0 %17 647 - Descrrptron The chemstry and: use of [err]- phenet hanol am nes
has been extensively investigated.” A nunber of these conpounds have been
reported to have beneficial cardiac activities; see U S. Patent No.
3,987, 200. Such 5 conpounds al so are known to have synpat hom netic Wy
activity, and have found utility as @& dld- 847xing agents; Van Dijk et al,
Recuel |, 920951.3&'],"(1973) More recently, a group of [err]-phenethanol am he
have beenveported as possessing anti-hyperglycem c activity, and have bag
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formula (1) ﬁg@,{ ﬁar(f) hydrogen, oxy, or net hoxy, [err] is
hydr ogen or quoro [err] is hydrogen or [err] al kyl; [err] |s

nmethyl; perr] is hydrogen, fluarqQ, mHtro, gRhydroxy aor SOZCHS; provi ded t hat
[err] i s hydr ogen only when [ £ is nitrd or S2QH3"and provi ded that when
[err] and [err] are both par &\ 0 CHNHCREH; Chio 11 gen, [err] is C-C2
al kyl; and the acid additi @& eaS thereo['t‘ 30 A Wrgderred nmethod for
pronotingegrowth and inproving fged efficiency and | eanness according-to

t hiks/i nventr nrelﬁynpl oys a conpound of the above fornula wherein [err] is
hydr oxy, r .drogen or methyl and [err] is methyl.
The net hod S m‘%%&ﬁg‘rﬁ%&y&rﬁﬁ@wced enpl oyi ng a conpound wherein [err]
and [err]zsbot R? 3y reydivy el @Oy—aakyl: err] and [err] bot h are hydrogen and [err]

is methyl. 'fmﬂr"rs hydr oxy
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equi nol ar* qu&.nfb auiHtinPot ’h 1%methyl-3- (4 mtrophenyl)propylamrne in an unreactlve organlc
1- net hyl - 3- é&lvdﬂt stuemrmraydu)rpétmyi ABiopghol, BioRdhe LU EHRAIRA. TvecreddtiGrEdeneraliyas sabrivid oStk h
as et hanol , aretpesod of aheyd 5O Phait,1209¢. 0s0d AEsUcfemphr@turd thereadtige rquea%w lrselrbstanﬂa"v
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musily

at such t%n'g |f| rtglttE:cf:o % tlrrji@xai g'ﬂ‘ﬁf W
about 6 t an,gct,o d[@ﬁeq ene ano amne, is
readily iso atﬁadardamam rBdtigal fgr Hrepanvd ng ﬁ.hﬂnertmetamoﬂs sarhprides reackiog a imepticlio @eid
by evapor at rierrv;myndeth arse’de.rwmo hmdp@atlmd pfomdp herEEchid“@aw &esgﬁ;ﬂt %é;{%m
acconpl i sHe@2HEP qﬁ \g g e%/ hén t|n droxg otected
Chromat o FAHES e %&’ﬁm é’r;:: R R TR T Wl
for prepari Bébtibi &m l lréay @(ELQ ﬂfﬂdﬂ&&/lcﬁfbwmﬁt&@&rﬁ&@l@ﬁmﬂ&oﬁ l‘m-'aﬂhdae/lcarbonyl-
aci d deri vatiethexyi, I-dinyaraguipblieeydophaply| refarireticto e EERQThe dirdcbcouplingi repstiemgeasriatiiels

whi ch upoid serduder et orgavic eelyaphsuch as benzene or N,N-dimethylformamide, and normally is complete
after about 2 to 48 hours when carried out at about =30 to about 100°C. The product is an amide that is
readily isolated by simply filtering the reaction mixture and then removing the reaction solvent. The amide
thus formed is next reduced by reaction with a common reducing agent such as diborane or the like to
provide a B-phenethanolamine defined by the above formula.
&5 A similar, yet alternative, method of synthesis comprises reacting a phenethanolamine with a phenyi-
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55.provi des a conpound of the above formul a.- For exanple, a
phenyl propyl am ne derivative such’as '1-
met hyl - 3- (3-f 1 uor ophenyl’) propyl ami ne can be reacted with an acyl ati ng aggnt \(

such as a hydroxy protected mandelic acid halide, or preferably sinply
reacted witsh a mandelic acid in the$1e157er§,4a70f a comon peptide couplin
reagent SUGkhyPigtdNe Kb prdligy § lSalie ¥k CRKiOGHoN FhdiRtionCdhied Qriginglbunditsl 82 @nBloyed in the
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materials, orl Ef °pV§”m°éq"?§P?'é‘dd’8%?ﬂTFnent of
| e o T ﬁﬁfgr%@?‘é Tt OB L T
| SOMers. vﬁ-@fn f-@imeth§IBNeSyidrép ol HydloB@midRt Bd Wi t hout
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salts can Qﬁ‘os@(ﬂa Y| eHQm fs rhi hd¥hbn
base si BLe polity, rgRiREHtSdnd Yhedke biIKEludee kuthl a&iniara ab fats/ Rtpef&rtealimbedivadthe grodth
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oo e B L e G e

li ke; a ﬂsﬁHnGelya@b at@S ace ac
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Pref erred shenethacaiarhjne tngrl ayymel. Pthet togtep of gdminisyration gan bﬂemamedt fee instance intra-
hydrochl or iZHES ALY 9@'m ?jaﬂt L e e e 1 o T O T et 1E the
enpl oyeg, i rafffc?aﬁc ra;%t Qﬂop "6 ah NG SUohidht 6&&%&% otrsBlird} shstatce in the form
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P R U S
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- met hyI }ﬁgﬁ:@ po Jé\e g F\ bﬁ 9‘??!6? |sg axed with szltgt;::::;g\earf“;r
Y
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hydr obr omi ﬁuenﬁrﬂ: Fanly employed in such feedstuffs include corn meal, soybean meal, aifalfa meal, rice huils,
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is mot |limted to.meat producing animals,:and can be practiced on other
~warm bl ooded ani mal s, including dogs and cats. This latter enbodi nent 4
particularly useful when it is desired to maintain mature anirmals 35 77
relatively | ean physical state. The nethod of the invention is preferal
practiced by orally adm nistering an Of 1%t 642 anount of a , 3-

phenet hanol.am ?&' Ja%n@ﬂal %lﬁﬁratlogt pﬁ&%%lmmé@qgﬁ Bé §Jrn§|§éd' vﬁ{l’l &:ﬁ%nh@nal carrie

-enpl .oyed, "I OducH 432brA B, Bedafhle b tarBdledx baRiumkeatatd and ¥R MkeDSisch FdinG1Gidn® Bén Ha @RISR fnto

such rout es mii@s dreiaEmistatdd sah injebtid o BDUsIbW-tadeabesubclnanaostimpiend. Suph admiaisiratiahs

is the anpu reen bhmedejag ofignfas peqdediojensureils pPreper slosipe i eetve wgeﬂ'e@}rt@wﬁn thgdesifed rate

i pr ovenent 9fArQMpraRotionand impspyementin [eanneps aidiicad efjciepcy tmocLVerg%?’ A wq ens
f

e the cogﬁounds descri erein are e ve m

in carcass qm%lobfnyfe% EnciH als ihg alsd\ el St Yneat
ti ssue and lwmeesbremmsﬁ corhB&ungs @ssrltu&oamumhf&@aaasma&vsiseé Mpleks
vary sonewhahe deppsitvaiofitat esxbeariingls pain teightl Ehis raghictier oféqwdneeeflcbeqmg therapmtat deing
and the par ttreetsﬁatrcorémtwem temgemwewmwe&rm Fheﬁ’@yf Beine

o 1 o BT L AL R G AT Dl -

preferred enbodhmﬁ&lcﬂfpﬁd)gféseﬁtbméhtlo]: |§H§aoretfﬁlIyalhﬁuitetﬂmhf)mwmg‘ldetﬂEd @xamples.
preferabl’y fromabout 5 to about 100 ppm A typ| cal anount -of active

i ngredient to be admnlsteredPt ra e, ‘ﬁﬁ mpac'dt 5 to about 40

ppm For exanplg, m tdf.h Ef i %mwemna%bgr@fg@t%ﬁm
or swine, t hﬁrb@ﬁmﬁﬂ IVUf Rol atE@tJ Féﬁu:dé“d éﬂflrrt Q:d sbhiy@Ro Bbure.Ddtredetiérd
about 1069 patikmrepeds dabled td)fbomftemh&atdﬂldny dil@edlwit 56 @nof Wwaer. Difeadqueous solution was

adi¥-Ni st r at i washedityyige a@t $0,na! Hogtiond ofphrem ﬁmmnafms Aeidifiest withespraenttad hydrephlerp acid.
with sui tabl'@'eé‘ fePypeld p‘”"' B es gf: f;f ¥5 ip qy%oﬁeﬂ\vb?ﬁ The organic
wit water an wi 50

husbandry. ARITEU of 68 Corfih Eeiré;ema& BatoRe pLeegurri AT cotd D Bthon

defi ned hererb@ys@dneedoﬁms ofifoludnd watfb.ers33lgmdummzy:&a‘ynﬁémuamlaaueww 158-—155°C.
Typi cal carri ensahsiscaldifbrugst O, conmonl y enpl oyed in such feedstuffs include
corn neal, soybean nealTheost:f & §%7Snefhi5;46k i ce hulls, soybean mill run,
cottonseed oil neal, bdmdndre&t®9%r diid®corn, corncob meal, sodium chiori de,
urea, cane nolasses and the |ike. Such cgghhghs pronote a uniform

di stribution of tRésoREGbA O QI-4-BEzRAkyRRANdbIR atiB & ProvideR-E)d4-bénzylbgpekntéliciacia | Nt O
whi ch such corrmesttrne@smutanef ‘aadedtdl-ﬂhlmn v)ensdahcaﬂyilpﬂ enrl oththwtl adetstetat 807C whs

the active i ﬁ?“b’d | 98R tPOFLIRP I .ﬁd’u ‘ﬁ{i‘é“ g@g Ef% % d"éj °6 fgd to room

: erat he pr a ol filtrati ith fresh

. pl’ OVI ded 39)/ :ﬁ ﬂfr&?ﬁi ﬂ ??w B) @g ?::% E& water to

of 7R( ten )Hﬂ’hﬁ‘eas lV 6# ell Gacid. M.P.

per cent by vmsg-hzossms[m -Fmdyal{ap{- xMeHam d addltlon sal ts of the active

phenet hanol am Aealysigrcelc. errf‘efl'hslN? referred for oral administration, and are
2,

thus the preferred for 9'% di tg or the feedstuff conpositions
|

—

85;
of the 60" i nvep) hida sl % bR b B R 0812600 rToPlthyY acBEH0E ks S B
t € growt h [y @wdefEént b§ue¥hsthyd et oRB6h. MRS b§RGUs dcliSomBsHREN1EkparaRy, 408 the
r por at ecbrgantcdnvena#&hddlvdm heteami dried1 Beradval af tHesolvens bywybporation bedenpdagdd ekssure
d| rectly Lo Rﬂ‘P'Ide 3% zylowmpendeliaacidaieaR—¢&ihenyioxmbenyiizehvemyasetisasid.
ntrh

(o)

can addltloﬂ\érﬂ? lahﬁst'ﬁmp |"{} rphous naterials, waxes and'the
like for |ong- {\erm co é‘ ‘és/6eas@46and adninistered to an aninmal as 65
a bolus or tablet onI y mnd]eed@ctﬁq-l s@r.Nnt ai n the desired daily payout -of

active ingredient. -0 117 647 For parenteral adm ni stratlon t he

[ err]-phenet hanol am nes can be a ventelnor yga such as corn

oi |, sesame oi hyGapk %’i‘ TSRV e SR ol Aot
can be nol degdo mnésQtna ﬁeaﬁﬂ @-ﬁomﬁ‘@Aﬁ&Jc@Qﬁ\b%r&I&tn&ﬁmﬂture to room

sl owrel eas aerﬁpéwm’é,aamgmsaanemicamms ﬁuednma:dérpdsm@t eid th@esctioa mixnge mgderaaslrred at
of ten as Hed§Edontyeleahnyrsangdéie hpdrogre ratrnmei\emqatéﬂo reb T hq/reaqﬂ mixtirepext Qifldf

the desired tP%‘ft lssmﬁfcmww of 3N droc Io xc cl Y?ﬁﬂw e 0 tgrgawtﬁé 0C ﬁﬁ %gtld
efficiency. Jiidd Bd ' HEbR A retinat fi it Methandi 4

average dai |;¥om|39 tgogamna 31(43Wnﬁ)|/dxvﬂwe ﬁ)@d:pﬂfaihlnmnewudemanamiss,sﬁ hey
al so caus® observabl e inprovenent in the quality of the neat produced. For

exanpl e, the conpounds appear to npbili zﬁ?amp'eé fatt s fro
ti ssue and deﬁf?‘é@?"f’ﬂ’é"&? S ‘f'le’PFV'Bi‘V“P%’gy ine ﬁP%ﬁ?%Rgdﬂr{“ﬂ@"é ‘{’bey"’i"ﬂ?@'
reducti Ons of T RlsolFoni B3 & bdi-1 3ty Pa- ?4 z§ kaﬂL roP\flaminium chloride was converted to

5 the free amine by reaction with 95 g of sodium hydroxide in 400 ml of water. The free amine was then
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10 treated according to the invention gains weight in the formof nore
useabl e | ean nmeat, thereby reducing wast e and i nproving the val ue of the
ani mal thus treat ed. Al so, mature animals that are not subject to
addi ti onal weight gain can be nai ntz%wg ét‘wa desirably | ean form by
adm ni sterihg a conpound as describ The practice of the presen
i nvent i on-fissolved @ 000 ini/ofi rhétndéne axhleddebandtadded tolal solmtiorgofth2s giof ed-lexatplicesid in
Exanpl e 1‘\9}0 ét“ie@ﬁ"%f'”‘gl mwﬂ&}iﬁ:eg‘i@}ﬁabﬁdmmfmﬁeﬂ"t'@e areweitamdsqwt gt $aytiopfang was g

of dI -4-hyiff s derds i the R t‘\;@l hepiteh Ry rpetiy-3-4-
pot assi &im car ﬁlaatssfolr Eﬁa i hhmqtyn @t % e AR b bide 89
for sevent geeétmamhmudil&ousTéaatumeﬁ%kueél m xture was COOF

to room
tenperature and diluted with 50 m of vvater The aqueous sol uti on was

washedtvmcevmthSQ,,m POf ol 4ft ﬂ’%:q \er Yﬁda dlfledWIth
concentspat ed Awlries b ﬁ"y&sg‘ﬁtn\% ig "”Qﬁtﬁa °»5591H" §Esf£ 3(?% %iswyﬁ’ii&%o
t hr ee ti nephenilethybitont mmorntl bfatlGerRicobihiyg 106§ bital:-tolle s@fbggsvldiwéxuta& tFefliRl €
conbi ned, fnashedlrwntdnﬂaam®rppemdltlm DharsStéri trag. Gtle woti tan fodnied dudrey the leaétiodwaand

dried. Re atbheaps,m#mth% aqion mitye wmoahd@rrowetﬁme@ﬂﬁ@ge;amcentrated to

provi deg 5er il %afi% FRHch i ‘W%%" °hEfue W?g osthglsphe 8"1\;} ‘“g

tol uene t Obd'i Qﬁéilh edof leﬁn‘t ra tlon Qdi%e!i G?Q: %géé egtlo m §F 'I

Anal ysi s cmk enixtlierwas esfluked[fae o yddlthaIG&e cooEnQ;UdFl reabtionGl to'Tjoom

5. 33. 30 temperature it was"chlut::;.';ii'et;\/f Eangtmon of diethyl ether satura:;d wElx gen amdrmg;g“%é
di-4 EPege ratign f‘)m arng give ofd-To

a sti rred ef‘ﬁ%} ﬁﬂ\gt Y's ergc'ﬁoﬂtp' 'aﬁ?'"(’ w&‘i}lh 93“#’&‘%&1‘% t4'd% n 2500 m

of \et hyl acet ate at ﬂ,@é vmmégd R06.417 RYosPOgl {00, 43. 6 g of
R(+) - a- net hyl benzyl anfouad: The1.762a616.620 Nj 26T €, Was, ool ed to room

terrperature and the preC| pltat ed sol | d whi ch had forrred was . coI | ected by

filtratfon and was WPL h P'a Etat {( h%
ecrytall suu i U S th;y o a&t‘?tz R S et g1
provi de 9lreducordfwab vertdd Bty |H)&BedraR1 AR ! instBdd, was subjected to multiple
R(-)-4- (benezryétd dmalfrdmlamlomledbenhdn? |so$ﬂ:$vl5k{oﬁdil Nih-ti28 ofdier) foegi \ie]the ftétbade 4R

Anal ysi®¢ c@af r$d|a F'P% Sned 7t2h %0 Hhog 6 64 N 3.69 th oo
Found: C, g“% "?‘sy "? 89 %9"2"’4‘ %‘Pg‘!he
above- na Jf%m ?fe "3 b °5° Qrge ?/\a/asthuadzj §E%Jg; WP Py R (780
cent aqueous hydrochloric acid solutlon The -aqueous acid sol uti on was

separ at-’éd and t he OI’ anl C | ayer V\aSheEkaWptehi wat er and dri’ed. Rem)val of
the s 1| vent y é I 3 pet: Ipro!;ylamlrne and 22.9 (?J 1m) ofg {4 m th
e olve |e‘l C_B!_El E' -methoxy-
R(-) { beﬂ\%y 1)= nﬂ}n e 9 °

R(-)-2-(4- Aagmary AP emst rebx 5&&’5 brs B4 é‘?a er Meﬁgéreﬁﬁﬁr'f"'s'xé‘ afgib?

[err] <4 MefBrtiodaad yefilgate arbs’:amdfﬂéﬂ witehydroblditio#dd to Give fE15 4G

69 67; H, 25(1.4‘_glma§[yl-3 phenylpropylammo)ethane hydrobromlde MP 174—178°C | e 3
repar at i QD oiied “’ge'{’ é%’!ﬁ eg?é ﬂi?la&'mc?@a'wiﬂ'"géﬁ mt t’fdwdfef

e A SR

ammnl asl rva’:’gDQ:f dsemsam) 1088 :ﬁd:hﬁis rop% r%’tdtﬁahé! ,G

After cool22 230f¢e react | on mxture to roomtenperature, g of Raney

ni ckel vvasc,? Eﬁﬁ ?’? % °tf L) Of%?ﬁdmt'l??e'"q' @mtﬂﬁ;{ya'Wé\t' ggﬁh@h@nnmﬁgs% g p}ed

at 55 25 ‘géﬁtf’ gtner. +p8o

reacti ga m(xt\hq.@,s f'f,,\/yg, ‘fbélf&e‘rgé’d pt '"ﬂ%ar At dr\‘/’v%‘s’m?an'%ghts?—f@dc by .

evaporation of the sahwmt cusocher mem!ﬁedsmeessure to provide an oil. The
oi | was dissolved in FeBOd:iC, 283 NH.IH6@r OC13I68ri ¢ aci d, from whi.ch the product
as a hydrochloride salt preci pltated %O%e 53 It so forrred was col | ected by

filtratgon and rechy @Hx Eh%ml _ lu%%‘ﬂhén?l') l de 36.2 g
of dl -1-net hyé adtitrésr gfm LYY 42) Q@éﬂ PEFORS a.m,uew;smr& de in 200 mi of
195- 197. 5@cetonitrile was added a solution of 54.3 g (0.20 M) of N-benzyl-1,1- dlmethyl -3- (4-ﬂuorophenyl)propyl-
- amine in 600 ml of acetonitrile containing 42 mi (0.22 M) of diisopropylethylamine. The reaction mixture
was stirred for about six hours at reflux, and then was cooled and stored at room temperature for forty-
60 eight hours. The reaction mixture was next diluted by addition of aqueous sodium hydroxide, and the
organic solvents were removed by evaporation under reduced pressure. The aqueous alkaline mixture was
extracted with ethyl acetate, which was then washed with water, dried, and concentrated to dryness to give
an oil. The oil was dissolved in ethanol and disethyl ether and converted to the hydrochloride salt by
addition of excess hydrogen chloride. The precipitated solid was collected by filtration and recrystallized
65 from ethyl acetate to give 51.3 g of 1-(3-benzyloxyphenyl)-1-oxo-2-[(N-benzyl}-1,1-dimethyi-3-{4-fluoro-

5



60 Exanpl é 4 Resol utl on of dl-1-methyl-3-(4-benzyl oxyphenyl)propyl am ne to
provide R (- )-1 -nethyl-3-(4-benzyl oxy- phenyl ) propyl am ne A sol ution of
629.3 g of dl-1-nethyl-3-(4- benzyI oxyphenyl’) propyl am ni um chl ori de was
converted to 65 the free am ne by reaction with 95 g of sodi um hydroxi de
in 400 M of‘water. The free am ne waptieneggz O 1 17 647 ,dissolved in

2000 mi f/meteh &qne chl r| de anc sﬂgﬁ éuti on of 328 g of

D-(-)- nand'eiff’% i ﬁ"f Dre ] é‘@s\?rea WR 3618 b fﬁﬁm HRlitde ] ethbHB
free am ne pisBeiidh df tHe dabt fo we'a d dv%aoam:hmrécﬁ%ﬁ&e%aa d HizBERAGrobd ARy
from met hanolethémfpurded/smmg FAZ3- gerﬁiloiyblenﬂ)-lmm-d&lzvlm admdtrslad-m-ﬂoérophenyl)propylammo]-

R- 1- et hyF 38’41ﬂﬂ°|bneiﬁ¥=9| e 166-[err]-30, [err] -119

( MeOH) m n ethano contammg3090f Raney Nlckel :
i sl “mﬁ ‘?e o é‘éﬁiaa@o TR T
aqueous sodi géidng friQPﬁét HeMAA3eRte24d dir dridB & Prdvides(oly of1-(3-hydroxyphenyl)~2-[1 1~d|methyl
- met hyl - 3t( 434(n—ﬂubcqphmqydar;oqmlanmd)lmfmﬂye¢obm¢rmle mhaywesemdasrd.de 10 A

sol ution of 5. Anglvgipeiaf He@”ﬂozam no-1- hen | et hanol and 3.55 g (25.9 V)
of methyl 2-(4-nitro- pH§ f‘rgg ﬁeﬁﬁe 1319 Och%egjzf t ol uene containing 10
ng of para-tol uenesul foni ¢ aC| Wds heat e P8 for six hours in a

fl ask equispped mwduoam@eaﬁpoﬁhwweré§naparlyﬂ?®amter that forned during the
reaction was renoved via the trap, and then t he reactl on m xture was cool ed
to roomtenperature and concentrated to Grampiss evaporatjon of the

sol vent under d@‘a%gﬁ”%@{' é%Ur’é"mﬁ*h’@3é‘bﬂ"ﬂ°°6fb6%@'te"‘f'mﬂw'f"€ﬁ&]ieﬁé’t?’ fgochlpride
di ssol vedzd n 5 2t rahydrofuran and the solution was heated to
reftdx. A solution of 13.5 m of 2N bor asempa$yl sul fide conplex in

t et r ahydr of ur an-digdroxvehergie &l -dimethylisdehydooxyprenyliparpyiamimolethroal hedrolramide he

m xture was refM8x¥418&C. an additional ninety minutes. After cooling the
reaction g xture to roomtenperature, itg edp! uted by addition of diethyl
ether saturated W tiPhanilb pORENIBlDEERsuIfb Ao HBRIBIRYIEANElethBkYl ndRIchBAdeNaS

col | ected by fiMdthyhb{aemetayitiiophiepghestlyl keromel whs oxializst b inaaktionrveth dw-aidryberigsnida actdao
give 3. 29 g |1Ve methgl@ -(4- methylsulfonylphenyl)ethyl ketone.

phenyl - ' o%nrgw B31YPY X'B ofR é‘?ﬁé’?y'ﬁ\z ’]Vg;g:"VNﬁt '
203- [err] Anﬂjuglneun sﬁﬁlrlég::tl :((?Te ntana '::% 99 &’thezglue a %}por on thwgchlﬁ'

10. 11. Foundbas&1-phenyilD[1-ndthybs-adhetiisulfontPherdyl)progyiimindlethdfol. The Schiff base thus prepared
Exanpl e 5B  was reacted with 3.7 g of sodium borohydnde m 500 ml of ethanol at 0°C for sixteen hours. The reaction

(R S) (S, R); 1mpfiss PS‘ZW[eﬂbhref'qun °35 'ZIl‘Pf WGH?%% YﬁrﬁF ﬁ @i aligmixture was
8 an rd& §9

Q%S‘["?ﬁgho‘[:g% Sai féeci,%(%%imgg %ﬁﬁgﬁg o Ao%a\qaswgg%&@@w@pﬁ%"%m%?r’n

hydr ochl ori de sn&laslslbemc,fdrngaga 0.,SWas su jecte to multiple

recrystal I i zations fronTheemt 0hi58.44:1 H, 6.88nNeIRP; Clg9 g:yﬂ%al cohol (in that
order) t 0*gi ve the freeFerde @Q8§328eHa®5% alleh{% ?'Rgg; 83': di ast er eoner.

This diastereonmer was then converted to the hydrochl oride by dissolving it
i n et hanol and adding a sol ution of t é?‘géllckgysdr ogen chloride. The
hydrochl oride salt thus forned had a I'ng point of 198 to [err] 35
Exanpl e 6% - (4- Hydroxyphenyl )ng%d{eﬂ: 1 d| rret hyI 3- ph‘!érbyluptgbipyl am no] et hanol

A solution of 32.6 g (0.2 mne and 22.9 g
(0.1 m of 2-(4-nethoxy- phérﬂ(”)‘g f°">‘( ‘¥d13?°8ﬁ‘l de’in ?g m  of

t etrahydrof uran was heat ed gfcc, |rty six hours. The reaction
m xture w& then cool ed and added to 2 I|ters of diethyl ether. The

preci pitate was renoved by Ground Corn . 74
Sodium Chloride 1
55 100

60
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40. filtration, and the filtrate was acidifi'ed with hydrobromc acid to
give 18.15 g of 1 -(4-nethoxyphenyl)-1 -oxo- /
2- (1, T-di met hyl = 3- phenyl propyl am no) et hane hydrobrom de. MP. 174-[err
cofrpound thus formed was dissolved in 8 m of glacial acetic acid
contai-ning.35 m of hydro- brom c ag q4q472g47t he sol ution was heated at\
refl ux f%;ni ne hours. The solution was then cooled and the sol vent wa
renoved hQy;evaporation to provide, f@&Kq rystallization from ethano
and diethyl ether, 45 7.8 g of Feedgat'qﬂ’g" mbs

1- (4- hydr oxyphmgytipnt1- 0x0- 2- (1, 1- di net hyl reregrienyl pr agy| am no) esitane
hydr obrsom de. -M-R—228-230C. Catal ytic hyd-h?gqenatl omof—5.0 g of—the
compound fromYabeweorn n 44 nl of ethanol coft-# ni ng 152‘5*’g of 190 percent
pal | adi um on carbon_ afforded, follow ng crygpal l'izatiggy from agggene and
di et hyl et her, T.cf of

1-(4- hydroxypmwMeazﬁém,dﬂamﬂl net hyl - 3- phenys.gr opyl am &) et hanol108.0 ~

hydr obrom de. M P. 168-[err] 50 Anal ysis calc. for [err] Theory: C
60.00; H, 6. 8§°Y‘Na“3"6'83' Found: C, 60.28; H9%. 67; N % 62. Exdfple 7 55
1- (13- Hydr oxyphﬁ éag‘% 1-di met hyl - 3- (4-fl gy ophenyl g% opyl | amgy] et hanol
To a stjrred so t|o 67.2 g (0.22 M of

2-(3- benzyl OX Widiasas) dan@- oxoet hyl bromi de i n3200 nl of 3&xet oni tréd-& was
added a solution of 54.3 g (0.20 M of

N-benzyl -1, 1- cﬂ"??@t“ﬁwmg’h(“& f I uor ophenyl ) profy®- amine +h 600 m %%

acet oni tr| I e ggptaining 42 m (0.22 M of diiggopropyl efhyl ani ne.gghe
rea/tlon m xture was stirred for about six hours at reflux, and then was
cool ed and st daethmredarbooden t enperature for fordy- 60 elyht hours23 The
reaction mxture was next diluted by addition of aqueou SOdI um‘hé/dr oxi de,
and the or gani '€ QIRFEPE™Rer e r enoved by eviibbrati on uhler reducsd
pressurzé. The \RGHRUS pabkalk ne nm xture was gid racted Wdh et hyl mgetate,
whi ch ‘'was then washed W th water, dried, and concentrated to dryness to
give an oil. ‘MitemmrEPrwans di ssol ved in ethane!o and di etW! ether %hd
converted to the drochl de salt by addition of excess hydrogen

chlori de. The pr Aﬁ ﬁ;’;ﬁcééq% hing). Was col lecigd by fil t,d@tl on anggg

recrystalllze acetate to give 51390

1- ( 3- benzyl oxyphenyl) 1- oxo- 2-[ (N- benzyl) - di rreth -(4-f 1 GRRg Ef' 0
117 647 phenyl ) propyl am no] et hane hydrochl &P ge 37- [err?% he
conpourdd t hus re ar ed was reduced reaction Wlth 16 of SOdI um

bor ohydri de,| @m é’s'i'.!'#ﬁt:éﬁ"%ﬁ sy e it e e (o
the hydr oc?'& i ‘i.‘igras AN ﬁx.s arrﬁ“ aﬁusﬁﬁ 0
g of 1-(3- daam‘ﬁnﬁwpheny enZy

-di net hyl - 3- (Eacﬁlpwrd@phmnyhﬁpreopyéoataim@oooau vitgtih&nol hydrochl oride. MP.
186.5-[err] A sol utlon d ct thus produced in 200 rri -Of

t he p
Et Ranol c pifing e is : r?go ne @2& H
e, ol ket et S e Ll
soI venusmassuraeﬁbweda-ésfeamdtfkm/a‘cidlstnaﬁme by evapor ati on under reduced pressure

to give a whirestarjppls wereThaintajsdiig mmsoltsmrqrmsagr@cfomw apenigdl ofasieptation. cathgters r

dried to mﬂqﬁ,pleﬁgd theig,fegypra Hoad [aningilg were fasted
L e T "@tﬂ%ﬁ i
Anal ysisg L(b of 6] Qd’cél ed 69 Edmpdund. Tfle ou?rdsl ere Bamidistd amtra-

Found: C, vedau2®,or bkallﬁatg Ta/kbl Blghd@empied wéde Bkan frbbn each anind Enrhallidtebmﬂogtoamatpfeunds

were simlasd] g_,herd lmra fas agpetiod oDsixhousp éﬂﬂh\eﬂwtl)aatme[\tg_ﬂle blood plasma was
- di met hy| aﬂ”'tvg{ gﬁn ,:%i%ﬁi?@?ﬁ R |85 MoSE NBRGm B AEERA led8s Mol

227- [ ersE] blood drop dramatlcally and rer~ained low. A B-phenethanolamine as defined herein caused either an
elevation in NEFA's, or inhibited the drop in NEFA's. Blood levels of glucose and insulin were also elevated
with the B-phenethanolamines.

The following Table presents the lipolytic activity of several preferred B-phenethanolamines when
evaluated according to the test described above. The results are averages of several tests.
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20 Exanple 9 1 -(3-Hydroxyphenyl)-2-[1,1

- di met hyl - 3- (4- hydr oxyphenyl) propyl am nol et hanol hydrobrom de M P.
161-Jerr] 25 - ’ Exanpl e 10

1- Phenyl - 2- (1- net hyl - 3- (4- net hyl sul f onyl phenyl") pr opyl am nol et hanol
hydrochl ori de Methyl 2-(4-nmethylthi ophqny9Pretgsz ketone was oxidi zed by
reaction wth mchl oroperbenzoic acid to 'Pi ve net hyl

2- (4- met hy»=ul f onyl phenyl ) et hyl ket one. AP Lt i on of 6.73 g of

2- am no- 1- phenyl et hanol and 11.1 f in NEFA's

2- (4- met hyl sul f onyl phenyl) et hyl gBQYtEeﬁ%mi}{%eagag m o%‘ t ol uene containin
200 mg of pstoluenesul fonic acid was heated st reflux r twenty- four

hours. The reaction m xture was diand the sol ve s renoved by
evaporation to give the Schiff (Rase = pHehiCCH:GH, R
- met hyl - 3- (4- net hyl sul f onyl phany}X\ ¥ opyl i m npl et hanol» e Schiff base thus

prepared was reacted with 3.7 g of g¢€dium borohydride in 500 m of ethanol
at [err] fdP sixteen hours. The reaction m xture was diluted by addition of
50 m of acetone and 29 m gqf 3N hydrochlori c*énersase ITHEFAS x fhingregaadn alycose

concentrated tdan oi IR by dvaporafi on ofPthe solVEHP™the oil SYVSPAY i zed

upon standi ng,at roomte ratur Recropsgl | i zati @iy of the producg from

200 m of Hét Hgt hanoF] af pg‘raded 8%6 g (S?g%syi el d) of 1- phenyl-2-1

- met hyl - 3- (4- peathy| sl f ongHphenyCHspr op\H ami no] et hatsl hydrochl ori d&. M P.

164-170C. Anal ysis cal c. fcar [er&l Theary: C, 59.44; H, 6.83; N, 3‘3 65; d,
3

9.23; S. 8.35/™8Y H _ * Fourll: C, 59.28 "W 6:57; N 3°%0; d,
9. 387 S, 8.21.,Bxamphe 11cRrem Xxgfor Chckens 45 25 -« 72

| ngr edi ent ' % by wei ght _

1- (4- hydr oxyphwedw! ) - B-[ 1, THdi met sl - OHR5 3- phenyMir opyl ani nol et #&nol
succinate 50 G qund Corn 74 Sodi um Chl48ri de
1 55 25 m-0H H CHa CH:; OH 68 100 60
65 0 117 64y Exanple 1% Feed Ration jgr Lambs | pgy edi ent 7

Per cent kg/ t Ibs/T 5 Yellow corn -

61. 00 PSAH;0 H CH, 1220¢Hy Cor rH cobs 84 25

20. 00 a0 200.0 400.0Q to Al falfa al, dehydrate

5. 40 POCHy  H CHy 08. 0“Boybed! 0i | neal 248° ¢

8. 00 #$80.0 H H 160. gy,Ur ea,nd,eed gradeaasss 27

0. 50 5.0 10.0 15 Mol asses, cane o

3. 00 5 -3

A ten day in vivo study was employed to determine the effect of B-phenethanolamines on feed
efficiency and rate of growth. In these studies, barrows and gilts weighing approximately 60 kg were
maintained in individual pens. Each treatment was replicated six times in randomly assigned animals, with

40 each test animal forming an experimental unit. A group of control animals received a normal swine grower
\_ feed ration comprising the following ingredients:
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Di cal ci um phosphat e ' : . 0. 43 4.3 8.6

20 Sal t : ' 0. 30 3.0
6.0 Cal ci um carbonate " 0.14 7 1.2 :
2.3 Trace mneral prem X' 0. 03 0.3

0.6 25.Vitamn A + D3 Prem x2 0117647 0.10 1.0
2.0 Vitamn E Prem x3 0. 10 .

2.0 30 1 (4 Hydr oxyph&Byiye2- (1, 1- di met hyl iﬂh‘ﬁﬂ&propyl ani no
1. 00 : GrourdQreflovetda@nol  100. 00 76%600. 0

2000.0. 35 'Tr ace m neral prem x contains: 2.5% nmanganese as nmanganese

oxi de, 0.507% i odi ne as poioxReshaitmedldi de, 0.3% cobalt &93Bobalt carbonate,
0. 5% copper as copper OXI&?U {; O%Qt 0% zinc as zinc suI1 te. 2 Each pound
of vitamin A and D3 prem X contains 2,000,000 USP units™Vitam n A and
225,750 USP units Vitami mua&.un-(l&os,phate [err] Each poundigé Vitam n E prem x
cont ai ns»20, 000 U Vitam n E. The conpounds to be enployed in the nmethod of
this invention have-denori®ftrated effi cacy in animal te8%% designed to
establish beneficial nut rfr;cgmlralg&f I n one test ﬂq 51 gned to show

i polytic activity, normal sw ne er barrows or gi were enployed to
anal yze the effect of corgenenaamonpréhigod gl ucose, 45 n.asul in, and
non-esterified fatty acids (NEFA). Test aninmals were maintai ned in

met abol i sm crates, and fd“P@W%‘g’e‘E'xp@f‘ M8 ugis®dapt at i of% cat heters were
placed in their f enor al g, stration t he test
conmpoundg, all animals \Newrﬁ!é‘n zlanse'ltawgg{?(yg%o%gg}g?éd of for'??/é hours. Such
fasting causes an el evat iSerniof i’ s in the bl ood. On bhe day of the test,
all animals were fed a nornmal feed ration, and one gr of animals were
held as controls while another 50 group of animal s rde& ved a test
corrpound.25 The test conpounds were adm nistered at 200 ntg/ kg intra-
venously,” or o tbst afiinald réd@iVdiGhe s3he Gsdd SABP pIBStheBEEonplea. Alf DiAAGtivad fed@bnd
i medi at el y vtar@d /ibitunt. 178 atinelstwesndteiplredronaday draed harir on deyci0vand Seed @pnsumption Wk
of six hour éﬂeraéh'f%w rAgprdingcy tf??ér'ﬂsuedﬁﬂéaw remeining feedan days!Oalha repy '@Gfmse"esofth's

gl ucose, e |n| e Etls er -} c{gﬁ?e?‘l:on m
feed rat F‘bn Kb \E'by%’g% m E% dlg I'Je?ge%e@ ﬁcle%}%@dﬁ P‘} (

dramati cal | yapend rerral ned tow 13 p enet ano am ne as def |ne her e| n
caused either an elevation in NEFA's, or inhibited the drop in NEFA's

Bl ood | evel s of glucose and insulin were also elevated with the

[ err] -ph&het hanol ani nes. The followi ng Table presents the lipolytic
activity of several preferred [err]-phenethanol am nes when eval uat ed
according to the test described above. The results are averages of several
tests. 60 65 7 0 117 647 TABLE | Lipolytic Activity (increase in NEFA' s)
5 40 H R3 [err] %increase in
NEF\A/' S % Ilncrease in glucose '
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[ err] [err]', [enr]‘

[err] ~[err] over control over
control 15 131 :
9 p-OH H H 445
48 'm OH H H 71
31 20 n}CH~ H [ ERR] 0 117 64T 28
72 p-OH - H 141
35 25 n}CkL H oH 68
40 H H H H NO2 199
7 p- OCH3 H H 84
25 [ERR] p- OCH3 H H 249 -

5 H H - H [ ERR] 1458

27 35 Aten day in vivo study was enployed to determ ne the effect of

- phenet hanol ami nes on feed efficiency &nd rate of growthi In these
studi es, barrows and gilts weighing agp oxvnateﬁy K® were nmaintained in
i ndi vi dual pens. Each treatnent was repllcated six times jn randomy
assigned animals, with 40 each test anifml form ng an expgrinental unit. A
group of control animals received a nor*g%@swnnéﬁgﬁ&mdx feed ration
conprising the follow ng ingredients: ,4% 5 69 65 & 0 117 647

| ngr edi ent % by vei ght Ground yel | o corn
76.70 5 Soybean oi | ﬂgala 2 3 5
19. 35 Cal ci um carbonate *la- ~ <&.20 DBucal ci um phosphate
1.20 10 Salt ' 0.50 Trace mneral prem X
0. 10 15 Swgne Vitanmin gregixg z o | 0. 65
Vitamn A prem x, 3M USP unitsjlb. sgﬁ 05 MBt hfonfine| Hydr oxy anal ogue,
93% ' 0.20 20 Selgni ug ix- 8 - - - - = .05 100. 00
25 The test animals recefved sanme $ded ration plus the test conpound.
Al animals received feedl anthweer ad I|i gt uim ﬁllhanpna s were wei ghed on

day 1 and again on day , andifeed congu
all feed issued and any'%enalnﬁhg f eede g
of this 10 day test for Several [err]-@t

1. In the Table, theucd%unn IﬁbeE1ed mADG'
_ 208
I
<8 Z
E _ 3 . s
I W
e = x|
& 5-—3 =
£ o~
2 &
5 . £
RN
_ «
N % T T T
2 S £
| E T E Q@ 9
S 8§ =~ E
5 §
£ E_
@ Q-
Q o
] o

nBti Sn Ras°nmedsu

n day 10. The res

enet hgnol anbnes alf
o~ N N

ed by recording
Il ts of-two series
e given in Table
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30. is the average daily weight 'gain in kilograns and pounds; "ADF" is/the
average daily feed consunption (ih k| | ogranms and pounds) by the test
aninmel's; and F/Gis the feed efficiency calculated as ADF divi ded by
3540 45 50 55 60 65 9 0 117 647>é 1rH q'l# 0 117 647 The

[ err]-phenet hanol am nes to be enplo e nmethod of this invention\can
be adm ni st emael mpnereﬂhhmaﬁmmmmtehxpm/aem tiseiEth b AifSth i< wartidnCca i @ @drainistered in

benefi ci g h?r@mmupimheammmhsds kfr tgaﬂlve@@m@miéﬁect @poe@mmmemplsqleqwuw\‘Stth
the [er r] - tylosin, ic § l o bmfc&g:ré ngs an ﬂ'ées
o bovel | R ”é“‘Em J‘Z ? L e Gl f’s?aé? et B
gl ycopept [ &ﬁ'ﬁpns@tﬁ Q&Qﬂ‘ﬂé@btﬂ&n mlé 13 st 1 to AHUTRQYAASIS, Wiy HosT Rl p¥ienethanolamine
admi ni st erawdboutng Algut m)ndrttsbywengmwmrwh&eandndolnautl i ke. Such conbi nations
will conp e sqrselrpq/eariewy rséﬁta%fleﬁawnaanpsaﬂr@at ¥ 134/peynds staripg Hﬁ&'ﬂtwele
par s by r@ﬁ% @‘f;‘.rdcams:?ﬁ;?‘ﬁé?ﬁ} gm%lii il Eﬁﬁé‘g’f et '1;’5 ?ﬁg‘kﬁe i@“rﬁ o)
wei ght of 7 o6l LR Gncrete
gilts, aveﬁla@umgorapaémébtrasafr& rye mﬁdaaf(ADGngavé&gg iyfewmaFme cbed/Gain

det er m ne éraehowinfieTablegh. Tbeméatrmimffepsbn theicarpase fonkbositipr) & shetplgs aé: mesdnt@d m(Talge or
20 ppm gn yr owt h 10 performance and carcass characteristics of finishing

pi gs. The pigs were fed a 16% crude pro,tAgLQ”corn soy diet during the
experinment and were housed in an encl osed commercial type sw ne buil ding
with concrete slatted fl ciomser Thha. ef f aial wt. treatamnt s on aAmR age drledry
gain (ADG, C@mpage dai | y\nfne%d PemBF) kand fled/ gtsi n abe shiwwn il Tabfain] || .

The tr 8t Fects—omtiE carcass Sl N of EiE I S pT nmted
n\Tabl e Gl 1B E 1l ﬁunbers‘ N H?lrh trdé? V\?%l’ 249 G V' 885
ADF Exaﬁfa@ds/ Cgppaundig 4 e‘bnl nMabs) ©B9AS (1.64kg251 (554b  33KQ

| b kg Gain 20 Control 19 4 61
(134) 250.6@mp(e13. SRPppm. 4020 (5.30) 613, 503%xafFFe @-66) 3.4ppnis33) 1921

4 60 133) 0. 74 64), 2.51 (5.54) 3 2 l e 20
pom pomambe? o shorke D) ® % Eie) gy "y s A gl
Exanpl e 7 Exanﬁleppmzo ppm20 18 4 61 61(135)(1343 (181)71 253 ( 1537) 34#49
(5.49) 3@ 3.49 Exanple 7 20 ppm 61 (135) 0.73
(1.61) 2 BamplesA5 75 pem 3. ¥7 30 Examﬁ1e 5&\34) 5015?)m(1 60) 1841 (5324 331 61

(134) 0. Z)gmp{eJSAGQ)) pra 4118 (5. 32) 61 3. 3}4) 0.76 (1.68) 247 (5.45) 3.24

35

Animals were slaughtered on a weight constant basis at approximately 103.5 kilograms (230 pounds).
Animals were on test an average of 60 days. The control feed and all treated feeds contained Tylosin at
44 ppm (40 g/t).
40

45

50

55

65
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Exarnpl e 5A 20 ppm 18

(5. 45)

of 60 days.
ppm (40 g/t).

The control feed and
40 45 50 55 60 65

Addi tional- studi es have been carried out to denmonstrate the anaboli
The effect of the conpounds on nitraggen
retention in finishing barrows was determned. Nitrogen retention is\the
di fference between nitrogen int'ake and nitrogen excreted.

of [err]- ﬁhenet hanol am n sw ne.

4
3.24 35 Ani.nal s were sl aughtered on a wei ght constant basis
apptoxi mately 103.5 kil ograns (230 pounds). ‘

61 - (134) 0.7

al I
0 0111@484Ferr] 12

6

Ani mal s were on test an j;
treated feeds contained Tyl osi

(1.68) 2.47

0 117 647

| ncr eased

nitrogen retention is known to be associated with increased anabolic

activity, resulting in inproved carcass nuscling and | eanness.
met hod for pronoting the grow hb igprPviRg Thes efd |
utilisation or inproving thea Ieanrmss‘!:of”a florest
conpri ses admnistering to sal‘ﬂEan,Lmag aScdppdiing; ofgth
[err] wherein: [err] is hydrogen,| BydPoxy, ©or Trethoxy;
fluoro; [err] is hydrogen or_[eer]malgyl 25 [errd
hydrogen, fluoro, nitro, hydgek 'Q@Z(@S;g‘pr@vi;ﬂeq"‘;th
only when Rl is nitro or [err] d provided that when [
both para hydroxy and [err] is pydLoggn,A[eLrLsis_[elr]
addition salt thereof. 2. A m@ﬁ.odoas«;cl% irtd¥n &l &m
(1) [err] is hydroxy and R2 isﬂéyd?og‘@n 23 2 E Ane
claiml1l or 2 wherein in fornulzs(|l E ['er\rl% i3 Btry, %yd
A hod as clained in claim1, §2 @r B8 wher®ei mi m f o mu
[err] are para-substituents. § Angankmet f@edgpr@@mx c
[ err] - phenet hanol am ne of thgdﬂ‘ér n&l ag;(@: erg| ahed el
hydr ogen, hydroxy, or nethoxyqsgg g ;[egr];is;hx@rqgen
L N &N NN N N o~
g‘sg T £ €& =T ¢ = =
“z°|®8 R 5 R § § ¥
w .s . |EE B R 5 8 F
& §5S|d 8 o o o o o
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. |E§EF T EE
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Clains 1. A

ency of feed
cat ed ani mal,

whi ch
formul a (I): 20
err] is hydrogen or
methyl; [err] is
t RL is hydrogen
rr] and [err] are
al kyl; or an acid
wherein in formla
hod as clained in
oxy or hydrogen. 4.
a (1) [err] and/or
nprising a
[err] is
or fluoro;

Average; B.F, = Back Fat; Est. = Estimated; Musc. = Muscle Fat.
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[[err] is hydrogen or C -C2 alkyl; [err] is rrethyl; [err] is hydrogen,
fluoro, nitro, hydroxy or [err] provided that [err] is hydrogen onlyf whe
[-err] is SORCH3 or nitro and provided that when [err] and [err] are {bo!
para hydroxy and [err] is hydrogen,o[ ?xﬁ] jﬁ Cl-C2 al kyl; or 50 an atid
addition salt thereof, associated wth a gw table carrier therefor.

ani mal f-eed AYdRiIGhal s@8ieShaed HBRA cdreddufioemonstBR kel aRatioliCerfe L BPR I eBinol i
(1) i's asswied.iTheeHacrofarcompeinds o hiarbg réteiitidn 4h finfshing barrows was determined. Nitrogen
1- Phenyl - E_;O ioris theyditfegence batveangystagery infakgangmitraar gictetadhiarredsed oitrogem retention is

aci d- agdi stg;ﬂet s?cﬁ@fe dnfit_h igqreafed_ F’WQHW actjvity, rpsulting in improved carcass muscling and _
-met hyl -3 “hi t rophenyl ) - propyl am no] et hanol , hydrochl ori de. 55. 9. The
(R'S) (S, tyimdi astereonmer of the conpound clained in claim7 or 8. 10. :
1_.(4_ Hydr OXYPRGN l ozﬁgrgmi(fn | trpvytl'n,_igf R)Ol% ¥AepJfﬁ)c%X .f&glu?itig%}p&]:r’im Fovitd the

aci d- agi luré@snsgn@eﬁ}% cad agiﬁfgwhich congprisesg administt'-,'rir{:f:;}:I said animal a c_ompc?und oEfl the

1- (3- Hydrosyph@nyl ) - 2-[ 1, 1- di net hyl - 3- (4-f | uor ophenyl ) pr opyl am nol et hanol ,

or an acid-addition salt thereof. 60 Patentanspruche 1. Verfahren zur
F6rderung des Wachstuns, Verbesser der_,Ef fi zi enz der Futterausnutzung
oder Vgrbesserung der Mager syGRF\eifies dc?lrresti zi eyyten\ Ti eres, dadurch
gekennzei chnet, daB ei nem c@ CHCHINHC—RIH)EH, @ ng der For nel (Ia, 13
0 117 647 Additional studigs ¢ been cdrried ou denonstrate the
anabolic effect of [err]-phenetHhanol am ef‘in swne. & effect of the
cp___rrpouznds on nitrogen retentionfn finishing barrows was deter ni ned.

Negsogen petention is the difference between nitrogen intake and nitrogen
exGhtet ed. Irg@fsqga,%ge,pwc{,‘g&eg}nqﬂﬁ?ti on is known to be associated with
i ncreased amabolyd@gacsrifvbioy, resulting in inproved carcass nuscling and 5
| eanness. ClRiisrhwdrbgenfor@et-Rorkyf:or pronoti ng the growth, inproving the

effici&ncy (zﬁ.'sf Ylutjlisation.or inprqving.the 10, | eanness of a ... .
domesti ¢ lsrzg%ﬁye_n,géwo itr %ﬁﬁr %B%@i%ﬁ%ﬁ: y e o%{ v RS mtrt?or
COWDOUHdagu(%%E%di i&i’v:s%ft tﬁear‘df.)e:ﬁ- [ eroﬁs(gmb% er etﬁ’ni er r’f ﬁihé%ﬁﬁgﬁf Eggg%], )a/m'b?{y,
or met hoxy; 2[&nmethod as tyiched Batriron wihketsdio forfnela ) RY is hiyekyage R? Bhydregdn] al kyl ;
25 9 err B- 4 gethed H?F‘?? e inrdjaim 4 ong wihergiarin fofmula fILR® initre.diydieywierdwsirogen. [ err | ;
provi ded t hgtA MEHPp at daifodin .Tgﬁ‘l”ﬁ_‘W?éng primula ‘%t;}ngft%,“ 7o e CHESLAEHS:
provi ded that wWhen [err] and Trerry care both o para hVarsy?did [err] -is
hydrogen, [err] is [err] alkyl; or an acid addition salt thereof. 2. A

nmet hoPsas clainmed in claiml whereiop in gormula (1) [err] is hydroxy and
[err] is hydrogen. 30 3./ A ngthHod as {cl ai med A aiml or 2 vvhereiﬂ in
formula (1) [err] is nitro, R : et hod as cl ai med"in
claiml1, 2 or 3 wherein iR . ,5;] are
para-s@bstituents. 5. An aninal gteed prem x conprising a

[err] -phenet hanol ami ne of the fornmula (I):

oo wherein:
> R! is hydrogen, hydroxy, or methoxy;
45 R2 is hydrogen or fluoro;
R? is hydrogen or C,—C, alkyl; _ v
R* is methvl; ' :
R® is hydrogen, fluoro, nitro, hydroxy or SO,CH,; provided that R! is hydrogen only when R* is SO,CH,
or nitro and provided that when R’ and R® are both para hydroxy and R? is hydrogen, R® is C,—C, alkyl; or
50 an acid addition salt thereof, associated with a suitable carrier therefor.
6. An animal feed premix as claimed in claim 5, wherein the compound of formula (I} is as defined in
any one of claims 2 to 4. .
- 7. 1-Phenyl-2-[1-methyl-3-(4-nitrophenyl}-propylamino]ethanol, or an acid-addition salt thereof.
8. 1-Phenyl-2-[1-methyl-3-{4-nitrophenyl)-propylamino)ethanol, hydrochloride.
55 9. The (R,S) (S,R)-diastereomer of the compound claimed in claim 7 or 8.°
10. 1-{4-Hydroxyphenyl)-2-{1,1-dimethyl-3-phenylpropylaminojethanol, or an acid-addition salt
thereof.
11. 1-{3-Hydroxyphenvyl})-2-[1,1-dimethyl-3-{(4-fluorophenyl)propylamino]ethanol, or an acid-addition
salt thereof.
60
Patentanspriiche

1. Verfahren zur Férderung des Wachstums, Verbesserung der Effizienz der Futterausnutzung oder

Verbesserung der Magersucht eines domestizierten Tieres, dadurch gekennzeichnet, dall einem solchen
65  Tier eine Verbindung der Formel {I)
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[err] wherein: [err] is hydrogen, hydroxy, or nethoxy; 45 [err] i
hydrogen or fluoro; [err] is hydrogen or [err] alkyl; [err] is nethyl
[err] is hydrogen, fluoro, nitro, hydroxy or SQ2CH3; provided that |
hydrogen only when R4 is [err] or nitro and provided that when [err]
[err] are both para hydroxy and R2 i @ AJdr 64@n, [err] is [err] al kyl;
an acid addltlon salt thereof associated with a SU|tabIe carrler ther. or.

b ﬁ-é(bo t th
6. An am@l”me @ 5 © e?,e cgsn unnécj:on (ﬂ’é‘ F?:@ mapsmag E gi:arr swas dete ined. Nltrogen
r

formul a (1 )retest Q@ﬂi:e b reased nitrogen retention is

T
%é’f!écf &FEZ’
1- Phenyl 2- k[-uawrimi Wkssacldtéh' Wik Tn&ﬁ&h@@ﬁ abold LBV st} ed &drca8d muscling and
aci d-addftileanmnesal t t hereof. 8.

1 Phenyl {% Jet hyl - 3- (4-ni trophenyl) - propyl am nol et hanol, hydrochl oride. .
e (RS (S R-diastereoner of the conpound cIa| med in claim?7
or 8. 10 1- ( A-AHyethaxfppbremyiing-tRe §rowth, thpmeirigythe Gfigimenyf feadoyiiidation erdinetoking tile,
or an aciedlesrviss poh derpgsticatadaniapf, which comprises administering to said animal a compound of the
1-(3- HydroﬁVBH@ WI) 2-[1, 1- dlnethyl 3-(4-fluorophenyl) propyl anm no] et hanol ,
or an acid-addition salt thereof. 60 Patentansprilche 1. Verfahren zur
Fbrderung des Wachstuns, VerbesserungHder @&ffizienz_der Futterausnutzung
oder Veridsesserung der Magersug &\ nés donkesti zi er i eres, dadurch
gekennzei chnet, daf3 einems SHCHNHCtHaeH v gyng der Fornmel (1)
0 117 647 OH RB5 R i fas CHOH2NHC- HOH2CH2
R2 worin R Wasserstoff, Hydroxy gder Methoxy ist,; to R2 Wasser st of |
oder Fl uwor bedeutet, R3 Wasserstoff oder Cl-C2-Al kyl ist, R4 Methyl
daxstel It uwndrelRs WAsserstoff, Fluor, Nitro, Hydroxy oder SQ2CH3 ist, mt
der MaBgabe, BzaRhmom&rhvafamomstswstoff ist, wenn Rl Nitro oder SO2CH3
bedeut et, und :dggzl eraf“ C -C2-Alkyl steht, falls R und Rs jeweils
p- FNdroxy sin %ﬁ Wagser § F%Tf I st, oder ein Siureadditionssalz hiervon .
ver abr ei cht vmsr.dhyd&gemnéra,hhmwa&&h opﬁmfgqn,us#av.aed HARUE 6dretRK SR AAECH it laR
R Hydr oxy SOs¢H; amdtipriiddédAls= ehet Rifafd lifadmmtekara ﬁi/drdule aricﬂﬁrlselwdmaehﬂ%msHm elryllor

oder 2, daGBra 1’1 i@@ﬁﬁ'&@?’@?fnet daB ox od er sserstoff 20
ist. - _ %gi r“? m or Oql% is hyd:;o%en
in lsn 9, xy or hydrogen.
gekennzel chnej; 7A scl& Qldél&m beCf frﬂ%ﬁ'ﬁ (lﬁ#‘ l orR® are para-substituents.
Futtervorm schwngmfr@rfeaa ErEix cod ;g &é’ilihhela&hia%\‘ the&ﬁRuaum ein
3- Phenet hanol am n der For nel (I) 25
3R ~a
- OH = R? '
( {
S\_ : CHCHZNHC-CH2CH2—© n
R a \_7, |
40 R? .
N wherein:
R' is hydrogen, hydroxy, or methoxy;
45 R? is hydrogen or fluoro; -
R? is hydrogen or C,—C, alkyl;
" R*is methyl;

R® is hydrogen, fluoro, nitro, hydroxy or SO,CH,; provided that R! is hydrogen only when R*is SO,CH,
" or nitro and provided that when R and R® are both para hydroxy and R? is hydrogen, R? is C,—C, alkyl; or
50 an acid addition salt thereof, associated with a suitable carrier therefor.
6. An animal feed premix as claimed in claim 5, wherein the compound of formuia (1) is as defined in
any one of claims 2 to 4.
7. 1-Phenyl-2-[1-methyl-3-(4-nitrophenyl)-propylamino]ethanoi, or an acid-addition sait thereof.
8. 1-Phenyl-2-[1-methyl-3-(4-nitrophenyl}-propylaminc]ethanol, hydrochloride.

55 9. The (R,S) (S,R)-diastereomer of the compound claimed in claim 7 or 8.
10. 1-{4-Hydroxyphenyl}-2-[1, 1-dimethyl-3-phenylpropylamino]ethanol or an acid-addition sait
thereof.

11. 1-(3-Hydroxyphenyl)-2-[1,1-dimethyl-3- (4-ﬂuorophenyl)propylamlno]ethanol or an acid-addition
salt thereof.
60
Patentanspriiche

1. Verfahren zur Férderung des Wachstums, Verbesserung der Effizienz der Futterausnutzung oder
Verbesserung der Magersucht eines domestizierten Tieres, dadurch gekennzeichnet, dal? einem solchen

65 Tier eine Verbindung der Formel {1}
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L)

oH R CHCH2NHG- - CH2 (H) 30

" : ' R2 worin/
Wasserstof f, Hydroxy oder Methoxy ist, R2 Wasserstoff oder FluOr bedeufet,
36 . R3 Wasserstoff oder C, -C2-A kyl ist, R4 Methyl darstellt und Ry (¢

Wasserstoff, Fluor, Nitro, Hydroxy oder SCPCH3 ist, mt der MaBgabe,
nur dann Wasserstoff ist, wenn Rs N@QrHo®47 sceCH3 bedeutet, und daB R
for Cl-C2--Al kyl steht, falls un®HRI | eWweil s p-Hydroxy sind und R2
Wasser st ol i st, oder ein 4Q eaddi ti énssal z on in Konbination mt
ei nem geei gneten Trager hi ef N CHATNHCE CHCHy X j schung fOr Tiere
nach Angpruch 5, dadurch @g&Rerngei chnet, sdaR sie ¥ r bi ndung der For nel
(1) irgendei ne der Verbindungengder Anspruche 2 bis 4 enthalt. 7.

1- Phenyl - 2-[ 1- et hyl - 3- (4- ni t rophenyl ) pr opyl am no] et hanol oder ein

Saur eaddi t¥ gsalglszr tg'%er von. 8. . _ :

1- Pheny),- 2- [ fe WoldRion a‘{ﬁfﬁmfﬁ‘;@ﬁggm'ﬁ propyl ami nol et hanol - hydrochl ori d. 45
9. (RS (S, R)wﬁxsa@{oeroag}iﬁna;egeﬁisger Ver bi ndung nach Anspruch 7 oder 8. 10.
1- ( 4- Hydr oxy ph¥eyi)daddtefitlyndi- di net hyl - 3- phenyl propyl am no] et hanol oder ein
Saur eaddi ti o ;si‘é’a#sgfsblgffeﬁ*wﬂ‘ﬂ%%ﬂydroxv od;ﬁs%cm iStBS N e S0sSHbbpg 'ﬂ i

1- (3- Hydr 1 2 vt gl SPECSITT (- WeN Fr PIVE 1968 At o defhBirfod
oder ein %u,re I '%@Zﬁ%ﬁ%ﬁ,ﬂ%,f;‘; E%(lﬁ‘ﬁﬁ'.s BEYEEYe A c U SnoWasserBpl cisteodsh Sue

d' activer | azCvddiabeanaéh, AfdpRBIDh, &idBich lgei@hheiemfet, tdar e Hyatdle) st 3RS ROWaLKrdidtr
nourritur evedeutdta qual itd de viande nmaigre d un ani mal. donmesti queé,

caract 6ri se @rYedahrejnaph Anserei isqder 23 dasidreh gekennzeichnetadalcR® NBS, ldytiraxs bder Wasseessos e

reponddft ' L@&{__‘a‘r% %I%:' 5\3 60
2 h1, i 1 5 ;
/ CH2NHGEHZ &R - R R %‘1’834 PGS 1euret griennzeichiet: gt adpienR mSeritenten
d' hydr ogene, 5.FGttegvoddischuby il Tdey) dadith déRengZcRURR, 3B LB 8% B-Phdrfbthanolamin der Formel (1)
111111121121121121 211121 1112111 * C-L MS * 0117647 R2 reprb6spnte un
atome d®hydrogene ou un atone_de bhuor;g& R3 represente un atone )
d' hydrogene ou un groupe al en C -C2; R4 reprosante un groupe nethyl e;
Rs represente un atone d' o EHCHyNHE+-BhieEHote \fl uph, un groupe ni tro,mun
groupe hydroxyle ou 5 RORNHY avec ce#t e resenNteie R represente un
at ome do® hydrogene uni quenent | @ssque Rl 'represente un groupe nitro ou
S2CH3 et _que, lorsque R et Rs representent tous deux un groupe hydroxyle
en positi 8A hara.sl, Jepresente un atone d' hydrogene, R3 represente un
groupe al kylnemgseao- i _,gﬁ@ﬁfﬁ?x‘éﬁ“sel d' addition d'acide de ce conpose.
2. Procede $EMasselstoff @éed) Alyi®, 1, caracterise en ce que, dans la formule -
(1), R repfgMetyidarseliuraiupe _ :
" : V,\\Inaszersgoff, Fluon;, Nitro, Hydroxy oder SO,CH,; ist, '
mit der Malsgabe, da8 R' nur dann Wasserstoff ist, wenn R® Nitro oder SO,CH, bedeutet, und da R® fil
C!_—Cz-All.q./l steht, _falls R' und R® jeweils p-Hydroxy sind und Rg V\?asserstoff l:;‘t, :der :lnjr:
40 Saureaddltlonssal.z hiervon in Kombination mit einem geeigneten Tréger hierflr enthilt.
: : 6. Futtgrvorml_schung fur Tiere nach Anspruch 5, dadurch gekennzeichnet, daR sie als Verbindung der
\_ Formel (I) irgendeine der Verbindungen der Anspriiche 2 bis 4 enthalt,
7. 1-Phenyl-z-[1-methyl-3-(4-nitrophenyl)propylamino]ethanol oder ein Saureadditionssalz hiervon.
_ 8. 1-Phenyl-2-[1_-methy|-3-(4-nitrophenyl)propylamino]ethanol-hydrochlorid.
45 9. (R,S) (S,R)-Diastereocisomeres der Verbindung nach Anspruch 7 oder 8.
hie r\:c?n 1-(4-Hydroxyphenyl)-2-[1-,_1-dimethyl-3-phenylp_ropylamino]ethanol oder ein Siureadditionssalz

11. 1-(3-Hydroxyphenyl)-2-[1,1-dimethyl-3-(4-fluorptpheriiy i r ein S& ;
tionssalz hiervon. yi3- rpiphenyiyopylaminolethanol oder ein Siureaddi-

50
Revendications

I]._P;ocef:le en vue d'actilver la proissance, d’améliorer I'efficacité de I'utilisation de la nourriture ou Ia
qualité de viande maigre d’'un animal domestiqué, caractérisé en ce qu’il consiste & administrer, 3 cet
55 a-nlmal, un composeé répondant a la formule (l):

o ‘OH R® :
. | '
; I
60 \ CHCH:NHC—CH,CH, 0
R r /
o R4 RS
R? .

dans laquelle:
‘65 R! représente un atome d’hydrogéne, un groupe hydroxyle ou un groupe methoxy;

A

14



~

10 hydroxyle et ;R2 represente un atone d' hydrogene. 3. Procede selon
revendi cation 1 ou 2, caracteris6 en ce que, dans la formuls (1), R
reprbsente un groupe nitio, un groupe hydroxyle ou un atone d' hydrogene.
Proc6de sel on une des revendications 1 3 3, caracterise en ce que,
fermibs (1), R et/ou R sont des Quhd7i64&nts en position para. 5 {
Prenel ange gheefaidhie iuh YoeRBhro WX atofiRlBGLEL I S6 en ce qu'il contyen
0 phenet&a;lﬁﬂrag}l‘ﬁdéﬁ!teruﬁﬁfbﬁﬂ;mﬂ#dragi} Qﬁﬁl&upé&l}yﬂe &H:,—cz; R3 20
H (]H(Zbﬂbdlelﬁle@ﬂa@ulpe méthyle; - ( -
dans Isaq deprEgpnie gdmﬁe?ﬂ emetomewydm @munfm"gr GGpE’UHy IIee,wou
H;,;i
n

d’ y f e .
un groupé, @g&* EFF“;R%?;BWE ﬁE‘ t&a offRresfa or;
presen ent Ous X U I’OU le e OSlt Ol"l
R3 repre @si Gtne, HY répresBit® U §ro kCé enc unlsel R4
repr esen'rdaddufbrgd'amaelefreé repr GSent e un atone hy rogene un
de fluor, uhP pmg dornllatqvmdwatrpngr n#\aya!hrcenyd darg Ur FEOREHG, R aepeasercemrtgeoupe

reser {fe QYfE rreBr§ feé‘" ene unl%gerrent | or sque R4
representg, g{ Qﬁeﬁ énefﬂ?'es& lgdprmutle | 'é'b’F%gtér’ff’ent
tous deu Utf‘PﬁEé?k' daép? ﬁd.&ao&q%seaé&e oA c&dueTand IFRIASE M @ bl REEHTE
d hydrog&éuasubm:ahephfﬁsa:r&e;aun groupe al kyle en Cl-C2; ou encore un sel 35

d' addi% i on % Pefoiédpgekie noeIritIRTPBS enimevk, sxatitisdien erudhictiennure BRhéndthappmiopr i 6.
6. PremefRAE 2 )RSWHEIN:Ur e pour ani maux selon |a revendication 5,
caracteris6 en ce que |le conpose de forpule (I) est un conpos6 senblable a-
celui defini dans |'une quetzo QLP deerevendl catzons 2 A 4. 7.

1- phettyl - 2- 11- et hyl - 3- (4- ‘ ~RICARH, gt hanot ou un de sqg
sals d' addition d' acide. C orhydratle de

1- phenyl - 2- 11- net hyl - 3- {R4 Flophenyl") Rpr opyl anmi noJ68hanol . 40" 9. Le
(RS) ASR) - di ast er eoi sonmbre du dBnpose selon la revendication 7 ou 8. 10.
1- (4-wydr oxyphényl)-2-11, 1- di n6t hyl - 3- phenyl propyl am nol 6t hanol ou un de
ses sel s ddnsdlalliels: on d' aci %e*ﬂ 11§ g —

1- (3- hydr oxyR e hydneg "ﬁy‘f"t%° A f/ f eo‘b‘dé‘rﬂ??‘?e am no] 6t hanol
O ERE & TR R

R* représente un groupe méthyle;
RS représente un atome d’'hydrogéne, un-atome de fluor, un groupe nitro, un groupe hydroxyle ou
S0O,CH,; avec cette réserve que R* représente un atome d’hydrogéne uniquement lorsque R* représente
S0,CH; ou un groupe nitro et que, lorsque R! et R® représentent tous deux un groupe hydroxyle en position
- para et R? représente un atome d’hydrogéne, R® représente un groupe alkyle en C,—C,; ou encore un sel
35  d'addition d'acide de ce composé, en association avec¢ un support approprié.
6. Prémélange de nourriture pour animaux selon la revendication 5, caractérisé en ce que le composé
de formule () est un composé semblable & celui défini dans I'une quelconque des revendications 2 a 4.
7. 1-phényl-2-[1-méthyl-3-{4-nitrophényl}-propylamino}éthanol ou un de ses sels d'addition d'acide.
8. Chlorhydrate de 1-phényl-2-[1-méthyl-3-(4-nitrophényl)-propylamino)éthanol.
40 8. Le (R,S){S,R)-diastéréoisomére du composé selon la revendication 7 ou 8.
10. 1-{4-hydroxyphényl})-2-[1,1-diméthyl-3-phénylpropylaminoléthanol ou un de ses sels d’addition
- d'acide.
o/ 11. 1-{3-hydroxyphényl)-2-[1,1-diméthyl-3-(4-fluorophényl)-propylaminojéthanol ou un de ses sels
d’addition d’acide.
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