hydr oxy, and
[efr]- stan i eritoR GLlh e al&S b tHodel BeifYEeO XY s Wherdb@la’ | toOget her
Wt h g 1] racrionsonaiuenpis ptiogpily piesentdmthe foem ofitsadimed by, for ‘exanple, a process
in whisch a COWE‘?}M @@ggmfd(ﬂfﬁa _gﬁwhgem X, represents hydroxy, and Y, stands 5
_ S -.fel.l_'_.'-'- »» Can be.reacted In a suit le ma 'Wﬁﬁﬁe ﬁjz : :ﬁ%g'ﬁi@ b

[err] smmblereducmga__t,sl&s neofthealz{‘rre- oald Ak t:rg > tere® DOVE
. nmeani ngs  afivobtaiidd i Qodpdand o £nu?iW‘I$®f VOILHich, is thexlkb@lckditcordibg l-ySi S or

- fernent ati dr,invegtioneact ed wi'th a conpound of forrmula X [err] [err] wherein
[ er.r]1%and Lg{hﬂeﬁﬁwgcﬂ?g“élb knowa it § stheyn e giews eanabs shaisddher 4@ and for
20 - eppxysmﬁﬁwﬁﬁteki&'&-roﬁaﬂ 11VeheRRRl R[ teble@fhs RYdHE:X¥d O, QvhRds €- 9. the
above- ment if@nceactiveSerdified hatoxy Groapor Y| @gdhey &ith XC futfpOin vgoy fgrdupyr mul a X1 and
the group Zan ke obgined fysdort dxgmpley aiprpcesy fnj whichf# compound of formuinBed manner .
Compounds of fornula |V wherein [ef[] stands for a group that can be split
of f, 195 [err] represents H’yd@e‘?‘l’ aftif err] stands for hydrod&n or for

a group thghe : pl - -éf ' b§§ .E’@i ed far _exanple, a
process inwﬁ%mé@ iﬁﬁ%&kﬁgm g%“? kﬁlgi}ksoﬁéséreﬁm{ng%r] has the
above. meaning and-Y is a reactive esterified hydroxy group, is reacted in
- the usual manner with a conpound of ¥ornula Xi|I [err] 30 .

[err] wherein[err].has theyabavefi \en G@FNi ngs. or stangg for hydrogen; and
the L-formis then split o(f fromthe racemate, e.g. by one of the
af-o'rerrentiUPF&ﬁnrJE the abrile mehnitfgs rapd) | peefarablyniogather stapdkfer] st ands for a

: fob 5} h@emﬁm : : .
groudt hat iy ?Fl-f ave esterifed, hydrony, groun, AbovemERtpRsAr | s@@nds f
gr ou®t nat el W W b B REFREn Pk dio AL RRERRAT ) <Bnds for

S

grau can. it 35  off; can be obtained al so
by reacting.in the usual nmanner a compound of formula .35 35 [err] Z3
([err]) wherein Ais rea(zDJrz_ytaeawiz.i #yelr oxy, and [err] is hydroxy,

or[err] and [err]tqget t-‘{,e_r ~are -epoxy,.or, if Jerr] is hydrogen, A‘together
with the hﬂi@“ﬁm °§$f§1§§f§€:% ‘('i‘sef.‘f‘f:dgu fean.also be a direct bond
. . . 3 4 | . : in S .
Wi th 28 congpepftsedis bydbgehiland ZXstandb 8 thlydiegeh'BE RF b 3l intffgbeuEﬁ V wherein
Terr] and ¥flvawbe obtned iby,dior exmmpple, B psoceain widchahdompoued of fhmiulacXlanpl e, by
reacting in the usual manner "a conpound,of fornmula .IX with a conpound of
formula Xl'lla 1,470, 3&22 o -.o—c;/—[ '_'” o S 6 [err]
. wherein Y has the given” -Erfin’@@'ancf-ﬂ”sféﬁds_ for g reactive esterified
hydr oxy grooup, -e-g. -for the above-nentioned one. Conpounds of fornula Vi
and Wi 1 ani‘YPﬁ@‘%.gi" t:}:e@bqyﬁym ning ‘208t M| acreactiveneswrifisd shyitmxygrouphisa conpound of
formul a | X RAERHS uptalmparngr with g comppund of formuls lp that can be. 5 split off
by saolvolysis, pyrolysis . or. fergpntation, and: has the correspondi ng above-
gi ve%rreani ngs, is reacted, 'in tfhe usual nmanner; wth a :conpound of formula
XIV I""[err] or with a-compoundHdF—GHERE a XV (X1 30 '
' wherein Z,: has the above-given meanings or stands for h gen; and’ ;

is then: spli_t-"-bff “from :the'rglcemate, eg. gbyj one of the aforZ?nr:nggzneilnileﬂtfbdlgf?m

.- Compounds :of formula IV wherein-Z, stands:for a group that can be split off,

Z, represents hydrogen, and Z, stands for hydrogen or for a group that can be split

t
su
a

‘35 gg,l Ic:anbe qbgined also by"r_eactit_ig in the usual manner a compound of formula 35
. @~A—CH—CH-CH—N—CH(CH), ~  (XI)

‘wherein A is reactive esterified hydroxy, and X, is hydroxy; or A and X; together
are epoxy, or, if Zy'is hydrogen, A together with the hydrogen atom of the amino
40 -group can also be a direct bond with a compound of formmila IX. 40
S .- Starting materials of formula V- wherein Z, and Y have the given meanings can
be- obtained, for example, by reacting in the usual manner a compound of formula
IX with a compound of formula XIIIa - ' '



10 [err] wherein [err] represents hydroxy, and A
stands for a reactive esterified hydroxy group, e.g. for t he above- glven

that can be split of f by soIvonS|s pyrolyS|s or fernen- '
Noff, e.g., in the above-descri bed manner. 15 _ “The

. be used as a pharmaceutically active substance, e.g. '
of pharmaceutical preparations which contain the new
ts salts, in adm xture mﬁthﬁﬁugbarnaceutical, organi ¢ or

tation is spYi
new conpound

15 in the faqr
conmpound, or -
I norgani c, se + - : _ B .
for enteral, e.g. oral, adntnrsﬂﬁhfrﬁﬁ‘fr—f- parenteraMmadntnlétratlon

For the formation of this.carrier nateresal NSH%@@ le 20 . _substances-
are ones which do not react with the neM/Konpoun such as water,

gel atine, |act ose al.ar nesi um st.ear 1
benzyl al cohol s, q}!ﬁﬁh © NPTV oS fa\fﬁ’é‘éﬁ%" %‘f‘%@g‘ “c%?xgde

I
Mark), chol esterol. orcmg exids mmmm&vr{c&o& PrORICEIPISR fok leﬁa:bieyafﬁ&és R
subst ances. Phe hmw’uéemtw IX WlmgnZami Mefembiyah@uﬁdmmfbe for 5 -
i .

exanpl e, tabl et, E‘ 8 Ym% ¥ thh otnl;;oeouesp‘e?#rﬁsmgs or

creans, or they call be I'n ormas sol uti’ons as . eIxrlr1 or -

syrup), suspensions or enulsions. .They'¥re optional Iy sterilised and/ or
contain auxiliaries, such as’ pr a__é 'S, wettin

emul si fying agents, salts for (g&é_ﬁ* ﬁt‘"ﬁt Fﬁéﬁ@ pressu&é{?) or :
buffers. They may aﬂﬁmmﬁpﬁwofq&hﬁraxmerapeutlc- al ly val uabl e substances‘._
These preparations, which can also be used i.n veterinary 30, rredIC| ne, . -
are. manufactured by the customary math' 5. The. daily dose. for ‘a war m- -30

bl ooded ani ng}.- of about 75 kg- Qgﬂy uc}ﬁ L%cH); 100 ng peyyos, g
preferably approx. 20- 40 ng per os. The fol | ow ng exarrpl es.illustrate the

i nventi on w t hout W rdprepengsi by %Yheﬂds%e Stf¢t' y reqgtive ﬂ?ﬂé‘iﬁ{ié goupe -_" '
val ues are gi ven i fi& '@s m zq?f@at wgethef Orm an epoxy group; . .

8

b

htoﬁ vol roly ermen-
Exanpl e tation is spht off; e.g., in th eabove—descn‘bedsgxanner byé(g }Y&g pé g?xs or f -
()-1-(4- hydrtﬁ<ypheno>(y1):f soghpoond -@a. (b swmpyblarmm e yemneuhsmncdlsg, sol’ \wd
in 30 n of rrethan rttsﬂvarpalau%s £ 1 eymv.vr _I-.D |
tartaric acid in 2 plé’ff:ﬁgg ng | oI

solution is then cm&erptrez&éraohd&tms&mm ElnsacaWﬁfanejl tuitﬁ!éuum R
until comren2®nent Slxbfmtuesme ones wlscrbrémmtcmmnh he: 2

crystallisation, |8 %&Eﬁ%ﬁ% '
1€,

pioh,

dsywatero al Ow

crystals are fi I t el { pbaa.| I sed

twi ce from net hanoh&mmxen:e il thile - toonmbtfan exaﬂpli 1gplan eaﬂsules, (st@pes:' jeslr OXy- .
phenoxy) - 225 hydpipygats og &) be “&l‘t‘ﬁ'ﬁb plptipne (e.g. @s plixic off - 25
0,0 - p.- t ol uoyI syru e:u:?, Mgé&:ﬁ - o % mng ‘-, ,A _t _rs:ft;ltg:rl ._ .
For isolation of 't Rgulitof 6f B estlotOpFEdré; of ame:,s il GtHicd RhekhBeukit 2N °
hydro- 45 chl ori callycvabiable sebsences: Jthitse ripyr taho bch lacraelatae
(+)-Di-0,0 -Ptol uk m;? qrgp's&q” bra!eéaﬁ&o %ﬁi m;rragﬂ

extract. The acid Spkaa! 202001 ere |n3pw|t c%het'r’sélpecfma nia, . -
saturated with sodi UnTieh ﬁeeﬁﬁlﬂesﬂiﬂhﬁ’tﬂﬁtﬁd :ﬂyynﬂaﬁrakmm S dgcet at e. :
The organi ¢ phase #cepathested dhovemfiectnte Melues ake giueh in degreed@ntigrade. sodi um sul phat e
and concent ral ed in a water-jet vacuum' ghe- lre<=)13| due crystillises from. 595

ethyl acetate’ There jsg@b -ﬁ)—ﬂ@d:aro Benily) P BYcRo -(1so lamino)-propane is dis- - -
(-)- 1- (4- hydr oxyphelvedy 3@5& @&4 |assu1§m £l &k b jy ;expié’r%mlmlm- |
129-[err]. [err] tagarg wager is added. The solution.is then

- tra at r m temperature m a ‘water-jet-v: - -of:

1,470,039 clouding, and subsequently, to allow c . 90 for Y-
fumar at e prepar ed é@%’&ﬁﬁtﬁt sgaﬁé ﬁfté’r&ﬂrgisffm Ao, Gn @ﬁhseanEiy'-

210-[eri], [err]: detrwn m%edxym!vtwa@nlqmomstIhéﬁca‘qf(—Examehsﬂrosy-o | of '. o
t he di ast er eoi sone °B‘P‘Y = 7 ¥é_g PR SPEERPOX (T bhEnd¥Pf = B-iso- 5.
pr opy! ar no- %spropan#m JE%‘Z Srid Gl ehe el i€ bBSOUYROEN By M @F

- Sul gHidsiciacid,oanid Gxmetdd tbh ehmag winh  @thyl s:ethe.a(t-red)fﬁmo'-ﬁtohﬁylrm at

Gefl?@éntratéd. o

[err] “The reactlo repgicy !Ct!lr eanj be te_ﬁa'ed)éto@d aThGa#th@WIt
ammoni a, sat ur at ed %“’ '.a eI ate.
The ethyl acgpate SYiumdGhhaeSand lchidbhuied b &% rfstilises foh A edson'_ -

a water-jet vacuunethyllacetatee Jheteids abrajred 410l g efanhref (r—e)m-(eﬂx xyl8noxy)-2-hydoeg-at €.
There i SJ obt ai ned Q(x@p@pﬁqmmo)—pmpane, M.P. 129—130°. [a]p® —Moﬂg (1% soligion in -
(-)-1-(4-hydroxy-phenoxy) - 2- hydr oxy- 3- (i sopropyl - 10 anmi no) - propane,
[err]: -0.9+[err] (C=1.0% g/v in nethanol). The neutral



fumarate prepared therefromwith fumaric acid crystallises from
net hanol /ether, MP. 210-[err], [err]: -21.5[err] (C=1.01%g/vVv i

n
net hanol) The Q'r:-\r'rrnn m:tprrnl rnqnlrnrl f of—t hi-s—reaeti-on—ean—b
7

_ act-en—ean—be—produced
as follows: 15 "27.2 g (0.1 nple) .of- hydroqurnone gl uco-pyranosi de
and 250 m of epichloro- 15 hydrin afe .dissolved in 1.0 |i¥teof
et hanol; 6.9 g (0.05 nole) of pot assi.um carbonate is added 3 fie whole is
refluxed for 6 hours. The resultlng precipitate is filtered v with

suct4 on, and t-he f||trate is congeabvat ed in a water-jet vacuum “The

resruuc —s—ch burvcu |u etiramnot rrrtere e Trlt e s cool ed and
_et her. w&g& " “‘“m‘ei’ @?ﬁ fpl tated reaction
bfoduc—t i's T tereﬂ (B‘Ff H1 on an vvashed W|th ether. There is

t hus~ebt ai ned 4-(2, epoxy pro henyl - [err] Iuco- pyranosi de as a
m xture of {98 ©f e Y“’?’E&‘ W§‘3r§°§aster oner
m xfur e iRPK ( ﬁg?ﬂ_ ¥A th 300”’ kl,pn i s”refl uxed
with 18. 5h£ led, SadRl nited: $satu w’tﬁaaﬁunofhldaiﬂe(ture 25 is
- subsequernind \exaamp| vtheddyy lcammritheaﬂﬂa'ﬁa erytaesr is tdriedh with sediyme si due i s
- di ssol vedup Ete reglg:oebﬁ?:te?;n wtgqr)ret_( gmq 11 er:gleil% Q%ﬁll phal? c acid
~di sSol ve g,f,bs _}gma.dél.ﬁoo& %) 4 Y ution until
cl oudi ng. fﬁmﬁferpr@ﬁmd flomAaeith diingdic Hissg | fifren tnmhpro%thqm tate in

cryst al | iM& 218r2L1°TIo™: w2bd °e@=e1rpléé‘g/<¥r1 %tbﬂnﬂ) the whole is left
to stand at TP‘&P?’"P%P‘T%”H&‘H’?'P THE BIHe @R ar’rsﬁ“&‘f gf’lgﬂ“g are filtered 30

of f15wi t h- suef-2 @r(0a reple) of b ¢ne1$a!h66-pﬂwpa®eqné Pfe‘?plChmffey yild the
di astere&l’f%ed g"tﬂﬂ% |§° j °ff t|on The not her

: ol
~liquors qaawuéaoﬂ,gandﬁﬁée cdbhEAts inlas térq vra ﬁesﬁe aslaleqprrbl ned, and

~concent r afissudved rin‘cethasdl aibd | ﬂke:edzarhnuﬁhritomm ¢d apd ethbx ishadded wahitibsol ved in 50 ni

~ of Hater. ﬁms COSBIEORCS: e peaplra eqaersn 200ni of
' 'erberl ?'[eg Bé@'ﬁ %‘3%@"% ?W@mlm? havi ng >

a
trimethyl mz%?l eftsr?hﬂrde fepa&omememssolved 60 %€ oOmeBamb), 4fa ®®1 ) . The colum is

was hed vmsblhuanas esfluxed twith 18l5eg ¢fi ilopropylapinefars@ houss. Toerphativre izt ut ed.  The

one oot AT T By m;%%%ﬁ%ﬁm* featnt e €t vacuu

the secorsdgifi RSredpis e cHbtalline wﬁ@wemmdy,lme(y) phenoxy] - 3-

wiolspis d¢ff Itaamdna- ﬂoﬁgariblhourﬁll’-Fhe Préci] $86 ark chlterpd
40 Banpl lsno?ﬁ%‘é‘t B CHE gﬁﬁ’r{%ﬁ EFe‘ﬂ‘g/W’ ﬁyﬁkgsy%é’{’m"are plPoduced, in
the nor mal MEhR dther Yton bdtribed Huridll th0) iR tphddis afeQBRBISA, | ON 45
( ) 1-(4- dny beriﬁ»a yat&-;éiyuﬂmm todx bysupp whioly |1 diss ino' ot 10 ny
eat ﬁ!% is solutwn is. filtered through a column having 200 ml lite 60 ny
(strongly basic ion exchanger having trimi ylam.momum groups [pamde

L l aC ose size ,0.38—0.45 mmi]).The column is washed w1t£ water un the liberated base is 5:5 gy
- col | oi dal coﬁxbl&kl?leﬁxteac “combined aqueous eluates® ard Qothplerdly! @ancentrated in a
- 9 rrg 50 waterjet vacu nﬂsnemaﬂis@athab @imes from methanol/isopropanol.: There

. is obtined -(ﬁ—D-gluoopyranos:dyloxy)—phenoxy] -3-
( ) 01 (a- ‘Wﬁ’?%)?mﬁlﬂ'g' %Tﬁ%‘?o@y B86T480, opy! ani no) - pr opane i® i xed with

a portion of ‘the wheat starch, Bsgle Bactose and col | oidal silicic.acid, and
the m xture'EﬂetsconwmrsZptmsdmumﬁgbstaacemuceﬂ.mshetmlwm on of the wheat
starch i s"ifaBefoliofing Qmpogien:. 55 with the 5-fold anount of water on a water
. bath, and-: trqgmp(;g;ﬁg‘er mxture is kneaded with the paste until a slightly
S plasgic m xt(up-&«-bﬁh@fpﬁ&dxy}'ﬂh@drﬁyaa&opmpyhmuoomm prssgd throwsh a sieve
. of approx. heatswesBh size; it is dried and the resulg dry granul ate is
agai n put t Eglhéﬂﬁm%iﬁ - The remai.ning .8 wheat ch and the-tal cum
and nmagnesi WYpued €ar at e are then mxed in and~t\he m Xtumg i S pressed to
obt 8 n t abl etsgnesioro stBavhtan 135 rmg and- having a cross-®goove. W -
iainple. 4.- a) A solution of: 1.6 g of . .
14sopropyl am no- 2S- hydr oxy- 3- (4-benzyl oxy phenoxy)
pr opane- hyiefagagél ori de in 160 nml of €tianol is hydrogenat ed. with 0. 2 g

: of 55% pal | defiyir+-HydroxyplieaoxglohydrompiEfisop P em”‘ﬂfW absor ption of
' the cal Elﬂ B of the wheat starch, with lactose and co W g ¢ acid, and the mixtu P
' 5§ Jis putgg ‘a sieve. A further portion of the wheat starch is made into a paste 55
with the S-fold amount of water on a water bath, and the powder mixture is

kneaded with- the paste until a slightly plastic mixture is formed.

_ - The plastic mixture is -pressed through a sieve of approx. 3 mm mesh s1ze,
it is.dried and the resulung dry granulate is again put through a sieve. The remaining

Smg_



anount of hydrogen the catalyst is filtered off, and the solution

i s-concentrated :by evaporation to dryness. The resrdue i s dissolved in
45.6 m . B ed
wi t h:: ethyl .-tate. After drying 'by neans : 10 of mEgnesi um :
sulphate, t of gani ¢ phase is concentrated by. .evaporation, and the 10
residue is (Jystallised fromethyl acetate ,to obtain '

| -i sopropyl '0 2S- hydr oxy- 3- (4-hydroxy-phenoxy) - propane, NMAP. 127-128;
[1D28" =I-11 [a]Kr32 =20+ 5. (nethanol,lqﬂﬂ3940) . 9.1 nt of a- 4%
sol ution of . anrur ™t~ 1@! o TI=7T ' 5 7

g of the resulting %&%ﬁﬁﬁgg% ’_'étw %%fm%é;ﬁ; ﬁ%&ﬁ%ne

inl , 5mM of nnethan her s added tRer
and the solution is then cool ed The- forrrﬂhlampleystals are filtered .off \m-:*h

ot _16%5‘ é@w St ﬁ?ﬁgﬁliﬁwlégvﬂt?@y -3

m%'

comences: .- -

suction and dri ed: t e ,@ff
- (4 - hydroxy>- p. Y &sird Yoalculated
[11CD20=-230 11 momaoth?&ogeﬁ&nelcamt ‘“T%a o A0 the sokoin s Ao by -

20 -' The starting nresdpemiicl b -dryness. (The- dueddsoasi dﬁﬁml/sfol:i?sqﬂmﬁne‘wddxxdq) d_-f'

pyridine are gdded tsgfutipnyand the jis %“? fying by means:
Ennyaro- 1. 2- 0 Psopr F ol 2 X “‘s‘i??':’m r:mg,s mgﬁffud&‘é“ém Bno- 10
25 ben~yl ethers, V\n(t-hydr&xyrphdna:@)rﬂ ane,MHpaV-anwe[J]eqmﬁg-lomav nm,newatg beI ow
1400 by 25 rrearﬁsetba‘ﬂolnel'i(ﬁ@»?@al glﬁt?m ing wth Iukewarm_\g/a er.; After

ekot herm c reagtion - varl] irre
For. . a further 30Xr§ud‘i1“h“°“1 %%Q%‘P g&&”}%ﬂg 95
met hanoI i s added aﬁdﬂ&ubsdﬂud\héyomat enystamhnelﬁheﬁdrdﬁ 1thosimﬁmm6 dHA:t they

P e b

several hours? stan m&tl '030
with suction dre ( 20
1,2-0C i sopropyl |dene t&gngmmd(&nm&uhmmhenyl) a Dgl ucDf uranose

M P. 99-1Q0; Rf-alue=0.25 on silica‘gel. _30th|n_laer _Iatesrnthe'

system net hyl ene chl®y 98 pyridine arg added Yo &gty A r"f 13.0 ad’GIé
dr opwi se. with sti rr%;zglé?g& "'s°°I'?_ _‘_letggnm'“;] ' " Gage

, 2- O-i sopr ovyas| denanelnsf (e fng XevithDInlesRvyes )vaEg
gI acial acetic acvi dubsidefl, ehe meioe it 'remrsvh@r forslt FuﬂhetdBO fﬂmutei4t Hﬂﬁi’r y
70", and sub- 35 then c UL P Y eGP BN quon ,
dryness. The cryst alokl i sh&@idh cristallisddl
I it~re of:: :' di0aci aI(4-mr;3uux¢pbmyl)d-m-glu

. 507 -rm liccpte: . 30 -
‘M P. 16i 4- 1680: Rfmarame:petesmﬂmy%qmme%vhgerhlqrﬁt rmerhat}véls bt at es W|th R

met hanol ;[ #1.1nD2r=lo, &6 kP whilPh AR i g&@%ﬁtm&t&a |
met aner i odate is adcfgdg ROSE{ 1,200\ NosrBnyliliné-BLOS( btz 1MG-pheto).& : o
cooling, in the counmdef @hcidl ot ladd :cde: twbolaummredrforoﬂ l&ﬁrszht O%ﬁndﬂb-

resul ting 6-0-%4- " M“E’é'ﬁ ‘B%é’f"iﬁ“e&srﬁh"
met hanol , . 10 m of . a fﬂ%@%@ﬁg& VQ i 't’an’ ey

stirred at about 25 mti]Qﬁ [2Pia¥=S-6 or(maﬁdnupb;eom erial i fItred of f .

ﬂq'e “h| bfss o

and t he f||trate S concentrated by ‘evaoration . to dryness the resrdue R

is taken up. igp chl nis jadded - portionwi axter
and dried by rf@ans ba%'m in, e me iﬁﬁﬁgm“‘.‘? 1S %gg;gdgd%’t‘“ﬁggéfﬁ

off in 45 a water mﬁt: adrB.ﬁxIﬂJGﬂ ml]' tifewam,sandulae wlibldiiih Sﬁﬁdd\aedbohﬂZiE’Hﬁr 20 ‘honfs.

met hanol , and the s tmsetz‘nbl Qﬂaa “q) %}%?‘ e ceniraRdt cevanogition
sol uti on, cooal,gd to "“’ Eég!m‘;g g(ﬂﬁ" T P ﬁ i

4 . ent s : ed off ‘in 45
net hanol .and 4 QWate mzlfhﬁ%d i 110150 @l of inb défutiorall

about 25", the reactxsaﬂnedndroﬁwuseelurmgﬁmnmeattbatsdahob, lel to mfrsodiiﬁn

to dryness; the resi b)’d ft?rﬁh@te'éoﬁfﬁlsﬁﬁd@%f%hed
with ice- soﬁoldgﬂ’% %%@eﬁ @i%t&ﬁ%ﬁ? ‘dg Il R s

means of magnesi um suh 364 \6Bd) twates af RO Ay - L
vacuum . -The 'resi dudvhasr rt@crsglemallSI ppalatédr offn mchlv@teafeorvmuum-o'l‘bbtra;dne is .
1- (4- benzyl oxyphenoX¥J3® m B %ﬂel'(‘khep""h ’@zshﬁ‘hﬂd&?"ﬂe 032

on silica, gel55t hi nﬂegﬂeogo ee,s,ethﬁ f;el Sy

met hanol 15: - 'B5. e) - A’
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