(54) PHENY[AM NCETHANOL DERI VATI VES (71) W, ALLEN & HANBURYS

LI:M TED, za{British Conpany of Three Colts Lane, Bethnal G een, '
Londons" & , do hereby declare the invention, for which we pray

t hat "a patént may be u whi ch (1) i

per for rred,._{ : toag?ml ?%gmg};%@%qm by th(e?f o?l%§§6058
statenent:: 5 Thi s 1 nvengd arawehates to —
novel - 1- pheny| y&- a5t Mpsian o, Sh87d ¥t | vosFikaYiagidho- 5 3
activity, and _ Q&Wﬁﬁéﬁt%ﬂ&lﬁ&oﬁ%@'lﬁmshﬂéi S8R, 1980d to pr 0C &8 4

pr epar - | gk %&ﬁﬁe@@ﬁé&ﬁéﬁh&’fﬁ%ﬁg&nehﬁoﬁ“ i mprovenent  of

descri bed in erths) NQmplete Specificatidn arch 1972 I'n the
of that Pat enf%h gé _TQIJEEI, 3 SRS, 01 %00 rmgl a:

[err] 10 . e(a J%ﬁ?m Qi/qgllqa)?)fy acc pt’a[g e agfl)ocﬂad iction_
thereof, in wh h:(52) Index at acceptance K[ €rr] represents a hydrogen al
strai ght of branched ctg r22@l2R6/R27 22 29 2800302 30Y 321 322 828i ning fr

carbon at ofs; Sy 324 pz‘;' S 't3g 6 Satom or a benzyl
group; 15 | Rlerr] rphig Ses8 ea¥ WD 3R 7 79§r a strai ght or
branched chai n:al kyl radi cakHCRN-LS MG taining from1l to 6 carbon
atons, whi ¢h radi &) Inaytody EAFRFNCAEIHENRY BHARLES DKHITS and DAVID gr oups, arni no

groups or heterocyclic ringSRE¥GRtEAMNg one or nore heteroatons, for .

exanpl e not pholino, or represgpt ﬁnﬁyﬁkﬁfﬂ ~ral al e ryl oxyal kyl :
radi cal, which.;: - - radi z(g‘ﬁsﬁ{rray c‘f‘p |*or#§ﬁA;¥(%LeBsE§g‘}s%| tu?ed, for exanple’.
by one or hDr e al koxy m)_wqrmm 20 HansurysD LAUES; a Afish nginvgﬁan{ of Three Colts

' yf

20 X 1 epees Bahiwl Grday,dianstona Ely | do derebyy dactareyihe dvdayibn, fardéidal whhavi ng
a straightor pray Hrag?ggi@qmmb Fangef 1 s, a0 e aiethphy hichinis otbe p@formrdbon

atoms, or 2 CaerOXyl E&T 1 %or&sfnl to novzl-l- h Y%ﬁnn @loﬁ%badggqlaﬁﬁé ig-f theS
formul a - COOR[ &r ], 10l QE@ids 4 i cofx@&hsﬁ@daﬁ’tsma ge fs@hel) Bld 18 fprocesses for pmgﬁanched

chai n al'kyl radi cal ingenthaderivatiges Tt dsrerdl intpoovEmenaphohe imveroios Kescribed InePates ot S a

25 radjcal of tA€9%&Fnul a_ - CON or - CONHNH[ err.] or an am do r.adical
of the o T s O O et e et koo B P
Rlerr], which may be- the sane or diffé&ent,cfeanr represent a

R : '
hydrogen afom ¢ an aryl al kyl radi cal bt rlai gﬁtaor (hr anched chai n al kyb
radical cohtaining from1l to 6 carbd® O ch may be substituted by

hydr oxyl o am nQ gr.oups or  where Réerr ,.and Rlerr] together with ..
7 . h d ad f : .
the ad) aceft ni t  og8H RSN RPN st sitbenouty yerateimy vy T el B
contai n fufther het @ifngartoriBth 6 carbon atoms; 3

These conppunds possesB. epresass a lgkitopanlasont or @ benldyl @@kp;sng acti ons on

[err]-adreperght s TepRsYCRip @ S dgogen atom, or 2 straight off WP@h@drP@;)?&?ltgg?fga"l‘;gj @res td>
. . . U y roxy.
certain noyel -1- phemg?ﬁ'ﬁ% s@ﬁx@egcﬁw xﬁ@s,fc%j.t ini@airﬁfﬁ more heteroatoms, for
example morpholino, or represents a cycloalkyl, aralkyl or aryloxyalkyl radical, which
radicals may optionally be substituted, for example by one or more alkoxy or hydroxy
20 groups; and 20
X represents a hydroxyalkyl or hydroxyaralkyl radical having a straight or
branched alkyl chain containing from 1 to 6 carbon atoms, or a carboxyl radical, or an
alkoxy carbonyl radical of the formula —COOR,, (where R, represents a straight or
branched chain alkyl radical containing from 1 to 6 carbon atoms), or represents a
25 radical of the formula —CONHOH or —CONHNH, or an amido radical of the ~ 25
formula —CONR,R, (where R, and R;, which may be the same or different, each
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receptors, :
This invention relates to certain novel-1-phenyl-2-aminoethanols which fall within
the general formula I given above but which have been found to have the special and
35 particular utility of blocking both the o~ and B-adrenergic receptors. They may be 35
used as hypotensive agents and in the treatment of peripheral disorders, such as Ray-
naud’s disease, with a minimum of side effects. They are also of value in the treatment
of angina pectoris.
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d*he cg de SO|Iq (3 1;9 kg) was recrydqtaillised froma m xture of ethanol (10
litre # @l ethyl acetate (|15 Ifitres) to give
5-[ 1- hydr oxy- 1 dhthyl 3- phenylprcpyl
hydr ochl ori i 33 k
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ﬂg) was a
Wf thes solvien
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t hanol -
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) in methano
Hor 1 hour

m no) - ethyl] sal i cyl am de
, mp. 187;9. 4§§
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:gethyl-S-phenylpropylanlﬁb)ethyl .
£ (a) - 5-(2-Am Ho 1- hydlpoxyet sal ’ W@
(5 g) in ) |de 880; 100

tand for 8 hourls at tengeratur Rend?a
reduced pressurfe | eft (2 annno 1-
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hl ori de fEom previ ous exper mentYt@.3 g), in ¢
o%ﬁashneutraEYsed ith b solution of sodlun1hydrOX|de (0.4
@g) #The 58 x m xture was concentrated and refl uxed
W - 2-bu aHone {(1.5/ g) in 55 ~ et hanol (100

af Foem t oannerabrae i,-..-.l

—eApefr-attte—afnta pTCDDUI c;

charcoal catalyst (1.0 g).

catal yst and sqlvent were renoved tq,

, whghIwas exjtracfe@ with etflyl acetate, and =y
mor gantc 60 mal erd al . Evaporati & of -t

%REas triturated i th ether 60 7 g to

- phenyl propyl o)gihyl] saElcyIadee as .
: 1, 2668 058 .
1, 266, 058

I
t
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in the presenc
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deave
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ve a re5|due

& hy dHdxy- ol (1

?Plld m p. 13681
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5-[l-hydroxy-2-(3-phcny1propylam¢pé@1

5-[1-hydroxy-2-(2-p-methoxyphends
salicylamide hydrochloride

ethylam.ino)ethyl]salicylamide
5-[1-hydroxy-2-(2-o-methoxyph

propylamino)ethyl]salicylamide
ethylamino)ethyl]salicylamide

5-[1-hydroxy-2-(3-p-

dl,
he

5-[1-hydroxy-2-(p-methoxy-a-me

amino)ethyl]salicylamide

in 55
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er 60
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Recr,t,allrsatron from et hyl
(1.5% ) mp. 141-142[err].

above Crorrpound i n ethanol was

45 9 ethanolrc hydrOgen ch
to gi VE g Sorararcdh ,
(1.0 g), mp. 174[err]

Exanpl es are of pharnaceutrca
invention. The references to
conpound

N M

acetate gave the benzoate of Isoner

2,

7 1, 266, 058
. : EXAMPLE 13
droxy-&- ( 1, 1-dinethyl-3 -phenykegospyl am no) et hyl ] 6
§1i de A-soluti pn_of -
oyl salicylic acid ngthylj ester hydrate (1.58 g) and I, 1I-
; inethyl-3-pheny|propygaptne,(l.z g in ngthanol 20 m)
pd| for 30 mnutes 5 i - ¥ and tthen ev&poriat ed.
iydue was dissolved in jethanol (50 mi) and wasi hydrogen-
y oom t enper ature and pressure in the presence of 10%
charcoal (0.5 s g)- Addgg}on ofanethanol
glacial acetic acid {(B.4p nmg andznore cgta Stagi | i -
4 he reducti on. 28 =10 = V%erf“'gyaﬂ'ogengr dn was
conpl , catalyst and sol vert el e renmpved, and thel
resrd Bli oil was neutralisedwthl sodi um bi carbonatet and extracted ifnt o
et hyl #hclet at e. The organi ci | ayer" was shakgn wi th
CONCET; ;hated hydrochl ori ¢ acijd, washed with water, : s
dri ed'gvier magnesi um sul phat g andf evaporated. The ye|low oily residyje
crystj-lused fromethyl acgtate-ether to gi ve
5-[ 1- kg dr oxy-2-(1, 1-di met hyl - nyl spropyl am no) - 15
ethylg salrcylrc acid met hyl dr oc i de, myp. %§O[e§r 4090
yi el dig - 15 sol of the
above ydrochlorrde (0.6 g) i (10yM ) agd @& um
hydr oxg lic (d. 0 880; 10 ntl | owgd to & and Et 00 enpergfur¢ for 48
hour s@ On é&aporapﬁon Qr srduﬁ was ﬁbtarned .
whi chighds neutral i sed wit sodiunhbrggrbonaﬂe o
solutr-n and extracted wt gt hyl} acét aj,e.. gﬂﬁ?n diji ed a evapd?atﬁﬁ,-the
sol ut i 220 9&LE the ahi deﬁa%a i e sapid, tmp.
154[ex L (63% vyield) - ’ -5
A si nig ar reductive aIkyhﬂicwrusrng 5- gl yoxyl oyl sAIrcy1an1de hydr gt e and
1, 1-'5 ; dijret hyl - 3- phenyl pr oplyl am ne yi el ded{t he -
sane - ound. ? '
EXANPf 14 THe—separatiomn of
5-[ 1- Gydr oxv- 2- (1- nethyl 3- plfenyl|pr opyl - 25
am noj ethyl] sal i-cyl am de hﬂdrochlorrde into the two - . 25
racelE ;modi fications, lsomerf 1 and=¢$oner 2 D (a)
ISOITB j. : g g 5- A8 —;‘n A )
1- Hyd foxy- 2- (1- net hyl - 3- phenyl prqpyfo' no) &t hyl ] sgl§ icyl a'ﬁ"gje (383 g) from
Exanpi#ei2(b) above and benzoilc gcid*{a.z g were ed af dissg ed in hot
et hangl : 30| 2| (gai). Bther (BE M) B add& agd the
sol ut§oh was filtered. AftntheE‘quggity e 30 E&| 4§ el
ether4(80 nl) was.then added,} afid t Be sol i on wa <Al | ovgdr t o sEand |at
O[err for. 17 hours. s BE ihe TheHjne i te “[;jid was
filtegefd off and dried at 25[e£] i@.,g(acuogt_g) gi V'E_Et‘he bf@oat Gt
(2.08); mp. 83-85. The filfrake P> I eseTied focr,{aihe prgpar atPan ¢f
| somed £. TE  THE benzhile wegHdi ssolved |i n
ethardl | (4 m), ether (50 m) wad addkd, af the‘%u{ s EBE 35
sol utoh was allowed to stang at |0 17 Hars, j‘ -sorﬂa\was'igl g¢red off
and d¥i kd. 35 fg:- ats [err:},’ﬁ’n vato to gige|t he
benzagte of Isomer 1 (1.5 g) |mp.| 98-02[ erfl Yo Y- & B&
A soli@tj on of the above conpound i n ethanol was trea&ed wth a ing*t
excesy : of ethanolic hydroqén chlorrde to‘yrve the
hydroghl ori de of Isonmer 1, (1} m p. ZZQLer
(b) Ifoher 2 E The f$|t!rate—~from tHhe
prepa ion of the crude_benr of Isonmer 1 was ewaporated 40
and t@e resi due-was crystall ised f'eﬂ;eehyl acet-at-e-to gi-ve-a-white
cryst@l]ine solid (2.0 g), nrp 135. 6[err]

A sol ution of t he

treated with a slight :excess of

| oride, follomed by an equal vol une of ether,
S—] v] o e [~ o} M =X =1
etes ot S T O PR, ¥ ,,‘_:... e OI. . TV

| conpositions accordrng to the
active ingredient

in these Exanpl es means a
accordrng to the |nvent|on and |n partrcular ore of the



. | .
Tabl et s 60 : To prepare 5,000 tablets each

contai ni ng {100 ng. active ingredi ent 60 |

M x tiogethgr 500 g. active rkngredient, 490 g m crocrystal line cellul ose
B.P.€., 5 d. 7 8 1,266,058 | 1. 266, 0587
magnesi um qtearate and 5 g. stearic aci d ByRerO@PF €SS the powders on_ a
suitabl e tabl eti ng Ps$-ESHydréxy2¢(Q ldBRthisdphedyiprapglamindédyl] | n di amet er

and wei ghi g about 200 salicylani|dg prepare 5, 000 abI ets each

contai o (200 . agt A Emston 14 sl £ SREOEATRLE s
active ingnedie Sﬁ :&1 eI/ tﬁ& thaér je%\is%ssoﬂ@d hé&lo?-(sﬁ I5111 ahd was hydrogenand
sufficient [of a 2% OFHECR WSomS@ipHrAnG ) aridl pr&&iel Mﬁhef'pfﬁfnwgfabﬁyﬂtlatmehichhk@ﬂQOBO
produce dagypAdsigtive of mehamel<§0 mll}?maltmccdam 4fradsand hnom}gthlm faghi-* 14
mesh B.S. S| sieg e anfgred the reductiogyy . | Hidised bed drver at 6C thC
Pess the. i oo W anu st e raee ol ME B ol B

60 g. dried naize StBfeCAganiBlhydravaf) shakbl Gt Sbrlddikrsit € RyfdatkiRoricGel &ﬁﬁwﬁﬁ)water, t he
| ubri cat ed gr anul es dmds»utrrtradghe@umcesblbhatq%gc ﬂessdu’ghensgll weoxky renkhe

unches to lamino)-
'Fl)'hesg talli.)l t's nlgy be“lfyusfblgﬁ,é%dgﬂ:q&ﬁ e'%i;g @W'% %‘ﬂ %&dmﬁgmlénsuch

as - net hyl  cesydioki@S@.o. dwdmcmywsawdem yia atcxedni tdn £ur® for @8 Rytrs
cel |l ul ose ¢r m xt ur eqyamfanom@semdue was obtaxmsit whi¢hawvs nggraligd sith ryotiumg btcabtimmeques

15 . gzﬁt abl se’clg° Al awhue soh S rafggfgf&g’gﬁ ggedt ﬁ’é yRpaTeEser the selgrier

coating teghni sumlar reductive alkylation using S-glyoxyloyl sahcylarmde hydrate and BYAVPL EZO.
17 dJmethyl-B-phenylpropylanune yielded the same cbriy

To preparejan injection containing 10 mg an:.wm [ n red| ent per m.

Di ssol ve 10 g. gctive i ngr edhessesr g°f75' ; IPP*R“HEmPX‘r 950 ni . .
wat er for 20 i nj ection. WHEHCLEEslsremid {g’ TEols™p to 1 litre %
with nmore \ater for ganjreedkd pn. 20 I VI et

>m=r:E‘

he solution into
sui tabl e sifze anpoul es ¥ ﬂl-mdroxy-z-(hdncthyléthiﬁlprdpylamlsetaﬁyllmlmde (3.3 gefreni | i ze
by heat i ng in % autgzng&ﬁé alzagve and benztélcdamcfi l & ef?}fyuedhm hot ethanoil:
was added and the solution was rther quantity o

1. Corrpounds of "the é tﬁf&l ed, and the solution was allowed to stand at 0° foczl' 17 htg’um 30
[err] 25 The fine whlte solid was filtered off and dried at 25° in vacuo to give the benzoate .
25 and phy@iod),oq) c&;’zH8§° deé ab&aeremedlfoaddlptapmmosaf Issmé.rmer eof , | n
which Rlert] 1 asaq*rss‘%‘f"? in %{‘gl (Qur*@li.g‘h (Fﬂe I“‘I“i glﬂ

as all for 35
whi ch cont ?B.I ns fsr om i benzoate of Isomer 1
portion of fwhi ch may ben Sdtﬂ&ﬁ)ﬁlol’ lﬂﬁeezd;o YCoﬂﬁ&nd)En émzfn was Qed w1th a slight excess
al koxy groups or hydef ogqc bxglpgcn ahjoride to g1ve the hydroch()ht)e ofi someryl, ,aihyzzogr oup,
the al kyl portign of

R AR A 2 L e ?fsisﬁﬁz]fé@ S@%ﬁa e ¢
th .

r‘

al koxy g), m.pon3seed memsﬂwmm anl acetate gave & AS
clainmed i nécl aiml |ﬂ5\&hmclph1‘glh-fel4%ﬂ kyI portion of lt e grodupth( a)ll .
or Of t he rou (b) 0 was treated with a s g ex%rﬁs ds
as cl ai ned 215 ai m ﬁa‘f& mggpnzﬁ 1°nd° ‘5]“;@6?%? G VolEPe g Frep g aive the hydro- 45
portions of the groups '(lﬁ)fo xaldil ;ﬁﬁhxa&ek&xlycoﬁimﬁfohst MeRdiing\y el
contains f inveptiqng The mﬁwn tq 8QiME ingrddjent in these Examples ngamsprocpmpeund S
clai med i n| ol aigg 3 |¥§3§?£§F@ﬁg‘@§n@g‘}g %@5 giculer gan of e spegifisy ompa@ds the pre-
from1 to {# carbon a e ﬁ‘ﬁ’%ﬁsas claimed in claima4
I n which the al koxy substituent |s a meth- Capsules loxy or ethoxy group.
6. Conpoungls as cl al %g ﬁr% :@QO&PWCSE“C@:@O@MR Zellmggmteuh%r@egtl por tfl on
H w1 a s Cien Lt
I's 45 phen.%l Ilne 093615 g%dg}:g Wg%td gelatin capsule: s?) :hn:SZagh 55
45 capsule contains about 120 mg. of the mlxture
- Capsules may similarly be prepared each contammg 50 mg. of active ingredient.
) . EXAMPLE 16 |
' Tablets f -
60 To prepare 5,000 tablets each containing 100 mg. active ingredient 60

Mix together 500 g. active 1ngred1ent, 490 g. mxcrocrystalhne cellulose B.P.C,, 5 g

}
4




1 Hydr oxy- 2- ( 1- net hyI'- 3- phenyl propyl am no) et hyl ] salicyl am de.
1 Hydr oxy- 2- ( p- net hoxy-[ err] - nmet hyl phenet hyl am no) ct hyl ]
yigani de. 8 9 5- [ I- Hydroxyi 266(028 p- met hoxyphenoxy -1 -
Pt
y

| sgethyl am no) BTNy
. 1-Hydrgkyt 2- (3- p- net ho m sééarat gﬁge&?e?ﬂ az ﬁﬁ;‘ g%l’q ?}imtathO
““am de."g§ - 11. REhy propyl am n

‘sal’i cylgani de hydrochl ori de. To prepare 5,000 tatile?s. ea&n—cor[tammg 200 mg. active ingredient
1- Hydrgkyr 2- ( 2- o- et ho>:<‘§:utﬂ togspher 1:1?00 gmé‘tl h‘g 46 ad C@Fﬁlmd 117 X gigq starch 5

cxent g gﬁ ose to produce
3 .coh g L? 14 m lijB .S.8. sieve and
met hyI B pyl am no) et hy Slﬂaltﬁi& sed be@ Aryer at 60°C Qin 20
1} Hydr oxy- 2- ( | siemetahd mixdwigheny Idb ﬁhlm )aad hy k.|

o No. 22 B.S.S.
magods egraie0@ompress

E, u s 3 oncave ches to 10
I I N
5-[2- (4 1 D et hyl - 3- paemyﬁ‘dama&h Biyiogyiic ti?’a‘ﬁiﬁ‘a&“‘éf 1 ﬁaem%ﬂgﬁ:&e:m
17. 5-[§l-Hydr oxy- 2- ( 1- metehald usdg parfdad ydchquespy | ami no) et hyl [ sal i cyl ani de
hydr .o- 3 go 15 chi or i Ge tablets may also be sugar coated by the standarg sugar coating techniques. - 15
1, 266, %. Examrie 17 g

magnesigim stearate and 5 g. TSpRpdr 4 ifjediith 5ménin§mmg.eeﬁe hpedigepdeds on a
sui t ablg ~ Dissolve 10 gt a;bveewhgr PIESES §. G chilgide 0 el Swaadbr
i te make up to 1 litre with more water for injection. 20

1/4" i f§ di anet er %‘nd fongig) gp

To prere 5, 000 t abl e 5?;"“ LG M bd‘zﬁﬁm”éf]ﬁ l\fgl’lsn‘a]r’ ;'8 fpl) scal and
5 M x toget her . actlve |ngred| ent, 500 g. lactose and 175
g. nmi @ istarch WHATWECLAIMIS —_ and sufficient of a 2% aqueous
sol ut i ¢ @ iof sodium hydr ox¥retagppouadsiof the raeralifrmplvduce

a darrp dheswe mass. Pass the danp madggNehirough a No. 14 nmesh B.S. S si eve

and - - dry in a-fluidi)sed bed. dryer at 60[err]C Pass
t he drld gr anul e® through a No. 22 B.SH CHCHoNHR! (o) si eve 25

and m; ;; With 60 g. dried raize starch and 1 g. ('),.magneswm stearate.

Conpr e é and ﬂl‘?slologlcallyhé%celpﬁgg 'a&@ta&ﬁiuog A %e?e%i&o wﬁxléﬁ E{al?sl e
t abl et j3 g press using [er@ ade@m@pgte@yammmpﬁﬂﬁon d which tbhtains from 1 to 6 carbon
pr oduc tiabl et s efech wei gh| n'abm@tthesw on of which may be substituted by one or more 30

These - bIets may - bef"”@bf% k r E?ﬁlmf mnc n%terlals scuch
as 4 5y 7ol bﬁd ;{,%,&Iﬁ, yse
or et hy ceI | ul ose or mixt uroeaiy xy material's

usi ng & andar d t e®hni quesZ Compounds as clalmed in caim 1 in which the aﬂﬁﬂ@(ﬂtl&béf&hﬁgrﬁﬂpja) 35

al so b sugar coat ed byqﬁgggt%b@ ?f:réggprclt §C nl‘glugisthe aryl or1a5ryloxy

EXANPL } 17 portions of the groups (a) and (b) contain an alkoxy substituent which contains from
I nj ectf D 1 to 6 carbon atoms. To prepare an injection

cont ail Rg 10 ny. 4O5ctive 4 n§pmppurdstas p@;me;ﬂm claim 3 in which the alkoxy substxtuent contams 40

=

-
Y

Di SSO' ] 510 g. active rﬂﬁ éﬁoﬁﬁﬁﬁﬁ@dl d g clai Oql § Ple I de bsgtue me

wat er “Hbr, oxy of Bhoxy group. NJ ectr When® £6 e corrp ke

up to I itre with nore wat €@m ﬁdslalﬂjcl&ﬂiedl mnany oP @laims 1 to 5 in w!uch the aryl pomon is

Subdi vi#ie the sol4dti onphﬂleﬂf?‘i{{lg}g ?mzeh oules (1 r’rjre. 12 or 10 45
m . ) Sf--lt and 8. 5- -Hydroxy-Z (p=me Ow ﬁ- lpgécm 1amin eihlr‘fy dé‘l%} 9C| ave.
WHAT Wid CLAIM 1 S: - 5. 311 4hdonys. (2~p-methoxyphen£ G SR NAR A e TN

f or mul# i amide. 25 [err? .
and ph,._ | ‘ol ogl caIﬂOy acce@q -aBil&Hydowr-ado-rrtemsyrbenst s 1t hapdypropylamingderhytsaligybr r] 50
i's. 11, 5-[1- Fﬁ%x 222(3%h ko Lm salicylami | piion of |
which 7 nt ains from1l toih &1 Hy oxf?gz?d-xfiyd%x?p%enoxyggﬁfa mgh]ﬁztf;lﬁﬁ%%ﬁgﬂ%kand
the ar® portion of whamite. may be substituted by one or nore

al ko xy o oups or 5|5ydr 0 mXxd? ﬁ ydr@*y-Z-(S-p—hydroxyphenyl - 1 - methylpropylamino)ethyl]salicyl- 55

14. 5- [ l-Hydroxy-Z (1-methyl-4-phenylbutylamino)ethyl] salicylamide.
* 15. 5-[1-Hydroxy-2-(1-methyl-3,3-diphenylpropylamino)ethyl]salicylamide.
16. 5-[2-(1,1-Dimethyl- 3-phenylpropy1armno)— -hydroxyethyl]salicylamide.-
. 60 @l 17d 5-[1-Hydroxy-2-(1-methyl-3-p-tolyl-propylamino)ethyl]salicylamide  hydro- 60
oride.
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net hyfspr op
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°X¢hl ori de.
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oxsal i cyl anijde hydrochi ori de.

°® he prepar

1in§ ONMPIgh Ses
[err]

1!15 10
onverti bl
enzxg or

whi ch the
to convert
hecessary
yland the
hydr ogen
gt he produd
addi tion
yl-procgss as
material i
group R[er
15

15
d

ro-cl ai gg 20 |
group of t
chai n al k\
converted
ammoni a of

Le thereto

s one in which X represents --CONH err],

portion of which contains from1l to 6

onyalkyl group, t he aIkyI

atons, and the aryl oxy portion of
ybstiguted with one or nore al ) : .
gr Ohé\c : 35 ii%é’osg 2 '(‘nrrpgnhdq g_s__c‘m_md__gn
whi ch t he dBky lpﬁrdroxmﬂ [éf(3,4-hxmegownl1an34)a9 1 - me8fylpropylamino]ethyl ;-
roup (b)® en'%i"l‘?‘: h carbon
s as cl ai i xipz gfﬂé?ﬁpn%,mﬂ?"% Bneltiny By gaim dr whifk | oxy
f the groups (a) ancF( conta.in an al koxy substituent which

om 1 td 6 carbon atons. : 40
ds as clained in claim 3 I N iy .l?&pgqhdéQXy substituent contains
5 ' from1l to 4 carneeh at ons. 5
is as clainmed in claim4 in whigh the al koxy substituent is a
in which X is a >GONH, gedup@X Y geplap dfavertible thereto R? represents hydrq-
is as cl algﬁemblt’-ﬂm oryth gr%fp I{;}Iaesl R’srearesms @dllosﬁn\ﬂmelpoﬂl, irtreich u;t i on
45 i necessaty SRALN é'a{*f NGl e and the
lggu ps R? and R® to hydrogen and subsequent removal of any protectwe group, 10
2-( 1 met |pr&u¢thﬂ I‘ﬂﬁdlr[ad (bﬁh)d Bmtﬂ.’oésat phakrhacaititally ydoeptabldencid addition
o 2 (P Wl 1! DM B3RS 1 Cioh 8V ik o saring
21 e el i ey i X oy -CONH & o+ v & mr,
5 A process 'as dBmedin] dlaulniyﬂr @Xfaird 2(031-1 hivktX) - I
ppy| ami no)ﬂé‘t )%510}11{; the formula SCOORY, in which R* is a straight or brancb_qﬁ de.
i o ok et e ifﬁmog@wmgwmm%u de.
Hy dr 020y -"2- (229~ MEPRO%Y BNEHRYin an} of claims 19 to 21 in which R? and R® i 0

am no) et kgl c]omgdund:y)f -formula VI herein specified represent hydrogesi@toms or benzyl

- U oupdy of f erefrorp by the steps of conversion
| ;’f’n ni) eF:'np qu = X?yd?ggl%atoms glcata%ytpr ]Ilhydro?enolysm and mrm
!l e esul u of formula ich and R? are hydrogen with de
de.2s or ketone contammg the group R? to!f an azomethine and reducing the azo-

| am no) et h I

2- (1 -met hxytlhmd,s | but sal i cyI am. de
catipn
Hydroxy ﬁ atiar 3 §ﬁjﬁg(’ﬁ§ el :ﬁ é%} agam%@fm d
‘bonyl co cImpound of
formula VI in h R2 represents Rilafid ROrepresents hydrogen,
( 1 met hy R4.3-Approcess yd griaidony of opepbumyld s]ssmmedyd Qairh d evhich yehe-0-
.9 pnses the steps of condensmg a glyoxal of the formula: 1, 266, 058

- 18. 5-[erkK]

2- [ 3- (3, 4-di-met hoxyphenyl)

5

2
e.

(
de 30
60

met hyl propyl ani no] et hyl [err]
COCHO (xm 19. A process for
ation of conmpounds as clained claim 1 which

r edu0| ng al w:lmhp%dmdh@fne@he giver imdaim 19 wih an amine of the formula R'NH,
ich R* has the meaning given in claim 19, reducing the so-formed azomethine

d X
e e AL “%ma S @absﬁﬁﬂkﬁfaeﬁédm SIS R8T OUp
dr o-

m%s rthie]Exmegnesesents hy en,
im 1j
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