4 998, 286 or any ot her
sui tabl e solvent, such as a | ower al kanol, e.g. nethanol or ethanol; the
ChOI C e reriiiean@e@ii -G it @ S S—imimippeyumpi=fro—ty e Of I eagent used and/ or
on the sol u- _ ‘bility properties;, of the starting materi alf

The starting material, particularly the nétal conpound thereof, }s t hen
reacted 5 ' with a conpound of the formula X-(Q Herr])- An1 Yﬁ VCH

Am and .t he group of .the frormul a err err])-, b
separating the group AmfromPh&'EEN{R @EE@IEigAﬂ‘ié bon
at ons, have»s,he previgusly- gi venygesRAWSSGs and X stands for a haI9 '2%

par - jtic ahQri ne :PJ n Jd | Colfiplete ¢l 14,
reaction. of e ' i a a %0 1 WE n%e ipec 5Mo %nd t her eof
with 10 e e ron

and the gro
previ ousl y-
suitable dil

e( / Cldn. .
: V iicati n ma A :.'B%B’Z{:dk :&g §t n‘EE Q dzbggﬁon\f: ’ é:ff
€ oy X ‘ icat in t ) o 1962,
Bnt , 6‘1"\7'8 ] f S[J 4y ?%’b%?gg’épﬁ"é’?% 8h d’f a

metal com _ |ch g%'g' ? i ced or diluted

wi th anot her sol vent. %ﬁg materials used in the above
reaction are known or may be prepared 15 ——according to known net hods, '
for exanpl e, ndpx ntaeceptagcees: leJdlEﬂ(‘lt AB4KG, ABHKET, 1E5K& 1ESK6, 1E7D2, 1E7E1
thich R R and fs. bave {HER SRBESIGOR MRS ol @@a%@@ﬁg ¥
conpound of the for B Wwh %1 ave
the previously-give nings, 1Nt e presence of a Lew s aci d,
particul arl y*‘i'@r'—@g*m afts reagent, e.g. alum num chlori de :

Dependi ng upon the net hod of M@WE%@meUunds are obtained in the
free base formor in ti'%ﬁlﬁﬁh@ﬁ Eﬂkﬁh%ﬂb?ﬂco%@'fbipre aringsame The acid

addition salts of the wnds of this i1nventio

phar maceutical |y ag fem Lp,s‘,f%pﬁpxpﬁeﬁg‘ghﬁ t&mﬁéﬁ hose
Wi th inorganic. 25 patent may bed#dntd to s, @ud ef6d) rvmeh nf'swdrbe furic
and phosphoric_aci dasmmjaﬂydesgamdmaactbyctb;followmgstatemslueh as organi c carboxyli c
acids, e.g. fotnic, adde Prese EsipRpPEdes gompenodchavipg efgmids [ acti c,

mal oni ¢, succi nlc el ei ¢, hydroxymal ei c fic, tartaric, citric, benzoic,
sal i cyl i c, 4-' arri no-salic ? ' oxybenzor c, 2-acet oxybenzoi c,
nicotinic and isonicotinic acid ¢ = foni c acids, e.g.

met hane sul fonic, ethane sulfonic, ethar® 14-di surfonic, 2- 30

hydr oxyet hane sul f QRificy Qacﬂgﬂl‘@@ dfstﬁfmlnc @Jﬁ%@ﬁp@&ﬂ%ﬁ@%&&%&pw aci d,
or any: ot hetoup uf thé lrtul e lowaGilkglemCbeHatatiRy khé pbipSAfmymhR: USed
as internedi at es fomygete st Vetleast two carbdnmtontsrrebmnuﬁmmfw bfo Totedskepef Rsuch (25
phar maceuti calfy ad kegy, halogeno, mt% hyl °r ?E‘g“l’ or

a 1
the purification of%e e%&c"%_‘&%ﬁqgiﬁh fm ?nds ree ?ﬂlo ﬁjwe?‘?’5

tion and identifi cmlpmwaunmeﬁlo $or\h‘t’lﬂ®i‘brﬂmyl, heuqa.rbanaéceﬁhepﬂrrm ly for
i denti fica- 35 or a phenyl rac!wabsu d:yésﬂea 1, Iower alboxaniplogen m@bsmﬂwp-h 15
aci di ¢ organi é3nit r"%f‘bé‘hﬁ‘gg{? d’a m °“ep;s gﬂ« °"R is other th fa?rsr%mce

flavi ani ¢ acid, or t Gy pr mﬁgﬁm’ép A The rermd ﬁg,rﬁ?fo
nol ybdi c,. chl oropl attoﬂiﬂbs(}hcﬁfkﬂ I’bﬁ@&& thdit to have at most seven caﬂvoii ets:ué tI ng aci d _

addition salt may be boﬁvérm@dglvmabomhee fymbed Rp stends forelreoe;m

treating it vm2?h a@;’% KAl fifferer *%'rg ts me o )ﬁ.\;% 20
l'i t hi um hydr oxi de; ise smed Towes Qb 1Ugd; é‘ecomﬂ g’ﬂﬁ&hléﬂa >@! % or

cal ci um hydr oxi de, ammgeig Imethal kil ad-propyd. lg)propyl n—butyl of adiambutppbmsilum or
cal ci ugh car bonat e @rouppydie dhgeenhaving igmagne. to anwmwrb% s, g [egoxy, ethoxy, o- .
E‘ 25 propyloxy, isopropyloxy, n—butyloxy or secondary xy, halogen atoms are chloro, 25
. bromo or iodo.
.. The radicals R, and R, are especially lower alkyl, having preferably from one to
- four carbon atoms, e.g. methyl, ethyl, n-propyl, isopropyl, n-butyl or isobutyl.
“<i—  The tertiary amino group Am is preferably an N, N-di-lower alkylamino group,
30‘~.—_ ._in' which lower alkyl has from one to four carbon atoms, especially N,N-diethylamino, 30
~=..-as_well as -N,N-dimethylamino, N-methyl-N-ethylamino, N,N-di-n-propylamino or
' N,N-di-isopropylamine or an N-cycloalkyl-N-lower alkyl-amino, in which cycloalkyl
has from three to eight, preferably from five to seven, ring carbon atoms, and lower

‘fu

alkyl has from one to four carbon atoms, e.g. N-cyclopentyl-N-methyl-amino, N-cyclo- '
35 hexyl-N-methyl-amino or N-cyclohexyl-N-ethyl-amino. 35
Furthermore, the tertiary amino group Am may also represent 1-N,N-alkylene-
imino, in which alkylene has from four to eight carbon atoms, 1-N,N-aza-alkylene-
imino, in which alkylene has from four to six carbon atoms, or 1-N,N-oxa-alkylene-

[Price 45.6d.)

- .



- .5

hydr oxyl ion exchange preparation, or any other suitable reagent.

A resulting acid addition salt, particularly an acid addition salt with an
i norgani c aci d, ad | ( er__aci TR _ _
for exanple by reacting it with a netal, e.g. sodium bariumor
silver, salt of an acid, preferably in a suitable diluent, 45 I n
which a resulting inorganic salt is insoluble and is renoved fromthe
reaction, or by treating it with an ani on exchange preparation. A
free base may be converted into 998286 " acid addition salt thereof by
eacL I ka8 Tor AR Bl 0% b Pl A SSdy O She  sol vent
M Xt ure Wghohs afogeth qmﬂ)irthgl el lat A éaz%ﬁl%ﬁén y rcgli@:b' e al c}n |
exchange tﬁiﬂalkylene radicalp w@maiot mmplarpdmlmmb gfoupsie.§. wrrdiamb ed- sal ts? “K sal: 't

be obtresthykpyriolidinoh riffetifipn @foups, e.g. piperidigpy h-metkyl-pinesidinof orof- - rray £ont ain:

sol Ve{t Of'”'ﬁﬂ%‘feﬁﬁ‘?’ ég (ihN (1,6 - hexylene) - imino, 1 ~-N,N - (1,7 - heptylene)- __
immo, % ylene) - imino- groups, particularly 1 L N,N - (N - lower ' o '

998, 286 alkyl - aza - alkylene) nnmo oups, in which alkylene has fron5four to six carbon An

N- oxi- de ofatosSuchompiperaziso @fpa lylmvmralkﬁrpxpamimbe.gptemah;e 1-for exanpl e, by
trea ng tprreraszeé tﬁgsre Wi tPFPe'aFrHQ\PId(-rhﬂd lrehgem@raﬂ@u&hl‘hlé hydr ogen

- Tene) - 1mmo, particular a - 3 - Jow 0

pero %%k exy cularg ] 1o - d e cet i
per bensol Rl IR &AL it L R S ey i
sui t abl e ilewer hlkﬁol L;enheptyﬁﬂe)N-Mo eg rnabee q‘on\aari ed meﬂin- ag- aci d addi tion
sal t- éher dieftylene) - imino, morphglimo groups, e aotbhelige top 3tniethylasphelizevhod.

ﬁﬂ\‘/‘amﬁ"’;ph"hm groups, e.g. jamauphgqlino, or, apgother cauivalept, teptafjoumipg ¢ 5 corrpounds
..of this inve {00 TowdPMiyR&e radical —(CoHa, ting the QR A8, rAnexarrpIe by
" r€acting tthm thassga didin ayﬁegeta(wvearﬁz);tmadﬁnglaar alst?mia(i&r irn(glfteghr as -
one of t hdwa wemq je ?’ﬁe@%@taﬂ tiRe ottt patlon @logs. gfhe\n]krlmaadrvem@rherar kyl hali de,
di - | Ser 4R ygprescted T cuample by 1.2ethy e“ﬁ’e%%-m? e, 250 e Yy :%Xéiyvgnﬁ?e or_a
pheny' -1 o7 HEAERIES HSBR RS RSTe PRI o Simont um compound

may be corhvmy‘léne.d |nto anot "her quaternary amroni um com

pound, sugh 3% lgw MMY exaripigcmethybrethal awropel by reacting a
quat & - opropyl, DLy c::b?“;“:o E}"y‘%@‘ iR “ﬁ%rﬁrm 5 8 & “oxele, or a
quat er nar Yxg@ FRARAdEN oswc nair? halogeno substituents R, and R, & i) hydr oxi de, by

treati ng ahlopaliremser W%doammumm Babt Ry\bftthe ﬂpzﬂnyd#@ey(cnm@n—m

change pr @ Qﬁ{mmzhémemmmr f Iher surtaale rreépod A -
quat ?na”fonned with reac’avezgum from trer a e rted into a
quat er nar Yh@isl) Ofprogind,al s&pripynor a@qa ower lakanols, e.g. benzyl alcohol and the former.
with a surltpabrlye Oa@i-pdieny t By reantiye atmuharumn&ahtb chrgl eraiosohdsse converted *

s gggsp d :
g.ln‘:rg%% ly Ifomc acgmsucﬁ as hy TOC ggrﬁlﬁggrf S.Eml?}'ﬁ ﬂ% SI& quat e;gg:: )e/‘d .

alkane sulfonic acxds, eg meth .
silver Ch|f6Mcl sOle.gM oin@ aaan dr benzene sulfonic acxds, eg I n anhydr.ous

met hanol tpeolyanels Isdfomhecxdtesfsqr edu@da* elnatanayy anyotini ompolridoeredls or a . .
20 qu&?’@Fﬂ‘? WWuFﬁ‘th%%‘I‘““ §€§ afﬂ@%%% 12 8B000UAb| e ani on :
exch&hge rc ﬂmo ?“ﬁ‘e’f:maftﬁ 5, particularly ghose & the OIRVE e d | ﬁ?o anot her

quat er nar y of thisAinGiéhEbre hdva laftifEROpYopeies and can be used

conpound- n@;yrdmelyoﬁtrmmdb, mytsm in@dm«bphvte sfideis chgaitse fupgi, pamgingcont ai N sol vent
supetﬁcml dermatophyte: fion mentagrophytes, Trychophyton A m X} ure

of réult £LT i STl O %ﬁaﬁ?ﬁ%ﬂﬁr@,ﬁﬁa AL P i 1 co0.

25 ITE fnficro- lsaxajmmaﬂya;f Hiknd] Uifexti6s ofIthe SKif s a5 AdFRMitSphp®Ys DE Separ at ed
into the i(ateléited tmr The%ave also annfungal eﬁects agamst ﬁmacpeuﬂng cmnq)m&nds en the basr s
Of ph SI cé?‘EHEge& sategq tezmc tﬁls ‘f) é éc fungl i

cxantl o, (TS e i e (e SR8 Cogl et Ol 01 &Y o he
opti caI I ycausedbysuchmlcroorgamsms act | ve d and 1-forms accordi ng:£6 known -
resol uti on pFothethoree she cbmpouede ig invingiorf encm:twe against actinomycetes, - ..~ . i ng a sal t

of tg; fr p? ‘H ég::pg‘gg umomae an§ a?ggla,t auigg{ (1’ve Ef?r -:A f an.acid

con- bacteria, for~ ample, LA | f‘axﬁ JM@% r%a[aﬁfﬁst pECI by usef ul
as opt i caldzys, agh iay/ Erikiokives GdginalB) dnd cansﬂmfore, be used in the treatment 60T TTT NQ _aci ds .

havi ng an%ﬁmwﬂwwgwwaw @dpevazer i ¢ acjid and L-tartaric - -

aci d . as ;gmg)ﬁg‘mpeﬁ I8 dpenyion @150, Day f&lﬁr‘dﬂjﬁ“@f paticuiadly tagniscidal) C, o0 canphor
sul f 8hi ¢ |§aamcu1aﬂyusefulare the compounds ofl ik BriGui#iC] T om a resul ti ng salt, the
free and optically active base nmay be obtai ned accordl ng
"to the nethod descri bed above, and a free and optically actlve base may. be
35 converted into its acid addition salts, N-oxide, acid addition salts
of an N-oxide or 35 guat er nary anmoni um. corrpounds :
according to the methods descri bed above. In the
process of this invention such starting materials are preferably used whi ch
| ead to final products nentloned in the begr nni ng as pref erred errbodl rrents
of the , .




I nventi on. 40 The new di phenyl al kanes of this

I nvention, and their N-oxides, quaternary 40

anmoni i i ' ' id addition salts may
be used in : the form of pharmaceutical preparations,
suitable for enteral or primarily topical appli- cation,

whi ch contain these conpounds in adm xture with a pharnmaceutical organic or
inorganic solid or liquid carrier. For nmakin up the preparations there can
be enpl oyed 45 . carriers wiP&H6do not react with the new
conpounds, such as water, vaseline, gelatine, 45

| act ose, st'h.eches stearic acid, nmagnesjumgstearate, sodium | auryl

sul phat e, acaci a, ‘ t(f’ag th, talc, ,vegetable oils,
et hyl al cohol, benzyl al cohol, g@‘a‘rq e Serld UAT
guns, propylene, gl ycoI pol yaf’T(y ene & yco 5 or any other carrier used for

phar ma- ceuti cal prepar atlons The latter nay be in
solid form for hé‘-h C‘&é Of: smprﬁs& m dower aglkyl » having Pf%ablY ‘f;]?ng;ed? agees
orlnllqwdform h r'\l\‘?

50 [ a (g‘gﬁirgarrsgl%n % eg§¥ n na ssﬁjk§'/ these

preparat i ons Ny Coamt ihavﬁngam( loi th&b,ypamcularly two, carbon atoms and Sépladenthe @Bup AnEh ass

preserving, stabil |qu a9y Ridocanyh seachsﬂlﬁeé afiR,* is
varyi ng the osrmtl %’ﬁl@?"‘é %Pﬁﬁ?’?% e;%q g%‘% e i Bt &i {mgf‘jn“ﬂ of
[ [ e?nuTV Su stance gm u]%

conbi nati on, othe
The fol l-ow ng Exarrp-l—eslmrgq Hiir@fhd@d:v&-givdnlxﬁddﬂﬁgS,akelstl'b'&rogeﬁVlﬁﬁétlalkﬂ, paidcuare not

to be 55 construyed as be| tatlons t here

1 yl, (lower 1-~phenyl, amcxﬂarl 1) edndor
Temper at ures dfe gnﬁ@%ﬁ%ﬁgﬁ%ﬁ lzg.,;:ggc%ﬂaf %fé)%;“m i A
EXAMPLE 1 han one halogeno, parnc &ynl at d y1 gr(nﬂ:s, and
bi phenyl yl) - (vhhereinhuy thosd xie(ol €4a yddjcals Rp[R)@&ﬂQ, is otherthanhydrogen, and the adidd 8 ni

of NN-di net hyl f or meAdiliden, jpartiguiatly othe) pEmaseubfally apdeprables [norsiokic ¢id pdditang splt f
60 “sodi um ﬁydr j e of. 03, oggoma%%mngg%fﬁnﬁtadl » To the resulting slurry s

added 1.78 g o 60 hyl am noet hyl chloride in
8 m of tol uene while stirring. Fae reactjgon m x- ture
is warnmed to approximately 50[e J g _f) r 6lB ok Drawn sol ution;
stirring is oot Nawed wo hour$ at roomterrperature
and the nmixture is allowed to stand for #° 6

998, 286 : fnﬁ twhizh R;dummg&hmwermuygamecawx@@r PdldgéroLeatts off thé tymibalgl of f |
the filtrate i mdrlht giendsy for] boper alkyl havmg ff@@lwedfom@slwmtem%iml isMBNoj | vy

residue is dilfited e}? ?ﬂn;‘;stghglgggyegg fi %0@ g oo the group of the fomanly o 20
several tines wth gjl tl ,ﬁ g %’hﬁg@)@rﬁ@ Sis O e(4§haken
with - 2N aquﬁtoms- l)oahJ far-i@ - amddxetwlaﬁ:ﬁupahbx@ -qhéms1] | -@8dpane and :

crystalline n%gerl st ly geceptable Bults. which is collected and ajr-dried
to yield the dynl? t};)e p ::rtn entxoxguw y_bg F ;e @& according to methods 25
di et hyl ani noet hoxy) ke gpane 'af GCRPGF Cdes °f'm’t!ahe formula [err]
The salt s recrystal | zed from 95 per ol , mp. 120-123[err]C
The starti ng material used in the abovg yanple s prepar ed as foll ows:

Wi le 10, stirring and heating it ansa stgasldawh, a mxture of 8.05 g
of nolten phenol _and 10 1.77°¢g of al unf’hum chloride is treated
portionw se vm th a xmhtchml,mmhmmehﬂfe tlie. pfevipushi-given meanings, [aed each ef ¢ fyﬁiblslgll - 4
- phenyl - I% yl alB |R18Emjls®r@y Ogsm ﬂéggflhb‘@tﬂ qu, plogene tiftuaromethyl jog

cent @t h

mai nt ai ned fo Ve dnaL forfte 30

deconposed with’ .__.(CHZn gavg he
resulting mxture is @hﬁramremtbnt hreae ttydﬂm&; p mtchhEhgxedi[hyif a:eefoamﬂa and

v—!':!

pk et
G BBty

t he conbi ned organl-coev( digr expmple, the
snvenis =01 00 o SRR A e %” R R o o
and evapor - o sl bnfibl ARIRE rfi“aﬁ&l&ﬁ e, B% @e’i&k&é stattifg GO RHl1S) methll comS
distilled; the f raqiomﬂrfomﬁxigl mgére sudtlas an alkali mefaB5e.g2 h xﬁrur!i@raé,ﬂﬁuéﬂan rtialHg .

i am Hwsisiple, i sodium amide or potas-
crystallizes S48°nt sium é?nz% or any ther smtagllpggent, .El?cheg ‘alg!algall etal lower alkanolatg, e.g. 40

lithium, sodium or potassium methanolate, ethanolate or tertiary butanolate, or an
alkali metal compound of a hydrocarbon, e.g. butyl lithium, phenyl lithium or phenyl
sodium, The preparation of the metal compounds is carried out in the presence of an
inert solvent, e.g. liquid ammonia, hexane, benzene, toluene, xylene, diethyl ether,
45 p-dioxane, tetrahydrofuran, diethyleneglycol dimethylether or N,N-dimethylformamide, 45



bi phenylyl) - 2 - (4 - hydroxy - phenyl) - propane, mp. 119-120[err]C.,

after trituration 20 W th pentane.

20 _ _EXAMPLE 2 — A
suspension of 3.5 g 2 - (p - biphenylyl) - 2 - [4 - (2= NN - T

di et hyl am no- ethoxy) - phenyl] - propane hydrochloride in a

2N- aqueous sol ution of sodium car- bonate is shaken wth ethyl
acetate. The organic extract is washed with an aqueous 25 sodi um
«chl ori de solution, dried over so¥8d86 sul fate and evaporat ed to dryness...The
25 Y2 ieoBte sotbesie, Tk lab b @WMQ i g‘* Zr orphenylyl) - 2

or a table ‘solvent, lower anl ol or e 1; th

_ [4 - (2 choxc@slbé 3J glﬁﬁ ends primarily on #hdltyp m&r&i e sblu-pr opangﬁs a
'coI orl essbiﬁty%hn@umem : mﬁ&ﬁlZZO[err d h - ctedc

EXAI\/P E 3 e Stamng mafﬁlﬁ»ap @fff’ Zea hl or phenyl ¥ -

2 i%%‘n dgeﬂ?w % of 75 m of

I'4 TOm
NN‘ di rTEth 5%61@- en Hﬁf‘ﬂsﬂa&isforahalogen@ o rJ n portlons 2 4

g of a 53nwrlywmeamgmw fodige. Of - so Il um hydride in mnera

whil g sti rrlrﬁ%eeg?@mt@m mpﬂ Wl%ﬂ . D‘tq:%ﬂllﬂ%ﬁﬂe@ases a sol utii on
of 7?) g‘mul (CH Zﬁv ; 3;_‘ i ”;ald 'fpgﬁse m 8 toluene

I s added @f PRIMERE Xhhpld, kHd Qolvest used for k:&n‘i-l ng i s continued

for an addmmd(mah xtdesxeanhQWsplatddsr@mmd\aﬁmmmm\em ST and the
‘reactj on mxd ng maderi %ﬁﬁi S‘P‘éﬁd%t@"ﬁﬁ e for fifteen
hour®  #cor "’g‘i"h °T"hB’Ft 8"’6?'5@‘?’ 7 FAEES £ SopRO ‘fié)?f 2 the fiftratei's

- separ at ed and washed with 100

concentrated to a vol une of : about- 50°to 80 ni, d| luted with vvater
and extracted with 300 nl of dig&yff'ether. The" -~ ether extract=

{. gF42K agueous hydrochloric acid;- 40
-d"’after a few mnutes, the 2 - (4

the acid solution is separat ed?f

chloro - phenyl) 40 2 - [4.- (2 - NN - di et hyI am noet hoxy)
phenyl] - hﬁt}hdh,eRMt‘ll Ro bivk dreipeheionsty- givere meanings, with § pleenalic &onfpound]

preci pi t apithe fotmylaco| | ect ed and recrystallized froma mxture of " et hanol and
diethyl ether, 45 mp. 185- 186 err]C - s

45 - . The starting used in the above exarrpl eis prepared

as follows: To the ice-cdolQd Gignard reagent prepared from 284.0
g of methyl iodide and 48.6 g of “% . magnesiumturnings in 550 ™ of
di ethyl ether is added dropw se a s’ol ution of 154.6 g of '

4- chjoor 0- CWRiPRELMAITS Hate RO Qrefibusigiven Ekddinks, @ the prevdidel @ aStewisl i Ng20 The -
reaction md;par@@larlyaFmdplchfgragdnemdlmusmcalnddeat room-t enper at ur e and |s

then heat gd Pepeading upgn ¥ b tho g, the gep compounds arg qbtaiesd; iy d conpl ex s
-deconpos ed” bS] tithdis %‘ﬁaﬁﬁ‘bﬁzg{ ke o Bl ARG AN QYSple, SOl GLi ON

_vvat er. gc"gw‘%‘&gﬁ R’g ﬁ‘?“f eéd‘c‘gsf _
hour s, hara darsa1 m& QRS aRdrch sasé,lf&rexah@mtwd for _one - hour

)

't he & (4- acid, may be converted ipto| a0¢tiger pctuiaadﬁin)m Slt( b Erauiple Ry sepdtiag) b d?lmth pr-omne
e

of aggToNi plErmdodutitallyl Gccepeile, Hd0-to¥ic 20H audifidrsalis)uutttas Slidsd mtngorganni coofs ng in an
i ce bat h; aBBCe. gﬂh}'fblﬁch]dn@thm?bmméﬂfms apghiphowphorigagidy, 9w org ids |'ayer is .
separ at edis;l‘:&w e Ca”"yccfl‘c 51 f‘%’g;@??%ﬂ% ejoi oﬂ reA Iie sol vent ‘s
renoved, aﬁ;go_imgl vb o }c nic and Aomdh @ ori S_ODt ai ned by

di sts3d | i nggatnttesulfml dffide egbmﬂ;han@ﬂlﬂﬁaﬁ eﬂﬂﬂeGu}ftﬁlcm 1,2-disulfonic, 2- 55 30 - .
998, 286 hydroxyethane sulfonic, p-toluene sulfomc "and naphthalene 2— onic acid, or any : To ‘a-

m xture of %ggf:?&nolﬁé Eﬁcﬁ %é{ ST Pd'mi]fté (prepared by

addi ng thsadi:fa& ARE, ok h 18O bl Ln 8 ftchirhdrangs. 15 given in

portisons donmnk tidmeﬁcauon purposes Salts wd:kh ith te gep@fed Primar{tyl for idefnifica~0" - 'ﬁ35enyl ) =2 -
prop anoI WCP“!PO!FS |th<vmw1ﬂe fSﬁnﬁgﬂm compounds, e.g. pic 'Fad CGQ| ing wi t h

o%‘P&PP%‘PPﬁsé‘F’ for two i

at 44} 50[ eearijeGr thBan alkahne reagent, suchMlslaI mgetg thydrexidage.g. lithiunshydobeide) 1;@4000 m of 6N
aqueous h @dﬁﬂf%‘ﬁ‘ee?%t@ Q“Wﬁf?xédes"t‘ @‘Fﬁ&}(dm’“deata metal cafb"“a{e%ﬁg or gani ¢ ayer i s
separ at ed; g, R EX CbS ;@; Sgrey & el By ofBEeYE &t ot far Tem =l .

per atures "UPA tduld lu%" ion/ 5413 uhiglya;madad it}on SRS Witk m&gadacstlll,ed t”

Sarum ver, salt of an acid, preferably in & suita uenty: <o
cr ySt allig @%fﬁa a resulting morgdmcﬂ:lal is ﬁsoluble and is removed from the reaction, or by.

treating it with an anion exchange preparation. A free base may be converted into.an

" acid addition salt thereof by reacting it or a solution thereof in a suijtable solvent or :

50 - solvent mixture with an acid or a solution thereof, or with a suitable anion exchange .
o preparation, and isolating the desired salts.- A salt may be obtamed in the form of a
hydrate thereof or may contain solvent of crystallization,” g




10 72-T74[err]C

10 EXAMPLE 4

A sol utTomr-satt—preparet-uy-reacrmyert-g—of~2——4— chloro - phenyl) -
2 - (3- chloro - 4 - hydroxy - phenyl) - propane in 25 m of
Nl\l-dlrrethylforrramde and - 25 mM of toluene, with 1.0 g of a 53
per cent suspension of sodium am de in m neral 15 oil, is treated -
with a-solution of 3.0 g of NN-diethylam yl chIorldelntquene 15
the reaction ched_up_as_desc%_m_Emmle 3toyield tRe 2
- (4- . el chl O”&IDN-OXI gompouiids-of [l investivh @tap be préparedfdr exarhiﬂk by

di et hyI ani rh-et hoxy)"‘“«aﬂ base thh an N—ox1dxzm gzc fs hydpogsr idey ozone [err]
z0" i o 12 purli s e s

20 5 mng&&a& Bomnmaer a use &' above exa 5
pr epar ed as fol |l ows: /Qlialemary ammonium denvautreuroe tmfcoﬁﬁp«ﬂﬂds f Cthis ?nvenu(nﬂmay okl oro -

henyl) - 4 - pepcting g_m;h 3_ ctive ester of an alcohol,Gu
Eu??urgll chl orl(de |‘§‘§f§$‘f ,Q%m ﬁf%ﬂ% ‘th”é?]eA % ‘Q%E'%excess

of S 10S Ul f ddfedohivia & rha§ H%V& tefn@@ en up
into diethyl ether;potdtg such as25 quaterna lsdrdoxldd, ﬁm examplads h&dmgnatcjnatem

aqueous sol ution ofﬂagoéﬂ“fggﬁ/ E@ﬁh@&‘r@beﬁéﬂ’ @r Anqiaterpy ammonium sulfate gith

sat urat ed sol utlon ﬁgﬁ%%&aigid? W% :.". 'ﬂy i‘?“;%%g d tige

evaporated. The ammonium hydroki
desired 2.- (4 - Chhofoﬁner vﬂihanzydt:)ble- acid, A cﬁx&emary ammonium salt mﬁylams be eonderted

m:l"

hydr oxy -~ phenyl) esky cipfe andth @@[Oépm @,np dl u ammomum

O her corrpounds ﬁhmg%ﬁ Zﬁﬁ‘.‘%em §Eoér re
are, . 20 f ore u@% afimorsum 1.4may itélfe@ with % ﬁ‘gle amon resm

4 - (2 - NN - diet h;ubsalm doverted3idto another quaternary @hmienigyn) salt. & quattrpdry yrlnmemqihenyl]

- propane, which i sCO@mWé map cbe johtaiged insthiy yetmorf HFSO‘FYM@ or' may contain solvennofy
146-148C.; the 2 - C(y&t %:ﬂré) &Oisulug%%&xén): com und (ngy be $epHrdddCinto t%smgﬂxg-r oxy -
t

S5- T ggmEt harérs Fo mixtlie QP&RL: Shtedinto the Rdividual 25
125- 126[ err]C / 0. O5radaric pduﬁis [ofi @he basis of phys1co—chemktﬂrdﬁﬁlre S, B\&hﬁi sohpili@, for (4 -
chl oro ---phenyl) - a#@mlmasqqﬂl@tmn dﬁ@?emﬂ@s mays be repgh 0 the optglly
phenol in the preséﬁggs%; Ly 'f@j;ﬁsij :{ %fg?‘ﬁ“ng t he
conpound 35 30 _ tining an sfnfderdi ee@e epec&n et iy ra:qvel fhoms 4F Rit- 30
129-130[err] C; -forfréng- ac!d Ihexing an c carborﬂatom are D-tartaﬂc acifl 4nd- L ta?mnc N, N -
di et hyl am noet hoxy)amﬂ, 3 wall a5 ¢ ?Pé‘t: F\Cﬂl’e s“1f&

173[ err]C./0.05 mm} mﬁ@ﬂh%ﬁ ‘}Pge ﬁ@‘&?ﬁi ‘aﬁ‘gi)
173-174f err] C35 converted into 1§s ddm alts, :&HE, actd 5 O

di met hyl - 4 - -hydrqeppdre 1um qpmpqnadseccsﬁdmg to-the metib@s descnbedlalgwdfrat eri aI m

a0 e pr%""’““ aﬁ“"‘h“ 5, g 5 PR PP b of

36.6 g of 2,6- gyl enol” g dnew diphenylalkanes 8- hisOinRbiich| WRd ARSI Nhikiaks) GRarersary (P 40
bi pheny! yI ) [aBimomﬁrhI(bni\(atwes dnd-phsilogicifii-tolerable acid add1t10n salts may be used in
di et hyl-ami ‘noet hoxy)th&f%he}—%:* E%ﬁgf}atlg’ UItaEG)WnglEt OF W‘Wéﬁc 11:% appline 2 -
(p- ' bi Qﬁmx@ or 11 d' cax(r r, Fo thfé ar inﬁfﬁm bP 39@5 - .
propane startiggg Medn@ieds &hich ldo Bot react v4151 the new 5& Rseitrg, gelafine, 45
prepared by react.i rigrtde, ARrd esoﬁte@c aci magxbsuph ema,t#tgsl ium Zlauryl4@1phate, acacia, (4
- hydroxy - pheny] )t2sachy saih greggjablp oifs, %!g -phop, et B?IF"G qirolatym, .
gums, yco ther ca for phatma-
presence of . ceutical ﬁg “% m %l orm n& as capsules, tablets

B

i ﬁ?’“ £l

di et hyl am noetijXY)and il 5;) r in Hquid For exiriyl 4 solutions or suspenswnﬁ}hﬁl’dyl:ﬁuﬂ- " 50
propane; which i s @@wsmh edicréamt @nd aalseshsmccsssm @hesecmepam smaj8®m$@9[uehan] C.,
after - | SR AR VRS bV GFETe iecmililyine acnth, i gﬂ
phenyl ).~ (4 : € OSTGHIC prgssure and pUBETS, Ympyropane S aPTTRG er i aI

tances,

mp. 69- 7OC (5§fter C I8 Ecltbwihg Bakoples £1¢ @ien@dRo illubfdte the mvenﬁ'oal’aﬁr) are otis Bpar e@s
by addi-ng: 15. 0 g Ofcotrued (a4 beingriésnitayibns thepshi Betoperaturgs are girayyim degreet Gentigradex -
ture of 6.7 g of alum num chl oride and 1 f phenol-;

EXAMPLE 5. To a mixRireds 38glf RQ 0 9?11 9t (42 ryatofyphenplll

phenyl) ~.2 - [4 - %2 n?lam;NNfinddﬂ@lfg% T 2 ks et %yﬁfmﬁ“’ .
propane in 5060 ofsodign Eindcéﬁtﬁwtmmodtrengﬁl)a'ﬂd@dresulmg shfry E@ded 178gof 60

ethyl bronide; the 7RAk ‘?‘B’r‘f‘ °9<‘P3[1ndé‘ 'gf?ﬂ E.@ - borb
ture 1s warme prox
and is heated continued O twd r@ﬁ {e &ﬁre Hﬁ@ﬁl W dllowe @stﬁxﬁl ﬁhent S

removed under reduced pressure and the residue is crystallized
by adding. di ethyl ether. The desired 2 - (4 - chloro - phenyl)-

2 - [4 - (2 - NN- diethylam noethoxy) - phenyl] - propane ethobromde is
recrystal - ' : '

T
‘.
4




8 998, 286 lized froma
m xture of acetone and diethyl ether and dried under reduced pressure,

m p. 132-146[ er & . — : —=XAMRLE -G
To a sol utlon of 5.0 ¢ of 2 - (4 - chloro - phenyl) - 2 - (4 - .hydroxy -
phenyl) - propane in 100 m of a 1: 1-m xture of
NN—dimethyIformam'de and toluene is added 5 . 3.8 g of freshly

recrystallized 2-piperidino- ethyl chl oride hydrochloride; the resulting.
mxture®is cooled to 5[err]. and®¥X%ted, in small portions, with a total
of 1.95 g s@fen@os The inorganic 91@('51 RN fIkkdRENEL ABaPts Sl hy@r i de in.m ner-al
oil. Aft errednarrplrmre diﬂhenlﬁ el i© Aihedd thh water _Thehiques@chhasenishexdr i de - t,,g[a
reacti on lslmsqw hyh gth?fo@ eéﬂafcwrareEﬁh%Quw@ and 10 t'hen
al | oue %,75 p efil;gfgh{ lg‘%r‘g”gal e“FZart 4%'5%9 filtered off,

qﬁ%s a1- -
t he f| I t r AleBviark oethoxx?_ phenﬁp out 15 m and is
diluted with water he basic materlal |s extracted with IN

hydrochl ori ¢ ‘aci d, e AQl disg tract is nade basic with- solid |
e d—@%&@@g_eﬂ—,mztwm ethyl ether. The organic

sodi um car bonat e

sol u- tion (4 - chloro - phenyl) - 2 - [4 - (2 -~
plperldlno - et hoxy) phenyl - 15 . propane of the formula

15 [err] Thesal““"-crymma@ lPGfrCFlé @?Oia%%’els prepﬂ°c Itiﬂ{%h is converted into
its Rydr ogm g&i m% dr oggn chloride
in diet hy|17¢1tg 'b,hmﬁ '\a&%g{) feﬂ'7gof '

recryst al lgezatimeliy! nelpheayls beﬁbylal&hmand B0 @ oDphesd. cfhieing andhedngdd  and d| et hyI

et her. epamtzgned for an additional hour, and the reaction mixture is then ith
2, with ety Shenth Sl Wil 33%2‘@1’3&&2 @?a s %“ﬁmy (phenyl) - 2
- et hYdueous &lﬁiﬂh’ ﬁSOdlum chloride, cﬂl’e@l@@ﬂ@nh'y 0 F:PEvgﬁﬂU de I's added "

1. 72 g of aad Fuﬂdeg)eaduaeda mressamsw&rwmmmng)fnl is distilled; tlsdthcmmn dge in mneral oil
and then 48 ?FSIYC% 11 mdz (- 80 mM of a 1:

| - mi 5(;ureb m, “f‘% )d'epr?fﬁ P& [end? é’é?fﬁ‘?ih is,gar- 25
ried out as Eescrlbed in Exanpl exakengl yi el ds the 2 - [3,4 - biS - (2- NN

- diethyl - BEsuspensmn of 3.3 gi2no@t-Hdpbydylyl) 331 A+ ]2 - NN - d(ethylamme{ hyl - phenyl ) -
pr Op ane 0§ ate 1 Big , r:f»ane Iclztcirochlonde rlgn a N—aqueous soluuon car-

ol lglﬁlﬁm&'aﬁnﬁ@gi&iﬁﬁn m""i@}‘s Sﬁm 325?: il aggl purifed
by r i st kdsitiall biD B, disllqa. o yield the 2 - The

_starting nmipethonl) -ushexylli ﬂptomeab@vrelozéﬁsanmew ¢ﬂs bmr GW&FM% 1f oI lows: To a
30 mihfgt ure of 13.4 g of_al um um chl oride and 22:0 g of cat echol S

EXAMPL
addegh i N POT &) QNSurion of 1233 26 P & Oliofophenfif- 2 - TBL Broxy - RRARY ) é@

propanol yhpdne ik Inkiktd Gf 7 ofessmidmeﬂglf&mﬂedﬂand 40 ml of tolGdn®ik | S | uted with
150 nml of addek awru@mdpshm EohetsB per mmmprem of dodinh dgidride 1r81®{73p1ro]nlc t hen

c?rﬁ?he st eam bat h

deconposel™ ohutiop ﬂﬁ’éﬁ'{

o gt ey nm i et o L et G R A 5 2o oo
and di scasfdeds refdﬁ&n BIxgitd s Chen allved to stand at tﬁdaa@@emﬁremﬂed: b 10 m of warm
wat er, di [Tbe Gmrgmlq hremetenib ﬁéﬁredjpfét filtrate He pongenttated o a volueexefr act ed wi th 100

m of a 2311

21
Souears L PR LT ﬁi&?ﬁ%@ﬁdrox? oreny1)
a2 T - m&w@” stérg ] fopan. pydrciblosi[op ] C. 40 |
2- (p - Bepdenylyl) - 2 - [34- bis - (2 - NN - dlethylamnoethoxy) S

phenyl ] - 40 op b.p. 219-223[err]C./0.05 nm Hg ¢_s prepar ed
by reacting the sodi o—l‘r‘/z—é'ﬁz‘lg/fz//skpy"l‘ bi phenyl yl) - (3,4 -

di hydroxy - phenyl) éug manuf act ured by treat - :.'."rng 11.0 g of
cat echol precnpltates, 1sgco]?ecte§l n;‘ecr}}lﬂlsn]hzew fx(')ol;n ag Snxtvl\frc;[ oq ctjhano? an% dxethyl2 etht:r,(_‘Q .
45 m.p. 185—186°C. e v45 :

. The stariing material used in the above example is prepared as follows: To_ the a L
ice-cooled Grignard reagent prepared from 284.0 g of methyl iodide and 48.6 g of . ____/
magnesium turnings in 550 ml of diethyl ether is added dropwise a solution of 154.6 g ~

_ * of 4-chloro-acetophenone in 200 ml of diethy] ether while stirring. The reaction miix- ;_'...._..« .

-~ 50 ture is allowed to stand at room temperature and is then heated to reflux for two hours. -~ 50
Fhe Grignard complex is decomposed by slowly adding 300 ml of a saturated aqueous- :
solution of ammonium chloride and 300 ml of water while stirring and cooling in an .
ice bath; 300 ml of diethyl ether is added, and the organic layer is separated, washed .
and dried over sodium suifate, The solvent is removed, and the 2 - (4 - chlorophenyl)— I
55 2-propanol is obtained by distilling the residue, b.p. 92—-96°C, /3 mm Hg o 55




phenylyl) - 2 - propanol in 150 m of hexane, and reacting 3.0 g of the
resulting 2-(p- 45 bi phenylyl) - 2 - (3,4 - dihydroxy - phenyl) -

el l

propane, m p: 10I=102{erri€—after—recrvy- StatH-Zat-or—--erm-a
benzene-pentane mxture, with 1.04 g of a 53 per cent suspension of

sodi um hydride in mneral oil) with 2.4 g of 2-N N-diethyl am noet.hyl
chloride in 60 m of a 1. 1-m xture of NN-dinethyl formam de and

tol uene; the desired product is col |l ected at 219-223[err]C./ 07. 05 nm

Hg. 50 998,286  EXANMPLE 8
50 <7 A SOITd i eiixu@é 022872 g oOpherdl and 67 g of Blk@infin -cmsmfé‘ﬁ& redbg - L[4 -
(2 - pi pew di no -2adding gryfatter in portions to thi @hepdl|while pirdgpis @ivényid paedik @fmid@ei N 25 ni

. 1 : 4 hengl)_~ 2 - propanol and 9.4 g of phenol while stirri
of water is made giégcl)égn v%rs wgtgy Elrl%g? reaction mixture is sti at rgom temper; -

998, 2_86 5 hours, allowed to stand for fifteen hours and js then héated for one hour :mg‘%o the ; ree
base is extract edwisleséiag. It isradedwb 160 811 6t 6N hquedu Efdmeﬁl&& aeild W1 Rifring ;

extracts are wasH8eomggoichlaysr isaenarated eul the erwosnl ghesal liuteinord by distiiskiod ehlori de,

dried over Peragy "'L‘i?gﬁ° 13 ge\'%??@?y .%gletibd"&ii esyeld tee2-fesul ti ng
oi |y residuggis el 'zi'%gﬁfééxy'p en’q{i'%m e’p‘?f’[‘: f'ﬁséarqlffiy?fﬁ'ﬂ BeXates B> a 3Q per
cent . aqueous sol uti o}g ?f , hymfirogendg;roxkdmta 5 hmﬁaddeg&y Thz_)e_ sol uti‘on
is allowed to sta tolutigmsrits prengeed &y weadting 616 gwfriet @ -fvblaros- phdilyh) - 5- (3-
excess of hydr oge%?%%e&ﬁ&ﬁ?ﬁ{gﬁ&ﬁ;g%@%j&e cgz:%ﬂﬂ?%%{?:&mghﬁgg?@?pa%! adi um
catal yst 15 11{d tRBEd GREE shiioh JE51 éFN, mﬁaﬁ th or-“dqﬂ;?r ::Ea I'S Jg
filtered off and thheeacioh efitt@sds wérkddripl £ described in HxEmphd/ 839 hRld 20 (ﬁf yness to

yield the col or| eblgro pphegyly- 2 - ([3 - chlefq|-of ©(2 - Pie A iefhylamidoethokyd ~ (pBenyl] -

pi peridino - et th’E‘inmePf ‘F11 - propane N-oxide. An ethanol solution of
the latter, 10 when treatedtm,Z {'g of picric acid yi elhds ;he 2 - (4
- chloro - phenyl) - 2 - [4 -oA€- YO Vor.—pL DS idino - ethoxy) -
phenyl] - propane - N - oxide piet atle, =l p. 118- i%%f'g?r] C.

EXAWPLE O 30~ which i gﬁ&b%?i i 5. 97ecHREY! 'éﬁ? 2 - [4- (2 - NN -
di et hyl ami noet hyl"S Tho¥xrring RRER bt 1o the abo_?'e exa%léll %&?ﬁﬁgﬁwspw e nay Be
i ncorporated in auphf?.hbegel2 i ¢ial chprophedl)i-@ @1- hidiexyl-

; enyl}-© propane lafiM NQ
conposi ti on: lx?lfo glof lilulﬁ'gﬂ chloride is refluxed on the steam bath for three ho:ixrst.hThe excess of
sulfuryl chloride rgsidug dsnta into diethyl ether; the
15 2?] o‘sganic roluu;ﬁ:éislﬁj‘%g Qﬁ%ﬁ?ﬂ%ﬁ&s@(ﬁu&%f gﬁgﬁ hydrogen carbonate and 25
2- ( 4- chl or ophenyla)satdrated sdidivMNof Yodium chioride, dried over sodium sulfate and evaporated. The
di et hyl am noet ho lveed yebsidue is distilled to yield the desired 2 - (4 - chloro - ghe@hane (3-
hydr ochl ori de loro - 4 - hydroxy - phenyl) -propang, b@. @5-2@70°C./0.15 mm Hg, Liquid

Other compounds, which may be prepared aggording to the ab dure, are,
pef[ rol atum |30 for example, 2 - (4 - chloro - phe}r’lyl) ? 1-213 [33-' ?logym.a? (ée_ladqfl? _p mﬁra;ﬂ;rg‘rh 220
Whi t e petrolat Umethoxy) - 5 - methyl - phenyl] - propane, which. is contétte into its hydrocgloride, e )
(4 - chloro - phemy|l—148°C.; fhd 2-- ¢ @oﬂ,-nfhenymet-rmam:aoamqw y = sphenyl ] -
propane hydrochl & fhwle- phenyb r ;tt%'rmtghéatmagQPdQﬁeﬂZﬁ?CdﬂQﬁmbyHmss a nortar
until an P NGt Pr'im ' S[oeee E‘%S‘H&’({l

sqcan % e (ﬁzﬁ?’l‘? ed. The
white petr O?Sat Ul’fﬁitgiti giﬂﬂ%%gid re_cons%éﬁl h T%g’ 2. he 3

- phe h
€ ] Onvertmg t
E‘i?li’m. L €40 #@;2-&-%&& % !
oi ntment is passédl-(hy NiNyjh digthylinnieethoxg) b 85 - dintethyl - phenyl] - propane, blp1174—t Ot al
uni fornity is obti@;ﬁégﬂ i H&{E gﬁ# %ﬁge;er@%nog%ﬂ# prdeuthlpridsem.p( 5539;11@2:&5
A cream Copy al mid:gl%a;.]exig, . 8@78—;;)225 ., i§ prepared by a iﬂﬁ;? -oﬁ;ﬂﬁ —cl:ﬂ%ﬁop- % 1)-[ 4 2
NN - -di et byl padjshrmpﬂtghﬁ@ﬁ 27 d@%,%%?gaeﬂlol to DRRAG 0¥ 6] -xﬁ@;ueﬁéldas the
active ingredi ent.7igsof aluminum chipridq;r-e@ -dlsiphetyl)oVEs . [3 - 3hloro - 4 - (2 - N,N-
| ngredi ents (for dggﬁgﬁqmaoegyxy) - phenyl] -propane, b.p. 207—210°C./0.08 mm Hg; the 2 - (p-
: biphenylyl) - (i%:lgl P.5 4 -_bﬁfj [11:{. 1) -propans sfarting material, b.p.
30 45 180—185°C. /093 it tf i pfpal %m alting 5.7 io of?-f& Néphenylyl) -2 45
© (4 - hydroxy - phenyl) - propane with 1.8 g of sulfuryl chloride in the presence of
o 10 ml of benzene; 2 - [4 - (2 - N,N - diethylaminoethoxy) - phenyl] - 2 - (4 - methyl-
phenyl) - propane, which is converted into its hydrochloride, m.p. 188—189°C., after
- recrystallization from acetone; the 2 - (4 - hydroxy - phenyl) - 2 - (4 - methyl-
50  phenyl) - propane starting material, m.p. 69—70°C. (after crystallization from pen- 50
el tane) is prepared by adding 15.0 g of 2 - (4 - methyl - phenyl) - 2 - propanol to a mix-
~ ture of 6.7 g of aluminum chloride and 19.0 g of phenol;

- EXAMPLE §
To a solution of 2.3 g of 2 - (4 - chloro - phenyl) - 2 - [4 - (2 - N,N - diethyl-
55 aminoethoxy) ~ phenyl] - propane in 50 ml of 95 per cent ethanol is added 3 ml of 55
ethyl bromide; the reaction mixture is placed into a stainless steel bomb and is heated
on a steam bath for fifteen hours. The solvent is removed under reduced pressure, and
the residue is crystallized by adding diethyl ether. The desired 2 - (4 - chloro - phenyl)-
2 - [4 - (2 - N,N - diethylaminoethoxy) ~ phenyl] - propane ethobromide is recrystal-



di et hyl am noet hoxy) - phenyl] - pr opane

hydr ochl ori de 1.0 g Pr opyl ene
-gHycol —t————————35-6-¢-35 —So0di um
| auryl sulfate ' 2.0 ¢ ' 35
Cetyl al cohol ' o 15.0 g

Phenyl nmercuric acetate 0.002 ¢

“Purified water g.s - ' 100.0 ¢ The
phenyl mrwﬁw

subsequent | VlizédfRordt@ mixture 90 detiid hnaureﬂlyx stidrfadd @riddSundéldediced Hesiute t enper at uré

i s reduced toop.A87-eHM6YC. The cetyl : - al cohol i s mel ted at® »;QC
and added to t eous ol yt 'g rau tatl

Stirring isg E{ilﬁwéﬁﬁlyﬁv% LA ?ﬁ“ "g ARt At A

The 2 - (4 -3 scbbpfrehly ramam 2-p11§ér1dm$—é¥hyl cllotide hi¥ochlofideg ydesalﬁhg’lOEt hoxy) -
phenyl] -  mixture is g M@@%@Immﬂ@omnmwslpetmédflﬁszhieaﬁﬁropyl ene .
gl ycol ~at 45;%‘?;‘];&1‘9?"? °fa’t‘:'l@E‘H hﬁ;mrg’e“;‘tf?g:é g;l A H!ht!(-:};%ﬂ‘f‘ jl e agitating.
Suf i ciygnt Vi Qlioved e AR m@%ﬁ& iﬁ 4 O, théwme 10 aNd

m Xi Ng 1S CG§tinted@dedMdl 4 Qolbrke ol 5 dilﬁ‘ted @ﬁmvia&frpﬂfeaiame The cream

pregesielcis edwagedyitn 1§ hvce@hlpm 40515 thaiatiflic emactl is mededtiasiowitf ormity is

| hed® di c ydrate and is ext hyl %) sslu _
zcgfgzq;ioﬁ%gé’"’%ds ﬁéﬁaoﬁ? g 2 SO T (o

NN- 50 d| et hyl am noet hoxy) - phenyl] propane hydrochl oride as- the
active ingredient is pr 58 - . par e iased ol | ows (for -3000. 0 g)
10 o e—Qo—wz—ﬂe 286wk
Ingredients (for 3000.0%gY 4. : ”’*""’{(4 chl or o- phenyl ) - 2-. .
[ 4- (2- NN-di et hyl am no- : et hoxy) - phenyl ] - propane
hydr ochl ori @?a col@lfgslsl(}gsg)us oclfll which is convelited into 1ts hy ; 91383 185°3 ot at e .
solution of hydrogen chlori elts at —
3350099 5 recrystalhzatlon froma%l ?%@ﬁmﬂﬁ mbmﬁﬁ fheth%lether | rryr i St at e
-90.0 g20 - Pol yethgalmmml col.~4000 nonost earate 20
300.0 g " To a solution of 4.0 g of} (34 p:q - phenyl) - 2 - (4 - methyl - phenyl)-
390.0 g propane in N,N-dlmethylfoxﬁqﬂzﬁhfe x‘ﬁ? ge @ % e%iy er -cent . suspension -of
sodium hydride in mineral g 0 oethyl chloride in
15.0 ¢ 10 80 ml of a 1:1-mixture ofONN-Hifle lformamxde and toluene; the reaction is car-

180.0 @ ried -out as described mmmmple 1 and ylelds the 2 - [3,4 - bk pyN@hedighyleol 25 -
150.0 g annnoethoxy) phenyl] 2-@g W@ﬂr@h@é‘) ﬁg;opane ofthefcrmula :

45.0 ¢ . e wat er . ' .

1515.0 g The aly ,' 'e&r—aftfzem/ctzhézl anolin, the. isopropyl
myristate, the polyethyl e 1, _”/2499(0,,5mnost ear at e, the stearic -
acid, the sorbitan sesquiol eate, and tfie" sSpermaceti 15 - - are nelted
together at g g &1% MLe.lf?ﬁ@é 0s0Rh ey IREpMRLEEy caRbRkg Bg. the
pol ysor bat € 178—180°C./ %?@Hg dded ml le sti rl?ﬁng at %30[ err]%’ gst| rrri ng i's_
.conti na@ed unt i Mhe ktentxemp@nzamscden aﬂrecqbsve example is pirphredyasifd @rsr]"lt@ 2 The 380l ut i on

of the 2 - ture § of alyminum C hloridesan 9 g_of catechol g\ jadd s@ﬂs .
am noet hoxy jon 1sp(§\g 3{-& mcllg( f;ﬂgé;”‘uﬁ&ané ﬁmseg wh%rm R&?ﬁa g:l ycol is v

~added; Sti r ideddgposéd with 100 mlmmgrdrswledc #1AChni\Bda®dl on the aebelishtt enng__j_he wei ghtf
‘to 300850 gmrm vhile atirriigs The siquedus 12@r is_separated gy diwgertleds memsgeqn zeB5and '
filled into PR ashed with 100 ml of warm water, diluted with 100 ml of diethyl ether IVPTE 10
. extra 2 pe ent 3 ueous soluuon of sodi xide. _y
To a sol uti g, gfgv 1sgu:i9.£ed‘2 é eB ﬁ?ﬂhen ) = 2(&4--
phenyl ) - methyl pﬁénﬂpaﬁtepand; seof a 1 - m xture of .

NN- di med hyl - f o2 rdpri Behesgigh + 3|-Udse biss ( dxethylanunoethoxy) phenyl]—
- di mea hy proopfne, bip. %51,9—223°E é0 L[émgm Hgs: 1s& gr%%‘;ed by reacting the sodium salt, of

. 2.= (p ~ biphenylyl) - 2 - (3,4 dihydroxy - phenyl) - propane (manufactured by treat-
'ing-11.0 g of catechol and 7.0 g of aluminum chloride with 10.6:g of 2 - (p .-
phenylyl) - 2 - propanol in 150 ml of hexane, and reacting 3.0 g of the resulting 2—(p- _
45 Jbiphenylyl) - 2 - (3,4 - dihydroxy - phenyl) - propane, m.p. 101—102°C,, after recry-
o ‘stallization from a benzene-pentane mixture, with 1.04 g of a 53 per cent suspension o
"sodium hydride in mineral oil) with 2.4 g of 2-N,N-diethylaminoethyl chloride in"60
: _ “ml of a 1:1-mixture of N,N-dimethylformamide and toluene; the desu'cd product is.
- ' collected at 219—223°C /005 mm Hg. - - o _ T

Lo i

50 . EXAMPLE' 8 o ' . T 50
: ' A solutwn of 2.7 g of 2 - (4 - chloro - phenyl) - 2 - [4 (2 plpendmo ethoxy)— S
_phenyl] - propane hydrochloride in 25 ml of water is made basnc “with sodlum car=";




25 7.2 gof 1- (2- chloro - ethyl) - piperidine hydrochloride. The

resulting suspension is 25 stirred, cooled in an |ce bat h and

t r eatwt—mrir=-S=t—g-ot—a—5S—per-cemt—sospersronof sodi um hydride in-
mneral oil, which is added in portions. After the hydrogen evol u-

tion has ceased and stirring at roomtenperature has been continued for six

hours, the reaction mxture is allowed to stand at room tenperature

for fifteen hours and is then 30 evapor at ed under reduced pressure. The

residue is treated with water, and the &3 c 30 material i%

extract ed-w th tvgnpOrhd ¢es b&fz iRl sRlrd1Cfimes Wi GORR RH Y GiMbinkd

sol uti ondes extidcts MAFRRA With 41 saBhbelyshicoas HoRtionCof asdieh alletids,iedibvetli C | ayer

is nmade basi ¢ Wi tShdm,m S@fate and evapoq@@d g émessadﬂlewdumﬂutrpssme ofdlss@'abdumn

3 gpl f hydr
hydr OXI de a SO W;ﬁ%‘:ﬁlm 1s211£1;'.l IatoE)sgndc?lr.lroom tempeta uu;ul;eo yuﬁffnﬁb\'ai 18 le
cooling in a 'Ceex @st& -hydrbde liJa%JHJlel § Qékortipbied Yoy Rlidihg 66 Bﬁa a‘ilaﬂu %ﬂal}%p intd 35
diethyl ether, theo Bdr Génid ipalladitth Wh clRftodl)S thd lcht@lfht B\GREred 6] mdrm fle3d oand

evapor ated t o dr yis evagfated to dryness nqesls‘l theow&wﬂet dily13- @ ghlorb tphﬁeylble%f fe@-2 - (4 -
br om - phen |) ;:;g;xdl %wmh gof cblc PE: ;}(;xuzie ﬁne ro 8 ﬁg |]
propane of t ¢T3 Eiga p./1 37 Ca-‘t

pherzc} propane’* te,
recrystalli zatl on from et hano By substl tut| ng in the above

"U_

procedure 2 - NN - diet hyI am noet hyI c hydr och] ori de for
the 1 - (2 - chl Oroam::(é %Aemepy% CO! i @’ harm ceuKﬁFfE‘YDfamn e:};?lu_

bromo - phenyl) -10 Q,é‘;’smo NP rp&“é? VA BATR o yil - 15
propane .i s The starting materlal used in the
above procedure is prepar ed as follows: To a 45 Grignard reagent
prepared from 15.4 g of nigs r}(fﬁfh?_?é?% gof methyl iodide in 45

350 m .of diethyl ether i " ’%\5&) engfji l.€ stirring and cooling in. an
i ce-bat h, 105.7 ¢ ofprdbaﬁerlgaiochme& ophenone in 200¢rg of diethyl
ether. The r@action mi xt ukiguid petrolatum | s ref | uxed f or tvvo5hcsurs al | owed 200
stand at room t enper at ur VP P¥EHHBuUr s and agai n 940 8t | uxed for two

hours, and is then deconposed with an aqueous solution of anmonium 50
chl ori de. The or getaizc- @mt eMordl phesylex? l:qct-ew \NNh ddﬂ@hhyxbcdﬁkﬁerphemm ch ™
yields 98.0 g of pr0pa®01ydrochl0nde 1s ngxed iwith nrol whi ch

crystalli ze f r o ;ré’alengtyg? ﬁcm:npthf:edas % B

To a sol ut| ;pJ to pﬁg ort dmlis adtled
drop-- . vm se amxin,mm ngéh3pe9c@t 6ff2 2¢4(Ach fommergberzy-l M--22pmgpanol and
18.8 g of phenol distliylaming@hoxy) - henyl} i-ryopaned hysowshlirivg a5 riheaprtive inglodie s The
reaction m xture e #sfollows:f or an additional 55 five hours, then
all owed:to stand at roomtenperature for fifteen hours, and decom -

posed with isse and conceninpadios (ydo@egl ori c acid. The organic materi alsois
extracted Wi t h t hr2&-chlgrotphenyk-2dfi- (ZiNé{-hyI et her t he organic

sol uti ons are conbi ned, wasHEIYFEM "('}"h“"Y)'PhenY]'

1 : 10 g
998, 286 pmpﬁilimg?yigl rochloride 11 150 water and a
sat ur-at.ed agseous .sol uti osvdinn B@gi sutiatchl ori de, dried ovep gSOdI um sul f at3g
and evaporated to yield 64 ohef an oily material, vvh|1 Hgls purified by
di stillation. Thghept gégrafe‘a‘em - brono - -2 - (4 -
hydroxy - phenyl) - propane Is col%’ect ed at 1 5[err]/0 02 mm

Hg, crystallizes from hexane and nmelts at 89-90 after recr{
stallization fr Orﬂ‘h ercuric acetate 1s dissolved in 65 ml of water at 90°C.; su sequently the

. . aury} sulfate. i erat uced e
> o 0. -Fﬁt is gxe}t at 70°¢5 dﬁm lE’ueo qafubﬂe h11 qrmﬁ&’ﬁgﬁj }no B
et hoxy) - phenyl ]Sumr@n%ﬁﬁl@ed whllecoohngtHe eacting a sol ution-of
about equi val ent amazs(bfch&m- héayl) -i20d 6 - (2 N,N - dxethyphamquh y)-—paenyl]-(4 -

hydr oxyphenyH Eg?%‘p d is dis ezsed incthe pro lat | eap degbto the

hydr OChl Orl I n a gv ; w;l % I‘Xﬁr g] LCI]IJCI"%UI‘C é(;éla(.)\'ag he 45
presence of .1 passedatmroegspeaﬁee QblleR mil Eota@emomwsiaa&nmiahea ands @CHItN hydri de
and carryi ng _out- ittheporyelived tubsa (5 O - as preV| ousI descri bed The

) n, [4-(2
ot e 1S :aa'gégggwmﬁ@m%&%ﬁw Wéaat. e B




2 - (4 - iodo - phenyl) - 2 - propanol with phenol in the presence of
al I um num chl or - | de as described in the above Exanple. 15

I:VI\I\II')I I: 11 A 15 A

mxture of 0.25 g of 2 - (4 - bromo - phenyl) - 2 - [4 - (2 - piperidino-
et hoxy) - phenyl] - propane and 5 ml of 2N aqueous hydrochloric acid is

heated on a wat er bath to conplete solution. On cooling, the 2 -
(4 - bromp - phenyl) - 2 - [4 - (2 pi peridino - ethoxy) - phenyl]
- propang’hydrochioride precipitat®&® an oil and cry- 20 stallizes
on standing. It-is fipbdmatofoboo@and recrystallized from acetone, mp. 200-
20 - - 201[er r]2g4-chloro-phenyl)-2-[4-(2-N,N-diethylamino- “EAMPLE
w0 To aGsswfagglggn:él-maee §ydgecblgride (4 60. Bomo - - phenyl) -2 - (4

- hydrgxy - phenyl) oy abwdrod! OPane in a mxturop® 25 M of s

N, N- di rret hyl f or mam dgopap# mskis of toluene is 25 900 g added in portions 2.4
g of a 53 per cent <SRelyprevisE @lycadf408oaibnesrarataer al - G00.0 gAfter the 25 .
hydr ogen evol ution §t‘;en§‘;1d2 tg of ethyl ene chl & ¥drin in 20 m of
toluengyis sIOWy  gremmaces AOUED while stirring. fpg oreaction mixygre is
allowed to stand at prerad @pger at ure f orist.gnty hours and then
filtered; the filtr cRolysartmtec@®ncent rat ed under redud&dgpressure to:a

vol ume of about 25 rRuifdc¥a#r| uted with water. ThB1P@anic material is
extracted 3Gy, cerW lobhoRERALNE: 1B, WeIA: &yﬁ%ﬁ%eorgge | Poi fed with a

sat ur aged aglyammo Gidhoklehr@id, 1A steadacid, the sorbitan acaid aismal |

amount of berzesited fogetldt gt §0PC.ond thef wamebabr ‘Ol wa@dr Icgntwrmlgrtmmaorbate traces
~of water. gglls added Whﬂ”‘l%"ﬁ ‘f%g? dmp"(4 - bromo -

) solution -

phenyl) . vt heny] %/C%r h drochloud:é’%zm 1 col urn r opane is

cool ed2d n B wateflis 2B gea (v rirg tEROMBE toVB0DON0 21 'ﬁﬁctéam if‘sEpassed tigm of 5 m

of t hionyl @lml@haurmogmz@&ndrﬁlledintMene The reaction mxture is all owed

35 to warmto room terrper]g ure gnd i's then heated to about

50[err] C. untily,Lhg. o4 o i o8 21 4 bromo - phB¥ AT 2988 - Ghd1 JRegipd sul fur

di oxi de ceapRpane HE0MA%E bk 11t DRIxALAGIN, NARlifBthy{-fofoRaniide 260 hiemd-is added trated

under 2“éducéé gf ds5@ - ghlprg - athvlbl- pireidipe hmy@hlpn@OThﬂ resulfiing swspeobiopiit h 5@5 M of

ben %ﬂ? dr 1n%neral ] %gﬁf H poruo %Her ﬁy@ evoh%fm) ve traces (?f
thionyl chl Qﬁf'ﬁ@ cea and stirring at 1o 1ﬁds@ bittianbed For S ertrk,Qﬂ: of 2 - (4 -
bronp - phemédon misture is| sllowed (t2 suandCdNr@Erﬂ:cmpeédﬁue for fifteen h@irNM Yy then phenyl ] -

propandis Fmtte,ttjunm:rtmd\m@ mss“m yeifueds mtedt‘mb watgn @nd @ﬂomm@t ure3o

is diluted W%@&F"H& m‘?c’gon %?igi‘ﬁ%'l ﬁ% ‘gm’ér‘“i“@;g ux f or/sv e, 2

o _.
hours, UpONgper cent aqueo&osﬁl fld&il dhﬁﬁ@taﬁ le%n%iry T Qﬁi]b Heg to th &WM

pr ocedur e deisar s,k {k ¢otllink ti: aﬂlDIhe resulting gusii r&xpxtat(:ﬂs takeD A - phenWNCF e/
- [4 -372 - digiy t#?cprganmtsmi;@y)s drieg maen ium- prated ® dry-  0oB% pi ned,
81 (2 piperidino- f = 45

mp. 77-78CHS 3 c$Pg§‘%§1i mP |
EXAMPLE 13 Yéglhe& ﬁs e I}Z%?rrgg%%ds of this | nvent i'on, being useful, for

exanple, in the treat of* y—\ ' -superédcial dermat ophyt oses, may be
appl i ed | n the form &F SeuyTtar €offpgsiz.~” tions for topical
use, (i.e. enulsions, such a% creams, ointnents, lotions and the like), 50

cont ai ni ng ivmamaaiaemLQsdc Bﬁ&r&&&&lhﬁaﬂon&ﬁm&haﬂo@ per cent, espem ally from .
about 5 50 By substitutingein theeutovd prozihoe2 5NNr- dlehpﬂa,nmtoéthyl foblodidet | ve40

- i ngredi ent, hydreshlo jor_tth -2 mghyl bydrochloride, they2 72 ) R -
ethyl) - oxyoopth ?WP bt o NIW%%%ggewS”yHasprﬁwnﬁFom

wei ght greater Tﬁ&@dmu%?mtaﬁﬁusa insthé\lkﬁoeu prbd@UVB¥ is Brdpired @ Holls OMo k- Pi per i di no,
- or an 4&ci d Grignard reageaiOprépad fromalst4i £ of @aghssium qph & rgmienctlwbaﬂlﬂeymacceﬁabl e

acid addit | d‘etl%éﬁhefo*F addsd dropwise Whl‘;gﬁ‘ %ﬁb WS‘? fE5H - aiE pr epar ed
. 4 0 h

accor d.' ng t l@g m&%@cﬁ@mﬁsﬁ gﬂéoom llt::n atu:; for 18hfx%s:;hdﬁwmzm’gff acturi ng

phar maceut i ef Juts 048 is then decomposed w1th Qfuebi AdRIoR of Ainofjumt TENY™ - _

cont ai 50 ng ﬂﬂcpdc Berwgamt “naterial (isjextradtrdowith diethyh ether] Yhich ylelds 98.0 gof . [-4!
pi peri di no 9;;1 g"‘nmﬂﬁ@ﬁ;ﬂ'l]mpm%r‘ﬂ‘ﬁféﬁ@’s izep ﬁé‘né?ﬁlﬁnet‘-!’h‘ilerf@?lﬁﬂ'l ent.

—.—-""’
pr epar ed . Toa tInQLfI ECASY & fpﬁé’noljaQ@ 143 Qlf aluminum chloride is adHed drop-
-998, 286 wise a mixture of 43.0 g of 2-(4-bromo-phenyl)-z-propanol and 18.8 g of phenol while :
55 stirring and cooling in an ice-bath, The reaction mixture is stirred for an additional 55
: five hours, then allowed to stand at room temperature for fifteen hours, and decom- .~
posed with ice and concentrated hydrochloric acid. The organic material is extracted -
with three portions of diethyl ether; the organic solutions are combined, washed with .

1;4'—-(_2_ -



| ngredi ents 2- (4- brono- phenyl ) - 2-[ 4- ( 2- pi peri di no-

et hoxy) - phenyl] -propane 1.0 g

Li qui d~petrotratom 501

Whi te petrol atum 94.0 g. 5

The 2 - (4 - brono phenyl) -2 - [4.- (2 - piperidino - ethoxy) - .phenyl] -
pr opane is mxed with the liquid petrol atum by using a nortar until
an adequate reduction in parti cl egg?'z&e i s acconplished. The ite
pet r ol atum i s t hen-slowul \ hlended with th m Xt ure: t he qint nt

IS passed tfrough awateh piga sapirdte aqgolid solutiot of| sodivmii aliloride)i dried et yodiufh shilfate
obt ai ned a’htf fi | I e(%é%g!éeo qu14 A% stof; @gﬂ matei )wh1ch is 113ur111)ied by dxsuPl}lé;l;m
10 A cr ﬁﬁ Hﬁ lﬁﬁg .
- [4 - (2 - pigeri citameatmfromhexaneet oXy e ?;d bl oﬁtasr?e_gas heE® ctlve,

i ngredient is preparedbeg-{oi iodnl\»'Sphélfyt) - 220P- (0 gﬁaendmo ethoxy) - phenyl] - propane 4
| ngr edi ent s herh s 2 (0 = hycygheny )”{I}%%‘; O LT (2 otoctio ” hpenaten 10- f
- . - chloroethyl) - piperi
et hoxy_) phenyl ] Py mgmde in a mixture of NN-dxmethylf and toluene in the presence of 15
Pr o_pyl ene gl ygol an excess of a 53 per cent suspension of sodium carrymg out the reaction 10
Sodi um | auryl sul f @t @reviously described. The starting material is o&aiﬁedgby treating a methyl mag-
Cetyl al cohol . nesm;n 10(a1de Gl:ugn?)rd 2reagent with 4-jodoacetpheq®neyand treating the resulting
iodo - pheny] propanol with phenol esenc alluminum chlor-
Enrew! eg'e\r,\;?'é:‘ anC eaa(g §escribed in the above Example. 112?(0929361 pa _ 20
The phenyl nerd¥uric acet at e is dissol ved Bxamfi® 111 of water at 90[err]C.; 15

subsequently the U2 sak 9 )- (& 1] troppoe- Plyﬂ déd Hrrd(zthnlpquénperature
s etuces o oo LA e e b R
1

and added to the aq»;peﬁmxs, -S% e piddigifated & 011 and cry-
Stirring is cemti maelrlizea/ronlsamhngnllt isgﬁltehe oﬁ‘; xﬂdmeeystamzébﬁfrmi fade€one, 2np. 200— 20

The 2 - (4 - bromo2°fhenyl) - 2 - - p| peridine - et hoxy) - phenyl ]
- propane 25 S abisRE 5 5d |0@2t gby. pl 5% \d added
to the above enul sipag adeﬁﬁtamm of 35 Qtramdmthy iad ;iriatl L ar E&“‘Z ded to
bring the wei ght t@ddhmtih gqmtmmd4rg ofiani} pes cenO Buspension of sodiuini Mineal JlhAfug tehe 25

product cool s to r &y @P%‘iﬂt&? 2.7 ef lﬂ:&%@ﬁ?ﬁ%@ eéopﬁpb@gweas slowly

three _rQ| ler mil twen g&' Eﬁ?ﬁfﬁﬂ*ﬁiaic «J.ntfgﬁlgﬁldtg cluce Iureed into
epoxy ‘I ined 30 td 41 0¢hem t 25 ml and diluted with water. The organic material is extracted

30 30 A G’ltbebmmnﬂaltmgamg salutpperis Gashtd @fth 2 satu%aéd -agsomnmptianyt ) - 36

- [4 - (2 -piperi dr‘*‘ﬁ‘ﬁJm chloride, and g4l ggpqunt of Parzenp i dlstﬂlﬁrqﬁpaﬂ@p&sllyrth@nmet ive

ingredient is prepSPERITEEal | ans. (far .
| ngr edients 35 ethoxy) - phentyllé- propaegego 9{’3&& a5 (4BB&HVA§11§{Itec{ tﬁb Iz%tﬁ)y‘ﬁrsblﬂ' no-

35 .35 tion of 5 ml of thiggyh, cblgti}le phErlyl -bprzepalle reaction mixture is allowed 35
60.0 g : to warm to roo p@bout 50°C. until the evolution of
295 0 hydrogen chlond%{ 1ox ﬁ?‘ resulting reaction mixture is concen-

: g , trated under redu fm ut 20 ml, diluted with 50 ml of ben-
30.0 g - zene and again cdnS@@éft@lﬂH bdil%/ 30 i t8 kéthove traces of thionyl chloride.
90.0 g 40 40 The resultinfbdnyept bpjutiene 21 tgc > (bkombQ(BenyD RSt [@an2it ehloro- 40
300.0 g - ethoxy) - phenyl]y ¢ propane 1s treated with 15 ml of piperidjng; ?_hq reactien miixture 39(). g
Sor bi t | is djluted with 50 ml of benzene and is then heat dﬁ, rﬂe;de or two hours. Upon

orprtan sequ| Ol egbrking up the reaction mixture according to th EE described in Example 10,

Sper macet | _ the 2 - (4 - bromo -phenyl) - 2 - [4 - (2 - piper: tlﬁxy) phenyl] - propane is
Propyl ene gl y#ol- obtained, m.p. 77—78°C. after recrystallization ffbﬁl(}:tl'@ncg 45
Pol ysorbate 60.: -. 45.0 ¢

7. ExXAMPLE
Puri f ! ed water, The compounds of this invention, being jséf& foQ eg,mple, in the tr atn;r ngof
gl yceryl nonostéar fipeficidl [d€rma@pigtoses, miyl e apisﬁbar@wffoﬁ%ﬂ Adabeutida %Q)mpOSI-

pol yet hyl ene gﬂl y c otions for t0plca1 180@e. mblsmseamlaasecreamhenrmn@w louonaam the fiked

sorbi tan sesqgd ol eSpl utg {0 abgug 10 per cent, - at 50
80[ err ] C on t .he V\ﬁ Célnl.':%) % t@%&y@iﬁe %ﬂlvel edlentgm sﬁ ?ﬁmq (=1} 50

i s added whil - st i wigh@rettr B8O B id® 1s3¢ Nl‘di-loﬂg' allk§-2hidt dr NLpRHridiAY, b ant
t enper at ur e drOps tﬁellt@w pa5©ular1y a pharmade@fically ?C@ptafflhem@ eddition @ah, chferlehe 2 - (4 -

b ‘é’ﬂ‘ﬁg kn thod!
bromo - pheny-’f?),_“ artof mIf:v P(%Egée cai?on os1t1ons . R?) oni Thetd sﬁﬁéﬁ'}/lﬂ]e .
propane in propyl ene x&e‘-i‘ 15 AR cor de?oﬁ?nw-miﬁgo al%;){ﬁtﬁr I's
added to bring thE[MB(Zg-f'ﬁlpet'ﬂmBO&ﬁoxﬁ) -gpheﬂﬂ]e- [Bopasas it Jpie SgpbdieftliOprepared
honogeni zer as follows (for 100.0 g):




and filled into tubes. 55 A creamcontaining 5 percent of 2 - (4 -
bromo - phenyl) - 2 - [4 - (2 - piper- 55 I dino - ethoxy) -

—pheyHH——propane—as—theactive i ngredient 7S prepared & ) S(for -
5,000.0 g): ' : _ . 998, 286
| ngredi ents 2- (4- brono- phenyl)-2- [4-(2-piperidino-
et hoxy) - phenyl ] -propane 250.0 g '

Q@ yceryl nonostearate : 375.0 g 5 :
Lanol i n12 anhydr ous . . 998,286 ~ 50.0 g S 5.
Lsopropyl nyristatGeredients - . - 150.0 g - ' ST

- Pol'yet hyl ene gl yc@-(440dd-pieaigt)2¢[@-42-pipapidino- 400.0 g SRR 2

«Stearic acid - L-qﬁ;";‘-";,’ii?;ﬁii'z‘]"””““" o 650. gg% '

Sper acet i 1qt ' 300.00n¢ 10 . - 5 .
Sor bi'tan sesqui oI_evzgtntmee petmlam' :_25.-?0'09: L ' 10

ol yoxyet sk @ne4 s Gfobio t- hensi) n-ast[ear(m giperidino ;_ eth) Oplgnyl] - propane

Pr opy| ene isghigedowith

the liquid petrolatum by using a mortar untid amyadgquate reduction in

Purified REEE: Sig & ol
he. g voo i Somen
15 et hyl anegy@adhini,

s
@

sccomplined. The wiite petolaram i tih
é,xafﬁgm%}_l(fb{gﬁ ﬁff dr ous ).

ol ot ie A mixture of
. ~I-sopropyl -myristate, poly-
052 efr-trenopndnr 3 <[4adR dpipgridimoracet i and t he

sor bi t an stexpli pheesil cproprme as the active ingrediepp |spegaredps SIpus o i@ &) xer at

70[err]C. Water is,sLowly added while stirring until the

congeal s; the temg

- m xture

dioSphbrynylye 2 pip@idgbt to 40[err] C. The pol'y'oxyet hyl ene

sor bitsan nonost ear at ethosy)-ghesdbprode | n 1600 ni- of 19 er at 75C. dhd the 2 -

br ono- - P

tenperature of abopfen

. - -“’F@; gh;-l ¥
- propane is di ssoggfy 1.‘1%1'1

1. -
?ﬂ@‘ezo

2 - [4-.(2- pipdoPdino - ethoxy) - phenyl]
sol ution blg mai ntaining a -

d feetardhe mi xture is themoxgl-uted 20 o with

500 @b of boiling Pwifier watang. i S added to the cri®8fhsase while stzf)rri_-ng.

Water is added t

d
cream is e SBAVERIRAGAT
I2 gi - 25 qlcohol is melrel

dded and -the

0 er.nogve&he wej ght  up-4.9-5000. 0

e 1s diss i -of water at C3 , ntgy
' ?3?3}‘%5@9%255 &

-at 70°COHAQUdRE t1dthe hduebus Dt

[ er r ]Stirring is continued while gubling theRiixtam &b 4R2C.each. r
repré@sents aHhept 4 0%31113#‘6‘)

e

_ epyD) - 2 - [4 - b ?dmgf%:g@ ¥

o il et R
at om by atyp ile {NMOpr6REDOQBs @) RO tenibefifikd] Thél brednt s

Abd the resultjng
uced -to 70°C. The cetyl WHAT VE CLAIM

@lutfesl while vigorously agitating. : :

group, Am

he

resents.an al kyl

o mhaEp of 't
Rixing is con- [ h€ oXxygen
epeed throogh € to 7, R3 and

30 R4 t&ed:-gna;repiueméhtogl anifeynaityoig eroroplished |andyisrfilled oin pexvalinedwer gl kyl , ..
| owes0al kowgs Gre)-tri - . 30 fl { r r. the group of. the

o ining 2 £2 - (480 h&1-9--k'9.£-lpuilgnog P |
fornula - Qﬂéa%)gjaﬁ%?w&?ﬁp e;gé)xé éa@éde rlﬁ%%ﬁ@ésgpmpald a(s fgllo%‘ folRS represents a
hydrogen ajogg gy [ ower al'’kyl, Tower alkoxy or- trifluoromethyl ' Tgroup
or. hal ogen atoms or an unsubstituted phenyl radical or such a radical _
substi tuted 'Ing’lﬁ&‘eﬂ‘so wer al'koxy or trifluorometggyl groups

or h&ogen atons, &Y
t han -hydrogen, andglyeyem
previ ousl y. def i nedLamelima

e e

east ongoof R3, R4 and R5 is other

whydrous

steythte and | ower al koxy22535¢g - have-the
2. An gggol;(i_de of “a conpound -as

' i i i Isopropyl myristate :
clai rlgd inclaim 1Pdll;'etg§leneyglycol 4000 monostearate 300.0 g 40 .
Stearic acid : 390. g :
~ Sorbitan sesquioléate - 150 g )
Spermaceti 180.0 g -
Propylene glycol 1500 g .
45 Polysorbate 60 450 g -
" "Purified water 1515.0 g. I
"The glyceryl monostearate, the lanolin, the isopropyl myristate, the polyethylene glyeol . _
4000 monostearate, the stearic acid, ‘the sorbitan sesquioleate, and the ‘spermaceti arg ~ e
melted togther at 80°C. on the water bath. The water containing the polysorbate. 60 P
50 is added while stirring at 80°C, stirting is continued until the temperature drops 'h%lqw
. 40°C. The solution of the 2 ; 4 -gt;mnio - pié%neyc'il) -2-[4-2- ;ta}per:;llno(l-- ‘etg:eiy?is S i
' henyl] - propane ‘in ylene glycol is a ; stirring is continued and water i8° T .o
gddeg ]to b'}r)ing_ the weilgﬁpto 3000.0 g. The cream is passed through a homogenﬁ‘*w—-—-«"/
EEE and filled into tubes. e _ o m o e
- "¢ g5 . - A'cream containing 5 percent of 2 - (4 - bromo - phenyl) - 2:- [4 - (2 -~'piper- .- 55

5,000.0 g):

| idino - ethoxy) - phenyl] - propane as

the active ingredient is prepared as follows-(for-. e




| A quat ernary ammoni um derivative of a conmpound as clained in claiml.
4: An acid addition salt of a conpound as clained in either one of clains 1
apd 40 2.

4 5. A physiologically tol erable aci d addition salt of a
corrpound as clainmed in ei ther one of ggd s 1 and 2. 13
conmpound of t'he—f-o'rm:rr —AF———whi-ch—RE—arm—Re—each— ———

riepresents an’ a+ky| group, %%_fﬁ“’é tla.r am' no 45

gr oup, the al kyl ene group of t Q@? err]) s8p@rat es t he
group Am from . t he oxygaybegtﬁbf ast two carbmrsatgons, n being
an integer from3% to 7, and R"Lanolm anhydrawmd R4 each representSQoa hydr ogen or
hal ogen atom or a | over al koxyPs“IPT‘; §F°§¥4 P on . trifd o rfonet hyl
group, R5 represents hydrogen giomtay &8st Ofe mgL?Btsatme[uen sépeG ed from 50
| ower at'kyl, |ower al koxy and Spéddhdetior onet hyl and hal ogen adoopy and

wherein-. 50 10 at | east Garitgf seRBiole®d and R5 i s ot her tZﬁarx hydr ogen.
7. An N-oxide of a conpound a§° fhg‘ae S?Fb’éqna‘?‘?ﬁ"%emte 0g
998, 286 ropyene glycol . 2500 g
Purified water q : 50000 g .

| ngredi ents 2-(4- bronD phenyl) 2-[4-(2- plperldlno-
et hoxy) - phenyl ] r opéymeixture of the glyceryl monpsg@ra®, Jgnolin (anhydrous), isopropyl myristate, poly-
e yCer. y} monost e¥r at eethyleneglycol 4000 monostearate, ste s etx and the sorbitan sesqmoleate

. is melted in a jacketed mixer at 70° ﬁﬁ slo wly added while stirring unti the
Lanol i.a,: anhydrous mixture congeals; the temperature is t 190 ht to 40°C. The polyoxyeth

| soprgQ; nyristate sorbitan monostearate is dissolved in 1600561 dP wger at 75°C. and the 2 - (4 - bromo-

Fol ye ene gl ycol 40808ylhoRositeaiZat piperidino - 4@@!?0) g’henyll - propane is dissolved in the
; cid 20 solution while maintaining a temp (gg? t 60°C. The mixture is then diluted

_ . with 500 ml of boiling water, and is jeé.lm base while stirring. Water is
Sper maf ' added to bring the weight up to 500! Iﬂe Iting cream is passed throu%-h a
Sor bi .t sesqui ol eat ehomogenizer.

hyl ene sorbitan %ﬁ@s"f’%&ﬁdé {M1S:— 75 0 g
Ffr opyI ene g yco|25 1. Acompoun oftheformu1a250 0g:
urified water g.s. 50000 g A m xture of
tihe gl yceryl nonostearate, lanolin (a sopropyl nyristate, poly-
15 et hyl enegl ycol 4000 nonost ear a cal A d-gpermaceti and the
sorbitan sesquioleate 15 i € ne teo"=| N | ke)t ed m xer at
70[err]C. Water is slowy added while stirring until the m'xture
congeal s; the tenperainuwlgch B, $rdeRe &rlto mems @nAkalarw]oCAnth ene
sor bi t an nonost ear at egrp@,dlpesai * E]é ™ he
y at,least carb toms a 1
2 - (4 - brono- L€ tsag;rog na %ﬁ% Io g’))ortn-
phenyl] *- propane is g Effodpor thtSgr of thef AfiPds I4Ehed1AbIGE, A
t-enmperature of about &@ Ry reb@sent'fhehydroxttnuaten ios kmh:emlkxl,l lowtradkostGr tnﬂuoromethm th
500 m of boiling wat P"P & 1° e gHen & é“tmtfé’§% hao to
Vater 1s asadde 6,“9) “Rﬁéné)@ 1@@3\&&13& ? hydro iﬁﬁnﬁsloger W Jeﬁﬁk&?' ng
creamis passed thr O U g+ e@he prevmuslyde fHdBERRE er .
I'S: - 25 1. A npoidingidebf. ztdo@pduml sm¢lapned in claim 1.

25 [ei 3. A quaternary ammonium derivative of a compound as claimed in claim 1.

4. An acid addition salt of a compound as claimed in either cne of claims 1 and
40 2.
5. A physiologically tolerable acid addition salt of a -compound as claimed in
either one of claims 1 and 2, .
6. A compound of the formula

- | ' . £
' RQ__ ﬁi $tﬂ—(faﬂn)-/’¢'

Ra

45 in which R, and R, each represents an alkyl group, Am represents a tertiary amino
group, the alkylene group of the formula ~—(C.H;.)— separates the group Am from
the oxygen atom by at least two carbon atoms, » being an integer from 2 to 7, and R,
and R, each represents a hydrogen or halogen atom or a lower alkoxy, lower alkyl or

| tnﬁuoromethyl group, R, represents hydrogen or at least one substituent selected from

50 lower alkyl, lower alkoxy and trifluoromethyl group”and halogen atoms, and wherein
at least one of R;, R, and R, is other than hydrogen.

- 7. An N-oxide of a compound as claimed in claim 6.

5

15

30

35

40




in which RL and R2 each represents an al kyl group, Amrepresents a tertiary
anm no group, the al kylene group of the fornmula -(Cerr]Herr])-

separ al’es € fTom re—oxygerr—atonry—at—teast—two—carbon
atons, n being an integer from2 to 7, R3 and 30 R1 each represents a
hydrogen or hal ogen atomor a |lower alkyl, |lower alkoxy or tri- 30
fluoronmethyl group or the group of the formula.-O-((Jerr]JHerr])-Am as
defi ned above, and R5 represents ) glrogen atom or | ower al kyjl3
| ower al koxy or trnflunr_g_r,re_th\ll — Wit o hal ogen _at.ons .0 an_.>>
unsubsti tuted_ phenyl radi cahgraﬁen&uch a rad| cal substituted by | ower
al kyl , I owé!ﬂ ‘al koxy or tri f2-@Gdrosawhisyl)-2-d-Gepiperidino-hal ogen at ons, and wherein
35 "l east one of R3, &%ﬁfiﬁ) Ylueprfﬁal’f'er t han hydrg g and | ower

al kyl and | ongr al koxy 35 Lanolin, anhy the previously ged meani ngs 5
2. An N-oxide of a corrpoundsogmpﬁln@nmd in claiml. 1500g 3.

quat ernary anmoni um der i vatﬁoliéhxﬁne alyeobpBumenonsrael ai med 4000 ¢l ai m 1.

4. An acid addition salt ofsg’gﬁxigtf?pound as cl ai ned |n ei gggég Bone of clains 1

and 40 2. 10 Sorbitansesquioleate 10
40 5. A physi ol ogi cal | y t olPelyadpétkyleac isalbitadl thdnbsipragzal t  OF aso:grrpound as
clained in ei t her &mpylgfe ebkcddi ns 1 and 2. 2500 g 6. A conpound
of the-fornula [err] i Fuifd oBtRES and R2 each represé)E‘HiS an al kyl

group, Amrepr esenhsmlﬁtufe%me erfl HoBRteare, 18Ho, oyp. of the
formula -(Cferx ] H &hyle]n)glyoﬂ@ip%%&rxgﬁeaia hesi@ro h&ﬂﬁ?{J@nh a%h%{%glta Eeﬂggy en atmHm
by at least two caisisesi tﬂcﬁma lndmeqemq 787C. |Vﬁ¢tegeslowfly e;m:dZWhlb sﬁr;rmamhln

D..

and R4 each repres ¢ el gt 1o 403 P ysne | ower
al kyl ‘or ?ﬂ’@ig aﬁ_ . ISS%? o ﬁ%f 1 {5 Qol‘geb ol east
one substituemt se oﬁm‘bxedhﬁer:ﬁm g a te mip&ere ofl %yd 60° QX bherR iy ted 20

trifl uoronethyl haW@"géW 1k Srbsilingawateryindrigidded to tEsaOcream base what stirdigs Waens of RS,
R4 and R5 is other? ﬂgigf? lﬁ%ifllﬁd‘@’rlfht up to 5000.0 g and thezzesultipg fgeagy i @essed fthrgugk 6npound
as clainmed in clai m WHAT WE CLAIM IS;L4— 999, 286
8. A quat erna?sy ammoniluna deipoitdtof the fohult conmpound as clainmed in claim®6.25
9. An acid addition salt of a conpound as clained in either one of clains 6

and . 7. : | 0. A phy5|ol ogi cally tolerable acid addition salt
of a conmpound as clained in 5 1 t\1 ? neNof claims 6 and 7. i
5 11. A conpound of teeXidrmy a4 petwsn)-4n in which R5
represents at | east one | ower alkyl, |ower 4 koxy or trifluoronethyl group

or hal ogen at om nt s Ky, u Am. represent S a
terti ary 10 a%ﬁ%eﬁzanﬁ%na&afiﬂf&s gn ifo SU-AIQL;% z%? a t rtlazym from

-(derr]Herr])- stpaxyginesont beatdéagitipo Aubon atbfhs, » being an fnfegemfﬂb e teﬂyg,eﬁ.d at om by
at |least two ¥ar boﬁa efcth represepts Bélwf%eanr halggeryatem for @ fower 4lkyl, Jower alkoxy or tri- 30
uoromethyl’ group or the group of the formula —O—(C,H,.)—Am as defined above,
and R, represents a hydrogen atom or lower alkyl, lower alkoxy or trifluoromethyl
group or halogen atoms or an unsubstituted phenyl radical or such a radical substituted
_ by lower alkyl, lower alkoxy or trifluoromethyl groups or halogen atoms, and wherein
e 35 . at least one of Ry, R, and R, is other than hydrogen, and lower alkyl and lower alkoxy 35
have the previously deﬁned meanings.
2. An N-oxide of a compound as claimed in claim 1.
3. A quaternary ammonium derivative of a compound as claimed in claim 1.
o 5 4. An acid addition salt of a compound as claimed in either one of claims 1 and
) 5. A physiologically tolerable ac1d addition salt of a compound as claimed in :
either one of claims 1 and 2. .
6. A compound of the formula

£

T 50 o ¢ P
45 T ~in whlch R, and R, each represents an alkyl group, Am represents a teruary amino
~—— group, the alkylene group of the formula —(C,H,,)— separates the group Am from
. the oxygen atom by at least two carbon atoms, » being an integer from 2 to 7, and R,
and R, each represents a hydrogen or halogen atom or a lower alkoxy, lower alkyl or
tnﬂuoromethyl group, R, represents hydrogen or at least one substituent selected from
50 lower alkyl, lower alkoxy and trifluoromethyl group~and halogen atoms, and wherein

at least one of Ry, R, and R; is other than hydrogen.

© 7. An Nooxide of a compound as claimed in claim 6.

(T



and R3 and R4 each represents a hydrogen or hal ogen atomor a | ower al koxy,
Iovver al kyI or trrfI uoromet hyl group. 12. An N-oxide of a

derivative of a corrpound as claimed in claimil, 15 . 14, An
acid addition salt of a corrpound as claimed in claim1l or 12.
15. A physiologically tolerable acid addition salt of a conpound as cl ai rred

in - claim1l or 12. 6. A conpound of the fornula [err]
o 14 998,286

20 | B. Vﬁlqﬁaterﬂgyeﬂmﬂonmdieﬂfa&fero} a eanyurdeR IéEi‘iﬁmirﬁcla%n Isower al ky+ gr oup,
Anferr] repr e 8eriasacd adglitignsae pf 2 compound eﬁlq@mﬁdmm 0g¢ dispimstérad al kyl eng. --

group- ( err ]kl & h at ons and
separiit es glthgi?&rﬂ[@gm%% foll%%lgrﬁ hagélgéfy%gﬁ’f gt rﬁmnd W dalmed Thr eescarbon

atons, R err J1landcokipeund pbf thafolinulaepr esent s a hydrogen or hal ogen atom or a
| oner al kyl group 25 or the gro of the formula

-O(Cerr]Herr])-Anferr] - defﬁn above, and Rlerr] stands 25
for hydrogen, a | ower al k@-&q

_ or a halogen atom and wherein at
| east one of Rl erff & e |

Yu-&%Prfr i s other than hydrogen.
17. Acorrpound of the formula [err «30 - in which Rerr] and R err]

each repr AP Y 16 W€l | -am no 30
T ouD. | n Wi S A ST AE kg S ST B (D2 oroup
-(d dfr] H[aermro] greup, the alkyleneg;nupsethe gor@auld -acaizr)y-r epaeatgrtmjgroupm:err] 1and Rl err]
each repr € °§YgFBée[%‘T£‘B ﬁtlﬁ?“ﬁf?l“ﬁ’rb%§ , 7 being any éf 3]@7rret hyl group or
t he group muumnmr res‘gﬁs(acl,’[ygrﬁe]’ﬁf 9875 ATRHOR A Jqre,akoxy, lower ot i ned above,
and Rlerr] pr eEeNbosdd bf a@clarmaddy Hai@grioup and/ or a chlorine atom 35
and Wherein d8. |2 aqstermaryenaionighalerivativeRf @ conjpoandchs Bhigwed in diam at.her tisan

hydr ogen. 14 Anacrd addxgxﬁsalt of a compound ag glaim: glaim i1 g tion salt of a
conpound acﬁu ‘a'“f’lﬁg‘ Y fofreble a6 afdi‘tm salt of 2 °°mp°“§fj’9a y8iologically .
tol erabl e acu ipbuad ofsRd fornifa @ conpound as claimed in claim 16 or
17. 20. A conpound of the formula [err] 40 - I n
which R err] represents a hydrebgeor a hal ogen atomor a | ower al kyl or

| ower al koxy { om(ergs Hpys)— A 998, 286
15 20 group, R e nd | eacﬁ represents an al kyl gragp
contai ning one to four carbon “at on Anferr] represents an N

'g\LrSIUH 8:‘/\6[ h’ﬁ{mﬁ‘d ﬁh}iﬁ@-ﬂ b:ivé}@? a;;&mﬁgt %n%ﬂgr% g(rar] fromthe

oxygen at Qo )&nd separates thi \gBoup rAni* hifeee a@in(byBtwo r three carbon  21.
h sr oI ogiatonisi By’ ansl Ryt adsh ecpreecid 2 hodfp ﬁomhabaﬁntatoofora lwnﬂadmuras cl ar rred in 5
PRy g or the group of the formula —O—( é‘?g N—Am' as defined above, and R, stan
for hydrogen, a lower alkyl group and/or a halogen atom and wherein at least one of
R,%4 R,! and R, is other than hydrogen.
17. A compound of the formula

30 in which R,* and R,* each represents a methyl group, Am? represents a dx-alkyl—anﬁno [ R
group in which each alkyl group contain 1 to 4 carbon atoms, the group ~—(Cy Hz B~ o
represents a 1:2 ethylene group, R,* and R,! each represents a hydrogen or chlorine
atom or the methyl group or the group of the formula —0—(C,11Hz,11)-—Am1 ‘as
defined above, and R;* represents hydrogen, a methyl group and/or a chlonne atom,

35 and wherein at least one of R, R, and R, is other than hydrogen. '

' 18. An acid addition salt of a compound as claimed in claim 16 or 17. :
19. - A physiologically tolerable acid addition salt of a compound as clanneQ

claim 16 or 17. N

20 A compound of the formula

10 wnich R, represents a hydrogen or a halogen atom or a lower alkyl or lower alkoxy '

|




cl ai m 20. 22. 2 - (4 - chloro - phenyl) - 2 - [4 - (2 - N N-
di et hyl am noet hoxy) phenyl] - propane. 23. 2 - (4 -
chi'm'b"-prTEITyu T td—t2— wegtetiytanrmoet hoxy) - 3. 5- 10

di met hyl - phenyl] - propane.

10 © 24, An acid addition salt of the conpound clained in any
one of clainms 22-23. 25. A phyS| ologically tolerable acid
addition salt of the corrpounds cl ai ma(g any one of clainms 22-23.
26. The hydmachlocide of the compound %ﬁzéﬁmsd in any one of clains’22-23.
15 S 27 grodp, R,{ fhd- RzBéach reﬁ@dé‘:ﬂy hnydidy1 growp conthifling ode 4o fout\Varbbh atoms

di et hyiasi noet H@)&)E)!prese N-di-low#Salkyl-amine gropy,Of) a€peesents 2 or 3, and the 28. 2 -
(p.- Bi - phen;ff?‘l’ pf ﬂ‘e T Oman‘Iézh‘D-Urseparatenﬂle grogp AmNfrgeh the d#yeqnwmnalm no- -

et hoxy) - sohenyl ﬁk@wn tolgrble geid addicon satf B G oﬁgqsha 0s g1 t gf the
conmpound cl ai maﬂmim arm or 28, 20 si ol ogi “cal | y

tol erabl e aci d addzt lzon(4salclnlorof- Ihtyl)c-obrpo[und(z:lr a:Ned d{ethylaxaﬂoethoxy)- claim

henyl] - pro - -
gre? Lylzgmwoet ;&é%l Pphpﬂg r“rch pg‘g’yl) 7. Ft aiéfe?‘I q‘fé@“@&‘mﬂ%?ﬁ%czié st N
tl

: 10
32. 2 - (4 - opR ﬁnﬁ oh szat of tliea:ompcﬁﬁﬂ Qifled in 4ny onf & claih¥ 22N.23.
di et hyl am no- 25 25. Aepﬂysioigg)cauy qo!aﬁbly ladid ﬂdqixloﬂ painef. the compounds claimed in

25 °f2121a1m ro - hen 2- [3 -.chloro - 4 - (2-
he h d 22—

N: N - di eyhyl am e r°° ﬂgg}ljzmmpg“n g "'ﬁ d1eH. o gem-bh )ﬁ?_panel?1

34. 2 - [4 - (%mpaﬂél N- mnoet ox) (3 F : yl -
phenyl) - propane28.3Q - Bx-pheny&s 2- {s(dhloro Chl-o(noN Whaigshyhmine-2 - [4 - (2

- N N - diethyh ﬂEXé% anc. pro ane et hobr om de.
36. 2 - (4y- Chlo “sal‘ the “g‘ ),
phenyl ] - 4 daind (P uglly tolerable ! d \,gc} Oél sa ﬁ nd cl% mch &Y

di et hyl am noet hoxyy 2 erB]ﬂh]:nyl-yl)Z 2- (4@ -rtﬁMyld:ethﬂErmnoemoMemdnﬁ]f pr opane

35 prop °Ctﬂpﬂdﬂ Bi henyl yI 3,4 ;
di et hyl am,poet i gyg% ﬁ r’d‘-béﬁ 4 @- dlethylgrgxgo- ; 4 -

F’_:b

h
Chloro - enyl en“ 4 &l preiy pqu pbnmom sih@xyﬂ: X -RREHMhs-
propane - N - @bhb}d}B—S-lkﬂethyl phenyl] - ane2 - |l oro - phenyl) - 2 - [4 -
(2 - piperidi n%héns‘b:tggpx -2 p%h&/’r }iwthylﬂlemoethox)') tha_wﬂp-ahe (4 -Nmethybxi de _
picrate. 38 5 - oGl Shefidi 51 00 s@ taeft 'c]x%th@%m”iﬂ%ﬁn@%)—d aiged in

any one of® cl ay %gzp,%%i,eethobmm,d& nd 36-309: _ _
physi ol ogi cal | y tBé.erable Gitdral - ahkdyl) i an [al 2 -Ofipekiltiao ¢ @iyl ngheaylpd med i n 45
any one of cl alpmal@rZ 34 an

ForeriRoN Ak SRRt RO MR A (eIl ai gy 33, 34

45 gffg

) 35 i\
or 36. P - 4°p(% PhaRRBEUE Lqal4 PESDAE AN, WhirplinSQmRE) S5 2
conpound as cl @hemaqi pidpane, im11l in adm xture or conjunction with a
phar maceut i cal !p%;ﬁg%l fzaltgﬁe @m rehenyl) 2 - [4 - 2 - pippgding\- p%whae@axll-cal
preparati wh 0 _ 2 i n
adm xture~or cg g,@cgfq{;d ,r %\ mace tldcz ‘%egglﬁ?tgrgfngc i

46. A phar maceut | ¢nl Apraa@addaton@at &hhe&hmm@ﬂme&nansqmmﬂﬂm sz—aatm)nl um
derivative as ellida’i h n Jiure or con Rnfflqn th a
phar maceutj cal |, P Ys‘g_gfg J;‘g?na?’ &ffdition salt of the co mgh B macgyit i cal

one of claims 3

preparati n_m,hl h4x:0 mw&%&w&m&&hﬁbﬂﬁ%e\dﬁ@dﬁﬁﬁl@kSarﬁ5 salt as clained
in claim 15 or 2144 nAagghaimateutica! prepacation wh:dt kapprivs thcompgpihpneigeet incal [y 55

sui tabl e carri €im 11 in admixture OICOIZMIC“% }’?@@E}{“ 9@&? awat i,on, whi ch
hich compr a
conpri ses it he confhufdPRIHETEY, 3%?&;” harm;’cep ENBE 23 i g
adm xt-ur e’or ‘conj ygICRl Qﬁrrﬂﬂc&uﬂca&p& ahta C&kﬂh ammonmm Car rl er.
60 . 49 derfatyh as cEnelin|chin 1qomeapmxm @rtomhmnln vmbmmhamuta:allyal t as

cl ai med i n~c| asH af(?%‘, pmmn whlcﬁ‘ og!]nsg[sureﬁr conhu gtt I?Fn Wi t h a
phar rmceu. : "Ca‘l-jsay n cléqii#?c?l'ogfl in admigture or conjun Fn cal
prepar ati- g 1@@d}mrl ses a conpound as cl al ned al m 6 or

in adm xtur e'"?cl)r cém| armammunmltmepa‘aqmaﬂuthcmmmakICﬁxmdtmed n@atyrl er.
) ~=""'one of claims 22—23 in admixture or conjunction with a pharmaceutically suitable

carrier.
60 49. A pharmaceutical preparation which comprises a salt as.claimed in claim 25 60
or 26 in admixture or conjunction with a pharmaceutlcally suitable carrier.
50. A pharmacentical preparation which comprises a compound as claimed in
claim 6 or 20 in admixture or conjunction with a pharmaceutically suitable carrier.

A vy




16 998, 286 51. A
pharmaceutical preparation which conprises an N-oxide as clained in
claim?7 in adm xture
carrier.
guat er nary anmoni um

52. A phar maceut i cal prepar ation which '
derivative as clal med in claim8 |~§1 'adm xture

or conjunction with a pharmaceutically 5 sui tabl e carrier#
5 53. A pharnaceutical preparation which conprises a
physi ol ogi cdfly tolerable . sal 98.4% cl ai. med in claim10 in adni xture

or conjunction wsih s, phar (RCE WidnGatoh Vsl dom e
54. A phar nace;;ﬂmmladﬁrx&pé}raansﬁsgmlﬂm‘;m ﬁmes ) °cs&:§g0un C‘Fal med
claim 27 or 28 i A2.adnipkarmaceutical eraqamncwmancmm‘sesaa gheeermreyC emtnonhad | Y. sui abl e .
carrier. 510 ge“"a‘;V:a & claimed d;clainy &icpdmirtien ¢ CRPCEmeEEy mplisarionttldh conpri ses
a salt as’ clai'fEYe g fmu%&x preparation. PMichSchumb e Bk E%é‘,? tﬁy j unctton
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