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by one or more "t hamgsahex SRMRAT31951Y 9980y Bk ydy: 362868 OXY, g oxy,
hal ogeno, 10 trif | 3687 BRIl 00 50T LB03 BIL 623 st i t uted phenyl ene, or
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doI or >quinonI,
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or -butoxy; ﬁﬁ*yggfﬂom%@*ﬁyw ;FS rifluoronethyl; or
amino. The term"lower", refarred to ahgye sgfahereinafter in connection

with organic radicals or congounds resI ectl\gﬂy def mes 'such with up to 7,
preferably up to 4, advant agé’@?&wé’f’ﬁl‘c@b(fh%“epff'one or two carbon atons. 25
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| ower al kyl , triftgomexethy] ¢érgamino; [ linepsuberi yl IS“bs%m hose |i sted
for R The s elf“f)fed&le geoi gﬁ‘éﬁf&; - {11, roxy. 30 .
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‘stands for [ egepisly reon dlgﬂ 2bl§t° ‘:Isé“z 315 é;L 2- et hyl ene,
1,1- Yo Zromgiic g& g}c Y erably
represents [éjm?%ﬁé%y éﬁfer?oftﬁ also eS&kﬁ,Wg @y of said
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preferably tﬂiraro mth g@e ’éhl° gr mutaﬂmoeﬂ%ﬂ a’|“¥‘§’ e.g. those
derived from s d com y M °T§ﬁﬂ'4ent i on exhi bit
val uabl e ph w, o ’@gongggdlsrrarl 1B yp%t ensi ve .
ant i-hy2fert ensi VEheghe yhﬁead;tmmﬂland a:henylvnam:{?ls Ahiasd A& aeepmfesbly abi e 2
substituted 1,4-phenylene, but also 1,2- or 1,3-phenylene or phenyl respectively, but oo
' " also phenyl or phenylene substltuted by oné member of lower alkyl, lower alkoxy, '
halogeno or trifluoromethyl, e.g. those listed for R The substituent R, is preferably
: hydrogen, but also hydroxy. _
30 The lower alkyl ‘group C..H,,H.1 preferably represents methyl but also any other 30
' member mentioned above. The lower alkylene group CnHem preferably stands for
(CH,)m, especially methylene, but also for 1,1- or 1,2-ethylene, 1,1-, 2,2-, 1,2- or
1,3-propylene or -butylene; and CH,, preferably represents (C'I-L),, especxally 1,2-
ethylene, but also any other of said alkylene groups.
35 Salts of the compounds of Formula I are preferably therapeutically acceptable 35
acid addition salts, e.g. those derived from the acids listed below.
. .The compouinds of the invention exhibit valuable pharmacoldglcal properties,
primarily hypotensive, antihypertensive and bradycardic activity. This is demonstrable
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2 in animal tests, using advantageously mammuals, e.g. rats, cats, dogs or

nonkeys, as test objects. The animals may either be nornotensive or
hypertensive, eg. genetically or adrenal regeneration hyptertensiyve rats.
Sai d conpqQunds can be applied to them enterally or parenterall.y,

advant a0 sly orally, or subcutaneously, intravenously, S -
intrapg oneal |y or intraduodenally, for exanple within gelatin capsul es
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al kyI) phenyl, (Il ower al koxy)-: p@e,_yJ , haI mgwm%zg;@ {3
(tr|f4uororrethyl) phenyl , each O6F 'm ahg nteg r froml to 4, r
Is thHe integer 1-or 2 and R [err] .35 é _d‘dgen or-. -hydroxy, or a
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4- pyri dyI unsubst ' tU kﬁo&étc%ﬁl J&de o@% élﬁ‘e'?}?%romﬁﬁa B pyRL hOXY. Or.
chl offo, R- 0t$- nfmrmiinjs onie, iyl bﬂl,QndR sQ?&ogéﬁ, : '
trifl uororretsf‘?yl “ Y'g"-‘gﬁddlgdm%sal%mm |nt ‘eder 1 or 2, -and Rl isg
hydr egen or- hydrow Vﬁ?ﬂ%“ﬁ?&Pﬂfd”&WgéﬂN?déhnWsaﬂt% -

vant

thereéof. More preferng m&fcﬁgEﬁ&Sﬁc&Wb‘&%gﬂmﬁ?&mﬂﬁﬁ?ral Formula 11,
wherein Py is 2- or 4 pyridyl, each of m and'n is one, pis. two and each

of Rierr] and R 'is hydrogen| 50 ;“’ﬁ'l‘ thﬁrapeuf‘{c 2|y - ug(?lfe .acid
addition salts t-her eof-. + Cullpqr0-Ph-(CHy) -0l — B — C-Cy_jHypey— c"‘150 Th orrpounds .of.
the irnventi are pr ared accordi ng:to methods known per se, '
advant ageoug’Sy © rdatier b theamdmy T isomeformed) gocerting e kgvmemﬁhodﬁor Muisa
11 [err]
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3 advantageously with boranes or with sinple or conplex light netal

hydrides, such as al um ni um hydride, . p+ efer ably al kali netal al umi ni um

. hydrides, e.g. lithiumalumnium hydr| de,” sodi um al umi ni um hydri de. 0 ‘
“lithiumor sodiumtri-lower alkoxy- or bis- al koxyal koxyal um ni umAydhi des
such as |i th| um tr| -t butoxy- or sodium SOdI um bis- 5 \

™ per se,
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.. 1 %83, f éd' cor r espondi ng
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phenods 10 (Z-mff}ld:%xy-eﬂm lm’n@rdﬁ@actlve ester of t | s [ersr] e.g.
such derived FrATEIn mg mtboda@m;prsfegably a |
hydrohal i c,® ;ﬂ:m m"g o n%S i % CE' "]%‘g al kane - or
benzene sule osg&gma,clg ssiu s, Fgﬁa RS &mg‘ﬁé FUths nzene sulfonic
acid. Also am nes 15 [err]

15 cdf be rea@%hw(ﬁekeﬁﬂ(%ﬂ)mmwmud&z)t he acid® [err]
e.g. halidgg r )l TBr, 3 or phenols are either
hown or c ﬁ'@%‘ﬁ S/‘J,;’D&* rﬂhmh'% A o 00

lerr]- -iodic acid, or an e or benzene ‘sulfonivVatidt) ' Plthen®or aCI d derivatives
respecti vePVmW&GeﬁtM%ta@w Anot her met hod for. preparing the

conpgygnds of the geri?_@THm_kﬂzgg_lmic)o% conden5| ng a c ound of
the general Fornmul.a TV [err] ( ?E‘lilr’f"’:; "a reactive estgrngled

hydroxy gr casbe remtédwith racivadunethndbrivatives gaéeacdl 25 Formula V [err] -

. (V) or a reactive salt thereof g»geac Lve esterlfled hydr oxy group I's for
| exanpl e derived froma s &8’%—‘?—” %fﬁ"%‘ ) or organi € acid,

pr ef er abl YeQH&HdiS&hﬁbiﬁdes%&of hmﬂt&ﬁé}laﬁde&uphmoﬁmeﬁﬁuﬁm'& acid, or 30
an al kane oan bbehisieed by eudechgng compooidd of Forrgula et hane, p-toluene or

- mbr benzene sul foni.c on of the starting glerials |V
. and is preferably car %Q%Tﬁﬂﬁﬁ'ﬂ%g”ﬁf reactive salts of the

phenol s, swith saiSaléhdl ak acidBirRitivescresflectitely(linbabsRfuei@ @S SI UM sal ts, or -in the
presence of cémtheriméthed forcpaepating theeompaahds of the génkrel Fokrinds hevhsbsth i35 aci d,
such as morg%?m%“%‘f““ﬁ@‘ﬁ‘?m@d(’ﬁﬁhfg%ﬁﬁ)’% s, e.g. alkali or alkaline
earth netal = 35 carbonates or hwif"l garbonates; tri- *mer al kylam nes or
pyri di nes. The starting -material nd V are simlar y prepared.as the
abovéd st ar W@Férm"e estegifiedf hydrory groups Wish accompiwnd of thorgeneral h [ ei26]
wherein U. reacti.ve esterifi OH. 40 ' "~ The correspondi ng
starting material - of . For nul ae 11 V and V, wherein 40[err] S
unsubstitued or subﬁ%e@enm—mﬁmm,l s -dd¥oribed in-

appl i cant’ S Sout.hsal élC?n Pat ent No 75/'5018, issued Novenber 3, 1976. It

can be hydrog,e rfm]lqsg;n mega%esent
appl B@at i o6t, orgahic GLidcpreferably b c’;lréJ‘gJ liygroai!&ie,r or the
. preparati o 9&2!1 el#,fom acilbc p—giuenelormélﬁomobmzene sulfochhe r esul ting
_-’ corrpounds 1- mgno TV g alﬂh iodeut
* accordi ng algm ggu Rre obt al ned in
the 3ree fatd;mmli @fgme )rbaef;le £hH Iof hlmsalrdﬁnemdepensb ng on the

COI’ldItIOI’lSca B -n @'cbm@ues Sal ts that are obtained

can_be 8 matgsials I '1¥< , for- exanpl e,
wi th ammnua.,cpé,]p <2 &gA,Qj w'h&&n sesde?sﬁté"f' L 50 obt ai ned

can #t converThedoonaApmdegl stingi hhtezﬁclodsl?onﬁﬂ@enl[ah?m hasehddiat argo sui table
for .+ R—=C,Hy, is unsubstituted or substituted benzyl, e.g. Ary—CH,, is described in
applicant’s South African Patent No. 75/5018, lssued Novembu 3, 1976. It can be
_ + hydrogenolyzed asshown: in Examples 8 or 10 of the present appllcatlon, in order to
yield starting materials suitable for the preparation of compounds of Formulae I or I
45 . The resulting compounds of the mvent:on can be’ .converted mto each otlier 45
accor'cll_ﬁeg to knowndsmethods . :
_ compounds of the invention are obtalned in the free form or in the form of
their acid addition salts, depending on the conditions under which the process is
- - carried out. Salts that are obtained can be converted: into the free bases in known
50 manner, for example, with ammonia, alkalies or ion excharges. Free bases that are - S0
obtained can bé converted into salts with acids, especially those that are suitable for
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4 the formation of therapeutically useful' acid addition salts. Such acids
are inorganic acids, for exanple, mneral acids, such as a hydrohalic, e.q.

—

hydrochl ori c or.hydro- brom c acid; sulfuric, phosphoric, nitric or, v
perchloric acid; or organic acids, such as allphatlc or aromatic. carboxyllc
or sul foni.c.acids, such as formc, acetic, propionic, 5 succi ni ¢, i

pyruvic, p |- 5 acetic, benzoic, am nobenzm c,anthranilie, T
4- hydrgxyb_e Z'0i4c salicylic, . 4-am nosal.i c}JSGl@lGenbom C, nicoti ni C, - - 4 -/
met hanesul foni ¢, ethang E&PQI‘ &g@,xy sldieb? G Yds sromle ONL C,.

hal obenzenesul foni Cmcxﬁ#)%f%ﬂﬁ;ﬂfﬁz&% s%‘s if 8 1_‘35‘%{&% h EbEI drég or »v
cycl o- hexyl sul f ami drenid_akid; r:mﬁinc,cg;%spc,tm S top plachiivic. ad_:xgr,sorrorymc aaisgsuch se, or

glycolllc tic, malic,. tartatic, citric, naleic, hydr-oxynal ei c;

ascorbi ¢ aci d. _ Thes éligigtic or aromagjc - lic arguifepic geids, sachy es, .
can al so be usdd i n; lmuf‘ ; }m}f “ew of 3
the close rel ati onsf}hgo,ﬂg b, RIR ﬁ ever

such is referred to siﬂfbni:}ﬁa:k)bmés&min;c, aluammlf . sﬁbdm, |s|ﬂfamluscr dyelé-ended,

E(rag\lj: ??ggsﬁf;‘t u?egoié: maeﬁ%@ﬁ%ﬁ%ﬁ%ﬁ‘“‘ﬁt% gm"éﬂf’gﬁ:ﬁ?‘s by 10_.'

nmet hods ~ 15-in the @&a%@pwdoser&uo&mpwa&hma&aﬁh&sf&dca&pﬁms,wm-

crystal lization 'anaemsuchHy sfertdoro iy thispiantext Ramsapondmg)ifahduﬂiosmuﬂed brokidedi se be
resol ved into the ope ossibletor '  4SSR3! ALl o

di ast er eoneri dsal t %%&%Qﬁmﬁgl el £ e}%{m&sn of 13
d- or |-tartrates. - pr cm@nggmgtkganm&ﬁg,gtobma@pmega&rl ed.
out according to stammtedbmpdmdmwfdmstereomeﬁesalmﬂtm qxbysﬁaﬁecumalabwme of -
di luents, prefgrabl yios gt opsa nert. t.o the eagen and are, Solvents .,
thereof, of cdlalysts,.CalfeH: 'ﬁ&gﬂ;’f and/ or

i nert atnospheres, tﬂodwratcbm%, _ ge&ma /or

t enper at ures, pr ef erigelol stmesphetegeat How Itemp?-a ncomfemmg@k vbmed tmd;uree,t
at nospheri ¢ or, superPEefertbls dheibeiliggspoint of th e 99lventsysedeat atmospheric or superatmospheric
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"ﬂﬁsled’actfoﬁleozﬁﬁia& | brOif whidh GHielredofidh, OF

whi ch the starting I}ﬁhﬁglnﬁ alf ki@ ford

in which the reacti® @beeforms:échwmltsheomwmmamm salts or
optically pureganti pod &F‘Hﬁ - -

I nvention are usef uIm e 1% 2

conposi tions cont ai Rpplgatie tafe\mlma

adni xture with exci posnhﬁsmhslduen@,blgelacft@c dmhantol wblggvacemsemwr

appl i cation ef er &l $8 sﬁ“ - 35
active:i ngredlsént t Qe B ?%yl 4t 'b“;fers @%;?ﬁlﬁfﬁu;ﬁ?/‘g ose,

manni tol , sorbitol, i ..~~.- dumgl aﬁm{gﬁm,aagj sJ gpaf) talginicCacfd. orSits| | Ca,
tal cum st earic aci dqdmnt salgEgryEss. ml@rbmdatscqrmﬁwam Sﬁxtures and/nr;dﬁoments, o

pol yet hyl enegl gcol ;. SPIEFRtE e @%I%ﬁ%g‘é&e‘é‘“bl

silicate, 35 starcdfwﬁwﬂw %

car boxynet hyl cel | ul Gabiliziiyd wettingdér ngkdlﬁmp"m,m ﬁnedgmmmg the -
di si ntegrants, eg. s’mtlemrwurea pr, buffer |'ﬂ1e3cmaoc4la9 cmmmpt@ersmamrmllsaﬂuable

f thg bi ndeEancgy Saidphams B & iy
enzymes, of thg bin %Jn Eﬁegé{géégecuvnﬁoy |onsaé"%te pl’e$(.!?’ab|

col orants, flavors: Q. { ‘;rg;oa

aqueous 40 = - i SOt ONThe folkviig il luREAGRCRS invdifion @bt SR RARIned & Rigar €
advant ageousl y fattyun@nmhsﬂ@ngl Peperatursy) sy9egiven oin slegrfy eGentigmade,handsalle pirtsi z ed
and/ or cont ai nsgadj uPa %W@E@F‘%‘Fﬂﬁ notepecifieds ial FYROTAtRRA 4% FREFCGr 50 -

emul si fying agents, o | on p?'esr%'f'ers salts for regulating the osnotic
pressure and/or buff ers They may .al-so coMapla lot her. t her apeut i cal ly

val uabl e subst ances. ﬂfa@eswi 1: | (4 cdndrogphepsih s 2ay @30y &
according.to convent‘; .«@ Py by die i g }' o a,daa g‘r )
respectively agd coq] Sre 4dde8 49go 16thyd i dri

of the active.i ngredmemb wholéri’aaxrfe&hhdar/mn@ezeatamﬁhesem x’amtovahightg’mehmmre

i nvention are not tds dnta 3¢ . L The’ extract
Tenperatures are gn&scu WH%Q“‘E sthind gyaporaed. 1 _ n;ﬁ% r, N
Wher ever gi Versoar & ke e iNeA S it i s of b SRMADdk Qbiiras argso:

carried 50 . out neuelided umdnthefmﬂcemd and refrigerated, whereupon the dj - 1-
50 - w gm i x pler] o2 -16:3g- @pher_wlprox(ykmmo) - 'propane
hydroxyphenyl ) - wopof the nyl propyl - _ __ |



am no) - propane (prepared as described by Ehhart et al, U S. Patent
3,152,173), 50 m of dinethylsulfoxide, 5 m..of water and 2.4 g of sodium
hydroxide is stirred 55 at 60[err] for one hour. To this are added
4.9 g of 4-pyridylnmethyl chloride hydrochloride 55 and the whole is
stirred under. nitrogen at anbi ent tenperature over night The m xture—\s
poured into.300 mM of water and extracted w th nethylene chlori de
.extract is treated with charcoal, dried and evaporated. The residus
taker; up in diethyl ether, the agbkysison washed wi th 3N aqueous sodi-um
- hyefoxide;—driedand evaporated._1he 60— residue 1s dissolved in the
m ni num am)unt of -met hanol - et hyl {acet at e {Xhe EsPution 60 neutralized with
metkanol i ¢ funarlc ady m@-srﬁzrmgeqam, net-@upon the dl - 1- [4 - (4 -
~pyri dyl nmet hoxy) phengz_1 2 - (3,3 -.di phenyl pr opyl am no) - propane
1,5

f umar at e SPaRRELmAEREAY!
5 [err] sepa Ilghggfmﬁ%ﬁé Fpbe (3 - ApRaylirgyiir € Of 18.8 g of
I -4 - (4mino)Y GrépidePiyaivglioride; 150-mi( & eth;dhqﬁdxﬁathmbpylof LBN 5ani no) -
pr opane hg%m@@mdudm&@lsmm foti 'Iﬁem‘}}ltes Fff al“%@?ﬁﬂ of 1ON 5

. aqueous s ST EU T D t enperature
under nltf“ﬁ@ %i@é%e&y egchﬁtxdezr‘ttﬁyie;%hﬂat ﬁ)‘;‘ ik -hydr ochl ori de
ar e 1added r@age fsB@soMe® ine500 SnlBf diethplcktht) thaunmnatasuemm eNmeoat ur e. 10The
mxture i é%qgwrhwomdﬁt uldlﬁmtqtﬂ aqmow\md amount W%;W°?§‘E‘ hyl ene chl ori de,
the extra d!r? ssol ved in 500
"o o Coltte R arff"ié@?ﬂwﬁm% 38 PRt e o0, Ve |
hydrigxi de hgu}sku&aﬁxbl aiytl iddtite, thb Iemattdlﬁpd ahdi eegpomared evapldr at ed.
20.6 g of 'lthheesxdeesm@hkel uprle mrmmwmc polutibrenepyirgd F?B{?ﬂ%m f i sopropanol

. and the s £ 4 ey Rypidgm ’I‘;L' rﬁ sidin

[k

Isopropan(%a‘s'lf ﬁﬁeﬁi’nlaf t?urnﬁ @ﬂﬁ&eqcewtetﬁfm’éti}'ﬁy Y TR tered. The

resiadue i 5{ akemsnp (6=51 R Qnuoum-jz&em-r.-gluthmd;nm o~ the M xture
extracted 2\1\2“!’. [i\dhd=hy896{’c(st=@t5@dlmnbyl$mmd®t dr| ed and eva orated: 15 The
residue ig t dRefase meeral ﬂ'ﬁ%ﬁ méftl zed with
i SOpr opanQhi Grpxa (g agd:f@ %h odl i 3aeRY! i dyl met hoxy) -
pherpsl | - & 6 hduds. B is GitoBE A pumtap Tesﬁﬁé)ﬂﬁkﬁleedhﬁm)(mﬁﬁbfate nes ting at
19- 200][ er rliopro :anaahﬂ[s@mo cétﬂ%edlmthnﬁ!chauh@f oncenmtbd)gmmﬂynq he acetate

b za#ig

hem hydrat”é‘1 2[err] (o= 1in

met hanol ) Ah mg gj:&%leg 48}%? ’;?3]: ‘m‘ FREPE 50 212, [ M

=- 8B06[ er r&eﬂ(aﬁorp I n di met hyl acet am de [ ]?artl ng mat eri al 3 prepar ed

as follows: The mxture of 23 Exainple& (1- 4 hydr nyI) - 2 -

am nopropane,Ths 1 e g gg{ tanhydrous

et han0| a "“ “"'.’ . X 9 g% n%gfi uayc.ln.vl-u“{tI ﬁ‘l;eé p @‘ld at 3 3 at m 25
for B hourge hd 'ol tthi @), cobife vdltthG%ttﬁ3Weﬂ1§' lorideltgdrbesi duss di ssol ved
in 400 nm dhfondeZﬁlel ointﬂaaﬂokohds@resbdsqmed,dmmbmh@d ogoitolr 12. 5 nl  of
concent rat’@. 308 ta?,"i“"dtem ‘f’ﬁ precipitate is
col I ect ed ﬁ%@&&%g 4,1 {hz s yield the | - 1
- (40 hy Qiﬁlé @8 Y dthanol Zand 1heal;tlr10 [4~ (BT opandd

hydr ochl orpyd@lnmﬂoty)ngémyleZ 2(4,3 Flﬂmﬁprﬁﬁ'lamﬁm) -] propasonaleate 30
met hanol ) . SRR The nixjure of 5.7 g of 1 - (4 - hydroxyphenyl) 2

0
- (3,3 - diphg %&Whﬁﬁ ,ﬁem&n g of said
propgne hy, cﬁéﬁﬁh Q;Q'Ifll e I&ngé}bgﬁszm fa@d?;dﬂ EMN&qieo%d of 450N-aqueous

sodi um hy olimdedroﬂde, sined rfcediSanmtse yndar n@@sen, 4.92 g@ﬁé- is cooled with
ice, conblqll@ddw 35 “Pﬁﬂl I“'ec mto &5 35 chloride,
the m xtur’iﬁg‘fﬁm T T e A i 0 60 for one
hourspand Sdiséived Fnin of @hanblQAdTihé mamﬁmeed with e:hammur ed5d nto

i ce-wat er , digmbreeciemel-gildnke emdqynwdracwdxtthe muweedewécw @ with saturated

aqueous s M?PF@HML‘E%%@ %ts m 4 s taken up in
‘et hanol , '([)g‘ et muini Qg aim onate of haic acid in

et hanol , antl di.I'ut & |et yl et her to yle l.g the: dl- - 1 - [4 - (3- 40
pyri dyl rret hoxy) - phenyl] " 2 - (3,3 - di ph 93 %proopylam no) - prsospane

mal esdt e . 'O-C“z"'@-_c"z'c‘,‘-'““'("“z)z_‘c“(cs“ )y R

CH3 H

melting at 147—150°, [M]p= —-48 3° (c=1in methahol)



melting at 135-137. Exanple 4. To the solution of 10.36 g of dl - 1 - (4 -
hydr oxyphenyl) - 2 - (3,3 - diphenyl- 45 propyl am no) - propane in 75
m  of dinethylsulfoxide and 6 M of 10N aqueous 45 sodi um hydroxi de,
stirred Tor 45 mnutes under nitrogen, 4.92 g of 2-pyridylnethyl chloride
hydr ochl or+~de in 50 ml of di nmethyl sul foxi de are added dropw se and the

m xture ig)stirred for 18 hours at roomtenperature. It is pourednto 500
m of wa extracted with nethyl ene chloride* the extract dried and
evapor at g,/ Th resi due is 50 - di ssol,\ Eii-n the rri ni mum armunt of ’
et hanol and the=se A L5Ehsts o 6§ S
di acet one- 2-tfket o- L- gullonlogoum:m:lle\hynhtm Box%mah dbhmednsmmm [ﬁnmetliemrhhg wat er.

to incipient turbi le‘t of Fizagmp %L %@lﬂflﬁ %‘ﬁsm@%i’ed ang/

recrystallized fro of -

pyri dyl met hoxy) - ' eﬁ,mylyo henylptg PECT 5 .
di acet gne- 2- keto L- gpﬁenmmpslamﬁmthﬁam ' ahebaleuﬂdfwhgxaﬂtsmlm-l-ﬂw:arr]

6 561, 516

6 Anal ogously its Iev 0 él ,epl-_- 1810 m%omthe
starting materi al gwg‘%}, 0?92'9 ‘J‘SE 80 dizh&iylsulphs, %‘E jL((E, rr]

or the, corresmondl ng)mniueﬂ:t _I_ deaind]l:ﬁeﬁlwliﬁ‘SEGﬂm 40[nh4|ﬂ,sat6(2 Spehir | . (f1or
both: c=il in methaaciided ¢82ag ok, hde 3 d‘lslld&rllyfi‘l‘? __ _ |

equi val ent amount oSkt ¥ phient frmnerts, fite 10N f‘f,’,::_,.‘ . 15 i de,

the d,1 - 1 - [4 - LaacedOiinNBb ' xtractPld ed s godium
di phenyl propyiSam N Oghloridd) dfigiodad et mdedal'tned;dudlmmmlteeapez mé ' "m:lnamahts atl1s’

177-179[err] .. Exanpﬁens@ugmwessbmtmnd ith70.38 ot)malslcm | the 4 -
hydr oxyphenyl) - 2- NI - “fgl : if

di met hyl sul phoxi de m@%ﬂe 1 1(3,3-U diphenylpropying @xi de
and the whol €20 s st i7a7e-a#°40 m nut es. at 0. To this Ois added 0.82 g of20

2- i dyl met hyl chl hd t ht -at .
) ont emper At ur 6. ”W 21 r%%&ywm "%ﬁﬁgt'%ﬁ% N

sol uti on nmade st rong)bynlbﬁ Bemimmssudmmhygdfm de and
extracted with di etmﬂymmmmhéymam @Ma@ﬂ lsﬁm.a;i_wleaﬂueou%s

sodium 15 25 chl S einpms "; :'.._" _
in the mini mim anoUiifids ol iGedisolvel 70 --efagoe"&n% [ B& boidiohreqiedOwigB 9 Of
mal ei ¢ acid and hea&.zglm&hmm&m&&arts HoGrs.2THa ipeecipitannisodfiedsdi ahd/ recridfidl-e 1
cooling, the :R)r eci ti!zpdatrqn iseprapayiol, aqafforil thepus bl 1 Miy (armh%@ggﬂeﬂ’hﬁ&ﬂd‘ drie¥,
to afford the’d, |13 5%3 Wﬂmm’&mj P‘?““’gﬁ d’ﬁmg phenyl] - 2-
(3,3 - diphenyl propyl NO) o of t 1 '8l err]
Exanpl e 6 The m xt b féoqma g&}'ﬁ %93 %geﬂyY

di phenyl propyl am n%ﬁpyﬂomae ifnkd 6:2 69711)4 11 Qogmfncblndﬂulm

hydr oxi de, 1035 ofchmeévdreah@niquﬂedoﬂedwhﬁetsmé[ kﬁtdﬁblfns o 3
60[ err] for 30 ‘m nuilaed wihcyag ggﬁ d%dmd 1 eetary, Aheexct @5
hydrochl ori de are aft g ol el 1o t’ﬁglﬁf' Chreated @1 a

t enper at ur e. over ni g tmadmﬁ-ig&ned:llmt eddipitics s meceu, wdshedn&ﬂ:euhylaweeﬂaxw t h

ethyl acetatet0 t he dricrtaefiordaberdia: Wi Th §aqrm 4t-c@ di ehewdhht &1 i de, 40
dried and evapor at ed:3 - dintenyipeeylaming) 'd’i“tp‘“teémg"%t& 200 m of ~dry

ethyl acetate, the solytign tregte t [ 8| of Ie| tirred
for 5 hours. The prmﬁ@ﬁam éz p%%%n" Preh : |and5 51%1 henrlgh |
i sopropanol., i af fgpy ® R . 'Hz-pyrﬂﬁmethyﬂyslilb yﬂi&chleﬂc;é 45
phenyl] - 30 30  added3 The filstde m tegiperatutg, rthem dilyted] witht e

mel ting at 155- 156[%% h@%}t&ﬂa fs hqd jg)fggimd §§°rg;f|uoro
}uon W&

- 4 - hydroxyphenyl oled 9

hydr obr oni de, sdl. 4 1swliearm1ﬁrednyl ﬁ&atéﬂmd f 50
di met hyl sul phoxi de dried,ho_zaﬂoetithtdt.IESDO[hﬂ@ ]Pyﬁdgnedﬁrxya pbﬁnﬂ&iyzﬁé%hympl@@- -
chl ori de hydrochl orgtylsmipop- el 1§9ti5hrre 4rg| at, anbi ent

temperature, 35 d\/\i _{' o er 2%% gﬁ?ﬁ&@ @ﬁ‘é‘b@%ge The
extract is wasned Witddigmth ﬁuepaﬁanaoﬂuw £ b) 0%, dﬁ]ladﬁiﬁxl &aCcasbiol is
evapor at ed. The I e sshekespibinden liydnosentaaketmomberes for 72 hours. The mixture is filtered and the
filtrate evaporated, to afford the 1 - (4 - hydroxyphenyl) - 2 - (2,2 - dtphenylethyl-

amino) - propane, which is used without further punﬁcanon -

Similarly the dl - 1 - (4 - benzyloxyphenyl) -2 - (3,3 - dlphenylpropylammo)-

60 butane hydrochloride is hvdrogenated andconvemedmto the dl - 1 - [4 - (2- 60
. pyridylmethoxy ) - phenyl] - 2 - (3,3 - diphenylpropylamino) - butane maleate, melting

5



.in warm net hanol, the solution filtered, the filtrate treated with 1 g of
mal eic acid and then.refrigerated. The precipitate is coll ected, washed
vvith et hyl acetate and 40 _dried, to afford the djlI - 1 - [3 - fluoro -

(2 - ,pyridyl net hoxy) -phenyl] -2- 40 (3,3 - di phenyl propyl am no) -
propane mal. eate, nelting at 146-150[err] Exanple 8. The m xture of. 3.4 g of
1 - (4 - hydroxyphenyl) - 2 - (2,2. - diphenylethyl- amno) - propane, 1 g
of sodium hydroxide in 5 nl of . water, and 50 m of dinethyl- %

! sul phoxide is warmed to 600, and 1.7 g of 2-pyridylnethyl chi or \de
ochloride are .45 added 'h?ﬁlsmxrurp s stirred overni nh? at anbi ent

: terrperataums th hensed Abdiglyydhé B wat-eps 2d @xiylaaions) Veteyiet hyl acetate. The
exiract 2|-s[4aﬁ/asdned4wﬂp¢m®awl)r -chtutsthméng | e prepane gdlenreris pkdpored, aiep. dri ed, evapor at ed
and t he ¥%74ue di ssol ved in oOf warm met hanol The solution is treated
wish 1.1 gTRf miwRtedfQ186 k& 4£ 001§ odypiRilf L 2at(gg - . with 30 m of

di et hyl p@pj'lanno)T-hpropnecﬁrgspmtd’dtmN qu%soﬂhmm}dhad:(md % I ace'?ate and 50
dried, dipeg sgirred at 60° for 91“81211@““ rﬁ%& )2~ phenyl] - 2 -

(2,2 - :{@ t 167-169. The

Qol on4 6 QOOf dl - 1-

wihole

evh?rd@é’d?@:@ o] L] @5 in
)c1d- m2lsopro§ﬂ1p12unnl chie pEE

(4 - bendgiﬁedﬁljh
hydroch%rrld'e O(ﬁ Hh?dﬂo-xz dé3,35@lPh¢DYbf et hanol and 0.5
g of 1095°P; ’a"r’ ?5‘% er rogen at 3
atxsvsph@sss eﬁgﬁiﬁ%&d Angzgelie filtgate
evaporated, to a ford t lel ydroxyphenyl) -2 - (2,2 -

di phenyl etmemﬁfedm)g gofm opan@r Watoeﬁhdnﬁl)umﬁ] \A/BBh(ﬁ;iheﬁyyrt her i
purrfrcatomdmnmeSﬁm ﬁgf ‘1/2hoﬂ a) - 2- (3,3 -
dipgheny or rogenat ed and
e B s T i ﬁﬁwwr%“} T e i 2
(3,3 - rtplsemtlopraveaayhﬂmmp ore 10 lNac[il@ou Negtracted 7

1, 561, 5%ih ethyl acetate. Theextractlswashedwnhsanuatedaqueoussodmricuqndg,ztgled; to 124.5[err].

resulf chl ilted
A%' 090 %ﬁﬁaﬁd thqn"igﬁg WW%I@WW@ BByl 1552 - [4,4 -
| di - 4 dnd Vb ,etﬂes prepared m p.
"169- 171 a ol Thesolﬂihﬁlsmbiﬂmufﬁ 1- (4 -

- hydr oxyﬂheﬁylé (22- oxy |- m%ﬁ E(iér-o*‘p'l]lwnrmylmm}ar opane 6.3 m of
- d| hy. | phoxi deggi s stirred
at 60 f% ereﬁgcfrh% E&m £ o} E;I net ﬁ’yr chl ori de

are addeds g a0 i rédakid slﬁkenaiifhurerlhndsﬂﬁﬂaedif&iydtb@nﬁ’@r 24 hours,

di | ut edZQ\AIMIFM%GETPf reshyetalyst mohdé%tﬂdchyevgqmlm ehé chl oride. The 10

| d
s o N eyl T 31 Ml SR R0 T 1 sagropanol an:

it dewehediniorydeld the pr opane

t he sol

5is reached to yreldthe dIExamp’len[4- (5- rrethyl = 2 - pyridyl met hoxy)
-. pheny I fe3>f-15 | nl- % mbpuﬂe 2al eate mel ting at
155- 157 EELM aag fllmol;;ﬂ f4 Hg),féé -

pyoi dyl nitrogen pyl agyno) -
propanegmaﬂsaw&rzm aetmilpl, m&hkcl BgS(Htan Exﬁm)l e 10. The
mxturea%‘ s4wa1‘m 5@3(}!5!1@' é& - 3,3 - diphenyl -
propyIa é'ﬁ d?ﬁ“ 1’ Xrld [4mE-40 nl of di met hyl -
s4b phox2dgeté lé‘i-l’-.lso or lﬁn r&”ﬁe‘ﬁ“‘r?eat edggith a

m Xt ure :ii'-'r rmenal is prepdred’hs ofodléa’rdldﬂi hyxdrochl oride and 0.6
m of 187K s aspheamie, 1093 3,31 dmwylnreplomqanhﬂinda,rsﬂméd under ni trogen
at anmbi §gl ot el ‘"" L A

Wi fg ach 'F Q‘Hf‘ﬁgﬁ “?f water and 7 m
meo e 10e\hbmwew eld drmhryqﬂ; -aggtate. The
extract dwbenmmmwp Y hiprepabe.r at ed aqueous sodr um c or| de dri ed, evaporated
and the resulting oil taken Bsanple thl orof orm The solution is drluted W th
25 Wrae%gfrlos@%@rletweb optainisg §Q.Qimg of thewtivei ingrediesd.  The r esi dual
sqolution is with 25 2 Na BT.ﬂr(eous ‘sodi um hydr oxi de, dried, evaporated

afd the resi dt}e["t(émﬁ'ﬁﬂ’i"ﬁ)?mﬂ fWount of i sopropanol 35 The sol ution
is acidified pgihg m‘\]r%t@reupon the - 1582[54 - (2 - pyrxdyl met hoy)

- phenyl - Zom {akch3 - di phenyl propylt am no) 90 g
o Polyethylene glycol 6,000 90 g S
60 _ Talcum powder - 90 g 60
- Magnesium stearate 24 g
" Purified water q.s.



ethane - maleate is obtained nelting at 181-182[err]. 30 The
starting material is prepared as follows: The m xture of 7.5 g of N - [2-
30 (4 - benzyl oxyphenyl) - ethyl] - 3,3 - diphenylpropylamne, 125 m of
et hanol and 0.25 g of 10% pal | adi um on charcoal is shaken under 3

at nospheres of_ hydrogen for 20 hours 4.5 g of fresh catal yst are added and’
hydr ogenol yg ontinued at .3 atnnspheres for 70 hours. The m xture i.s
filtered anaii‘.porated to afford the" N- 35 ‘[2 - (4 - hydroxyphenyl)
- ethyl] - 3 - dlphenylpropylanlne of suffgibﬁpt purity. 35 Exanple 11.
To the mi'xture .of 15 gof dl - 1 . [4 6 Ldy| nyl] 2.8 .\
(3,3 - dlpherylpropldhﬂﬂmﬂﬂ) - propane |n 150. m - of tetrahydrofuran is.
added dropwi se at Of[e ]NI&MPEMWPW rrghzwemim@fo Pfeprﬁ oy o, then

t et rahydrofuran. The sﬁbs{f‘“"e re‘éo'tcl‘f’éh ‘%‘1}%6“ d i ¥
ni trogen over ni ght, qugugﬁn:fog lth khe e)’glﬁ% 5;1 of ¢

met hanol, warmed to SaleerThe pﬁ.«lﬂfoﬁmapeﬁcﬂ:&dads thérhﬁvdéxesm are i ﬂ@ai,ifxie& - up

in 200 m of net hanolwith m@dﬁg@akm@@t ofi rwdter Ip eraulate]is diietbovemightasd5° jbrkerhen
salified as descri bed’&h g %ﬂ'}g ‘iﬂmP‘ﬁsé‘dl‘EFél'ﬂb}eEémeﬁijcmﬂm e 4 -
(2- pyridyl met hgxy) " h of 18 eachFoRiIRAY 100705500 Itﬁeracm)sngmdiaﬁtopane 10

di acet one- 45 2- keto - gul onate nel ting at 147 15

45 The starting material i & pared as. follo m xt ure of 6gof dl -
4 - (2- pyridyl nmethoxy) ﬁ %@g’“ V\%e'z'ygdlpheaﬂpheqw opi oni ¢
anhydride, 80 m of benzenga s o? concentrat ed sul plztgmé acid.is
heated at refluld® for 18 hocmmm]ibsmcool ed mixture. is washed V\AZO(hgaqueous 15
sodi um bi car bonate and water, dri ed and-50 : evaporat ed, to:yield the

dI-l-[4--(2-py'?'F‘%ﬁgg ﬂ%? !5] af‘.k:%

di pheny! pt opi onam do)argg’ Q,[,Qag;n mﬁﬁﬁ,ﬁhﬁﬁﬂu %@‘Eﬁet S
each containing_50.0 vﬁg:_mé lattbseuﬂﬂmbmeenemgrndn&msulesmmhﬂaithwnmgeach,usmg : 20
1-1-[4- (2-pyri dA et hro a&g sﬂés ) p % fgontg}strs%nmz compomds 55

propylamnno) - pr Opaniﬁu_ i --_eprevxousexamples .

1,706 g Corn starch ; o S 90 g

Pol yet hyl ene gl ycol 6,000 . ° N Examl’le 13, 90 g 60

T2 s povder 1 et o 4 T b i “”““"i‘ " oo,
; 1 OOOml 1e r of | - 22

Magnesi um st ear 5? e (3):3 - diphenylp: o :amld%’) pgopane are added a‘.{:lgw L’Jvt?d %‘:ﬂ

g.s. Procedure: Al hinhdewhae ﬁruﬁég&s&d—'shrﬂﬂdgﬁﬂdmon‘;&lieaﬁiﬂnwﬁ

openings of 0.6 nmm Tdnemnnher@mﬁmm avec @ hofiroanil keecleat grlar
stearate and hakf of V4TEeSOAplR . %iﬁ;z? ‘? 77 "ﬁi!br 30
hal f of the starch : of 4 The ,e;’m asel is .
suspensi on added to t efobeisdmaﬁ@ ﬁ@lﬂut ErOR wHghaid 180
m of 5 water. The pagg‘e 'lfhemglghl mb!&dﬂmnb%@mmmbofvwﬁﬁm aqueous '
granul ated, if cessirupon v \ I ate
is dried overni gﬁt aty W ’gt ‘ﬁl %th@ mr&@?@?ﬁqﬁ % ﬂ@égt and »

conpressed-into tabl euB leﬁinggxetmwztpyrﬁylmerh@) pneﬁ}m]-z"(m mpnedyllamtaatnp)-plqaper s
bi sected. 10 panP g theresfare distolved in0T000 whof s\hylacetateanh the solution f¥i cILOO

mg of theé acti v lngrg souo ‘gﬂf : rgl sgim thermometer and an addition funnel,
dd'e =

1s_ s

&)U

. 40
[ 4- (4- pyri dyl net oxy) f 1826 of maleic, acid in 250 ml’ of

dpetfiion) B)stilddOBOd) Rours,

i '(Bh‘ﬂvhme crysmls obtamed are washed with. 1000 ] of cold

fumarate. cooled.
2,800 g 15 - ethyf n vacua at’ 60° to yield t/he corresponding maleate. 800 g _
200 g 45 E; Pfe Xff e (\bé%?éahen QU 2 45
screen with openi NQS i is Vs SJ,,QIQQ dafv {AC 510 ablsdiy
suitable mxer and m mhmlolt'wartet(lm h:hi drieh@zlaaadocaum° i aﬂi s depeated Gite
m g}g%l aid J~ tingdat 1 (ﬁ6ﬁ¥ g_'goﬁ are;

until hom)geneous N030°65 1?1?1 Lﬂm’gsa‘b?e%et%ti{hﬁol and t\léleﬁ sidﬁungfptreate w‘?th 208 ofL?ecolonzmg

. 50 charcoal. The mixture is filtered and the almost colorless filtrate is allowed to come to _50 :

_ room temperature when crystallization is complete. The crystals are filtered off, washed
with 250 ml of absolute ethanol and dried in vacuo at 60° to give: sald l-maleate having
[M}p=—46.97° (c=1in methanol) .
: The starting matenal is prepared as. follows; To the solution of 609; 1 gofl-1- .
S5 (4 - hydrozyphenyl) - 2 - (3,3 - diphenylpropionamido) - propane in 2000 ml of 55
© dimethylsulfoxide, 450 ml of 10 N aqueous sodium hydroxide are ‘added in a gentle . -
stream. The yellow solution is stirred at room temperature for 2 hours, whereupon the
solution of 375 g of 2-pyridylmethy! chloride hydrochloride in 1700.ml of dimethyl-
sulfoxide is added in a gentle stream over 1 hour. The resulting. suspension is stirred
60  overnight at room temperature and 6000 ml of water are added in.a; ;gentle stream. 60
After addition is complete, the suspension is stirred for 1.5 hours at room temperature, '



20 et g menine JEmm, G0 )
20 An gously tablets and capsul es are repa e enal - 3
conpodndsei |l lustrated by -the previold®ed8mml es Exanpl e 131__'|:g_t_h.e_ R
sol uti on of 8091Qréﬁ|an@fme1femk hshEDwieH 000 il bEwah dsrdrfedﬁ:amuoohtlm wd with 25

10, 000 rﬁ of t @bld aleyidr b U# ar(2 - pyodyimegfoxy) - phenyl] -[21 (31 ?ef rret hoxy -
phenyl] - 2- dgias’rov% g1 r Bpr3tamlbly="13p7bpdfe &f &Y

portionw se ovBoRideri od of 30 minutes while sti rring under n|trogen at

-5. Afters additi owHAThWBGDAIM FS:4~s al | owed to warmto room tenperaturé over
1 hour and. the ch-cegompesndpfithesgenesshFormulsd i s gently warmed to reflux. After |

refluxing for 5 hours, the mxture is aIIovved to stir overnight 30 at
roomtenperature. It is cooled hgain to BferKl¥and. 30pQ ml of 37%
hydrochl oric 30 acid are Qedm(nz),‘acugem{ z,Stream Over a period of 45
m nutes. The reaction vessel is set for disti Iation and the

t er t ahydr of Ur aRgnbrgin'FE KON ElsuBlinAedHhEASS st Hicyblic nhrogdi-dolifainingl asainatibCGadiat r] . The
resi dual turbi dn&hkmtheatmga-cbﬁtﬁahgedngmasﬁ osommhdrs,@f mlataéqcala itk aqueous

sol uti ontd s wadiyemue W more4 o0 lutith is
then stirred 3% “°’°meﬂ‘ é’gdﬂf‘ AQ%%’(&? °§Jtmm Wof 50%
aqueous sodi ums Emd f p&CJnaﬁhegAt trbm |tet4h et her.
The ext ract is zdskuﬂtl Dltd erredl armhnékapdwdngdoréwdrm I eaV| n t he

1-1-[4- (BB yrldyl ﬂet‘\h@ 5325 palfe.
685 g t her eof wé%:r ;' gl ﬁ 20 Jgol ution is
A2y ered into f o1 oal,alg.myleﬁe, (Mrﬂmr):axser and an
addl ti on f unnelor Fing-pHédylene, (lowclﬂaxy)sid wrl-m-phwylslei (habgknmm-eort i4-sol u

of 182.62%Y of rmmleee Gcﬁt@“mmﬁsﬂ '14 uommP ba- g tIe
'stream The r e ?eacé) 1s 1,0, Qﬂ to 5 and

filtered. The ta|n arevva 000 m of cold

et hyl acetate and 3dA|c dl&elgmeﬂtFoﬁﬁultH yield the correspondl ng mal eat e.
800 g thereof are dissolved in 4000 nm of: abgol utg ethanol/water (1:1) at
80[err] and the clear 45 sol utlonc,,uzs,1 al to cone to room

t enper autt e and-stand o vemﬂagi%tq O ?:ryst I - 45 @on is conpl 2% ed.

The crystals are filtered off, was ed Wit kb -nd—fo absol ut e

et hanol / wat er %‘ 1) Pgndadrl edﬁl’yg_g’\(/lacuo at 60 %al d l_E,ecr stallization
i s repeated on % &) ’lﬁf;g . E:E Eﬁ . 665 g
t hereof are dIStﬁ xﬁ’ ':ﬁﬁ)orio |148gp_g4 a 933 a;rofg,na{a t he

solution treat edthwnteber QrgaﬁfR €l diogen oz hydHxp charcoal The m xture

is filtéPed and t#h& compromt ofght zmré%mth II de to 30
room t enper at urds \iﬁ’?{’ %’éﬂd %ﬂ %ig%&a Sodl €
filtered off, §@yter1r, ano ri I'n vacua at
60[err] to give saldc n cldith DWljeeni i§2or3in

g‘gtg h:angl )O3f IThe ﬁ;j%;:ﬁgfm%pg@pmmw %ﬁ% (;Ag dg%w mam Lhe soI ut $dn of

di phenyl propi o 1 = [4 @pyRdyidecd@OQ phitnyQt 2 - (3,3 dﬁﬁmﬁpﬁmmosul f oxi de,
450;m of 10 Npspaous sodi um h drOX|de are added in a gentle stream _The

yel Fow sdPution i $ Lriltrdd -oridy kel - 353 - SirhraTlPRpYlaiR® e upon® he
sol ution of 375}”‘5’9{ thé/( 3*1159% !W)ch‘L aiyhde hyﬁ;og{a{,ﬁﬁbgﬁlméjoo m  of
di met hyl - sul f g¥dpae gentle stream over our. The resulting
suspensi o] is sti rlﬁéd 16004 -2 - pvndr\kmthmghtphwllr@orﬁ,ﬁedwmnﬂpmpﬂaﬂam- 6000 {ﬂ of
wat er ar & added®™ entl e sth ter ditio | ete, "the
suspension is §,tu; ld' ﬁ‘orEz urghxg ? S %?a ar e pmgybg&m

1,561, 516 12 1-[3- methyl - 4 - (2 - pyndy&néthok;t)e-rﬁﬁ;yﬂndztmar&pnedne vvashed
with 4000 ni ofpmmlmmo)-lnmpaee dried in vacug at 60 taq |eId mé‘f?b o[4 -
(2 - pyrifyl rreh’go )1 = [45h @nypyridyimethoxy) 3 phenyl] d?plﬁ%yf”ﬁ GHPGRIaEN G0y -
propane, melti (1567 188 [ M & I fyaastadnotp (ghegiy 2 d(3! Mphenytsul T oxi de) .
P \AH&RP% Friv b €' [ gyridytménofy) { ghegn)l 12 di Pheny

5 1. A conpound of the general Fornula | [err] wherein Ris an
unsubstituted nono- or bicyclic nitrogen-containing aromatic radical in
whi ch the nitrogen-containing ring has 5 or 6 nenbers, or such radjcal
substituted 10 by one or nore than one nenber of |ower alkyl,

hydr oxy, | ower al koxy, hal ogeno, 10

=)




trifluoronmethyl or am no; Ph is unsubstituted phenyl ene or phenyl ene
substituted by one nenber listed for R, each of [err] is unsubstituted
phenyl . _or phenyl suhstituted by one nmenher |isted for R, each of mand p
is an |ntveger from1l to 4; nis such fromOto 4;, r is 1or 2 and [err] is
hydrogen or hydroxy: 15 ‘2. A compound of the general Fornul gt
shown in claim1 in Wnlch Ris un- 15 substituted 2- or 3- pyrrOIy

3- or 4- pyr|dyI 2-, 3- or 4-indol'yl or -quinolyl, 1-, 3- cr 4 isoi.nddly
or -iso ur nonI or such radi cal s waestlstut ed by up to tvvo menber sy of~T ower

aIkTﬁ/uuweu atROXy 0T At OgeT— P 1s = nen ower
al kyl)-1, 3- S}fm “‘i ?F%f‘n mﬁf‘%"ﬁ %g% enyl ene,

(hal ageno) - 125 py 156-0- Ay e e ¢ I’ra‘ w) 1,3 or
-1, 4- phenyl emfoﬂdu)h .of ferr] i s phenyl (1 oner al kyI) phenyl, (Il ower
al koxy) phenyl, o eno) - henyI -or (trifluoronethyl)- phenyl, each of m
n and Is an i @ﬁgﬂ%% sthelnteger 1 or 2and[er~rFis
hydrogen or hydroxy oun the general -Fornmula || 25
[err] wherein Py.is 2-, Org 4-pyri dyd,,zuns,r,lh.stltut ed or substituted by one
or two nmenbers of al kyI aI koxy, fluorlo o\’h{oro RI)i s hydrogen, al kyl,
al koxy, fluoro, chloro or tn"ﬁ"a{?d’i“o%b{‘?ﬁw “Z:Wr'Ferel n aI kyI or al koxy- has 1-4
carbon atons, each of m n-and p.is the.int eger 1 or and R[err] IS
hydrogen or i aaommmd mon bRY‘&l ! Forrmula |1
-shovvn o clai oe 5 28) 10f 42 [ "-.l_o‘vf‘_, i tutgg or
substl ut ed Ryl pﬁrost bmnr{ai n©br SHahyRRO sublnutddSbyny dr 0gen,
met hyl , et heny me:iﬂ»euo?md futrli oemch ﬁerand lAmismmbdn phenyl oofphemyl N and p is
the integer fuhgntutzd bnmf GPW fpm l\t‘bbrrpound of the
‘gener aks Formj’l‘%\"ﬂ ?ﬁ&uhﬁtggé §mn 5 ,.?
pyridyl, eac -6}4Lp$n 41&@ yld%w [ g.nd F\’ iS _
hydrogen B4 1ﬁmddlylor {ly}l,?rspghlrlrf 13 h4 9
di phenyl pr op anen,l 15 1,3= 0 P e(l xy) _
phenyl ﬁ]& 4~8eh%;y1 %}133#2 c g -1,3— orh%4 8. 1 _ [4
(3" - pyr|d ;pgmyl gno)
propane. 9. dacho(n’i,n hmﬁyl)to4 f)iaﬁmyit}gerl 3:

di phenyl propywm [4 - 2 - pyri dyI rret hoxy) -
phenyl] - 2 - ( szpﬂ?“ﬂﬁgﬁyﬁeﬂ?ﬂrfmlho)- 45 propane :

45 11. 1 - [4 - (2 - qui nol yl rrethoxy) - phenyl Jr* - (3,3 -

di phen },propyl am no) pr opane. “h[f@ n)egi—?yl (2 - '
pyri dy?rret hoxy) --. phenyl ]"‘““Z’E“‘](i%' ® di pr opgp?ﬂm no) - pr &Bane. 50

13. 1 - [4 - (2 - pyridyl methoxy) p‘ﬂé‘i"rzypl"]—"—B—"t(B 3 -

di phenyl propthg;gﬂl Xs 2-, oo R AR 2 R
pyr I dyI met hoxy kylw \]orlo' orgchio R3s 'hyditbr Qllky! ﬂiy&'yp or&ﬂﬂﬁ - propane.
tri uoromethyl .wherein alkyl or alkoxy has 1—4]caf}6d atoth§ each of m, n and P :

'9f|It ed arlﬁfbtyﬁ ?é 00 1l . of er dri in
vabub 360" e by AR £ et 3% fadh S B m e 2 0L 1,
(3,3 - di phemy lisDiythioged) imethyl) lsitlo xy, ﬂﬁdir@,{ihﬁla&,orlmﬂtbioﬂ&h ¥if ea d_M D =+38. 75

(C=2 in di rretphg/themssﬁigtxz,erd)&lsslydrogenorhydro sWHAT VE CLAI M | S -

> 1. Agorrpo&m ea P“nnggfg‘qn p1s oan}llezh %11&1 Eﬁh??mmlzsorem

unsubstitute ngnp % Qn_ 137! d3fhes ‘;ﬁ%&,ﬁ adi caP in
] (‘33 M o)-

whi ch t he ni tpfopgen- cont ai ni ng r| ng has or 6 menbers, ofr such radical

substituted . 7 1-1-[4-(4- Pyndylmethoxy} - phenyl] - 2 - (3,3 dlphmylpmpyhmm)-

. pro '
40 8 1 -[14-(- pyndylme'thoxy) phenyl] 2- (3 3 - dlphenylpropylammo)- 40
pan .
9. 1 -[4- (2 pyndylmethoxy) phenyl] 2 (3 3 - dxphenylpropylammo)-
. " .propane. -
10.1-1- [4 2 pyridylmethoxy) - phenyl] 2- (35 3 dnphenylpropylammo)- '
45 propane. - 45

11.1-[4- (2 qumolylmethoxy) phenyl] 2 (3,3 dlphenylpropylammo)-

Topane.
121-[3- : methyl -4- (2 pyndylmethoxy) phenyl] - 2 - (3,3 - dxphenyl— _
.~ propylamino) - propane.
50 - 13.1- [4 - pyndylmethoxy) - phenyl] - 3 (33 - dlphenylpropylammo)- 50 -
butane. - S
14.1 - [3 fluoro - 4 - (2 pyndylmethoxy) phenyl] 2-(33- dlphenyl-
propylammo) propane. : o _ o



10 by one or nore than one nenber of |ower al kyl, hydroxy, |ower

al koxy, hal ogeno, 10 trifluoromethyl or-amno; Ph is unsubstituted
phenyl ene or phenyl ene ' R -]
“[érr]Jis unsubstituted phenyl, or phenyl substituted by one nenber listed
for R, each of mand p is an integer from1 to 4, nis such fromQ to 4; r

is | op=R and Rl is hydrogen or hydroxy. 15 mtmmt of the °
genergl. . gdrnmula | shown in claiml1l in. whichhRis. llllm“llmﬂﬂ uted 2-
or 3-pyrd ' 3- or A-pyridyl, 2-,15831’51&” 4: |ndonIc o}‘ Yui nonI e

_ _ eaplie’
t wo rrenbers of Iovve15 al-Kigl-, (2|-<m¢yha¢tllm<)y- Ma+ Z)gém Iﬂiphwemylmﬁf

1, 4- phenyl ene, (P alr{gyl(%[ %yl%glm%’ixyi %E%;ﬁrn)él e( %%M%y) 1 3# or

-1, 4- phenyl ene, oge e or

(tr|fI uor on%et hyI) ]1731 Q4 {2; yridfimedidzg) eplemt- Df [@H@-l(s plh&ﬁppbnyl) 20 (Imwer
al kyl ) - phenyl , henyl ( | o eno)

(trifluoronet hyI rlﬁ ?3‘5'715 ]n?eéi’? vk, to 4,
is the integer 1 ern{e}hyp;szh dg,g,ag p&gﬂ X¥. (33 - Aipsappound of.

t he gener allo Fornwopyl 5pm{smee| n WH o - P (J;I unsubst itdded

or substituted by oWel o4+ - mmm MII Zal(ﬁéx thlnm)chl oro, R

i s. hydrogen,. - %XE Eiiy;ﬁ “ Hg 0 d )Q(Qerel n

al kyl or al koxy hmﬁﬁ)ﬁgcar “{’1} ons; eac%go‘g n an Enﬁ? okle 1 nteger -

or 2, ?ng We{”g&fzﬂm wzmg lfoqhgﬁ%qﬂupoﬁﬂofacompmmd cla&;ed/h enymp:ezhd of és Ihe
general Formnul a R4 el a erein pyri dyl .
unsubsti t ut ed orﬁ Sl b 0 WH'SWW{? @sﬂﬁ'ﬁﬁé“mdﬁ‘eﬂ“ﬁ 8F%hi oro, R -
i s hydrogen, yl2s &peonipwnaldamrmﬁyy&m opach of 'm

n and p .is20he |%m618,0md211% R[err] 1S hydr%gen or _hydroxy. 5. A2 -

,,,

conpound of the focelaimed in png o pfflafihecl; 9 32 g R2rin iR fop of & 2. or 4
35 : pyrldyl L rr] and
2oy A Bpd S %0 B dufe 8430 238 el 1]

(3,3 - diphenyl p{)é)ap% Andompgund prdqmdenalwonioidﬂ_msz f0411,23(amd24pyd1¢i§ytrret h@&y)

- phenyII - 2 - 3R~ diphenyl.pi yI am Jale 8. 1 -
14 - (3 - pyri dyL_ falovava 8"“"‘{1 ﬁ %tf@moi)% ’neny?propt?el amno)- 40
# .

propane.’ 9. 1 - [4 29, Alpbarmiapeisica) Wﬂm&hpnsmhedamb&md dlitmed o 3pPone of
di phenyl.pr @yl antixim) L@m%‘hwd 26madm1m1re0rcom1mcﬂon-wﬂ!n@phﬂ}:mawmmﬂy[m4tablez - 0

pyri dyl met hoxy) “HRenVl v crica fribasttion SBRSR% BLORNA ALY oy ohe of

propane. claims 2 to 11 23, 24 and 28 madmlxture conuncﬂon w1thapharmaceutlcally
45 11. 1 - [4 - éuitablequieﬂolyl et hoxy) - phenyl] 2 - (3,3 -

di phenyl pr @pyl ani n m 4!916 NMW)-Z- or -3- 35
pyri dyl met haxy) . '5321%1 °)'2'k‘ne’(°§ ’é\ - propyl am no) - propane_._-50
13. 1 - [4 - (2 - pyridyl methoxy)=z- phenyl LHMISMA,QS : -

di phenyl propyl am no)- - 50 but ane. 114, 1 - |3 - f\ybro - -(2 ol
pyri dyl met hoxy) - phenyl] .2 - (3”28”‘"8'?" é‘ﬁﬁnfzvcbropyl am no) - propane.

10 or '. - 1. 561& 516 _ R 10
15. 1 - [4 - (2-‘6&?}.‘!‘ i gaerann };mugl (22- RN
di phenyl-et hyl am no)-" pr opane 6. 1 - (2 = yr| | met hoxy) - phenyll -
2 - (3,3 - giphenylpropyl am‘l‘no) ‘but " 27 1 - ; (2 - .
pyriyl met hoxy) -phenyl]" 32,[—049;--4@29 -rdr—— m(-4— ¢-C _fldw@-ph nyl(fu 40
but yl am nol - propane " 18 1-[4- (5 - methyl - 2 - pyridyl rret hoxy) -
phenyl} -2 - (3% » dm@ego:m&pagxoﬁﬂgg@@ﬂm&,ﬁwne o
“why T esﬁerrﬁed hd - ith of the _
" gom v is a reacnve . y roxy group with a compound gencral s

HO-—Ph—-(CH, )f—CH-aNH—-C,H,,—-CRIAr,.Arg

or a reactive saltﬂ:ereof, and:fdesxredoonvemngaresulungfreecompoundmtoa
salt or a resulting salt into the free compound or into another salt, and/or, if desired,
resolving a mixture of isomers or racemates obteined into-the single isomers or racemates, .
50 and/or, if desired, resolving a racemate obtained into.the optical antipodes. 30
32. Process as claimed in claim 31, wherein in reaction 1) themducuonofamxdoc '
is preformed with a simple or complex llght metal hydnde



19. 1 - [4 - (6 - nmethyl-2-pyriylnmethoxy) - phenyl] - 2 - (3,3 - diphenyl-
10 propyl am no ) - propane.
1020 1 - [4 - (2 - pyridylnethoxy) - phenyl] - 2 - (3 3 -

di fhenyl pr opyl ani no) - ethane 21. The | evorot. at ory opt |Jaa4—ant—|:pode of a

conpound clainmed in any one of clainms 1 and 1 -
dextrorotatory opti-cal anti pode of a conpoun l iane Of o
clains 1 and 12 to 19. 23. The | é€varotatory o > QY

clai medy,in any one of claims 2to 6ysd,s96and 11 24. The dextrot at ofy ~-ef

ant iMp0 f —Trafms 2 106;8 9
and 11, roces: according to cle:in}z1 ‘311 ‘wherein 1_111‘ reaction edZ) startmg matenals are 20 25.
A conpound a¥ g’ﬂ%,@sg;“‘fgfd‘%@m“ Yr lsffvm m,&yr ‘2,"“‘"',E‘ghe formof a
salt. 26 A.ﬂmrauﬂdmmmaenlma\aaww@med 3¢|1sa¢affﬁd]:utaﬂﬁ1elﬁ’esénﬁb 22 in the
. formof a thlé# ipgagprty accept abl e salt A conpound as

claimed in an\ﬂz nE??ffs 118 dsoq ed 4" %gg‘{'x% - 25 of a
salt 28. A LR e g T SRRt A any one %3 and 24 in

the formof a Bhepmawmabhwmeeambknmsﬂt tvheréiuathe/acmhmamceut i cal
prepar@ti on a@;ﬁn& q;hfsomg)f ahecrompayads hbwined mdmmtoahslpms of ftheg(claims ©  ¢| ¥ ns 1,

12 to 22 and$ adm xt or 4S8, Y t|o cally

suitabl e 301%&&3 Sre CHKM fraf macryéu &5 f)arl\qélpaa’( gtfel on %%?iusi ng a
corrpound cl ai mse. The cdpoundiedt ﬂfe f&hﬁ]armsh&nt:ﬂ clkiln 3ahd pihﬁaremd:c&&g n adm xture
or confunct mmnmn@bf : Harrﬁiceut i cal I suitable carrier, 35, 1. Prétess for

t he manuf act yr M oy R 181t 3 4pl jprepared, gecordjng
35 (bis- aryl Ay BiteO; 'ﬂe&aﬁfsltf’aﬁﬂﬂ%&ﬁﬁfi’émrfwmé&ﬁpohnd of[tﬁrrr] or salts
t her eof , -whi geherd (mﬁmmtlsshoﬁn in) claie B Gt Whictafoami¥D wpbsedts ab linge, Formul a

11 [e?ﬂr].' or 1 )4, and shechthar symboledfavethemespings giyen in laimyle presalzsithepeghs rrtrpla |v B&rr]

wherein T is EQita und of the
general 45 nvepresj% %ﬁﬂﬁwma@;ﬂ%g&@ﬁﬁ%ﬁ ’f'gﬁnd if desired

'convertl ng aclai:eslubrtl ng ree corrpound into a salt or a resulting saIt into

the frée co :} ml rIV i wpguadjof thess o) yEhg a
m xture of " ag

S e der s o
racenat es, 5&nvemga a0

| ree coip oﬁléltroﬁﬁ ﬁlﬂufgg:alamfoaﬁeff&t&ml)bt ained into
‘the opti cal poutd atmsanother salt, aEtVO:SZﬁ désiradc eesalvingsa aivtnrer®f] isomergloai m 31

wherei ¥ in raaaate%%éd% g mpo% op Facepptesead/og ififlegied respleingid ¢ h- a3 npl e
- or Corml ex | as‘ﬁ oﬂéﬂaxm 40 in m reaction l:{ the reduction is carried

. 1,561, 516  out according to claim 32. Process accordi ng to
claim3l, wher ef2nPiopesy ascolaimedrin inreeacsion 3) s r%@rfe'etsmﬂl n Whéf
RO d 34

reactive est‘é’?‘!‘;ﬂ jop £%E1 [ic.a
Process acco&;};ﬁgﬁ?ﬁg quﬁ,@ n,’,{l Xﬁ%fh erelrn th reactlon of
starting nmateri4l Broeks ida@dihg fonany e clﬁmdm/msteo\mﬂem tieel lesioroaiity i s carri ed
out in,the p?an@ﬂe’é% of the compyfindy, obtejprd @erstding tthe Arocess of these claimsis

0,

5 35. Broces®Uearding f4.40 oo P BE o e 80 e i MR the®
| evor ot at or Yanﬁﬁ&ihla o fhe QEDRIHE 45 06 St Ny to the
. process of tisdsd. dai m; is i sol at ed. -
46. The process claimed in clajim 40 and described in any one of examples 1 to 4.
45 47. The compounds of the formula 1 shown in clalm 31 and prepared according 45

: to any one of claims 40 to 45.

48. The compounds of the farmula I shown in clalm 31 and prepared according
to any one of examples 1to4.
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36. Process according to any one of clainms 31 to 34, wherein the
dextrorotatory 10 anti pode of one of the conpounds obtained according
- to-the process of these claing 10 js isolated. 37. The process clainmed in

claim31 and described in any one of exanples 5 to 11 and 13. 38..%hé ..

conpounds\of the fornula I shown in claim31 and prepared accordlng 15
of clains 31 to 37. ~

X:. conpounds of the formila I shown rn claim 31 and prepared

claim 31 Yfor the manufacture of a conpound of the general Fornula I she
inclaim31l in which formiula n represents an integer from20 - 1 tQ 4,
and the other synbols have the freanings given in. claiml; or salts t her€
which 20 consists-in 1) reducing a conpound of the general Formul a |1
given in claim3.1, in which n represents an integer from1l to 4, and the
ot her synbols have the neanings grven inclaiml or 25 o 2)
condensi ng ‘a conpound of the gener al ‘Formula IV with a conpound of the

25 general FormulaV given in claim31, in which fornmula V n represents -an
integer. froml to 4, and the other synbols have:the neanings .given in claim
31, and, if desired, converting a resultrng free conpound into a salt or a.
resultrng salt into the free com pound or into ‘another salt, and/or, if
desired, resolving a -nixture of isoners or 30 co racenates obtalned into
the single isoners or racemates, and/or, if desired, resolving a .30
racemat e obtained into the optrcal antrpodes 41. Process as clained in
claim40, wherein in reaction 1) the.reduction-is carried out- according to
claim32. 42. Process as. clarned in cIa|n140 wherein in reaction 2) a
reactive esterified 5 hydrioxy group T is -derived fronthydrochlorlc
aci d. - 35-43. :Process as clainmed in either of
clainms 40 and 42, mherern the. reactron 2) is carried out in the presence of
a condensing agent. 44. Process according to any one of clains 40 to 43,
wherein the | evorotatory antipode of one of “t he conpounds obt ai ned
according to the process of these cgagas.ts 40— =6 at ed.

40 45. Process according to any one of .clains 40 to 43, wherein the
dextrorotatory anti pode of o6ne of the conpounds obt aj ned. accordlng to the
process of these claims is isolated. 46. The process clained in-claim40
and described in any one of exanples 1 to 4. 45 =~ ~ 47. The conpounds
of the fornula | shown in claim31l and preparéed’ accordrng 45 to any one
of clainms 40 to 45. '48. The conpounds of -t he -f of nul a- | shomn in claim31
and -prepared according to any one of exanples 1 to 4. ABEL & | MRAY, _
Chartered Patent Agents, Northunberland House, 303-306 H gh Hol born, London
WC1V 7LH. Printed for ‘Her Maj€5ty’'s: Statronery Office by the Courier Press,
Leam ngton Spa, -1980. Published by the Patent Office, 25 Sout hanpton

Bui | di ngs,- London, WC2A 1AY, from which copies may be obtained. -




