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Formula I .
in which: ' .
25 R represents hydrogen, alkyl of from 1 to 5 carbon atoms, straight or branched =~ 25
chain, phenyl, dimethylaminoethyl or dimethylaminopropyl; :
R, represents a branched chain alkyl group of from 3 to 5 carbon atoms, a cyclo-
alkyl or cycloalkylmethyl group, the cycloalkyl moiety havmg from 3 to 6 carbon
atoms, or
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R; represents hydrogen, methyl or ethyl;

.R, and R, represent hydrogen, hydroxy or methoxy; and

R, represents hydrogen or-methyl.

Preferred compounds of this invention are represented by formula I above when

[Price 25p] .
' Price 33p



acceptable acid addition salt having the utility of the free base. Such

salts, prepared 5 by methods well known to the art, are fornmed with both
i norganic or organic acids, 5 for exanple: maleic, funmaric, benzoic,
ascorbic, panoic, succinic bisnethylenesali- cylic, nmethanesul fonic,

et hanedi sul fonic, acetic, oxalic, propionic, tartaric, salicylic, citric,
gl yconic, aspartic, stearic, palmtic, itaconic, glycolic, p=am nobenzoic,
gl utam c, benzenesul f oni c, hydrochloric, hydrobronic, sulfuric, cyclohexyl

sul f amizc, phosphoric 10 ~and ni 1,zgi5,qzsaci ds.- : 2

10 Compou :

Furt her the Ré&rijydoged or mf:thﬂoRmisepr¢pyl, nbuWh -zybio zqytybédmdrgxwret hyl-—er
ethyl may bePhEyHsSRrapyl @%2 dg%:ffgfcﬁ! orm ceu <3S eryt o and
threo i SOIMET Rce) lgabcu{@&ﬁltﬁ sAl€ having e ? e\ﬁh |l)S CE sol ut On of

opti cals i Sor® methedy welk kid@h (€ the QR hry f(ﬁ:ﬁzé‘d)ﬁﬁﬂ'x b&tﬁmorgam& brSdrg iclayidg r act 5 onal
crystalli zatfpbnxam’lct yesfeic, é\mans gols, big cfanpic.opedginic! mqth!bnﬂszgcch as, 15 fpr

exanple, tarfdi thepeds “g ?c;rg%?éo?’hp-%ﬁgh
0 osphoric

OnJC.

O, O-di (p- to'BéﬁEyl tfokiell @tﬁéhﬁmc,r% : '
2- pyrraoi dormdﬁrtmﬂaﬁxyl ic acids or N-acetyl- tryptophane from appIoopr | ate
sol vents: Unl e§§ gse'e; Bresent [ d,c| ot ls°nilefs F@Th:rhn@ended to

i ncl ude al | 3%@‘12@ 315&3, AN B I el A
preferred cogp ca i niirs' ﬁﬁtfoh @foptiSal isomers may be conveniently accomp- _
[err] - (15- butl e:dnbynfm:ech rOO)d}eir&alts With opuealucb@nzaylus aicbeshol wWi5i ch

rel axes the @ W&%@Wﬁ@c Eﬂ"’@h%'fl 0 grdipepog ration at at
[err] of O. Oﬂ%z;ﬁﬁb‘ \&ﬁﬂ% %%{ :ﬁ;}é ﬁgf ST of guinea
pig right atiftemiedto Haludedls sorﬁl:i's, @h&faﬁseﬁ@{ or mk &edf) Vi t es give an
absol ut® separa& p@fmcchtqmvomﬁ 083hla/\mv®hon B odt-ﬁtﬁylmhdneﬂmbﬂmm whe2t

conpar ed t o FHigebensyl aleohol Ch T laxeotiel R ta’%f’&‘fsl tgne of gyineaqpis [tragheg] 316t er enol

prepira Eion at anﬁ ggﬁ mcg ml e_Increasin rate pf contracti
(absol ute sez ik Qf 3} A1, These s fvga,pgﬁa@tgat ions. The
conpounds ofse,sabdmn taﬁveﬂss emcwaarﬁ-f{:lermﬁmveﬁxedawléxo@ﬁnpararfa thy @pas-ed as shown

in the 2ol | ompe pic 8 biopratezrneli @bsolute epafpatipn yatpE$) i emildr ipn wisch [err
and [err] ar%"%%a AU Bodee 171450082 AN PRUER @7 2T MO 3
e at 0 i

benzyl oxypheg]pfaﬂo“h@ Juéidd & Geatioh phosgen give the
i socyanate which is reacted with amonia or a m)nosubstltut ed al kyl or ary

amine to yield the ureidophengne derivative. Fhe latter is treated with
brom ne-or pyrrolidone h -@ %k i bhevterg desc- C&g@ resul t ant - a- br onophenone :
is reacted with an N-bewgyd &ni ne t07Gi vae cor-#spondi ng !
a- benzyl am nophenone. This derivative is hydr ogenat ed - 35
catalytically, preferabl Yo Wi thhJ pal I adi ym on-, car bon, to give the

debenzyl at ed ur ei do- bek)/ ghol ,@% ‘];o prepare the conpounds of
this invention where R %@ roge @gl Tg,- Guopuwdr ogen or nethyl, an

am nobenzyl oxyphenone of the follow n‘ or nmul a‘% 40 :
40 in which [err] is as qefine in fornula I, preferably in acetic acid
solution, is treated W jld, ﬁ,,solgl u yﬁ% 10 yield the correspondi ng
ur ei dophenone derivativ % car t rbugh t he sane sequence of
reactions as described &bdve to obf a| n the product s. 3

1,286, 295 in which R, R, and R, are as defined in formula I. Thus, as shown|4bGveCRBMOAS Qfy this
i nventi‘on. \Ammlo@phammibefeatemarnh rYsdsag e a8n heitddne Give rhd Récpaskia | and [ er r]

_n-',

-

A0

1=

e

i s methyl ar@hl‘? lr%mil% @mrmmebsz pted ikyl hremyhemm touh@d fiol | owi ng
formia 5 e ﬁf“ﬁig{"& w;feggfgwwerg, Foidore M-t reating with
phosgeng t o i thed chidp b hetbnel ST iy Adedi e I Gglird e%a{eﬁen rgact ed

with an appraaplyuaﬂselp;efsaw;smm lpalladmamnmbdnmcygled d1etda ted bstituted

ur ei dophenorksnzyliiehgl grofysy. j s s uent | acted accord g to the above
described sqg %’,"mﬂ@}eﬁ mﬁ’éom%;ﬁ%{}m" ‘éﬁ;lﬁ’&?ﬁﬁ@w E;F‘%l ‘Flat i vely the

am nobenzyl oxyp enone IS react an appropr| subst i tuted

| socyanate to 10 give the NN R5d| sybstituted urei dophenone
10 _ 3@&2 "
40 | - %%,,I)F | | 40

in which R; is as defined in formula I, preferably in acetic acid solution, is treated
with aqueous sodium cyanate to yield the corresponding ureidophenone derivative
which is then carried through the same sequence of reactions as described above to
obtain the products.



It wll be appreciated that the benzyl ated derivatives of the foll ow ng

formula: in which [err] and [err] are as defined in fornmula |, are useful
intermedi ates in the preparatign of the products of this invention and as
suchTorma part of the invention. 15 The am nobenzyl oxyphenones

used as starting materials herein are known or are 15 prepared by nethods
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5 oxyphenyl i sopropyl am ne foll owed by hydrogenati on furnishes the
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N-b6|ltyl pllcuyl lbupl Upyl d.III me—to yrver LF)_ UUII@IUX%II- |_hB:h[J = \N =

benzyl phenygwesoqab Ixsamlﬁrbénzylcyﬂolaentylhihmo 3re¢idpgdetoplsnaie ) hydrochingitls- 15
ph&aone whi o?fs_h_ @nﬁzgy i‘i" ¥ Rl Uadiymoqnecprhion gives (eifEpcloneytylamigomethyir4-

met hyl ureid xy bl%’lﬁo E)QEHXAcetoph&mne WRh Wbapaggiay! ) - benzyl
al cohok. Si myialﬁﬁﬂh}bpm ﬁﬁﬁﬁd @llov2l ByNBydrogenation furnishes the product « - [2- 5
4-benzyl oxy(3[4er di]mibmm- {N- nmmylummm@)'lél aciet dranode wikidey

. N-benzyl - W@ﬂ%ﬁ‘yl OXIX heriy am 1ne Iﬂgs 29 i nal product
e l2- (3 ﬁruoweﬁ‘r?; 1 SRR i mﬁﬁ@%@i - 4 - hydroxy
- {oN - mxy-a-uﬁﬂblktyiyLwﬁhdo) - benzyt aI cohol

20 Reactr ng 4-benzyl oxy- [err] br onb- 3- urer doacet ophenone wth

N-benzyl - 4- be P enation gives

a-[ 2- (4- hyd&aa%%k?éﬁéﬁ% o Ofp%?% Q%ﬁ%m %bﬂﬁh é%‘gg ur ei dobenzyl

al cohol . bmzylphen@ﬁsom‘@mﬁﬂ m do) -tatee-i SOC sanat e

Prepar@dﬂff [)m ;1 e?oﬁﬁ hifesd")eac(tf:ed \Mb h anr!{rge
0 give 0- tpﬁgg i's brom nate

" to 4-benzyl gy N- 3%-3 :%E@ m@%% QJj'.ch {igné The latter
s refl uxed[ZM (31;1 Mhpﬂfoxs;plhen&l)t--l un y. ﬂmlmemd;nmtlgl]v-e% Hbrdroxybéﬂzly'l-oxy [err]

(N - 'beﬂ hepyl yreido) - ac ophenone.
30 a&_a’f‘ﬁ&% Honethyl) - 4 -
hydr oxy - y'lam1 pmr d*rxgu do mayil al co aI I ar y, react i on

of the i socyanate W t h di met hyl am nopr opyl am ne to give 4-
benzyl oxy- 3- (N -di net hyl-am nopro% ur ei do) acet ophenone fol |l owed by t he

above gles- cr 'Qe&s&lgéﬁ%' from 3-amino-4-benzyloxy- 25
[err] - (t- buicybghfono it =(nhlne dd ﬁm@&m%henylumdo)-acem-
propyl urei dpfiaose guhho;s bemmytled ab c:bbﬂgkyloxy-a-bmmo-S (N’-phenylureido)-aceto-

-~ 35 By enpl M by Slisaf FRURGIeY AN-trbu g4 l°’E3’here |s
obt a|y n@dnpt ﬁg&i% %?l hﬁﬁ(]—@i?zimm %ﬁ%x@ tf)g T3 -

di net hyl ammﬂ@ldagidomr&n@oalcohom hydr oxybenzyl aI cohol . "EXAMPLE 6 40

- A solution of i ysfict errﬁecymte @wethmﬂl!wa!émneaiggﬁs%rr] i.s treated
with 40 28b zy - on &i@%’:ﬁm mm. of toluene.
The mggturep,{,@hﬁ, comlnu con ntra I'n vacuo 350 give
the isocyanat ey aitpmayhgtdmthy ihoeZhymjn erasdeicribecbibaeolthermsﬁibﬁmm theof dry benzene
and the sol %?PFSB zgl% é’atywntnhmﬁ%’ﬁnrﬁ a(Wo ¢imethylaminoethylureido) - 4-

- 4- benzyl oxy* Y4TogYoRY rophenone. 45 To a stirred solution of 6.4
g. of the above prepared 3-urei dawite@phenone in- 45 125 nt. of chloroform
is addeed 3. 2 sqitﬁtwbrobm aeof phﬁsg@rs nsliﬂrmlr mbrtnera@éiﬁct esntpmteduwuhe f 040 about 45
ni nut es thezfﬁ &‘} 3?“ esan ncemr . £30[err]. The
hydrobromd 1§ is 1ss QKYOTT

é’;’” uofﬁiﬁwfﬁb elm’;am aéxgggmﬁﬁenone t hus

obt ai ned ISardhdﬁ&(ibyﬁl 4Lumz&9£v-mre1ddbﬁtyﬁﬁl&h@altrl | e -and 9.8 g. -of
N- benz4pl - N- ;?Zﬁb’m gmdrrelut@% above pmeredrﬁw@whmmaxed $or 1.5

Frl-

hours, ~cool Erfr el 17 e N ey (b bt e or

45 1

hydrogen ch y@fobgﬁlde Osaﬂlo‘fet-benzyloxy-a—bromo-S-ureldobutyrophenone thus obtained is -

4- benzyl oxydifselyed]in (mo btkrbzyltetobkﬂle lmdt 98 gnof v penZyl-M-ehuttamide s yddephenone
ﬁ%‘%

“hydr ocHl ori gee f‘t‘if” ppled gpd m droc¥ oride in
‘g g“"E) ¥1%’ﬁy'”ﬁ"(gf%‘ t Bw
@&lﬂﬁn

75 m .. of on of: 1.5 g.

of 10%pal | adi a dfrme&‘éove preparéll WildrocMridé@i B ml. Iﬂlﬁeﬂfﬁh&it ure is
hydr ogenat eehdolﬁ nlhe w?ﬂ&r is adged a0 @ tuggension of 3613 ¢fdAY% paliddiumemmertuboreint 0 yi el d

[err] -1 -t - Bumk A fasspF e gg’m@qg %ﬁ%‘? at hy d?%- |
chloride. S rtf’f@ﬁ ll?gz oyr"ﬁ TORY &%ﬁ’xﬁe?%g’? fﬁﬁ%enone in the
initial reac- S$imaly\is hmﬂbﬁigglé-&ﬁm&m-den&ﬂ&ﬁyﬁwwpmnbﬁtrﬁLtﬁé”ImTitﬁBrei&JOVG sequence
of reacti ongon iyish @hisgen@nd followigt throughythe labove gequense ofndictions phesdisct |

[err]-¥%-t- g'm%lﬁo SHERM PEP@fyd”fQBi?“‘%‘“ﬂ?‘@F‘ﬂBﬂéﬁ‘?W‘“ﬁﬂ obenzylh o 60
hydrochl ori 4




1, 286, 225 6 EXAMPLE 7 A sol ution of
23.4 g. (0.0785 in.) of 4-benzyl oxy-3-(N -nethylureido)-aceto- phenone
(prepared as in Exanple 2) and 6.7 g. (0.0785 m) of 2-pyrrolidone in 785
m . of dry tetrahydrofuran is stirred at roomtenpéerature white a soratTon
of 39 g. 5 . (0.0785 m) of pyrrolidone hydrotribromde in 785 m . of
dry tetrahydrofuran is added 5 dropw se. The resulting solution.is,gtirred
overnight at roomtenperature, filtered and the filtrate evaporated i'n
vacuo at 50[&r] to give 4-benzyl oxy- [er11&¢mpnn 3- (N met hyl - - 6
ur ei do) - acetophenone (TdentTcal 1o material preparet—h Exarple—2}—m-p-

178.5- 1815 [err]. h 5347 ? 11127 of the above
br onbacet ophenone @,@ﬁi{nﬁﬁz’;gg ersd %ﬁg?ﬂ‘h ‘Ny'@é xlurbdn)ytem ne andy”
120 m . of -acet onisk iof erylﬁuﬁ&dr&fﬁ Tlégn 8800l ed
reaction mxt¥re i O%ﬁSIrm):dcbmltdmeJlﬂd}omibmmméne‘ls aﬂ,of fabilis LA 5
filtrate i s acidif§ ng'e St whtiory, q\‘s @Mem,!gﬂt@t mdtetmp e ikebed and '
hydrochl oride of 4ye (ldﬂﬁ%ﬁ{’% °xY' ramot3-(N"4methylk ani no) -
-3 - (N - Hgt hy|18E; mCdo) f : “acet op eno ]'Fxé'f’l’érz)ﬂ@?d%g ofved in
70 m . of et #8nol %‘@fﬂm o ('b’ 56 \8a (02 B b tHeSabb&d&t&ﬁdic heod - a8d &.52 :

pal | adi um on-carb A&F %% Sét‘]’f‘ jRergng 420 mb ofracetonifoiler eWlstpsnrteclnm:l feﬂut;gl el d 10

a- (t-butyl am nonet El}isj cooaﬁ?ﬂ ﬁgﬁég dgﬁogwﬁgiﬁxéﬁ b diere

hydrochl oride, m .- h@W?oe-r(N bESAMPRE Jammino) - 3~ AT A lﬁfl‘igf}f 20 g.
(0.083 m) of 15 3_ o #psmphenonse e lavsr aéwbmerﬂﬂnel ahet aoanm.v.onﬂ AUvae and 15
ethylformate is st{ﬁ %dﬁgﬁ. A }:i :% % ?@T hydyegen el tobr2 ngre@} Ut i ON
is evapora- ted i mydtﬁﬁluxﬁdeaﬂﬂ@ i B iSS \?ﬁﬂ‘yﬁ“ﬁ‘df’r)e‘FW¥ @lfehokh| or i de
and washed with dilute acid. The drled organlc solution'is .evaporated in
vacuo to giye the N formyl .deri Eliﬂwl-%S 122. 5C 25 . To a
stirred soI utlon of ma 1s? ‘:ﬁorag’“pours ce@plieponerard 2BGadlet 0- 20 25
phenone in 60 m . tddfmchamatdﬂalt&Uelaﬁéll alsgdng,efn e@hl i” wyéhee P9ray (0. 05
m) of a 57% di spgﬂ@t Offhe glgied mguilt—y&dhmdelsleVapa?aﬂa&lirﬁbacﬁbl ﬁg is
stirred for gpout °F E,§12ﬁlt§%§nf led ip an |ce bat h and 8 0 (0. 055
in.) of nethyl IO@hﬁ@heluﬂs rﬁ; {ﬁ

{E% 1sa ds '3af ddacqgw se?s
The resulting m xﬁl%edlspersxet ofrsro&dm ydrida GAnghkkral Oll dut ten
m nutes, then heat g"t t@ﬁl s"jf [g;ém%lcemath@stmmmmﬁhﬁeﬂaylmdxdé% | 20hgar

solution is gpoure P ngﬂ ingred anido et hyI _
acetate and the dckaedoltgrizgﬁﬁmmd lirfto gq‘jﬁ? 'gmé‘he for 30 mEutes The >
4-benzyl oxy- 3- ( N- letﬂt |dfiest mmtdo nc@&ﬁéd)&hﬁélﬂmﬁ:enﬂh@e.gg ?ﬁ;ﬁfmﬁ;ﬂuﬁ%m ution
of 10.0 g. (0.18 ?°Ff°ie’l9f‘e’ ﬁa drOX|de in 15 m . of .water is 35

added a sol s on 11101(1) lr) gf potassium hydrox1de n 15 ml. of water is

4- benzyl oxy- 3- ( N- pretday kof 100 BENGC oﬁcﬁ{e(?esul Bﬁ y o)'aﬁqm et hatfol .
The resul ting m xgeprated i ﬂaetblaud(@ld tegiue QsOdmiteﬂlmmSwat&O’%EPfo ‘g m“fut vacuo

and the residue igﬂ ‘t_ﬁi is coppppigated) Mtgmeé-beazykex;t-s-ﬂ:ed:ﬂdmﬁuth et her
and the dri e extma%rhyuﬁ,c gg@;nr lueﬁf@’eﬂﬁ“h‘sl?@ﬁ’fﬂ bca) 3@ minete rgfluani no-

acet ophenone, m p. 6”6s0fuii re6fr40.8 g1 (0a16 Sl aF 48Rk Plotyd.- 0 mifute
reflux 40 in %‘Filléo axbl&d warr 53%@2%%&&% s’;% ﬁleg?sgg f
40 A sol ution of 50 ;lc ﬁlnﬁ-ed at320131) in 160 ml of water is added in portions. ’_
4- benzyl oxy-&- rret&aﬁdrama&a& ﬁ %ﬁf@mﬁ'fe nouF- ‘Eﬁ?ﬁ* i 600imhrd 160 m .
of water is sti rr EPtmdﬂ p oz\aﬂaa‘l InewaauoStblgfvéy- e&fhurﬁﬁ, %:godl urﬁ5 |
cyanate (21.2 g. ,_ ;4:% %*g‘gm bfl@\%;g“h—i&&’dney? |(g I ons. i
resul ting sol uti qmzsgﬂ -~meghylurgi dacmpﬂanoixﬁoo rri '

of 45 Ve er ambg&xkrpmdd r e | ed RS %‘e’b feamf | s

washed with sodi Jff ¢4e. ©. 045anfrbaqnene ldrSIIﬂdofa:ﬁﬂroRMﬂMd Tm % Bl 3 m o gi5%0
4- benzyl oxy- 3- (NaETHY, poluion bropride andmesomaas ‘washed |
hydrochl ori de, Mafbronddlbe ‘_ﬁl &ylgﬁ 24 lugﬂn is o 41 l4 g@aemm Pvis #

4- benzyl oxy53-( N- meflayl mdm)of as@ £ mOEd’ﬂ -
acidified with e d@@ldém)tdﬁéhbeﬂzyﬁl\]tﬁﬁ o solg Ni t P%gen L

Sl
i s passed througkyeth su"ﬁfﬁi OE é‘aﬁthh s Coﬁﬁdb sthero# addedind S
stirred 50 and iseﬁasgd(»QmO&afEn i lsﬂld gﬁ mfe' f F"-Pélﬂﬂe@)ﬁbﬁrdaym is added
all at onceSONit no@nhﬁy t gm oge
broni de and the &dF gﬁ o Csf%shed Wit h vvat er/ sodi um b| &ar N The6°

dried solution i gydedd8f bave a&"% eqqq igf ethanol is ac1d1ﬁed with' ethereal s
br omo- 4- benzyl ox;onaex(udmeg/ohpéhw@- g ) ?% A misngergf disr]
(dec.). 55 - To a suspension of 2. Bo% af’r?PBar"é'FaH?émabove

brono acet ophenone in 20 55



m . of acetonitrile is added 2.2 g. (0.0134 in.) of

N- benzyl -N-t-butyl am ne. The solu- tion is stirred and refluxed for one and
one half hours, cooled, ether is_added and the mxture is filtered The
filtrate is dlluted mnth wat er and the separated ether layer is washed with
water, dried and concentrated to give the free base 4 - benzyl oxy- 60 a
- (N - benzyt' - "N - t- butylamno) - 3 - (N - nethylureido) - acetophenone;
nitrate, 60 mp. 163-164[err]. (dec.). A solution of the above

acet oplrenone in ethanol is acidifrgnsmﬂih ethereal hydrogen chl oritle and

the f1 Sof i IS _solution and
10% pal | adi U "%'“f eﬁéf’é@i Bggroge l}éd at room
tenpérat ure 1 A1 F, 'L“".ﬁ"a Jﬂv ﬁch% mxture is
filtered and the fritrate is conc frated I n vacuoto glve an anor phous
solid, a-(t- butyI am no- rret hyI ) - 4- hydr oxy 3- (N-net hyl urei do) benzyl al cohol

hydrochgorl de sql u‘} on of 12 %0 0446 m ) of

3- ani no? 4- begzy{’ y:éﬂ% (ﬁ%ﬁ Rl
acetic aci d (8.0908 QLE6H shditufs demduaates T!ferrbsulﬂﬁg ﬂstx 9)95hdil&) of sodl um
cyanate in vead éltered'ﬁhewq:@sedhﬂﬁ »yi3unedquymphemonechif @ﬂ—dﬂié"chour and

it AT e

t et r ahydr of unlate dahydrofutah.t ngmx 1Qsiﬁlhecrﬁr<)m Gght 2odpyieedlok gone at r oom
t enper at ur e hours.r Adter ilsrationgthe av;;efrom 1he reagtion nwtgehwamﬂedafcher@@e g. (0.0391

m) of yrrd pisgaed 1 B%’ tlP‘hls % Fm P’%‘.j’ydrof ran. The
reactlolﬁ mi enwmr% 3" éomm Y evalfomteﬁt ?Fg St A3 Nours. After

filtration the oluslnﬁy of fwm@ (doessrﬁacdfltnmwvemrumcekdt@eavam)omw t he residue
is dissol vedﬂcﬂwfehllw@?‘bm&ﬁd of NrbsnszNﬂmrmlamwe He dnigte s gueous sodi um
t hi osul fat e, ﬂ“g for “” ?led ’fgj&" u‘§ﬂ"“‘ Cﬁg :ﬂ%&?ﬁ;ﬁs ed tg yield
4- benzyT oxy-foeaf &“W:it ga.aia@mmem:» 172[ err] To
a sl urry of clutboxﬂ e?ﬁr @ﬂﬁﬁmsrm)r tmipaamhauesa)pmmelcaﬂme fileare®00 . of -

acetonitril eﬂndgg ‘;‘ FS’le yrgry-op{l-isersenyiemipprisyhd- and the
mxture is r‘gé Vﬁﬁ%ﬁg’ %6“ uPP: 240G cool ed reaction mixture is
filtereg and the filtrate is aci dizama® 10 fied with ethereal hydragen
chloride. The riesidnire nigz glr(oah:hboﬂ Gbenmoxgl-Bmmlmedoacamphaﬁlﬁ@rem of

net hanol andPa®d ajin Fsqm e‘FFa!Iaéft‘!F #dt WO mgophwluengds um on- car bon
" e parr SEECoE ST B gt e m@ﬁm S s |
filtered an actio Bﬂﬂéeb@k’a&ﬁii)ﬁ& & give the o-

4- hydr oxy- a- b(r@nq é@mtupxihamxﬂ Or3tkd) WBh ijeemvbelm ralfclblwe:l bhydr ochl ori de,
mp. 224[err drogeation wi palladmm—on~carbon furnishes as the ﬁnal produ tg- 10

25 A mxture &omﬁtgy%3'§N’Nf S'mfthmm ?)-ﬂaygro:rz.ygen% geo lné'grﬁ?}mgﬁn noacet ophenone

(pre- pared as in Exanple-8), 5.7 -g. of of rret hyl isocyanate and 100 m . of
toluene,.is stirred at 250 for twoEdlayeres!l Filtering the reaction m'%ture and

evapor aing the filtrat@ssdieasys . Mg/T et _

4-benzyl oxy- 3- (NN - di rrevt(hﬂihtulae hyedet ophenone. " Reaction of the
above acetophenone as dem %m hnple 8 tPﬁ?' ve the [err]- 30 brono
derivative which is th t'fmreea e eh N-benzypz N-t - butyl ani ne fol | oned by

hydr ogeati on with pal Is:dctum on- car bon furni skmz as the final prodéct,
[err]-(t-but m no T;@m mteN' - di met hyl W¥%i do) - 4- hydr oxybenzyl
ﬁewr@ :& e

al cohol hydr e pise 35 I ngredi ents
My./ Tablet A granulanon of the above ingrednts 8¢ ledm ;{résseB%ﬂ‘xl ﬁﬂlﬂ&pﬁmr%)@ )sz 4-
hydr oxy- 3- ur:mhdrbdmrez,yl al cohol %ydr ochloride - Lact ose
107 40 - .Starch : 7
40 Magnesi um st ear ate _ Exampi®. 172 *EqU| vaI ent to 5 ng.. of the free
base A#&ranul ation of theredidsve i ngredi ents iMeMpressed with purfhes
havi ng 9/32 inch di anetsg-BufiidMihdhyba- 45 | ngredi ents
My. / Dose hydroxy-3-ureiflgbenzyl - . '

. alcohol hydrochloride - 0.125

Alcohol, U.S.P. 17
50 .. Propellant (20% Freon 12/ - ' 50
: 80% Freon 114 mixture) . 133 '

(FREON is a Registered Trade Mark)

The above ingredients in an aerosol dispensing system with a metered valve furnishes
the indicated amounts per dose,



a- (t-Butyl am nonet hyl )-4- hydroxy-3 -ureidobenzyl al cohol hydrochloride

0.125 Al cohol, U S P. 17 50 Propel | ant
(20% Freon 12/ 50 80% Freon 114

m xture) : 33 (FREO\I is a Registered Trade Mark) The above
ingredients in.an aerosol dispensing systemw th a metered vaI ve furni shes
the i ndicated anmounts per dose. 1, 286, 225 - B

8 WHAT WE CLAIM IS:- 1. A conpound of the formula: or & pharmaceutically
acceptabl e acid addition salt of said dzegzeind, wherein: 5- Ri&

hydr ogen, Straignt—or brancned —ﬁar n alkyl of ffromI to 5 carben atons, 5
phenyl, di net hyl amWégt % %‘s |-ani nopropyl ; [err] is branched chahn
al kyl of from3 to 5 &&PHRSHELS °"5 ¥l oal kyl or cyclo- al kyl.methyl, th&? ‘

cycl oal kyl moiety having from3 to 6 carbon atons, or 10 - [err] is
hydr ogen, methyl or ethyl; s [ er¢lz and [err] are hydrogen,

hydr oxy or methoxy; and [err] S hyd’f'%‘ég@o?‘%hyl 2. A conmpound -
according to claim 1 in which [err] hydrogen. 3. A conpound according
toclaiml1l or claim2 in which Ris hydrogen: 15 .4, Acorrpound

according to anyoﬂraephauﬁuamhmﬂpsacbeptable&cndmddiuomkal draall dosip wgein: - A

adjr a
conmpound ac rd|n oS Apdrogem s ﬁ f fRmch to] 2 eahon; agoms, but',)ﬁ‘.
6. Lerr] - (t- But yPIy °°gr‘h&5a Bl @gagﬁgm 8l ercero-
[err]-(Cycl Opentxikﬁm T §1kyﬂ i) avig- feomt 13- &) S1EuetRR &déns, aF OOl - A
conpound according to claim2 in which Ris nethyl. 20

conmpound according to cl aim8 in which [err] |s hydrogen.

20 10. 4- Hydroxy- [err] (i sopropyl am normrt_ 3% (N - et hyI ure| do) benzyl
al cohol . 11. Sy

[err]-(t-Butylam norret hyI) 4- hydroxy 3- (N met hyl ur-eido) - benzyl aI cohol .
12. A corrpound accordi, to cl aj ich Jerr] i's methyl or . et hyI J“;'}
[err]-(1-t-Butyl amé ﬁ%:f %@xﬁo&%&h bggzyl al cohol . '
14. [err]-(1-t-Buty mlryaﬁgdayS roy-3- urei dobenzyl al cohol -

25 15. [err]-(t-But % &rompsmet fopd l%: aimdx @@I\Rsnrethﬁﬁgm ei do -benzyl

al cohol . 1615A conp Of'ﬁqgune‘eg’gfcor ngoﬁ 1 0 %‘r%ﬁ%ﬂﬁ"

her ei nbef or € descri be el 0 4li

formula: [err] 30 6. a—(t-Butylammomethyl)—4-hydroxy—3-ureidobenzyl alcohol.

30 wherein R [err] nrel( o tylamisy ﬂtYH h§ W@las in the forml a
set out in glaim 1. @ fﬁﬁ%ﬁ i % t’is’c'gf dosage unit fokgn
conpri sing & phar masp, ['Lﬁfnmﬁﬂ: &izfli alighol O any one
of claims 1 to 16. 3b a-(t-Butylamln Hgnahgdc@él the

conpounds of claim ° WﬁszrFﬂéYhd particularly.
in any one gf Exanp @w% At =l ‘ﬁ ‘the Applicantsas
Printed for Her Mj @stayt.su b@dﬂg’ - xycse(,N dmuﬁyleacoﬂ,[ ess, _
Leam ngton Spa, 19726 Aoisipowgideco gTﬂnenPatteerﬁttheCﬁréqe@elg ca@s%@erhabcﬁtmn

Bui | di ngs, Londoﬁlesc“[@f(‘mmpoﬁnd of%ﬁml;lﬁ copi es may be obt ai ned.

| _ RNII&"’— g-cﬂ-n—g, o T ag
_30 ' | ' Gttty c’é"s"' [ ®

whierein R, Ry, R, and R, have the same significance as in the formula set out in
claim 1.
18. A pharmaceutical composition in dosage umit form comprising a pharma-
ceutical carrier and a compound according to any one of claims 1 to 16. -
35 19. A method of preparing any of the compounds of claim 1 substantially as 35
described herein and particularly in any one of Examples 1—10. ' '

"R A. A. HURST,
o . Agent for the Apphcants :
Prm’oed for Her Majesty’s Stationery Office, by the Courier I’ress, Leamington Spa, 1972.

Pubhshed by The Patent Office, 25 outhampton Buildings, London, ‘WC2A 1AY, from
whm’h coples may be obtained. o
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