EPOZBZ 127B1 Description The present invention relates to certain novel

bet a-'am noet hyl - substi tuted phenyl conpounds, espe- cially

bet a- ami noet hoxy-substitUted phegyl 289a®pogNds, which are effective as
anti-inflammatory and/or s anal gesic agents. Thi-s invention also relates
to methods for synthesizing conpounds of the present invention, and

i nt er nedPescdptionsef ul in these synt hesis nethods. The present invention
further relates to pharmaceutical conpositions containing these corrpounds
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Pat ent 4,238,505, Nel son, issued Decenber 9, 1980, discloses
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adm ni stration before, r /or,after |ocal surgical operations, such
as oralso surgeries and m no$ ort pech r'geﬁi es. An object of the present

I nvention is therefore to pro conpounds whi ch can be adm nistered to 25
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effective anti-inflammatory and/ or anal gesic agents, as well as

phar maceuti cal conpositions containing these conpounds. It is the further
obj ect of the present invention tgp gpspigaet hods for treating di seases 30
characterized by inflammtion or pain. A still further object of the
present invention is to provide conpounds, and conpositions containing
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hydrogen). The R group is a [err] alkyl noiety which nay be a straight,
br anched,DEJAILEY DESGRIRTIRN OF THREINVENYIONI so be sat urated, nobnoun- io
sat ur agsed, or polyunsaturated. Finally, the Y nmoiety is selected from-0-,
-S- and -AxplgesicRndidrenti-ntiamamatory Agentset a- am noet hoxy- substituted phenyl
conpounds in which the Y noiety is oxygen. This invention al so -provides
phar maceut i Balcomeaypdssiseitldnibe pigsrot nentey aee betafamingetbyl-aubstitited Rpenvhepmppendy fand he
co rrp oundghepphagmage ePtable A3ity nd pmitled thereph whick e gfiqckyel ay-aa%e@mf&mandfor
carrief. aﬁ\?’%eﬁ'cﬁ?e& i RABe P Bensiel YEY®F or produci ng anal gesi a and reduci ng
i nflammation, in humans or |ower animals, by adm nistering the is
conmpounds or conpositions ?f this invention. The present invention further
relates to nethods for syR‘hesCH rRgwt Rexbet R- am noet hoxy-substituted phenyl
conpoupds of the present i.nvenyion. One nethod conprises the steps of : (1)
reacting a specific phenol c nd with a specific vicinal dihalide
(preferably a vicinal dibrom 2Zf orm a bet a- hal oet hoxy phenyl conpound;
followed by (2) reacting the b a- pgRoeth ? phegigl conpound with an azide
salt-20 (preferably sodi um azi de) 02f or a2bet azi doet hoxy phenyl
conpoused; followed by (3) reducing the azido
In this general structure, the W-X moiety is selected from -C(O)NH-, -C(S)NH-, -§(0)2NH-, -NHC(0)O-,
-NHC(S)0-, -NHC(O)NH- and -NHC(S)NH-. it is to be noted that either available bond of the W-X moiety
may be bonded to the R moisty, with the other bond being attached to the benzyl carbon atom.
It is preferred that for this general structure the W and X moieties are selected from -C(0)-, -C(S)- and
56 -NH-, and W-X is an amide (i.e., -C(O)NH-) or thioamide (i.e., -C(S)NH-) moiety. Thus, the preferred W-X
combination forms.an amide or thioamide structure such that the compounds of the present invention are
either phenylacetic acid amide or thioamide derivatives having the general structure:




myi ety (preferably with [err] to form the beta-am noethoxy phenyl conpound.
The present invention also relates to the novel beta-hal oet hoxy phenyl
conmpounds and novel bet a-azi doet hogy gpBe Ryt geonpounds whi ch are usef ul
intermediates in this synthesis nmethod. Another synthesis nmethod conprises
the steps of (1) reacting a specific phenyl conpound with a phthalim de
salt (preferably a potassium phthaI| de salt) to 25 forma

“bet a- pht hal i m doet hoxy phe:ﬁl K Ed d by (2) renoving the

pht hal i m do nmoiety with hydlazi o™i v et a- am noet hoxy phenyl
conpound. The present inventi so rel at es to t he novel

bet a- pht*hal i mi doet hoxy phenyl- unds which are useful internmediates in
this synthesis nethod. Anothe esis method conprises the steps of (1)
reacting a specific phenol conpdqund (zpref erably as its phenolic anion) with
a specific aziridine compound t e f.om a Qi tg(? eq- guostituted

bet a- am,poet hoxy phenyl 30 conpound; f @l 1 owed by (2% reducing the mtrogen
substituent off of the ni trogen-substituted beta- am noet hoxy phenyl
conmpound (yHeRfned ARbaygenVor ddif QiiHak 1R Bding oy eh)qush.n@maa bﬁ\)an.tynh.taa{.dwemawa@t a-
am noet hox%v.gétmgyéneﬁpgmaugd DETAI LED DESCRI PTI ON OF THE | NVENTI ON_3

Anal gesi ¢ and/or Anti-inflammatory Agents The compounds useful in the
present 14 nventi on are beta-am noet hyl -substituted phenyl compounds, and the
~phar maceuti cal | y- accept abl e salts and am'des thereof, which are effective
as anti-inflammtory and/og 40 @Hal i £ @O S, havi ng the general

structure: [err] 45 so In this neral structure, the WX noiety is
seE'ected from-C(ONH, -C(S) -S(0)2NH, -NHC(O O, -NHC(S) O,

(O RH and -NHC(S)NH-. |t 0 be noted that either avail able bond of
the WX noiety may be bonded t *?rmi ety, with the other bond being
attached to the benzyl carbon a

eé!?f erred that for this general
structure the Wand X noieties ﬁre%& o'rnN O-, -C(S)- and 55
-NH-, and WX is an amde (i.e., C(O) H-) or thloamde(l. . -C(S)NH)

noi et y. hM?er mf g;sruﬁuq ygfgg f_r)f orns an am de or thioam de
structure SUgH aﬁ T a#mggr%xqgtw iR Sets o Ry
pheny! acet helging b ﬁ{ Gy IRNRY 1105
SELUCT UT € cefbon atoﬁ d?fo'janch emﬂ}vﬁt PletbirddR! ‘Béﬂ@ﬁ‘y'aroﬁén ¥ I'.ZJM&ety
(prefer 'é@dls|s'éle %;ﬁlq,y&ageaeﬁyhmx,p land/ Adthbyy WThRRNEY Z\/b'él?ng Wetdd @R My Sy and
derivati vemetheky M@t frétered@Nemathoxgl ructure: 15 [err] 20 25 wherein Qis
oxygen or sultheir? mgiétieé e ledh indepdaddnGy Silbctdd Yo Mydrodeh; HaldgenSiinsubstititecor shisstitated ,
the [err] amy riviig from 3 & Redrked atbing Fubisindied gramsubktipdsdcaxy, anditadyokylas betws Rbinoieties
hydr oxy haare agyalbstiyrboddeti to forne a substted @ ssubstituked| alkiaing haying rfrom 3lto 7 @arborcasntsoin
at ors, andthe kikgo Xyr dptrinm gnalgesicractivityoit & preferied thabist dewst, oné BS pethe albliaycatbpnl astorg dire,,
hydr oxy, athel careanhapin) bond Hiregilycth dhver e choipte) be] a hysiragen. IRyetiamed) elso is B &2 Being selecipd
. from hydrogen and hydroxyalkyl having from 1 to 5 carbon atoms (especially hydroxymethyl). Preferred
also is all R? being selected from hydrogen and aminoalkyl having from 1 to 5 carbon atoms (especially
N - aminomethy!l and aminoethyl). Preferred also is all R? being selected from hydrogen and substituted or
40 unsubstituted aryl (especially phenyl or methylphenyl). All preferred is where both R? on the alpha carbon
atom are hydrogen and at most only one R? is other than hydrogen on the beta carbon atom (the carbon
atom directly attached to the alpha carbon atom) and is selected from the group consisting of alkyl,
hydroxyalkyl, aminoalkyl and substituted or unsubstituted aryls (especially hydroxymethyl, aminomethyl,
~aminoethyl, phenyl and methylphenyl). Preferrred also is all R? being selected from hydrogen and alkyl
45 having from 1 to 5 carbon atoms (especially methyl). More preferred is at most only one R? being other )
than hydrogen, and most preferred is all R? being hydrogen.
The Y moiety is selected from -O-, -8- and -NH-. Preferred Y is -O- which forms the beta-ammoethoxy-
substituted phenyl compounds having the general structure:

50 3 -
R -~ “W-X=-R"
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3Q is selected from hydrogen, hydroxy, and nmethoxy; with preferred Z being
sel ected from hydroxy and net hoxy. Mst preferred Z is nmethoxy. The R2

noi eties are each independently s ¢egxtb7igom hydrogen; hal ogen,
unsubstituted or substituted alkyl having from1l to 5 carbon atons,
substituted or unsubstituted aryl, and carboxylate, or two R2 noieties are .
coval ent | y TBerRigudun io theostrretares hdsein istantalifl guoup hedingtiear @ tet 24ccarboi goms,i praferablw i ng
from 3 t drom &ctar2B carbentatams. and nBEe proferably figm 1F@r22§weqmoahbﬁ tg 9)j carben-atens fox, i t
i s pr ef erungatprategcalkylgrouppansiirop felo F&(eﬁmcwluémralﬁﬁ% 99 FHems Q5 tyratechalkyl grpups. :
car bon atonT'l?d?rG'eG'k!d' P%E’tep °'P'6 't“??@s *’%‘P 95‘8““& 8?1“ ’eP’é’P"F‘%° I so

is all 5R® % 5%& trv h % ﬁ'i‘)1°'t05
b t

s s«g§ i .aa, s,,d G Rs

(especi al r H a, @r.gs ueéuﬁéatu{

sel ect ;eod [n%{rk M% ky| Ed aI Iy

phenyl txed 1 2l n%léﬁt!seiﬁé?udb Qln rgfapéﬁﬂ'l lﬁ?drélyﬂnﬁ aﬁ'd'jlr bon

atom are :-E} ﬁllﬁ aﬁ& rﬁ&st f‘aFre@SlJ- r@&%xyﬁgthbﬁlk?lk Srerted i kIHSSORHRRA 28 arki

beta car bm&saahaaae(sm&usﬁgu @LamiHo SR ouna esrhidoparitil aﬁ\baobraf&radhsb.r@l ahao.mfyben
aton) andniifbethf] 16 e "EditsoRyididYasgiseu Iidrei) Mdars tah Bigard cafdoigit acidwyiclétp iy aidoyH),
am noalsk ydnd anedsafis! RS, | sodillire:Choaksiunt) Salbitrh; friethytthnsoniying ar(dessesCio@l, Imethyl ester; ethyl
hydr oxy medstasj| and amides rieg.hyrisybsttatsd) amkisyl-metbyicamjide; diihadimetbyh \amjslaletheredf. which are _
Pr ef er r r eadcaptable frors aadxicibRAewpaintrigr agminietctiertto huraans bylowenguimaland al kyl 45  havi ng
f w 1 to STheatetyofardl, cassisqdobamein imagiahsy anyteringsy which oy be moed-cdfiz &tk arginsubstiteiest

nky one FRefertedi Rigmaietiae whicthane dnjelincludenphenyh chapting,t and sulfstitpied @hgny! of | napting: mest ng

aﬁ)g@n prefereed \peing F%‘jﬁ"tﬁ%msl@ﬁl@étt“&!’ ﬁhP'@yihPI‘ﬁe”ed R§m°l§¥*ﬂ§ whighyare alicybards praghose j g
- o whi chHveer he s?hﬁt‘”@éﬂ@"‘&n‘?’ﬁd@? ' m"\'cﬂmﬂn mﬁ!%g"ﬁéw
t he gener@@bow:geyes: mogt prqure being a mejh he"y' a“‘V' a'V' 9’°“p ‘:‘i
Bl The R (%r f% °F He"?'f‘réa'é"la'feﬁ MP gi fered t a%lr’?'kﬁ'fyf( ‘I'"s 'Wé?fﬁ'ﬁ@ ;de'ﬁ‘ﬂ% t o

cg A aw ou on
' i
]

24 car bon,, “%'2 h Faferabl y
from 1% & I éﬁ‘% g'l : ratu "s' pregmﬁ n ﬁ!&goal kyl
groups a a i VG‘I{RJI‘I BY ﬂll dithbe 91 Morrison

sat urate il T{, ﬂo@

and E?a% isﬁs) 5H3Q§'15133 and 148-

chebon- cofgy g SS&E@E 1(Mbén§\9-ﬁh ok Bbmang el York; and
whi ch 933y199ﬂ ﬁpabé“ﬁ R discidalie pihUResh Rffbrdntestheing MastpdistReRsirOby refeleRdean Bigind i n
t he chai ndnire! POl yunsaturat ed (e , two doub?e bonds in the chain; two

triple bondPrefeF}ed Regrépdiare stight dﬂLHﬂén%earUdanﬁ) RRarlyl, istdight BreinblaricRedt dilﬂlnohm:blm)

The R al kiahura@sdCaiys straght atd brakeBed 1that divbSatokited: bikyhradd atrdight agd breybed chain tthen-

subst i t ut sxhrated, alkpit K6re pakbiryd R igrospstesd selettbatiom Sraightend brancherbaiain blkargk straightaand

sel ect ed Hrarohadt dhain glkenyp having Shes tidublg bofid, Istdight) e, bringhisdootwin atkeriyhbaving twol double

car boxy| alieads, amtistra@Randtpenchion ciRi alkony mavinashrse toublatbortisaMesy proforresLiB oFouRe #g 10

f rom 1 t osefbciedfreyo piraighiniein glkanpland strajgpt ahein Rteoy! having ase AevelpPond t | s preferred
%gf subst i Tea e@ferpdk R 9rg¥RsUHS 3B olleph Jor they comppunds jof dheRrsept,inyagtionprhighesre e g
bef i t ut ehgnyiRstic:sFid emisie of thiopTide: desivatiyas BariFHarly;the betaaninpatrexyspstitipd compounds

hydroxg"he‘?aﬁ‘w th%PWTabs"“ﬁt'fgt preferred being hydroxynethyl alkyls. Preferred

R2 noieties which are amino al kyls include am nonethyl, 5-an nobutyl and

5- am nopent yI nmost preferred bei%hg anminomethyl or aminoethyl. The term

"car boxyl at e as used herelmu‘nfbhsﬂnnkorganl c carboxylic acid noiety

(1. is and the sgNS (e.g., sodium potassium calcium

tri et h)ﬁ ammnl um and est d.9., nmethyl ester; ethyl ester) and an des

(e.g., unsubstituted am de thyl am de; N, N-di met hyl am de) thereof

whi ch are acceptabl e from a™NgOXI ,OdW,Vi ewpoi nt for adm nistration to humans

or |lower aninals '

50 ' . 2 O‘C-“lc“i‘“na .:

the preferred R groups are selected from n-hexanyl, n-heptanyl, n-octanyl, n-nonanyl, n-decanyl, n-
undecanyl, n-dodecanyl, n-tridecanyl, n-tetradecanyl, tetradecenyl, pentadecenyl, hexadecenyl, hep-~
55 tadecenyl, octadecenyl, nonadecenyl, eicosenyl, docosenyl, octadecadienyl, nonadecadienyl, eicosadienyl,
octadecatrienyl, eicosatrienyl, eicosateiraenyl, octadecynyl, nonadecynyl, eicosynyl, and docosynyl. More
preferred R groups are selected from n-octanyl, n-nonanyl, n-decanyl, 9E- or 9Z-tetradecenyl, 9E- or 9Z-
hexadecenyl, 9E- or 9Z-octadecenyl, BE-or 6Z-octadecenyl, 11E- or 11Z-octadecenyl, 10E- or 10Z- -
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The trerm "aryl", as used herein, neans aryl rings which may be nono-, di-,
tri-,> or unsubstituted. Preferred R2 noieties which are aryls include
phenyl, napthyl, and substituted gpgng2 1@fgiapt hyl; nost 20 preferred being
substrtut ed.or unsubstrtut ed phenyl. Preferred R2. moi et i es whi ch are al kyl
aryls are those where the substituent groups are independently sel ected

f rom hal ogewadecnytiri8kyor HaZrdacoseryly @rmrtfryienexhoctatiacayix 92, glrdagiadecativnyl, §F, gREve-ed
bei ng a ntadépptiioyk @7, 13ERehdecadiphyl.q 84 U E-onladegadianyih dPli 1BE-nonpdenadionyll HEK \I#E-
groups ar icesadienyl 84 128, tH¢- °°fa¢%§g;' 62, @ﬁsb&kﬂ%@%ﬂ"whﬂsz d#% U p5eieasaifignyis bf g
doubl e boﬁés”?n"‘tzr?é”ﬂ?ﬂﬁ‘?y'a?’@ ¥ ?W@ﬂl "ﬂ‘lﬁt argfe"%ﬂ 'R@FWIPS arg ﬁP@F’@!P r"é'ﬂ"a&Y'ea"d
chai ns ha¥f ubl e bonds i ‘% confi %urat on%

unsat ur at ed pﬂ?fmﬁ % M?ﬁeﬁ‘ "t[°F'| |°E 250 gqun}xp ‘Hé’a’ﬁ'P{ﬁ'f' migle degivativas., ed
to as "al RYHRYEY thepte-gaiage ﬂ’ﬂfsf’%s P3vins Mg opesdl PP Shs for any doubl e
bonds present in conpounds of the. esent Invention utilizes the art-known
nomenclature "Z" and "E", nd |s fully described in Mrrison and Boyd,
Organrc Chem stry, Thi rd f'%ﬂal'yw- and Bacon, Inc., Boston; 1973)., pp.
131- 133 and 148- 151; and rch Advanced Organi c Chem stry, Second Edition
(MG awHi | | Book Conpa * New York 30 1977), pp. 86-124; the disclosures
of both these referencda\Jdejng |ncorporated herei n by reference in their
entiretsyy. Preferred R grogps Oaf,ﬂ strar ght and branched chai n al kanyl

strai ght and branched chajn eg Purat ed al kyl, straight and branched
chai n diunsaturated al kyl ¥ a ar 32 2and branched chain triun- saturated
alkyl. Mre preferred R groups are selected from straight and branched
chai,n al kanyl, straight and 35 branched chain al kenyl having one doubl e
bord, <orie plerzadcIR Lreune e selqeter rroa RepxpnyL harhertagylt Droctangh, istnenanyn srdecapyhdn-
strai ght 48c39yiaArdedeepny'h aitridecapybatidacomyl jatiadpcenyh @entasepylchespseersy!, NR?&?E‘W“V'

preferred® F"PM s"°5‘fdé°°§¥,|1 é’t?f’i?ﬂy"f (AB7PEWY o ?°°E4'P£V'n %PR%? "y'an’l?"%dPFaée

chain al k d'ﬂ'a :-gnea {B"‘ der iyl ' h p'

foll ; ' t

oo e g il 7 e s Con e 2ol

bet

E:O(?] aTSn% etc!a Pre 191%91 d&:&& Byl (3? qz(ée%%@ d:&? 1E‘°h }1&9@"
ctanyl 4 Sl:a{ﬁ 182” 1‘42159&9& catridnyl Cié’i‘ 16Z-ndh ﬁ%py Z t1bi ﬁﬁ%ﬂ- ,

yl
n-tet ras@le‘a@aa&&raeﬁﬁtarna%re%u cynyP Nidsl ‘3!%?6%9&’ R grlaﬁ‘aéaéiéf%%b’thnyl hﬁd&tany'?'lfhn& Fapsny!
oct adecenyddece® 1856663 Shhide).E cosenyl docosenyl, octadecadi enyl,
nonadecadi ey rerﬁl"ﬁmaaib@.eanb-aoceﬁitﬂaimhﬁd SRYEs", a8 iuSeaTidielin, MBS the compounds in
ei cosat et taie 83 or adilb ddhacehRRl havenieNgmhe Qyrivydl phafhae6lSgidal/ propefiaslasitie basi¢vtino fiviar €
pr ef er r ed frét grhich ptbeyasre  deeivedlC tred whicho afe Naccaptabie yflom & -towinity vislvpoint- PlecwscyuticallE-
or 9Z- tset eepaninsdts intlide ammditim dalisk desieasicfrop inor@dfic apids Bady., A, tibe,ONaHIGO,, HRGOLT
6Z- oct adeewmtgmmoniumEearborylic] deid/sattcdesivhddromydrgani¢ casboxyligracids (818~ acetic &4id; QluctBie adi®s7 Bl
nonadecenyiric am@alucmnmddmz¢ acidy fumari¢: gdids gentisic acid; dagtobienis/4cid; bgnzoid acid).
12%oct ad Earmaceviigally-acyeptablgamideg includeiiesggledyeg | fromopyanie Zarbexylicaasidle 484- em!iq aciglz
11E- oct ad@®iden) dnslyging amipo a‘i"!?E@’ﬁo Qe apifesh Fireferred are the) pmmeniyey, caslaxis\Acid salis

12z, 15%- Sﬁ‘l” é’c‘i’h‘?’?ﬂ" °'°'9 spegisl saltsy
17Z- ei cosatp %@%’%ﬁ 8 - B? %"Qré' gi’% dgra%'r%ﬁmgwaﬂ *\‘)‘gat"%‘?ﬁ‘lé’é‘gf’ﬁ?ny')‘
Most preferre %cegé“are y n-nonanyl, and 5 9Z-octadecenyl ..

For the conpounds of the present | nvent i on which are vanillylam de or
vani | | yLt hi oam de derrvatrvs ticularly the

bet a- am noet hoxy- subscruirLeﬂ.cécrpI)eonl,avr ng the/(g.lq)a_;&l\sstructur e: 1015
- . (O c-;c. ¥ |
- 50. OL*B ' “ “
0 "CH;C“‘M“Q . .



‘[err] 20 the preferred R groups are sel ected from n-hexanyl, n-heptanyl,

n- octanyl, n-nonanyl, n-decanyl, n- undecanyl, n-dodecanyl, n-tridecanyl,.
tridecenyl, ‘tetradecenyl, pentadroeesd 127iBtxadecenyl, hept adecenyl

oct adecenyl, nonadecenyl, eicosenyl, docosenyl, heptadecadienyl,
octadecadlenyl nonadecadlenyl 'elcosadlenyl heptadecatrlenyl

oct adecAH-@APNosthesdmstharphespimethdaZ hiopctadespramide figing ecskva@i®: aeny | , hep-

t adecynyl , octadecynyl nonadecynyl, and eicosynyl. Mre preferred R groups
are selected fromn- gepganyl, n-octanyl, n nonanyl 8E- or

8Z-tridecenyl, 8E- er 8 petht yl, 8E— I(elgiadecenyl 5E- or
“ g g@éﬂ JQE- o? oct adecenyl, 12E- or

57- hept adecenyl, 1

12Z- nonadecenyl , hyI ene- hept , 8Z, 11 Z-hept adecadi enyl, 8E,
11 E- hept adecadi e Z, 11 E-hept cadl erl-yl 8Z, | OE?hept adecadi enyl

9E, 12E-oct adecadi ) 6’:,?; 13E- nonadecadi enyI 87, 117, 14Z- hep-

t adecgtrienyl, 5Z, , 11 hept adecatri enyl 1OZ 1327, 162 nonadecatri enyI
47, 7Z, 1QzZ, 13Z-noM =LA gk g&{'&raenyl ‘and 8- hept adecynyl . . Most
“preferred R groups are n-heptanyl, n-octanyl and 8Z- hep- tadecenyl (i.e.,

ol eoyl am de). The term "phar maceuti cal l y-acceptable salts and am des", as .

used heme|4y2-amipeati®xy)i3enethoxgpanpiiidethyl)-9ZFveladecergyistifosamideriaciag th@stactulei ch have 't he .

sanme general pharmacol ogi cal properties as the basic am no form from which
t hey -are derived, and whi ar,e acceptable froma toxicity viewoint.
- Pharmaceutical | y- 35 accepyabge salts include armggl um sal ts derived from

Apor gani ¢ aci ds (e. g.c Cw.l—lﬁr..(c H) and iz;r boxylic acid salts
aci

derived from organi c galFboxyl #ic aci & gl uconi c aci d;
citri® acid; glucouy aci d@ gal act our erz(.am d; fumaric acid; genti si ¢
acid; lactobionic benzoi d-aci d). RBharma¥eutical | y-accept abl eam des

i ncl ude those deri @:Lgr gani ¢ car beyI icacids (e.g., acetic acid
am des) including am ho at™d3 (e.g., glycine amdes). Pr eferred are the

anmonj.um car boxyli ¢ aQICR, < tpgég derived from organi c carboxylic acids,
especially the acetate aﬁd glruc ate salts. Conpounds of the present

i nvention include, for exanple, N-((4-(2-am noethoxy)-3-nethoxyphenyl)-

met hyl ) @ @@&ﬁ%ﬂ@%&@wmﬁm&mﬁ)@m&s&%mm hdvidg b sBitumd 7 EP 0 282
¥27 Bl N ((4-(2-am noet hoxy) - met hoxyphenyl ) - met hyl ) - 9Z-t hi ooct adecenam de
havi ng the structure: [err]

N- ((4- (2-am noet hoxy) - 3 me" hopyp %I ) - met hyl )(8& ocadecenyl sul f onam de
havi ng the structure: liﬁ"[N

N ((4- (2-am noet hox - hydr oxyphenyl hyl4 - 9Z oct adecenam de having the
structure: 30 [err] [err] _

N- ( (4%( 2- am noet hox n;“) met hyl ) - DZ oct gdecenam de having the
structure:

40 )
N-((4-(2-aminosthoxy)-phenyl)-methyi)-9Z-octadecenamide having the structure:

' "y o |
Lom b-C-bhdy Syt
c=C _
W “h

0 ChyLCHaNHy
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45 - [err] 50 55 8 EP 0 282 127 B1

N- ( (4= (2- am noet hoxy) - 3- net hoxyphenyl ) - net hyl ) - nonanam de having the

structure: 5 10 EP 0 282 147871 |

N=( (4- ( 2- ami noet hoxy) - 3- net hoxyphenyl ) - net hyl ) - t hi ononanani de;

((4-(2-am noet hoxy) - 3- met hoxyphenyl ) -+ met hyl ) - nonanyl sul f onam de;

- N ((4-(2- Mﬁé-emhmthp)w)—@ﬂﬁﬂmmk@plheml))mmaw having the stueiugee ; N-((4-(2- 15
am noet hoxy) - phenyl ) - net hyl ) - nonanam de; '

N-((4-(2-nethyl-2-am nopr %Rpxyz?{ .i)‘ypz.mnyl) met hyl ) - 9Z- oct adecenam de

having the structure: [err] 25
N-((4-(2(S)- ani no- 3- rret oxy) - 3- rret hoxyphenyl) nmet hyl ) - 9Z- oct adeconam d
e having the structure: [err] 40 N-((4-(2-(carboxylic

aci d) - 2- am noet hoxy) - 3- ©epyy! ) - nethyl ) - 9Z- oct adecenam de havi ng t he
struc- ture: 45 .:ﬁﬁf(;]t 50 55 9 EP 0 282 127 B1
N-((4-(g-am no- 3- hydroxyprOﬁ&ﬁﬁ hoxyphenyl) met hyI) 9Z- oct adecenam' de

having the structure: [err] 10

N- ((4- (2-ami nocycl opent oxy) - 3- met hoxyphenyl ) - met hyl ) - 92 oct ade- cenamni de;
N- ((4- 2- an-Qe3miAyélioRy)3-nEiopRNYI)-mthyIRAiBHRNARRBEY | )(a-1RimobthoxPRorA@RIkyshenyl)-
N- ( (4- (2- awetyPnéhalyisbiidagniyed;i C NGé-E@ammbaiay)Binydroxypheng)Xmethyl)-nonanamide;  N-((4-(2-
yphenyl - ragiinbgthoxyrphergirawihgdinonanamide; N-{(4-(2-methyl-2-aminopropoxy)-3-methoxyphenyl)-methyl)-9Z-
N ( (4- ( 2- antadeoetatnioie Wving-testrbawy:phenyl ) - met hyl ) - oct adecanani de; N-((4-(2-
ani noet hoxy) - 3- met hoxyphenyl ) - met hyl ) - 9- net hyl ene- 1- oct adecanani de;

N (¢ (4- (2- am noet hoxy) - 3-.(met hﬁx-ﬂ:( yphenyl) - nmet-hyl )-11Z, 14Z,

17Z- ei cosatri enam de; MNK{%-F2=am@Hstlhoxy) - 3- enyl ) -net hyl)-5Z,
82@“11220 1 4Z- ei cosat el hgenam de; %Ji ”ﬁl“ﬂ;ﬂ

N- ((4- (2-am noet hoxy) t hoxy- phenyl) t hyi\ 9- oct adecynam de; N ((4-.
(2- am noet hoxy) - 3- net enyI -nmet hyl ) - 9Z-t et adecenyl am de;
" N-((4-(2-am noet hoxy) - enyl)- met.hyl)-9Z- hexadecenam de;

N- ((4- 2;ami noet hoxy) - 3- gy, Qﬁ/ h@yi&@t hyl ) - 9E- oct adec_enam de; N-((4-(2-
I

am noet?‘noxy) 3- met hoxypheny &- docosenani.de;

N- ((4-(2-am noet hoxy) - 3- met hoxyphenyl ) -nmeth- 20 yl)- hexanam de;
N-((4-(2- e Emm@-m&h m%anyﬁww 9z &féﬁ@:@@aﬂﬁo@%avmg the structure:
I\‘i~—(( - (2- am noet hoxy) - 3-" net hoxyphenyl ) - net ) - decanam de;
N((4 (:3 am noet hoxy) - 3- net hoxyphenyl) met hyI) tetradecanani de; N
g
CRi~N. ¢ = (C“;)_.,\ -c (C“‘)_'C”.;
“/ = \“ i
35 . 9
Oy
OoCH LC«“ (N'h,)C“ Lc“'l)l

40 N-({4-(2-(carboxylic ac|d)-2-ammoethoxy)-s-memoxyphenyI)-meﬂlyl)-gz-octadecenamlde having the struc-
. ture: ’ -

H
45 c“l;‘;~§- LC“;)-,\ ./@"‘1)1 U’U
) N :
50 ‘ D‘“i _ " "
OcH cH (MH)CO
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*((4- ¢2-am noet hoxy) - 3- met hoxyphenyl ) - net hyl ) -9Z, 1 2Z- oct adecadi enam de;
N- ((4-(2-am noet hoxy) - 3- net hoxyphenyl)-nmethyl)-9Z, 1

2Z-t hi ooct adecadi enani de; N-((4-ERoa28s2 mmahoxy) 3- met hoxyphenyl ) - met hyl ) -
dodecanami de;

N- ((4-(2-am noet hoxy) - 3- net hoxyphenyl ) - met hyl ) - hexadecananmi de;

N- ( 9Z- och-H#temingi3hydroxypropoxy)-3-mathoppberytrmgthyl WHMW'@MY'@GEQ dWFde havi ng
the structure: [err] 35 -

N (9Z- oct adecenyl ) - 4- ( 2- am noet hoxyes 3- net hoxyphenyl t hi oacet am de havi ng
the structure: [err]€ Hﬁ—ﬁ(;cESunﬁ EP bl\ CW327 B1

N- (9Z%oct adecenyl ) -am noe 3)25/;1& rret hoxybenzyl suI ,fonam de having the
structure: 10
N- (9Z- oct adecenyl ) - Zﬁ“ et h 3 hydr oxyphenyl acet am de;
N- (9Z- oct adecenyl ) - 49(h 15 phenyl acet am de;

N- oct gnyl - 4- ( 2- am noet hoxy) - 3- rret hoxyphenyl acet am de;

N- oct anyp-ydktaftirdBjclopsidif Shistnasyphily Astaztbiatiddsnanad; 2 dg(4-2-amino-3-hydrox-
N-oct aannﬂm)(y)?s-ﬁ\%dﬂ@ﬁTaWN nyﬂnanaﬁf;%ﬁusy bR{F- - diof 3 Eartbicie; abit)Prdpaiy)d-méthdx2 -
ani noet hgpkanyh-grethylpioRanaiRide;n w(@4Binasbeth6dy)-3-methoxyphenyl)-methyl)-octadecanamide; N-((4-(2-
N- oct anydmirbethdy pHinBIBGY ety grahebrni-datecanamide( ON-(@¢2-aminoethoxy)-3-methox-
t adec enyyphendi)-mathyipt 12y 4Z, 217 Zpicosaideramitey N-(3-(2aitvethynyREmythagaeayiintbiyl)-5Z, 8Z,
N- oct adetiZny#z-eicosetaanamizies Neiidy(3-ardnostiiaxyhdrrogthirepidnal:methyii-&dstadecynamide; N-((4-

N- ( 9- net @ypinoprthory)Gamethvawbernyl-netlyX9Z-tefradeneeiamidey N-(G-(@ramibrelopyhdmpthayeieaytt de;
20 ( 1mgthyl)PZ:hexadecenamids; N-((4-2-am|noethoxy)-s-methoxyphenyl)-methyl) -9E-octadecenamide; N-({4-(2-
17Z- ei coRminoeihexyy Wﬂn@%wm'm‘gtm napiden | plherHmettrsyphrayigeth- g 7.

117 1 zhexapgeidg: o - moﬂhw- @Pﬂtﬂl thyl mms@ H&K {2aminpsttigng3-

N-( 9- oct B ‘q “1f_ %%;'E adecanamide; N-

M(gzte?‘a it _th? . frino
" @{H g@,ﬁ %& %%y iy 38 VD eny e 4SS eecenyl)ﬁ-
no oxy) - 3- OXyp enyl acet am de; N- hexanyl - 4- (2-

adecenyl ; xy%%'me oxyp é"yﬁogg hex-

¢ 35@&%@5@&%

-a
25 am noet hoxy) - 3- net hogyphenyl acet am de
N-nonanyl - 4- (2- an neg@hmq‘)p&m@xyphen ﬁhe N- de-
sahyl - 4- (2- am noethx 3- met hox cBt am
N-t et gadecanyl - Z- 21 noet hoxy) - 3- - yphenyl acet am de; N (92, 1
"2Z- oct adecadi enyI ‘ - am noet hoxy) 3- metﬂ\oxyphenyl acet am de; N-
dodecanyl - 4- (2-a % - 3- net hoxyphenyl acet am de; .
N-hexadecanyl - 4- (2-&nmi n Xy) - 3- met hox- yphenyl acet am dé;

N-((4-(2-am no-2- caﬂbwﬂg,hiw-)zS met hoxyphenyl ) - met hyl ) - 9Z- oct adecenam de;
N-((49.30 am no-N

- (2- ani noet hyl ) - 3- net hoxyphenyl ) - net hyl ) - 9Z- oct adecenani de; havi ng t he
struct ur @-(taogtp(ﬁqcergg-ﬂ%ammoethoxy 3-methoxyphienylthioacetamide having the structure:
N-( (-4-am no- N - (2-am noet hyl ) - 3- met hoxyphenyl ) - et hyl') - nonanami de;
N- (4 am no-N -(2-am nbetihyl) 3- 45 - met hoxyphenyl ) - net hyl ) - oct anam de;
N (92%ct adecenyl L#l(.aﬁuw-l\(ct{g‘am noeym )%Rgt hox- yphenyl acet anm de
havi ng the structyke: 50 \C—C [err] 55
- W o y)
» N ey

50

56
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N-oct anyl -4(am no- N - (2-am noet hyl )) - 3- net hoxyphenyl acet am de;

N- ((4- am no- N- ( 2- am noet hyl) - 3- neEh 0,282 127 B1

yphenyl ) - met hyl ) - 9Z- t hi ooct adecenami de;

N-((4-am no-N - (2-am noeth I) 3- et hox - th| ononanam de;

N- (9Z- oct NZogh °7"3’ﬁ4‘((2d?ﬁ"'|‘% R’I‘Vl??etﬂ?ﬁ?% V%?’%’de\%h HSHEAY | t hi oami de;
N-((4-mer- capto-S-(2-am noethyl)-3-nmet hoxyphenyl) - met hyl ) - nonanam de
having the structure: 5 [er 10 15

N-( (4-nercapto-S-(2- amﬂpet Fly_) %&\éyphenywﬁ ) - 9Z- oct adecenam de;
N-((4-mercapto-S-(2- 20 Hy hoxyp hyl ) - 9Z- oct anam de;
N- (9Z- oct adecenyl ) - 4- (At &go S-(2-am nodr,h-ﬁo ) - 3- et hoxyphenyl acet am de;
N- oct anyl - 4- (nercapt o am noet hyl)) - 3 Aret hdxyphenyl acet am de;

N-((4-mer- R

capt o- & (2- am noet hyl ) - §- %ox’%)henyl ) met hyl ) - 9Z-t hi ooct adecenam de;
N-((4-nmercapto-S-(2-am 9&2& H.llmat hoxyphenyl) - met hyl ) - t hi ononanam de;

N- (9Z- oct adecenyl ) - 4- ( ner capt 0- S— (2- am noet hyl ) ) - 3- net hox-
yphenyl t hi oacet am de;

]

N- ( ((4- ( 2- BrifZimotadasony)) -(Baminaethony rhvs ide; O N-@Z petekiscamy - Ceaminpthe)-
havi ng®2 5prleméacgt9rplg@tIﬁ;p@anyltt!e(?-pmmgagmoxy)-s methoxyp enylacetamide; N-octanyl-4-(2-aminoethoxy)-3-
N- ( (4- ( 2- Bffvrendh 'ﬁ%?wg? IMQ?&%V&H@&% tHr°6'e'aI|' ﬂ)‘&’mat e
havi ng th@“'g‘ﬂhﬁ’@fﬁp ro! q_f.l?q, acqmni N-octanyl-4- moethoxy)-phenylacetamlde
| N-/( (4- (2- vjéa yg} '?f;'ey B %@Z; %}E 5@{&1@;;@*%)*
%ﬁ% Jfﬁ ,,-, _ i ?@v S
N((4 (2- k4 y'.% 9% gg e t"?i’ei. |
N- (9Z- oct eéa sw .-0'2 : - pra A i
the strucdd 1302 N( Ed 2& I)-l Yanﬂnoet%ﬁ&ﬁ &enylacetamlde N-hexanyl-4-(2-
N-(9Z- ggt ﬁﬁlﬁ'&@.ﬂ»b -rith6xg pIRATIROERE XN-hondnyie DREG Y- AGAERRERERde; N-de-

N-oct any! cafigi{ad2-aiiihde@dky)}0xisthosgpheifiica@midbenzy | C aN-igduBiafy!- 4—(2-ammoethoxy) 3 methox-

N- oct any! yphedylcatdmidep et RQez) - 32236kda60aMb1)-2X3-dnihcdtharty PR mBthéxypheRyldcé N-

am noet hodddpcanylawd-SminosPBER§-mpthokpbHakyigcethidé; O Z- whmtemﬂa)—am:mmb:a;ys—ngmbﬁe
‘struct ur eyphérﬁrla[:ﬁm@e 20 ((L2-amino-2-carboxyethoxy)-3-methoxyphenyl)-methyl)-9Z-octadecenamide; N-((4-

N- ( ( 4- 62 - aminetd g2-BroingsthyB-3-methbyriyepiiemathy))-0ettadecgnaiNde; hedhgdiat skd@uretnyl )t hi our ea

Za\élt_)ng the structure: 30 " [err]
i "'h., °|C ‘LC"L‘7 . ,(.C“z)-;CN,
35 : ' _ C.'BC\ :
' ¥ "\
o - Othy
\ N -CHIC“-; NH
40 .

N-((4-amino-N" ~(2-aminoethyl)-3-methoxyphenyl)-methyl)- nonanamlde N- ((4—-ammo -N'-(2-aminoethyl)-3-
45 methoxyphenyl)-methyl)-octanamide; N-(9Z-octadecenyl)-4-(amino-N'-(2-aminosthyl))-3-methox-
yphenylacetamide having the structure:

_oa,,g -?v_ GHi)e . _ C,(Cﬂr.l,q“!

F=S
OCny

s NACH ChVR,

50
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Nz ( (4~ (2- am noet hoxy) - 3- net hoxyphenyl ) - mret hyl ) - N - nonanyl ur ea;

N- ((4- (2- am noet hoxy) - 3- net hoxyphenyl ) - net hyl)-N -nonanyl t hi ourea; .

N ((4-(2-am noet hoxy) - 3- net hoxypgprmydsp1aeBhyl ) - N - oct anyl ur ea; N-((4- (2-

arm noet hoxy) - 3- met hoxyphenyl ) - net hyl ) - N - oct anyl t hi ourea; and the

pharmaceutical |l y- accept able salts and 40 am des thereof. Preferred

conpoundy-ogianyf-#rtam p@k@mmoﬁb@h@-mﬁmgpr@nylacetamrde N-{(4-amino-N'-(2-aminosthyl)-3-methox-

N- ( (4- ( 2vRimaviietw Y"Dsct‘#é?eﬂm%hen I}‘"(ﬁ‘néﬂ‘ (ZQZ""MMWM?'U@'WW')'

N- ((4- (2thté?m"ﬁ'am%x (@ZzectAgeq] Pfy'r‘ C-aRiperYH-Sreathionephenyhioamide;  N-(4-mer-

N- ( (4-( ZC‘WE’E (;-Iamzmet yl)-3-methoxyphenyl -methyl)- onanamud having the structure:

am nopt opoxy) - 3- net hoxyphenyl ) - met hyl ) - 9Z- oct adecenam de;

N-((4-(2(S)-am no- 3- net hyl but oxy) - 3-

net hoxyphenyl ) - met hyl ) - 9Zoq adecenamni de;

N-(9Z- oct adecenyl ) - 4- (ev;am-metchg;uﬂ 3- et hox- 45 yphenyl acet ami de;

N- oct qglyl 4-(2-am noe Xy) - 3- et hoxyphenyl acet am de;

- N-((4-(2-am no- 3- hydr

ypr opoxy) - 3- met hoxyph et hyl ) - 9Z- oct adecenamni de;

N- ((4-(2-am no- 2-car boxXye g%g 3- rrethox-

yphenyl) - met hyl ) - 9Z- octsa and t he pharnmaceuti cal | y-acceptabl e

sal ts qand am des thereof. Most preferred conpounds of the present invention

are N-((4-(2-am noet hoxy) - 3-net hoxyphenyl ) - et hyl ) - 9Z- oct adecenami de;

N-(QZ oct adecenyl ) - 4 (2 a m noet hoxy) - 3- met hoxyphenyl &cet am de;
(4-(2-am noet hox 3- net hoxyphenyl ) - net hyl ) nonanar ni de; and the

ph rracef)‘t(ﬁ“tf'lfrqa o-§ %!Ydﬁ%ﬁ‘h"@‘g‘a‘m"éfp"&ﬂﬂ_"éﬁﬁ"lyﬂ@%'%tﬁ’é?@ﬁf“de I n oMNeémercaptersi@sr i ne
a§% eg@'"%‘y B”'P’@ 'reeélrm%veh%r’ amidais 194 o%ﬁag""PﬂhVQh? mal s

|s carrr&‘&"‘

'8?}%“"'6145 e B Rraming *"Y'Pr 'rﬂ" 'hE (& mer-
Thus, gﬁ I- -t |ﬂo G pt - - oe M’é
.?ﬁe'ﬁ g![ ch ﬁ moe%}nh@gm é@%f?mmq[ethow -E-Tngth-gxg%hamf ethy enylc ;ﬁ%d el
activi ?y '{ e corrpounds can be 55 conveni entIy dermnstrat ed usr ng an '
assay deS| gned to test the ghility of these conpounds to antagonize the

| ocal edenma which is cha ackeristic the infl t ory  f esponse. Exanpl es
dfsuch known testsc- dd‘e ¢ @ ‘&eﬁ“&ﬁenan r (afg@v.ed@ t he :
oxazolggne-i nduced ”I amed nouse ear tes d t he arachi donr c acid-

i nduced i nfl aned ear test. Anotheryusefyy art-known test is the
adjuvant arthritis EP 0 282 127 Bl These and ¢ther appropriate
tests for pharmacol 0¢l ca Bivity are disclosed and/or referred to in U S
Patent 4,313,958, LaBfMa CHsMMy February 2, 1982; Yaksh, et al., Science,
206, pPp. 481-483 (1979) Jancso et al., Naunyn-Schm edeberg's Arch.
-Pharmacol ., Vol. 311 . 285-288 (1980); Hol zer. et al., Eur. J. Pharm ,

. Vol ., 58N (ﬁﬁz-armorthemr&mwwyhew@mmﬂ @ﬁ?deﬂe"Z'Q‘B’c‘!S!FH‘ateNéY"ydPP stiugtyged
Decenber 9, 1980; European Patent s Applicatio 0’897 0, La Hann, et al.,
pubTi shed Sept enber - W33e LS ( I_}ent 4, 401 wal ter, et al.,

i ssued® August 30, R3: LhS. ',‘Patent 4799205, ’LaHann et al., issued
January 31, 1984, Pat ent 4, 443, 473, cKWal,ter, et al., issued April
-17, 1984; U.S. Pat . 3’3 848, LaHann,Vet al.; i ssued January 15, 1985;
u. S Pat ent 4, 460, 09¢, lter, et aI , issued July 17, 1984; European
Pat entg Appl i cati on D6 eV ckvvalter, et al., published January 5, 1983;
U S. Patent 4,532, 139, Janusz et -al., issued July 10 30, 1985; U. S

Pat ent 4NQMR-ﬁﬁﬁ’oethJ)@Pmmo@bheWIymetﬂmuﬁdyld%ﬁﬁt&r 1, NL@E2-aminbethoxyy3infathox-

4, 544, 66 Fphehydjrisethpl)-nanknyithiocarbaae; NI((42-amincdtholy)-3hbxyphéni)-métafiesetanylcatbaiat& 3 3,
LaHann, &it((442-amindethexyi8tmathonyphiepyl)imethy)-B&enyitHiscarbamsdte; Pat ent  SyeZedcatacaiyl)@2-

2, 168,58 7 dmintethoxgrdmethatyberizyicarpamiateihalirgdnelarbgtur®, 1986; Briti sh Pat ent

Speci fication 2,168,976, Loomans, et .al., published July 2, 1986; British
Pat.ent - Speci fication 2,168,975, Janusz, et .al., published July 2, 1986;

~ European Patent Application Publication No. 149,545, Brand, published July
24, 1985; U.S. Patent 15 4,599,342, LaHann, issued July 8, 1986; European
PatentssAppI i cation Publication No. 187,009, Janusz, et al., published July
9, 1986; and European Patent Application Publication No. 206, 609, Bernan,
et al., published Decenber 30, 1986; the disclosure of all these patent
specifications and articles being incor- porated herein by reference in
their entirety. Certain of these tests for pharrracol ogi cal activity are-

.al so _ 12



‘described in nore detail in the Exanples provided hereinafter. 20 As
not ed' her ei nbefore, capsaicin and a wide variety of other substituted
phenyl conpounds are known to havep®@skgerBe and/or anti-inflanmmatory
aCtivity. Typically, however, these conpounds are very difficult to

frormul ate and dose due to insotubility in water. Attenpts to | nprove water
solubility for these types of conpo ds, for exanple by -addi ng certain
hydrophi | i ¢ substituents o 2 hett ring, resylts_in compounds which are
not efficacious. Surg NOW&'éIz)Qt he bet Et&l’“ -substltut ed
phenyl corrpounds of #Qe 25 pr esent inventj Q% ich are chemcally very
similar® to non-eff ous conpounds havi nS’ y&ophl lic substituents) are
substantial ly vvate ble and are efficgaCi ous¥as anal gesi ¢ and/ or
anti-inflammtory agw At SAM3 addi tion, F‘atl ve to, the previously di scl osed
capsai ci noi d and phegyCigétiaidg corrpounds whi ch have denonstrated

anal gegj c and/or anti-inflammatory activity, the conpougds of the present
invention are substantially nore water soluble, are nore efficacious and/or
nore pot eRiezRRtabidcemt)Ar2-ymindetbxyRe-ieiibybehkyfiocatbamats;al | Y N-odtayi-R{2miReRdRH-3- Y

| ess iri t mbthdxgbenyicalbamate; The N-cuapREiSmindetiokd-3 RiombybénzyiiRiceidamats; ar enjgu-gpar ed
f r om r eadarhiyoetiu:a-8-asthexy by metly-N'-Beotadegangiurdateding thd sviscttre pr epar ati on of
the present conpounds, and starting materials for the preparation of the
present conpounds, are descpilyed in U S. Pa 3§33, 958, LaHann, issued
February 2, 1982; U. SRipMrat-M ~Lo8, gl’fl'l ssded December 9, 1980:
Kur opean Patent App 'tlon 0089710, La , et al., 35 published
Sapt.enmber 28, 1983 Pat ent 4, 401, 863, Buckwalter, et al., issued
August 30, 1983; => %&4 424, 205. LaHann, et al., issued January 31,
1984; U.S. Patent 4,%43,4 uckwalter et al., issued April 17, 1984,

U S. Patent 4,493, 849%%# ®t al., |ssued January 15, 1985; U. S. Patent
4,460, 602, Buckwalter, et al., issued July 17, 1984; European Patent

Pt ent @%@E@ﬁ@g@aﬁﬁé“mﬁ“‘g gl g YU o onia 1S

4,544, 668 Janusz, ﬂ al . 3 |ssued COct ober 1, 1985; U. S Patent :

4,544,669, LaHann, et I : ,| |9 ued er 1, 1%ﬁ ),E,H‘; Pat ent 4, 564, 633,
nn, et al., i ssud§tuai a'r @é@ QZE(Sh t’ ent Specification

2,168, 94, Loomans, AN\l ., publ i shed Jul «1986; British Patent

Speci fication 2,168,

@a, Loomans, et al.,Mpublished July 2, 1986; British
Pat ent Specificati o8 8ﬁ 75, Janusz, et al., published July 2, 1986;
Eur opean Patent Appl | P.Egl i cation No. 149,545, published July 24,
1985; U.S. -Patent 4,599, L ¥ ARann, issued July 8, 1988; ‘45 Eur opean
Pat ent 3Appl i cation Publicati on No. 187,009, Janusz. et al., published July
9, 1986; and European Patent plicatipn Publication No. 206, 609, Bernan,
et al., pliean re?eue%methoxwenﬂ)wv'Wn@nenvyeﬁowﬁe@-amm osthoxylfraethopyabenyly
sheo fi ca'E"F'BWsN BePaAhioeR; ;)Hr((ﬁ‘l‘ Sginpaiheyi3-f9 "?"ﬁ';'@?\@ﬁ@é‘yp' mgv'weaem N

Repr esent 5’?[‘?73{' }:é’; therryghenyliypet rll\'( ﬂ‘é@\yw"ﬁﬁ i Rutializachpptabis flts an
R o T e, hgn&%wn% RS GREREEL | O
typically gg Ps- t ﬁ- (4-@:methyl-2-

&ﬁsa TRV el

phar maceukﬂmﬁ %ﬂ?ﬂéﬂh&y&éﬁyn et REM-( =
0. 0001% = gth f)%e DhbiriyR-2% By r Om N Iﬁ)(%mlnoethoxy)-s-methox-
Phar mage ujyng l:étarae&epN%&h@:mram.@sth&ﬁa-meu&oaypad%&dmet 0 N-ReRitiHoByebt-i cal
agent  as GReky)-BarthBepRInPPRERDZ-ottBdceHaMidBR.C € UN-Add-arhiRd P Eitiokyetiosy)-0imetnte
present i yphedd)inthypeSedtidecbhinyide; @iitothe prardacBltiddlipraceptibleSaltd Yndaaiiddp tRRbLE Most
carrier. gisferrddetompoliias rofaee plesent d@entigh- ae CR4-@kaminoéthdxy }-rhéthoxgpheny-apthilpeBi n,
means oneoatadecsdantide; DIPZrbtdabenng)d-2dminbethaxg)ts-nbtiokyphenylacktdmidan Ng(4¢@-aminoethoxy)-
‘encaps as-metyogrHesihematieyd-nodanankiden arel tisa phreriataptidatiy-aceaptableisaits raad anuidesttiereaf. hunman
or | ower anilnmerter T determinerand 4ssess FhErmRcdRieal laRiivity Restingoofhese lobregoyundg dn eniraals is
herei n, neayied outisng variouasARYS eown do these skiled fhthe arh Thust dnelgesi may bolestechineg
capabl e oP”"ES‘é‘P’mg“!?é?n?\'Fm # 1Be) acatyicholing, andRbagylyinene srodels in mire dherflandatBelifeimedel and

Wwith eac h'"dﬂtﬁeﬂ" tqenhoé:plﬁt&mfép rgn&% ﬂnd rats. The anti-inflammatory activity of the compounds can be
55 conveniently demonstrated using an assay designed to test the ability of these compounds to antagonize

the local edema which is characteristic of the inflammatory response. Examples of such known tests include
the carrageenan rat edema test, the oxazolone-induced inflamed mouse ear test, and the arachidonic acid-
induced inflamed mouse ear test. Another useful art-known test is the adjuvant arthritis test.
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‘that .there is no interaction which would substantially reduce the
pharmaceutical efficacy of the pharmaceuti- cal conposition under ordinary
use situations. Pharmaceutical | ysmgogpigdae carriers nust, of course, be of
5+ sufficiently high purity and sufficiently low toxicity to render them
suitable for admnistration to the human or | ower ani mal being treated.
Sone exanpThese afd atheb snprondale tepll ifar Ipharmarological ectivity grehdisdpaercand/iocafelred tadr 838t abl e
carri er Patepet.3 388 @Hsmhswé F¢h§@t¥cﬁs é932-g‘falﬁ'50§e' Seieince, 206 PRAB148H([1 PR danesech as

corn st &t alh Naymn-Sehmiadpbery's-Areh P Phaspacpl, Vels$ 1 cipe26851288 (1880): \‘/"a'F‘?'\?bﬂ _L'f.ubﬂ.%

sodi um c‘@f‘tﬁ?x : ‘H 140(@7%”@383*9'&4@9?@5 ‘ﬁ?%s'iﬁ”e B?"P'EIPQS gan P er ed
trag 1aéa :catI? ta pul-t)l ee .Se| 1 @t

cal ci um Hgﬁ“% é d A géﬁ sued ame

oil, ol I e erS atent 8 alter é'% uro %tﬁ lg:tu ene '

glycol, Salter, %E Ilshe 198 %%5?‘

al gi nj,c 3BC+ myrpqgm eta 5B &a% 254 :Lu , et

sol utiong;; S8f Bt I-’ﬁ tt@és B&Q}ﬁh 91663 aﬁJaﬁf 145%‘89 Qﬁs

Tweens| eépfaj iication 2¥8bb742BoctaRelot RO 'butSliQﬁ(eHCJuGOﬁRQésl fitfh ﬁtsﬁ:@&&'ﬁtw\vl%el 897%

phar mac adbhang) et falO EBHLRY LSS 19é6é§ﬁtuhm§at@1996&|ﬁca&6wb 160\575] SennkzSet 412 pub‘ﬁélﬁ& Juhp
sodi um | Aygss Emw:b rodafont Asplicatidnl PuBiatioR NG 1408452 BRAd, eubnérleawav b4)gog50e 8! Patent
exci pisen, 99,3420 DdHahn, IGuedQRIFLSS 19861 BEuddpoanzPatent Appfidatien<Pubbioation, Noa N8F,009, Jamisxat | ves,
can al sal.ppubjished daly .9, ChE6e andCEUGPasn Pitent pppiicatios ®ulblicaian Nadelies09; cBereandetodf | ves
(e g., NSHishedtr Degembep aD.n1986; | theedisjosura St hibthese| mteatndpsdificativys brel ardivisls weliegl incor- t he
pvar mac enatated dieteln- byaretorenteain | twir caatirety cPorthip rof theee fests foh eharmarplogicdl pdivity aé alshe
resent deppyibactin mare dted indherprhales pravidedhemiafierocal anaest hetics may be
\‘r ugfed i naipd hereinbeierecagpsaisiniand e yide apsiety(of eihQ!éF'?sF"é?d e@"y COm%We Mewbhol ;
_ Novoc ai e @'Pral: igesig ang/pr pati-iaft a*Wr‘PF@V“éth'PE@'YdP‘"a"e tabl e
ccarrier t? "B'él %Q’é’ddqs?\d't',"o'ﬁ' ity waer ‘tﬁe"(?f"“ "H’éf

i nvent i n{sﬁ th u'HQjI r sglg e ounds
adm H%St VGE r?n re C mﬁ;;gé‘ HI) ?% cg‘ ou avi g
prese t %fs\{l uent ) ar Ily g ag e¥| |ou na eri r anF?Jl
1 ?:ii%m%*ﬁé R s s ;"é :
' hafg-del e o ti

about 4. ¢ Silnka mr@ﬁﬂy a\'ecl‘%rb %ﬁ@&: ﬁ\o&aﬂo{ehteﬂaﬁlcm&ﬁ( v;hQP h&iﬁ’ustered

appl i gAatdp ah@g,gldg@,atl Bss8ritdtiy tolilinf OF use | n creans, gels, tapes and the
like; . and TR coripdlndGtnd i pidsbrit tinvention sl N&ﬁrehhﬁbﬁ\ereﬁdﬂy hﬁﬂhbfeqaat&rahl Pdchniquasl
: capsul esusefliner {hB roparamtdf Gl prifseAtCEonpbumbs, Gind 3taftihg imaRRAgN @Y & prépaflich bfNKd | ON
W t h t hepreseMiaorgbdadspdre téserijad @ik 8.t Patefit/4318,058) LaHann,) s&wbd Fbbraant 2 NO&2 UISaPatann

suf fi ci et@38,605, Plelsen, dsual Pecacberca| 1980; zZEurdpeand Patant) Applicktiad i0088710, paHahheet34).,

phar neec euiblishesll $optemberc?® a983p USaPatont 401,668, Buskwelter, atea)., issueth August 80, 08830 UB t 0
99. 9999 Ptent4.404 2¢fn LaHafn, ehal. iséued danc@y 81, 0834; USnPratet 4443423, Blickwaiter, pt & siesubd

i nvent i oipril i 4984 HIS Patent 98,045 Lalianm eh 9ig Jsspedadaruand 3%, 198% UL Hetegt 4468.A927/5% t o
9@999%UCWF%IGt 8k ingpad July &84 Baronear Patenteniipatien Q9P8Sen Bugiwaltos et al;, puplisheq on

pr €éSent 4awa rPaP??ac‘é tPaEa‘l4§,3 éﬁnvﬁzm@' HfévﬂleH'yé?Pé%ieH& 4'1514<9ﬁ§ fa%i to

10 g. ‘“’Pr% "br 1 ed
35 are 1" " put 1
err] td "t’s ,§ il 1439 {e;t.o.vsefu'
in thi s ch
' “Cor%or tane fc% Eb ﬁgﬁgﬂéo

I'SS H::% on-Public:
' SSUEd Jail”tHéE Yoatdrt: s g%lon ng TrebrBéth 4 fye ﬁepr&%ntﬁ ®
| ssued ARédediurebdor ;:%@"zm podrat 6¥ke ﬁ\r&ent’finvér& §4§row&éﬂfﬁ3|@iﬂafteﬁ‘t al, iissued
January 40Theldompdunetor tnﬁemésaﬁteﬁvtamfoh WRIcH RbABFHEE kbrh 0D0000% P 959% by nagmfof thée
presest phavaciioan camgsifiin® \of ARl preSerit litverlktism Ngréierabiy diomi 0,600t BI to 50%, and most
Phar mac epéferatiy from @@ooeptadi%e carriers suitable for the preparation of unit
dosage forns for oral adm n- istration and injection, and dosage fornms for
t opi cal ﬂemacwmallmcmlemrrbt known in the art. Their selection will depend
on secondary considerations |ike taste, cost, and/or ‘shelf stability, which
are nt cr Intadgiign tp B pharmacesticalagert g8 dascgied !‘ﬁ@“ﬁ?f%ﬁs mwhmwmcal@nmm&wwsean be
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50

Various oral dosage forms can be used, including such solid forms as tablets, capsules, granules, bulk

- powders and micro-capsules of the drug. These oral forms comprise a safe and effective amount, usually at
least 5%, and preferably from 25% fo 50% of the compound of the present invention. Tablets can be

compressed, enteric-coated, sugar-coated or film-coated containing suitable binders, lubricants, surfactants,

s5 diluents, disintegrating agents, coloring agents, flavoring agents, preservatives, flow-inducing agents, and
-melting agents. Liquid oral dosage forms include aqueous and nonaqueous solutions, emulsions, suspen-
sions, solutions and/or suspensions reconstituted from non-effervescent granules, containing suitable
solvents, preservatives, emulsifying agents, suspending agents, diluents; sweeteners, melting agents,
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: 50 h. Fatty acids having 9 to 22 carbon atoms. Suitable examples include pelargonic, lfauric, myrlstlc
palmitic, stearic, |sostear|c hydroxystearic, oleic, linoleic, ricinoleic, arachidonic, behemc and erucic
acids.

i. Fatty alcohols having 10 to 22 carbon atoms. Lauryl, myristyl, cetyl, hexadecyl, stearyl, isostearyl,

hydroxystearyl, oleyl, ricinoleyl, behenyl, erucyl, and 2-octyl dodecyl alcohols are examples of satisfac-
§5 tory fatty alcohols.

j. Fatty alcohol ethers. Ethoxylated fatty alcohols of 10 to 20 carbon atoms include the lauryl, cetyl,

stearyl, isostearyl, oleyl, and cholesterol alcohols having attached thereto from 1 to 50 ehtylene oxide

groups or.1 to 50 propylene groups, or a mixture thereof.
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L2 Creams
56
.Compositions of this invention also can be formulated in a cream form. The creams comprise an
effective amount (preferably from 0.1 % to 10%) of the compound of the present invention; from 5% to 50%,
preferably from 10% to 25%, of an emollient; the balance being water. The emollients above described can
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rati o a<ssdexpattisedof the attending physician and commensurate with a reasonable benefitirisk ratio associated
with the use of any drug compound. In addition, lower dosages will be utilized when only local analgesia is
. desired, whereas higher dosages will be utilized when general analgesia is desired. The injectable dosages
"~ 85 and dosage ranges given herein are based on delivery of the compound of the present invention to a 70 kg
human and can be adjusted to provide equivalent dosages for patients of different body weights.
Methods and materials for manufacturing injectables can be found in Remington's Pharmaceuitical
Scnenoes 17ed., 1985, Chapter 85, p. 1518 the disclosures of whuch are incorporated herein by reference
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‘with-the use of any drug conpound. In addition, |ower dosages will be
utilized when only local analgesia is desired, whereas higher dosages will
be utilized when general anal gesi gpigs §§J,r gd. The injectabl e dosages 55
and dosage ranges given herein are based on delivery of the conpound of the
present invention to a 70 kg human and can be adjusted to provide
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anal gesia (either general analgesia or |ocal analgesia) in humans or |ower
ani mal s through adm ni stering, to the human or | ower animal in need of such
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*2 deosage form such as an aqueous or nonaqueous sol ution, enulsion, or
suspensi on. The anount of the conpound i ngested depends upon the

bi oavai |l abili'ty of the conpound f igprgsgei2emal phar maceuti cal conposition.
Typi cal |y, however, the conpounds of the present invention are dosed in an
anmount of from 0.1 ng/ kg of body weight to 500 ng/kg, and preferably from1l
to 100 ng/ kg (afa pherglcomepuntt havingthe stwpbtmt of t he phar naceuti cal conposi tion
depends upon the percent of conmpound within its 25 forrmula, which is a
“function of the anpunt of the corrpou;crd reqtq_fg per dose, its stability,
rel'ease characteristics and ot her ph P F' paranmeters. Cenerally, the
oral phirnmaceutical composition shoul g prise from5%to 50% of the
~conpound of the present invention. The erred nmethod of injectable
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cost. 56 a) Azide Reduction Synthesis Method This novel nethod for
prepari ng .bet a- am noet hoxy-substituted phenyl conmpounds of the present
inventi on provides a | ow S‘i an igh yield route to obtaining these
- rrpounds This method co sWshs% t he steps of; (1) reactlng, to forma
beta- hal oet hoxy phenyl co nd' 20 EP O 2821'1 W-\e (& a phenol
conpoun having the struc 5 10 wherein: th noiety is selected
fromthe group consisting E(O)NH——QS)NH— r] -NHC(O)O-,
-NHO(S) O, - NHC(O) NH- and JﬁlHC(S) NH-wherei n eith R bond of the
WX nmoiety is bonded&m-‘ﬁegg.:@,ety and the re giﬁon is attached to
the bengyl carbon atom Zis )

. .'-x" ‘ ey x-k
(-s'—_. ,
_ | WOl a
o ot capii, T dedenen,

_The phenol starting materials for this synthesis method are known compounds disclosed, for example,

55 in the references incorporated hereinbefore by reference. The vicinal dihalides, - particularly vicinal
dibromides (e.g., 1,2-dibromosthane), are known compounds which are either commercially available or
readily synthesized by art-known methods such as are disclosed, for example, in Morrison and Boyd,
Organic_Chemistry, Third Edition (Allyn and Bacon, Inc., Boston; 1973) pp. 186-137 and pp. 197-199, the-
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‘sel ected fromthe group consisting of hydrogen, hydroxy, and nmethoxy; R is
an al'kyl group having 15 from6 to 24 carbon atons; R is selected from

. the group consisting of hydrogengp bypg2 e2yB1al kyl esters of hydroxy having
‘from1l to 5 carbon atons, al kyl having from1l to 5 carbons atons, and

al koxy having from1 to 5 carbon atons; and (b) a vicinal dihali de havi ng a
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subst it '@ c}mpawgﬁbg e genees ﬁT"WF ring 25 having from3 to 7 carbon

atons in the ring; followed by (,2) reacting the beta-hal oethoxy phenyl
conpound with an azide salt (e.R.~ CBodwskagi de; potassium azide) to forma

bet a- azi doet hoxy phenyl conmpound,_AQl | owed by (3) reducing the azido noiety
to an,amno noiety to formthe Ke qm noet hoxy phenyl conpound. '
Preferably, this method conprise : iveps of (1) reacting the phenol .
compound with a vicinal 30 di bromMe h the structure [err] to forma
bet a- br onoet hoxy phenyl conpound; Qe ?yb( 2) reacting the

bet a- br onoet hoxy phenyl conmpound with de salt to forma

bet a- @zi doet hoxy phenyl conpound; foll ovved by (3) reducing the azido noiety
to an arwhesinnibe WY majelylis sefected fron the gopmeanising ot -QO)NH -GISINHORP)PHE FYHC(O)-
conpound?- THICE)Prr BINSINI and INHE(HNH berein eitheravaitabie bpnd:df the W-X moiaty is bepdadité on
gener al | e Rimaistw ang thelramgining koRdl jscpttacbedttojtharpegzyheathon atoem; MF ﬁ;m!ﬁ] trgrethe Progm The

phenol  sToaTitinghef halagas ancytNg: £ i§ seleqipdrom thy greup @?%%M&V%‘?Qé“ el s

di scl ey s ?’b '\?V'“QSEW“ 6nt°t2r‘7’ carbop @jomsc B |s P'ﬁt%grﬁ'éﬂ é?“ﬁ'ﬁ@ (?F

referenc’]é’[J dal ”EY& V‘? |f"8 Ia?°| ?

1, 2- di bi$B '
ar tO d

a0l f.?uteg 3 ﬁ%%% i ‘k" «’am 57@ W ed 2:

Edi tion f bé' '—%r%ﬂa‘éﬁl ’for% 1Fr{red y 199

the 21 bem ihg W-RHéIn§ sC N énﬁ ﬁélﬁg brgr‘ﬁﬂé Bpfl‘@t ﬁgpr&@ﬁtﬁ

referenc&mb&nQMéaes@ﬁyearnqﬁeyExa ggﬂé?eﬁ,a his method to synthesize corrpounds
O the present invention is described rmre fully in the Exanples

her ei pAf 6)@hthaiifkte SpRtRBRMeto@vent i on further relates to the novel

bet ahal oef hoxy phenyl conpounds and beta- azi doet hoxy phenyl conpounds

whi ch are WmseinoNel imathed Mardpregacisy beta-arhinaethexyrsubetitiied ptieyh @cnpoliiiase thel lpeksért ut ed.
s phenyihvestonpowidelsa low\cost tahe: higleyield adutesto pbigibiny these KOmgdhindsh Thisinethod domphseX

noi ety itededsebt ed fromthe group consisting of -C(ONH, -C[SNH+, [err],

- NHC( @) - (1) reactiqpiCto By a beta-hpleefhoyyNpenvherpodlIC( S) NH- wher ei n ei t her- avai | abl e
bond of the(%weﬁﬂlcéﬂgﬂuﬁ‘%halﬁ%@é&%fet he R noiety and the remaining bond is
attached to the benzyl carbon atom A i s sel ect ed fromthe group consisting
of(_hal ogen and -N3; Z is selected &r-o +ive~ ¥+8up consisting of hydrogen,
hydro>§oy, and net hoxy;

1
o

45 wherein: the W-X moiety is selected from the group consisting of -C(O)NH-, -C(S)NH-, -S(0)2NH-,
-NHC(0)O-, -NHC(S)O-, -NHC(O)NH- and -NHC(S)NH-wherein either available bond of the W-X -
moiety is bonded to the R moiety and the remaining bond is attached to the benzyl carbon atom; Z is
selected from the group consisting of hydrogen, hydroxy, and methoxy; R is an alkyl group having
from 6 to 24 carbon atoms; R' is selected from the group consisting of hydrogen, hydroxy, alkyl

50 osters of hydroxy having from 1 to 5 carbon atoms, and alkoxy having from 1 to 5 carbon atoms; and
(b) a vicinal dihalide havmg the structure:

X- CH"’zCRzz-X
55 wherein: X is halogen; and each R? is independently selected from hydrogen, halogen, unsubstituted
or substituted alkyl having from 1 to 5 carbon atoms, substituted or unsubstituted aryl, and

carboxylate, or two R2 moieties are covalently bonded to form a substituted or unsubstituted alkyl ring
having from 3 to 7 carbon atoms in the ring; followed by :
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20 ‘R«is an ai kyl group having from6 to 24 carbon atons; [err] is selected
fromthe group consisting of hydrogen, hydroxy, alkyl esters of hydroxy .
having from1l to 5 carbon atons, akybsderieg from1l to 5 carbon atons, and
al’koxy having from1 to 5 car bon atons; and each R2 is independently

sel ected from hydrogen, hal ogen, unsubst Ituted or substituted al kyl having
from1 to 52 etiogthebetrbalostarysahenyeastpound with 8 phibalimida seiide. arpytass-tamhthahmlde) to .
car boxyl atef°"bePfWBht['aé'F‘Pf°“T?m ehenyd sompoundefallpwpdbit | y bonded to hrm a
substituted %r‘eaQ'S‘QLﬂ‘% Bﬁ%?’l“ﬂh’t“@@“&&i"k onyl p‘h‘&‘?/ F”H'g “YWWP 40 fegnoye H‘Sr%‘B‘ﬁ"“él‘t’%rrs

th g9 °“39"V d
Ihgrel ﬁbé:‘g ';%'fb'ﬁ: 'SH%‘T ’E:g@%h‘gn %(a,% pl n'?i'g" T eo?’c n fr‘@ 3 5
[err] bei r?i? ’begm§ compod d wt &

brom ne or °x

her ei naf te&g % ,ﬁt °m: ,g,é ‘Q’E:E 8%‘ %1 nove 'E?bfr'!'p(l W"
preparipg ﬁtﬁefﬁmdn&%MJ&’sﬁH ¢ Inlo nﬁeaﬂasbmqmmu el ,,meespth@mmmg

i nventi on gQic@histiamed | OW cost and hi gh yield route to obtaining these
conpounds. This nethod conprises the steps of: 35 (1) reacting, to forma
bet a- hal oet hoxy phenyl conpound: (a) a phenol conpound having the
structure: 40 45 £ -avex-fhe WX noi erty sel-gftid fromthe group
consi stisng of -C(O NH, k. C(S)NH, -S(0)2NH, ﬁfd' - NHC( S) 0-,

-NHC(O) NH and - NHC( S) erein elther avai | bond of the WX noiety is

bonded to the R noi et he renal ni ng”bon tached to the benzyl
carbon atom Z is sele éé romt he graup cons st g hydrogen hydr oxy,
I

and met hoxy; R is an al group having from 6O n atons; [err] is
selecte¥® fromthe group consisting of hydrogen hydro , |al kyl 50

esters of hydroxy having from1l to 5 carbon at4ns, K having from1
to 5 carbon atons; and (b) a vicinal- dihalide Ravin S ture: [err]
55 wherein: X |s hal ogen; and each R2 i's ijndependent gy sel ected from
hydrogep, hal ogen ?‘B t|t it d or substitute® al kyI havPng from1 to 5
car bon atons, subs

substituted &yh’ @ rboxyl ate, or two R2
noi eti es are coval ent onded to forma su u d‘b unsubsti tuted al kyl

~ring having from3 t arbon atons in the r fol |l owed by 22 EP O
282 127 Bl (2) reactiny”’t bet ag‘ﬁa T hoxy hbcorrpou d with a
pht hal i i de salt (e.qg. pOtaSSI um lmill m de)

bet a- pht hal i m doet hox “c:,lo dnawe)ol | 0 C&3 he
bet a- pht hal i m doet hoxy phen)fl npound wi th hydrazine to r&m)ve t he

pht hal i m do group and formthe beta-am noet hoxy phenyl conmpound. 5
Preferably, this nmethod conprises the steps of " (1). reacting the phenol
conmpoun® wi t Firezphenok Sterting rodtesials fidr this $yathesisgmetied ase kngwn eampoiinds disclased, ffias example,
bet a- br ondetthioxsfergnises jncorpesptprh (harginbeafase |y sterange. (Thp vidinat: dihpliges, Hrarticularly vicinal
bet a- br orrd’éi’%‘?@? (rBre e 1dibFORYIPIRARRI 4R 'Q"?W’a?P"IPH'E"H&I‘"F"ﬁ'? ae %%ﬁ't“’!‘@efﬁ'ﬂWrﬁ"él'aU%Pé-

d Y a ﬁaﬂtaods SHF'] Eﬁ/\é"ﬂ fo Qrgison and Boyd,
PorR phi ) h%ﬁﬁwl Lo, %3’ f gh‘% ; ? L
prenyl Eor R TP ST Vel P e LAl Wl 11

Present | MV il Aol SNGAH hubinde Fod sw@aeﬁa%. Aha.mnﬁ s phiry] comt aywh.éhearrgl

[er ] useful intermediates in this synthesis method. These substituted phenyl compounds have the general
.structure: ' '

R ghewe gt

50 z
0~c,o.§-'ch -A

56 wherein: the W-X moiety is selected from the group conslstmg of aC(O)NH- -C{S)NH-, -8(0)z NH-, -NHC(O)-
O-, -NHC(S)O-, -NHC(O)NH- and -NHC(S)NH- wherein either available bond of the W-X moiety is bonded to
the R moisty and the remaining bond is attached to the benzyl carbon atom; A is selected from the group
consisting of halogen and phthalimide; Z is selected from the group consisting of hydrogen, hydroxy, and
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20 25 0 30 35 The phenol starting materials for this synthesis nmethod
are known conpounds di scl osed, for exanple, in the references incorporated
her ei nbef ore by reference. The viepig282 «driBitl i des, particul arly vicinal
di‘brom des (e.g., 1, 2-dibronoethane), are known conpounds which are either
- comrercially avallable or readily synthesized by art-known nethods such as
are di scmebew: Risgn syl é‘a""lgrmetﬁﬁ"lzéG?fb‘H‘rﬂP"Bo?ds s@‘:&&rﬁ’P’B thergsepp sensiing ofhj r d
~Edition N"‘Pg?'h hé(?fﬂ"VBQEE\(S ﬁs‘erP r?f: th"Bbé‘P‘(b‘}? fropy WﬂSW'%H"QQ%m idy 5199,

t he 40 d d(ﬂ"‘° ac‘f'ﬁg £ dently, Hf’Pﬁel r
entirety.” t°F18 'ﬂt fe g‘i 2ung, ['?f)t
"nven”f’ﬁ"s" ; fk}lrl vmg ﬁ"ﬁ?' °:§E.?§%.§'§? "S‘r

p } Sent
nvent! of g mfomsr me% %{;E ‘ﬂﬁ
comoundis 5” 2 b""ﬁ&' S el pa Beng ﬁ'?:"?ur E’S““ﬁ“"m Pebresp i

substi t ug ar&GHQH'BUJ‘ ihe@é(rﬁpl s reﬂ%ﬁr a
wher eip: the X noi ety is selected fromthe group consisting of C(O) NH-

- C(S) NH c)Azifrfind)Synthibdis MettliC( O) - 0-, -NHC(S) O, -NHC(O.NH and - NHC( S) NH-
wherein erther available bond of the W X noi ety s bonded to the R npoiety
and the remaisnaoug mevd o ppiriag Ibetd-ainmodtinzy-Ebstitutdd pldhY OddmPdURaY ofAthie Sprésehtect ed
f r om t he ingéntionprodies a sigh yiejd @hte tadttaiing tieesdal cqpipbimes. i The miethodZompriseEihe etbmschf:f r om

t he grieup @bmaitisg, torfoymaf nittpgeh-substituted lptermingsthoanphe®® compolirie: 0282 127 Bl

met hoxy; R i(® azhengl dogipound baving thenstrepprd:ir om 6 t o 24 carbon atons; [err] is
selected fromthe group consiting of hydrogen, hydroxy, alkyl esters of
hydroxy having from1l to 5 car%gn atons, al kyl having from1l to 5 carbon

&X

at gns, and al koxy having from c S tﬂrr'aXOmsR and each R2 is

i ndepéfdently sel ected from hydrog al ogen, unsubstituted or substituted
al kyl having from1l to 5 carbon at substituted or 5 wunsubstituted
aryl, and carboxylate, or two R2 reskare coval ently bonded to forma ..

substituted or unsubstituted al kyl r@g9 having from3 to 7 carbon atons in
the rijpg. The preferred W X, Z- R [err] groups are as described

her ei nbef OF Gynbraih: &QW—?%@}@Q&Q@&&J’P&W th :%ﬁgwm&ema%n%m Sloyii-Slsfingd, 1 s
- [err] bei ng .RNGIOREEINHCE)ELS -RIGCOTRHD QXY -NI(SINRSINGSIn - dith ble BBRH &Y 161 WS

broni ne or pkYidRAb bsde®to 1R MBIEH Rhdithe FeméMing B5HA0Y AtEshed I IRREA LdARA alohh; £ RE
Exanpl es hersebdiaf i the Lbu kéusistirigtht Rpdrégsi I ays arlderhéiktsly; Fisen ARYIQFoupBiniigd f or .
preparssng beiom-60i2m eg&bdnCatomss aaH! iid déle€18d RénE M IgrodP BINSISRG Bf Kkirohére hjak R, kil

I nventi on presteis@esydenhaying yrore lt do § cation atoms,Glikyichiaviag T 1116 Searbangi@ns)shal. alkditye

met hod conprhadressiromticto Stearpen adms; 15 (1) reacting, to forma

ni t r ogen- sulisitan aziiding compaundimeving the uetprepheny|l conpound: (a) a phenol

conpound having the structure: [err] 20 25 wherein: the WX noiety is

sel ect’®d fromthe group consisti ng of C(O) NH, -C(SHSNH, -S(0)2NH,

U % VoY

wherein each R? is independently selected from hydrogen, halogen, unsubstituted or substituted alkyl
having from 1 to 5 carbon atoms, substituted or unsubstituted aryl, and carboxylate, or two R?
moieties are covalently bonded to form a substituted or unsubstituted alkyl ring having from 3 to 7
45 carbon. atoms in the ring; followed by -
(2) reducing the nitrogen substituent off of the nitrogen-substituted beta-aminoethoxy phenyl compound
to form the beta-aminoethoxy phenyt compound.
Preferably, this method comprises the steps of: (1) reacting the phenol compound as its phenolic anion
with the aziridine compound; followed by (2) reducing the nitrogen substituent off of the nitrogen-substituted
50 beta-aminoethoxy phenyl compound with sodium metal in liquid ammonia.
This preferred aziridine synthesis method of the present invention generally involves the followmg
reaction scheme

55
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“NHC(0)0-, -NHC(S) O, -NHC(O NH and - NHC(S) NH-wherein either avail able
bhond of the WX noiety is bonded to the R nbiety and the remaining bond is
attached to the benzyl carbon at omePD 282 t2ZIBict ed from the group consisting

of “hydrogen, hydroxy, and methoxy; Ris an alkyl group having 30 from
6 to 24 carbon atonps; and [err] is selected fromthe group consisting of
hydr ogen, hydroxy R @Hky=-%sifrs of hydroxy havi ng from 1 to 5 carbon atons,
al kyl having from 5 carbon atoms, and al koxy Qeﬁ‘rwﬁ'(ﬂn 1 to 5 carbon
atons; (b) an azi e conmpound havi ng the struct : 35 40 wherein each
R2 is i ngependent cted from hydrogen, hal og nsubstituted or
substituted al kyl froml to 5 carbon atons) spituted or

unsubstituted aryl, gld carboxylate, or two R2 noi effes®are covalently
bonded to forma sub ituted or unsubstituted al kylord(?gc Wwe from3 to 7
45 . car bon atoms_‘#n the ring; =roromee=tY (2) reducing tHe nitrogen
substituent off of the nitrogen-substituted beta-am noet He s/ Ssteny|
conpound to formthe bet a- a noet hoxy phenyl conpound. Pref bly, this

nmet hod conpri ses tm eps reactl ng the phenol co as its
phenolic anion wt e ound foll owed by (2 ucing the
nitrogen substitu trogen substltuted 0 bet m noet hoxy

phenyl cdé&npound wi 'sodl um rret aI in liquid anmoni a. Bhis prei®erred
~aziridine synthesis nethod of the present invention p&{ﬁ y involves the
foll owi ng reaction schene: 55 24  EP 0 282 127 Bl [4rr 310 [err] 20 25
TRes phenol conpounds which are the starting material sWor the aziridine
serbeS| s method are readily 30 synthesized by arteknown xmswods as
descri béd hereinbefore. The aziridine conpounds R SHzhtn ynt hesi zed by.
art - known ‘net hods, for exanple, as described in N Advanced Organic
Chem stry, 3rd Edition (J. Wley & Sons, New Yor 485), p. 325; and are
readily converted to the N-(para-tol uenesul - fon / ig i
sinmpl e rgaction of the aziridine with para-tol uenedul fonyl chloride. The
use of this nmethod to synthesize representative co ERQfVNRe present
invention is described nore fully in the 35 Exanpl es rei lafter. The
foll owi ng Exanpl es further describe and denonstrate the preferred

odi ment s viih Iphenot doempamaehichl ard the sfarting Matbridls Torethd az0idine SytheiX MmBIAbESTe ddadily
gi ven scb elsynthiesizedt bye agrisropo Sesttwlis iab | desdribetit hepeinbefdtel The rapiadinet tontpolnd@ Cire) ggadir €
in C 40 B¥&esred by afynmwnawsthodsy for example, as described in March, Advanced Organic Chemistry, 3rd
N- ((4- ( 2- affitireihWiley)& SonseNévo Xerks HEBE) . 38%: tahd) brp -rerdihacrmveirteie tostBe Nf(para-thluenesul-

fonyl)-aziridine compound by simple reaction of the aziridine with para-toluenesuifonyl chloride. The use of

) this method to synthesize representatlve compounds of the present invention is described more fully in the
35 Examples hereinafter.

The following Examples further describe and demonstrate the preferred embodiments within the scope

of the present invention. The Examples are given solely for the purpose of illustration. All temperature
readmgs are in *C.

40 EXAMPLE |

Synthesis of N-((4-(2-aminoethoxy)-a-methoxyphenyl)-methyl)-nonanamide

. e :
EHa- N=C-(Ciz)4Che h e.a'a—a': -g-ten.),cu:
s
50 Y oy ) B CNsChyNHC()cFy LD
’ ’) M“ ouﬂa NH 2

55 . _
To a flame dried 5L, 3 neck, round bottom flask is added N-vanillyinonanamide (20.9 g; 71.3 millimole;
which is disclosed in U.S. Patent 4,313,958, to LaHann, issued February 2, 1982, incorporated by reference
in its entirety herein), hexamethylphosphoramide (49.65 mL) and 2830 mL of dimethylformamide. After
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To a flanme dried 5L, 3 neck, round bottomflask is added

N-vani I'l yl nonananide (20.9 g; 71.3 nmillinmole; which is discl osed in U S
Pat ent 4,313,958, to LaHann, issu&8OR8@ri@aBy 2, 1982, incorporated by
reference inits entl rety herei n) hexarret hyl phosphoram de (49.65 nl) and

2830 nmL of, dj neth ormam de. EP 282 127 Bl di ssol ving

room terrpg 88 'l']? ét Wﬁn"f"ﬂ’d?ec 'rsf"'ﬂ 'él@st?’h‘?ﬂt?"é? ﬂzatﬂj?ﬂ%i @@'"PEB'S
249.7 m| s"f" 5 ré{ﬁ " gﬁﬁ;F‘ “ﬂfgﬁc 5ml"lm°le) in”
(N-tri Tl ugh hO&)ﬁtﬁ T B ST AR r?ﬁafea.? "'%. Eéar "qfi’ ra% Do
of dm:-\sthﬁ'g[p| et hd:? ; y(iﬁvuc

M Xture dgskina@l 9 &Ze‘l'w el Frh U&U&tﬁ?o ﬁaw.sda‘ {ﬁ% ) Sheeai s

t hen heat ﬁ&hé@su[:&édﬁ\]elylmh 2l Qi b o3 Acrf £k 4 L 44! ahd 5 Eb s‘élﬂéaféﬁs iu éhrE'?idét I'S
al | owed t oneCeaidk lajed is’ dﬁ%\kﬁﬂ%ﬁﬁfﬁ“&ﬁm dfiCovhRRtel P8 whito sbikd! Fhe!whitd %ﬂproduct is
concent r ateblstiliRodifrohd bttiéRo Pbid ANEH i thebdeSited pridlitt Nyl M rifivoRda Sthoxy)-3-
concentrs amadommnyummys-naiahanﬁcﬁdyuémam w th diethyl ether and washed
successi vel yhaviNe(#-(2(N-triludroacdtylPantinobihdoi-3-mé@hoky-hehylffethWihddinamae 1B 0g)k. df

sat ur at edsaived inu490 el af eihaiel, aid128.2mb et 2.5 Alysdium yditideds suded. THE pacHBA I$MBiTed & at e
and evaporoem dempetatuge fnh? theurss gridi thien dilbted with 2 & of evhaterd Titr el mivgurd BoaxyRted with zed
from et hepthyl @cejate [40x 309, o). gpddhie ethyh achtate exirdctyp are ambined, washed with saturated sodium

N- ((4- (- fl]lqudq g drigd oves @ehy ys. Seim @@[a‘qoﬂy)etml acglg@e solution is concenirated to yield 7.7g

met hoxyph® | p"?‘?é‘i"% £h is Ryifedhasfeligws: (yi el d 3290 The

N- ((4-(2- i iyed '&ﬁ? ﬁ‘ @t ‘f'ﬂﬁ'ia '°f3 °Wbi"ﬁ'd9@99dp?ﬂ§°rﬂ/§")°ﬁﬂ9'wy!")m Adhanam
i le. (10 0 y 'ST gut “6% chlorgfprn dl Spand eq\|
SO(Ly % lIS Ien e Sﬂ it lilt?l ‘

0 whi
gx?:‘)g(r:tse oy 4t &%}(klg al.)n‘é" d{ho I;eg t r}?::th n? gﬂé j% )atr%p Of htet S
are conblygd(m.,\w &D )&sﬁ Eg g Uhe %; I"or i dé BIuk: é%x(%'i'/ga

anhydr ous SQQHIH@MW{hB &bRpourd' R- oﬁpl ydr@%rﬁ&tﬁo el I mids G§ ngéld’%%g g0
yi el d % 7@péah Fa@ht AbpicafichPubiiitionCRo. ! 206,508 Is&ﬁrﬁxfi %{aaf gf M}% I%QdUCt
I's di ssol sissbsirés of Whibh-ar incopdrdiddHaleil !S?}frﬁérﬁilc@r\'dthélpﬁld 26 Qﬂtugn@suﬁét i8] tShme

col umm.  Tihethatiol ad Mairdctde Ihekeibbions) e IcompbaRd] RIS a@CoryBR (d-aitdethor)-3-RedhO 0

of chl or ofpbenylacatehidetie p@pasan tH NMR @GDXIRr0cbe@H, ] Nes ®Pk, 1AM, 1.35 {s)u), -2 @l awy, t h
11560 L~ 03.0-82%(gl, ¥idN3.5 (si 2,188 (< OM 405N, 128), 5.25.6 (o abiy, BIODPBAG(ris 3HRL hyl am ne 2%
20 anek net hanol 5% This second eluant is collected, concentrated, and
then dried to yield 6.86 g of white solid product

N- ( (4- (2-am no- et hoxy) - 3- met hoxyphenyl ) - met hyl ) - nonanan1de (yleld 8899 .

mp. = 118- [err] [err] 0.97 (3H t), 1.2-2.0 (14H m, 2.25 (2H, t), 3.17
( 2H, té 3.9 (3H, s), 4.15 (2H, t), 4.45 (2H, d), 6.0 (1 H nm, 6.85 (3H,

br s, ﬁonatic). Starting with the conpound

N- ol eyl - 4- hydr oxy- 3- net hoxy- phenyl acet am de (which is disclosed in Eu- 25
ropean Patent Application Publication No. 206,609, .Berman et al., published
Degenber 30, 1986, the disclosures of which are i ncorporated herein by
referegce in their entirety) and using substantially the same nethod as

di rected herei nbefore, the conpound

N- (9Z- oct adecenyl ) - 4- ( 2- am noet hoxy) 3- met hox- yphenylacetan1de I s prepared.
[err]: 0.9 (3H t), 1.25 (br s, 24H), 1.75 (s, 2H), 1.8-2.1 (m 4H),
3.0-3.25 (m 4H), 3.5 (s, 2H), 3.85 (s, 3H), 4.05 (t, 2H), 5.2-5.6 (m 3H),
6.9 ppm (br s, 3H). 30 35 40 45 50 55 26 . o

50
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ER0282127B1 EXAMPLE || Synt hesi s of

N-((4-(2-am noet hoxy) - 3- net hoxyphenyl ) - met hyl ) - 9Z- oct adecenam de by the
Azi de Reduction Method 5 [err] 10 Ep028212f@tr] 30

[err] (&) Synthesis of

N-((4-(2-bromet hoxy) - 3- net hoxyphenyl ) - net hyl ) 9Z- oct adecenami de: 35
N-vani | |yl EXAMRHE]L (100 gm 0.24 rmole; which is prepared as described in

U S. Patent 4, 493 el . | ; -

1, 2- dlbronéégﬁl__ N33 ingethoya-Detoyphesylmeny ) zrocatocenaride by ind Azida Ba
hydroxid; °%1) are conblned ina 2 L flask eqU|pped with a thernDneter
mechani cal stirrer and reflux condenser, and the solution is heated to
[err]. The disappgargnce of startlng 40 material is nonitored by TLC (6%

acet one/ CH2Cl aa.pAf.tEar(aijv, react a!} %orrpl eted (typically after reacting
overnight), t ‘sol ution i3 [err] (500 m), washed three tines

W th watsgr ueous wa gs nre t hen conbi ned and extracted once with
CHC13 (250 he or gani ¢ phases are conbi ned, yaghed with -10% H3PO4 (250
m), saturateXy ef#3 (250 ), br then drige eurk %dfl|t§ The
volune is rededd to | ess than 500 vacugidY Sei® F‘g!?qn an " IC]UId

is then transferred to a 4-L f| &#CRylHer 4

) Yoling to >‘|mately
[err], [*®rr] (2L) is added and the flask is

ed.in an® ce baBh. A white

precipitate fornms and additional [err] is ad%ee# t@-Npke a vol une of 4 I|.
The thick anorphous solid is filtered, edﬁ\lellg‘fuﬁr] dried and used
(ppm: 6.8 (s, 3H),

Wit hout further % fication. M [err
LE

5.94m 1 H). (m 4H), 3.8 (s, 3H), 3.6 (t, 2H, J
9\’% &% ‘)ﬁ"a\'( 1.2 (s, 22H), 0.85 (t, 3H).

13CNNR[er 140 0%12 ,270 29.1, 31.7, 36.5, 43.0, 55.8,

50 69.3, 1 115.0, 1‘19 8, Yo 5 1328, 146 5, 1408, 172.8. (b)

Synt hesi s . OCH,

N- ((4- (25azi dde ) 3- rret hoxyphewyl ) - net hy| asﬁ.aata nanmi
2 eé 3 met hoxyp Mt hyt .-92 oct adechna @‘}ZQ’O gm

N-((4-(2-bro
0. 347 nole), sodium55 azide (1 , tetri érm)nl um

600 rﬂ) ar® conbined in
irrer and refl ux

hydr ogen- sul fate (12.0 gm 0.035 nole) and

a\2L flask equipped with a thernoneter, nec

condensep. The solution is heated to a gentl fiQr 24 hours. The
solution is transferred to a 6L separatory funne using 2 L of EtAc to wash
the .inorganic residue. The solution is then extracted with water (2L), 10%
[err] (1 L), 27 EP 0 282127 Bl saturated [err] (1 L), dried [err] and

concentr at é?dlslftﬁ‘egf ofN-({45@- bmetgﬂlv/b&@?th%ymvﬂ'@e@w)'$7d°°'amﬂ°!'ﬂm'Q%\t ion | s
acconpl |3§hed usi n a V\aters pr 500 HPLC (two coI unns) eI ut| n

to give 14 e“ d%°'°' &P p“:’ ny an
5. 35 %{*}"% Pyt gmfﬁ e %; o

b
rer ef‘: dfo er, sol _r?_ unpp d E'%% eei 3
TL .
119 8 ﬁ4 solu X?dn gwﬁwﬁéﬁ she ’tlm rﬁ %gjé

22.5,14. are then combined and extracted once with CHCIlz (250 mil). The organic phases are combined, washed
with 10% HsPO: (250 ml), saturated NaHCOs (250 ml), brine, then dried (MgSO.) and filtered. The volume
is reduced to less than 500 ml by vacuum distillation and the liquid is then transferred to a 4-L flask. After

45 cooling to approximately 10°C, Et2O (2L) is added and the flask is cooled in -an ice bath. A white precipitate
forms and additional Et.O is added to make a volume of 4 I. The thick amorphous solid is filtered, washed -
with Et,0, dried and used without fuither purification. Mp =96-97°C. "H NMR (CDCls) (ppm): 6.8 (s, 3H),
5.9 (m, tH), 5.3 (t, 2H J=5Hz), 4.3 (m, 4H), 3.8 (s, 3H), 3.6 (t, 2H, J=6.5 Hz), 2.3-2.1 (m, 4H), 2.0-1.5 (m,
2H), 1.2 (s, 22H), 0.85 (t, 3H). '3C NMR (CDCls) (ppm): 14.0, 22.5, 25.6, 27.0, 29.1, 31.7, 36.5, 43.0, 55.8,

so 693, 111.9, 115.0, 119.8, 129.5, 132.8, 1486.5, 149.8, 172.8.

3“

{(b) Synthesis of N-((4-(2-azidoethoxy)-s-methokyphenyI)-methyl)-QZ-octadecenamide:

N-((4-(2-bromoethoxy)-3-methoxyphenyl)-methyl)-9Z-octadecenamide (182.0 gm, 0.347 mole), sodium

55 azide (100 gm, 1.54 mole), tetrabutylammonium hydrogen sulfate (12.0 gm, 0.035 mole) and benzene (600
- ml) are combined in a 2L flask equipped with a thermometer, mechanical stirrer and reflux condenser. The
solution is heated to a gentle reflux for 24 hours. The solution is transferred to a 6L separatory funnel using

2 L of EtAc to wash the inorganic residue. The solution is then extracted with water (2L), 10% H3PO, (1 L),
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(c) Synthesis of N-((4-(2-am noethoxy)- 3-nmethoxyphenyl) net hyl) -

9Z:-oct adecenam de: 10

N- ((4-(2-azi doet hoxy) - 3- net hoxyphepgl2s2n®z Byl ) - 9Z- oct adecenam de (139 gm
0.286 nmole) is added to MeOH (1 L) in a 2L flask. The mixture is warned to
di ssolve all the substrate. Stannous .chloride dihydrate (97 gm 0.43 nol e)
i s grouncsaiuated NeCOs (1 Ahddrisd MBSO raad worcentiaied do v 156 gom (28%) @ tahehits esalit i on
sol uti on. Pur'f'réf'qw '%1§%°W‘@'s‘!°ﬁé‘ﬁ"9 Fﬂ’\fa@tF RIPR $00 1P dve cw?s)ewm wituGiClatechiva 146

bubbl er t . ‘H we< 'aé(py@! B8V 34k 8.2 ¢m.gb). 68ito?H. varils and
gives g st 15 1 )206 i Y89, 2.5 I'Té .l i4dm. 3, 1 (B2 a
total &f 2" {1H& F‘B;Zc{%"ﬁ 138sWEP 1149.888,%& k0 a
‘2L gradua ed cy |r1 & an es OH is added until the volume is 2L.

One- hal f gf | 1 L of the reaction
sol ution @ssygtpgs%e%ﬂl(ﬁl(% T_de@g E‘? tg?xV&uﬁ&?mF(thg? T"ﬁeﬁg@\d 1L) i s added,
i mredi at el yNi@i(@ziBetRox)) B hdihokyph 2

added ancvigk T ey ré)%{ib@% b é(fr?t %39%@%2 ¢ fa? %?‘;2?3:

suspensi og7 g, cMidfdk) i fhéund Mm&ﬁdaﬁd%s&%h&lﬁéh%?edsﬂ é ealtdf sdid
form  120Bskis teh fitdewithChshol gl SGurirDandi 5 bubBIBOM %mtoH%Qs veiidn.Fnb dal'é ed
. and t he sopéentsploton iwarmsend gikesa stdldP edliticOd Jas Y 20 Mindtbs The V&Lt I8 @ &tk Gr
ext r actsecbngihbur. o ontérik of Jhe rédctiont vesselis paubdintoady 2RI Gradubted EyiRddr BDiresh MeOH id €r I ]
filtered agded wtiresevoiumatiel. Ooe-hplf withis 28utipmis(vdBe up bt adimet €L sfatd dactiddUsoiufidnGat | on
| s acconpidcehi Binseparaiat &ﬂn@l Rrde b NSREDHHRLIOS (aBded oiruneriatply igrming rasthick cheese-like

| i br Rqcipiiate ripe 8P« (5P ram) \is eddefl g Ttheumbdute in vigowlsi shakqnutoi fiveeminates Toahov ed
(skﬁ [err: saemﬂ'i 'Eb daq 'EFM W’f‘ﬁ splutiop ShajercyAtilitywg layers, fory 1208 m 9theBaqBoous plase The

vari ou® f' h°|'?_ tionse ieghaken. The, aquaeyls/layers arecthencéombingd 0
(4:1:1); HLA Wt p‘* taf?emﬁP'amefted ) f"weélaad eongantraied
(709 : 1%’% d(h cat ac mp I| of onpa ters reg 50Q HPLE columns) (ld
) ilibratin It Iar i p%ﬂtleslar L CIiCla) thens b)( m

gH) 3. 9 Jung CH l’a o /tne%n 4L) S v QE 1d TLC
, nol/ c to e pot
149, 6, 15120 oot o o ?;
31. 7, 29119( A 1743 5(5 4, 2 ¢ cwp 27 B1

_ EXAIVPLE 4} .8, Span 1116 71.6, 55.7, 431,414, 36.6, 17 291 271 256 22,5, 1
N~ (4- (2- ami noet hoxy) 3- net hoxypheny ) - et hyl j - 9Z2- oct adeceﬁar?node by t he

Pht hal 3om de Syn- thesis Method 5 10
[err] 30 (a) Synthesis of _
N- ((4- (2- bronoet hoxy) - 3- met hoxyphenyl ) - met hyl ) - 9Z- oct adecenam de is
acconplished fol- 35 lowi ng the sane procedure as described in Exanple I
('b) Synthesis of :
N- ((4-%2- pht hal i m doet hoxy) - 3- met hoxy- phenyl ) net hyl ) - 9Z- oct adecenam de:
N-( (4- (2- bronoet hoxy) - 3- met hoxyphenyl ) - met hyl ) - 9Z- oct adecenami de (815.5 gm
'1.17 noles) and DWW 40 are conbined in a 5 L flask equipped with a
nmeghani cal stirrer and a thermoneter. The mixture is stirred and heated to
[err].,  Once the solution becomes honpgeneous, potassium phthalinide (270.0
gm 1.47 nole) is added and the solution is maintained [err] with good
stirring. After ca. 10 m nutes the reaction solution becones honogeneous.
Precipitation of a mhlte solid then beglns and the reaction is allowed to
stir

45

. 50

55
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overnight at 55 C. TLC (acetone/dichl oronethane 6:94) indicates when the
starting material has been 45 consuned. The reaction solution is divided
into three equal volunmes and each igp ogg2leedBip as follows: The solution is
poured into a 4 L beaker and then diluted with water to the 3500 nL marKk.
After standing for ca. 15 mnutes the-solution is divided again into two
equal part EXAMRIEM of which is diluted to 3500 nL with water. The white
precipitate is: rem)ved by f||trat|on and washed several tines with water. -
The three gYrhesin gEN4A2-aminpet g-methpxypheayl-methyir9Z octaderenamide by the Bhthatimids Synr>
hours to g8 X5 g (98% of a fine so -powder. M 109.5 - [err] NWR
([err])(spprr) 7. 8 (m 4H), 6.8 (m 3H), 5.8 (m 1H, 5.3 (t, 2H), 4.3 (d,
2H), 4.2 (t, 2H) 1 (t, 2H), 3.7 (s, 3H, 22-2.0(m 4H), 1.6 (m 2H),

1.2 22H) , 13C 172.8, 167.9, 150.0, 147.1,
133. (,S 132H) 'ég &é@?‘ g‘&?&% %( p114 9, 112.0, 66.2, 55.7, 43.2,

37.1, 38,7, . 29. 3, 7, 22.6, 14.0. IR(Cm) 3300 1775
1715, 1635, , 1230, 1 45 1035, 1025, 720, fl\/&ss spectrum (' z):

591 (MH+). OCaEP 0 282 127 (c) Synthgg AW
N- ((4-(2-am nggt hoxg) - 3- et hoxprhyl "‘5 (C ’\’ ’
N- ( (4- ( 2- pht hal i ni doet hoxy) - 3- mBeCRygHBer |

yl)-9Z- o?t E m de (250
gm O0.424 nole) and ethanol (2500 nlL) are c L bea The
slurry is mechanically stirred and heated t O "8At 5 ca. 45 *._ C the
sol ution becones honbgeneous. 1 -Hexene

'@“ﬁi'ded. Hydr azi ne hydrate
(3@;5 nm. of a 64% aqueous solution) is a},&&

e I'n"ca. 5 mnutes a white

pitate begi m During the, 2 reaction time 500 nL of
et ﬁﬁﬁol ¥s a 8:1*-!‘& &SQ;C)MD\T% eni'sh that votume lost to

evaporation, reaction q&?n is then divided into three equal
portions an his wor &4 up fol | ows: I\/bthyl t- butyl ether (1.5 L) is
used to tra aslurry |ntoa4Lseparator nne Water (1 L) and 1
N NaOH ( ded and e soluti umuiN u,wy st{@h CR9%
NaOH (25 g’rrL) D#'&xf@léd t he sol uNr eshaken. The or ase ?s
then extracted twice with al kal i ua\'m sequencey # |’T shed with

brine. The extract is dried over sodium sul
pkoduct is taken up in hot nethyl t-butyl et &l owed to crystallize.
The cryspals are filtered and dried in a vacugyg SROr to give 124.87 g.
A second crop of crystals, 40.82 g, is obtained to give 85%total yield. M
[err]. [err] NWR [err] 15 (ppm: 6.7 (s, 3H, 6.1 (m 1 H, 5 3 (t, 2H),
4.3 (d, 2H, 3.9 (t, 3H), 3.8 (s, 3H, 3.0 (t, 2H, 2.5 (s, 2H), 2.1-1.6
(m 4H), 1.(B-Sinttdsifof NRM)2-bramGbthory)-3-AiHpxyping)-hitthy)BFoctadeesnaiddiductamplighed i)
172.9, 149 l@ing thozame prodtiurg as d@gibed inExampio . 113. 5, 111.4, 70.9, 55.5, 42.9,
40.9, 36.4, 31.6, 29.0, 26.9, 25.6, 22.4, 13.8. IR max (cm'): 3380, 3300,
1630 1375 (b) fms's 2’2364'(217096"“@600“)152'09@# ghenymethyipaZveciadecsprmide: um (m z) :
EXAMP LE nt hesi

4

21 2- {(4-8-brg 1 Et"éﬂféb’é'HzBMFd

by t.he KQI raf%’w '" }2 ?."u% m lg ‘éi’w anqjl: t?t:hé% 52 eterlm Ad; mn_c(ture is stlrred €
40

Lglr ;] col ([:i tlo @‘th§ Qﬁﬂ g ma nt i d {LQFE rnn After. é

cool ed i N ke apeﬁb fergen (°° B .&MLS Tna algns 114

Nol €) i N ORghsumed. The reaction solution is divided into three equal volumes and each is worked up as follows: The -
: solution is poured into a 4 L beaker and then diluted with water to the 3500 mL mark. After standing for ca.
15 minutes the solution is divided again into two equal parts, each of which is diluted to 3500 mL with
water. The white precipitate is removed by filtration and washed several times with water. The three
portions are combined and dried in a vacuum oven at 90°C for 12 hours to give 682.26 g (98%) of a fine
50 powder. Mp 109.5 - 111.0°C. 'H NMR (CDCls){ppm): 7.8 (m, 4H), 6.8 (m, 3H), 5.8 (m, 1H), 5.3 (t, 2H), 43
(d, 2H), 4.2 (t, 2H), 4.1 (t, 2H), 3.7 (s, 3H), 2.2 - 2.0 (M, 4H), 1.8 (m, 2H), 1.2 (s, 22H), 0.9 (t, 3H). '*C NMR
(CDCls)(ppm): 172.8, 167.9, 150.0, 147.1, 1339, 1325, 132.1, 129.7, 123.1, 120.0, 114.9, 112.0, 66.2, 55.7,
43.2, 37.1, 36.7, 31.8, 29.3, 27.1, 25.7, 22.6, 14.0. IR (cm-'): 3300, 1775, 1715, 1635, 1265, 1230, 1145,
1035, 1025, 720, CI-DEP Mass spectrum (m/z): 591 (MH+)

aag_“con ntratétl. The crude

55
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portion. The reaction is stirred at [err] for 2 hours; diluted with ether
(400 m.); washed with cold 10%55 J[err] (2 X 150 nL), with a saturated
[err] solution (3 X 150 nlL) and bepo@ss 12284150 nl); and dried over [err]
Rotary evaporation of the solution affords a yellow sh solid which is
crystallized fromethyl acetate to yield the product

2, 2-di netmvnmsgf of Hﬂﬁé’h@@meW@wW-matmxwmwéne("w) a%oggdece[n@w#q NMVR [err] 1.53

(6H s), 2. 45 , 7.2-8.0 arorratlcs EP 0 282 127
Bl A di sp? o) B-e F’{‘)’phe r’r} (2? 08|
r ound- bot e’cgf“ ¢ha
renove t ?’?(? (io 'fegu °§11 g'ﬂl 56‘? 9 3(1 I?:i
t ou uti |sté{ n ca. mlu saw1 reci 52 é‘.:.\ é
reat ed | % glsA hg(% §| |ch
s preparaﬁtaﬁso ﬁ@ﬁé‘.h&' ”
ate

ratlod
ﬁﬁﬁ | thu
Buckwal t efiner (15551 Clisd 3 UrhsYor the-slu ﬁ?iﬁéﬂ 1 X\la (500 ﬁﬁ?

I ts enyd rfd dddedsHd the dolutidhds thrbughty ﬁHllén 96% N 25 ﬁ{rpi@ H'En% the &fition is reshaken

2, 2- di metfnglorgdhi® phabédis mneﬁ.u&wmeb Wk kel t&em Bl%e wa3RBd ik brie. tTH
added andextrdteis'dAed bviet §bQiuml skats’ Mhd icBncShtiatel @kud® Broduet ik Qernlﬁb in B&t rfeth ThﬁltyDNF
I S rotar yetiv apdlieieddo ripslalllz6EThé e étalsi gre filiddl dntl @Mn B RACHEE BositRbED g Gloadizlay |
acet at e (% 6ecnrid)cropldi@rystaig,aa0i82 gl ia pitzinddto \gie BE%l totd! Vibid\wap €02-108- o 'R BIMRLECDCIgk | ed
over [ &r rpprangl7 (solHire/ @ AfioS. R tteat). 4G (¢.i28l), 4.9t BHNGSB (shSHMED (D 2H), £.8 B02HR1-1é1i ch
i's purifiEe4thy1 SR froy 26). [1i2dm 2248] 0.5 BERECHMPEHELNB: JMRA, 494722 1318, 9 e,
to el UtIH8(;W1§ﬁ 1Ay €9 P55 4281 40-%/364x3be 89.0,126.9y258, @2.4.18.8. IR max (cm™"): 3380,
pAL ol ueneBSH 1EI9atH 2 235 SR BR0NB0r 7P @Mnett €1 '\é?sa;ﬁme@vum {méa)<16HMH+) 140 ny;
409@/ éogrr! Nl\/Rv[err] 0.93 (3H, t), 1.30 (29H, ), 2.05 (6H ), 2. 42 (3H,

3.86 (3H, s), 4.38 (2H d), 537(2H t), 5.7 (1 H s)
600(1 . 7.1-7 _

(2.46 g; = > Mging ) in dry THF (10 m_) isis sti rred at [err] under argon
and trgated wt f@shly condensed [err] until a final volune of 20 nL is
- achi eved. Thj L&U@Iﬂ oS therua).} dto reflux gently under a dry ice
condenser whii® snal | a 946 f'r esH y cut sodiumare slowy added. Wen a
bl ue col or ists for pore Bpan 5 ninutes without the addition of nore
sédi um t ction is quenched by the addition of solid amobni um acetate
and evapor @r a gentle streamof nitrogen. The remaining solid is
then partitigged between ether 0 20 nL) and NEO}SN ution (1N, 200 nL).
The organic layer is washed with wa (2 x 100 nif) B d over , and
rotary evaporated to yield crude,_ GHyN-C i"ﬁj’ “M
N-((4-(2-methyl-2-am nopr opoxel - 8hoxyphe - met hyl ) - ﬁfs adecenam de
(1.75 &). This yellow sh oil urified usi lica gel "colu
chromat ography eluting first w tG#get hyl acet nove nonpol ar

inpurities, then with nmethanol | nethyl ene chlor i@ptTsi ng off the
amne (1.1 g; 59%. [err] NVR (CDOa): 0.9 #ﬁf)ﬁgwk (glk-l s), 1.30
(22H, , 1.87 (2H, s), 2.10 (OH, 25 m 73 (2H, s) 4.38 (2H, d), 5.38
(2H, t, al kene), 5.93 (1H, br s),- s, aromatic). 13C NWR [err]
13. 77, 22.35, 254518 26.05, 26. 88, 28 7, 3 36.24, 42.74, 49.77,
55.67, 79.09 , Z-%ftm‘s; 95, Ye¥NEP420 32 12956, 131.71, 147.91,

149. 58, 172. §6 ppm EXAMPL A{-_GO Carrageenan Rat Paw Edema Test Corrpounds
of thespre i nvention e.tysted for anti-inflammtory "activity u5|ng
the Carrag Rat Paw Edema Test. 35 - Mal e Sprague Dawl ey rats
(Charles Ri Gﬂﬂi ng Laboratories Inc.) are weighed and food fasted
overnight. T ? ﬂﬁdl vided into four to six groups of six aninmals
each accordi ng bo&y wel ghts, average about 145 g, so that each group has
about %he same average wei ght (wi-thin 10 g).

To a solution of 2,2-dimethylaziridine (5.42 g; 0.076 mole; sold by Polysciences, Inc., Warrington, PA) in
pyridine (100 mL) cooled in an ice bath, is added p-toluenesulfonyl chloride (21.81 g; 0.114 mole) in one
portion. The reaction is stirred at 0*C for 2 hours; diluted with ether (400 mL); washed with cold 10%

55 H3POs4 (2 X 150 mL), with a saturated NaHCO; solution (3 X 150 mL) and brine (1 X 150 mL); and dried
over MgSO.. Rotary evaporation of the solution affords a yellowish solid which is crystallized from ethyl
acetate to yield the product 2,2-dimethyl-N-p-toluenesulfonyl-aziridine (448 g) 'H NMR (CDCIa) 1.53 (6H,
s), 2.45 (5H, m), 7.2-8.0 ppm (4H, m, aromatics).
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The following morning five m of water is dosed orally via stomach tube to
each animal to facilitate paw swelling. Thirty minutes later the animals
are dosed with the test conpound aEri0R8ETe7IBBCced in individual 40 cages.
The conpound of the present invention is dissolved in distilled deionized
water with 1 equivalent of 1 N acetic acid and delivered via stomach tube
In 1 m vol uﬁé‘sPeﬁ'R? of 5 £35%r ip @i 58 1"!'?!9'9! E§E’d°€ %I‘R!'“d'f’%mzﬁﬁﬁkn‘ﬂ‘l’% agens
pl aced i n F‘?Eg‘! With 'H?Qia?*‘a@l’fer’r FPde'B \}Wh % QM & ion
1985

in 0.9% s ?a‘} panily ?ﬁ 91 °e598j""t‘?‘.°e o Tl
for our

Paw vol 4 nce m |ts ] gll’l’ g)orsﬁ%e ra r A -N-p-
di spl ngs%‘e Cazit &%Hg ﬁf& JE% : ﬁjhi (f E} g&%:hé‘ét f%ré &i{% (5 9

the carr a%ren% @B l= ota

paw vol U”Erﬁl.)afhﬁ oPgG:% Rydd & s o6 $! Hﬁed%& nﬁ‘dé@[ z{?lgm ield

i nhi bi tiongy ..% Fit Brdv JTRADD mdf Whidt0is Bl by &shﬁ shué‘eséel Shrdmdidbglat éhr&ﬁat&tr‘ant elfat r ol
gr oup  agC diiihg Gttt 409 Byl fabitdidMeRanes) G yn‘l@the pltol@enesuliériamido- odntSIRb&AS bs a color-

| nhi bi t i onesstfr(©40Gng; 30%)) &4 RMR (E0%):D.IB1(SH, LI @oH, v 208 QéH) iy, 20Rf(8H, §), alesi orf t er
car r ageenasy-3.88a3H; eyl 4.38ve2H| d)e37 (21 d), 5.2 (1H)s) 600 OB, Wisf, 52T BACA, drdmatics)y 75VES ppng

I n the trealedt@ayiarsatics a. . n). Statistical differences are determ ned by
one way anal Xxsolgionbf theaw-tomwwlforfaﬁudo-blocﬁéu intezroeniinte (@46 g; 3.8 mmoles) in dry THF (10 mL) is

N- ((4- ( & astiivetoatt-BEHO/Ynde- argonanst rpdtesh with) frasbly legridpased Nblg uatitl @ Joal aniudie 0b£0 thds
present i rachiguest Thisnsolvtien is en falidwed g refiuxagently. under i dnrdesotopdanser jwhiler small Jiakes of EP

0 282 127 fmhlmvgesoq i) /apgylowly added. When a biue colay, nersisisfpr merp thag 5 minutes without the
5 50 addition of more sodium, the reaction is quenghed;by thg addition of sohd ammomum acetate and

' g%’g evaporated under a gentle stream of mtrogen The Talgfmglepll a'h:?l (sgq at e
Test 1 520 ml) N @06](1 % y r Eﬁ ter ri
cr engi
|ﬁq ol |s %: )er{‘

smP el c u mg

the roden{;#;2 "lée f

eval uat e

d assi cal Iéf”h S5 ﬁ P'éé . 1y30 (&Heél)

(narcot hC)mARa @s )C43%9(§1l$ 95!3 AR, @‘{' s pAd §rBrﬁ£t ‘sbrNIJHQX' c
quanti ti esCD@lgb Y 8 350259616‘ 61%5263& 2@5#051 53536344274 g7, 5'5“67 7@ ni1'i‘§é) ¢4lo5,

exhibit | li1b'7§1§§32”129%6t1t31/71t Y47|9l’|1 1T4&§8 Wﬁs%}éﬁt em 20 - Male Sprague- Daw ey
rats (Charl es River Br eedi ng Laboratories | nc. ). wei ghi ng bet ween 100 and

gr ans Lewvrival are used to evaluate the conpounds of the present
inventiem. Animal's are doubl e housed in stainless steel cages, and are fed
Puri na RatCaBageenapiidt ResvEdemé Tost ad | i bi tum The animals are food fasted the
af ternoon proceedi ng the day of the study, and food is returned 5 hours.
post - t r eat meRempopeds ehihe pragant inventivg avdestad feantbintammatenicaglivits peingriby Caragasean. Rap s
The appar RawdFdpme Test:al uat i ng anal gesic_activity consists of an insul ated
copper Pot pMalp Seiaaiss Bavdey, pigdEharles Riugr Rredine daberatages ?Pﬂe wejghed andr fee Btethg
wat er bat FP""’NQ'BOT'Pcﬂ'H"@§§’ ‘F"d‘?é' intd) f?P'éPrfé‘r rqups of E@@ Gag ?°F°'ﬂgg '8*’%2‘09'@%

tg s a @p?ﬂ% tg“t@

di amet er) 8RR ! wa ke C'E 3
. The rmaq ftg R tp E".‘?\ ‘?‘P
P, ng}%ﬁ%ﬁw "? :@f% ha staxq i 3?%2;5‘1 a}fly

:E'

the pla £oic bAPandabifvBred Sia SAR eiﬁﬂ%v‘&h e‘OW' ng VISl

observed eNdone hour atter dosing the test compound, the animals are placed in a plastic restrainer and 50 ul of a
-1% (w/w) carrageenan solution in 0.9% saline is injected into the ventral surface of the left rear paw. Paw
volumes (0 time) are determined on both hind paws with a mercury displacement device equipped with a
45 transducer and digitizer following the carrageenan injection. Four hours after the carrageenan injection, the
paw volumes are again determined. '
The results are expressed as percent inhibition of the mean paw volume of the test group relative to the
control group accordmg to the formula: :

s0 (C-Ta.n)C x 100 = Percent Inhibition

where C is the average difference in paw volume before and after carrageenan-induced swelling, and
Ta..n is the difference in paw swelling in the treated animals (a..n). Statistical differences are
~determined by one way analysis of variance.
55  The compound N-((4-(2-aminoethoxy)-3-methoxyphenyl)-methyl)-9Z-octadecenamide of the present in-
vention has the following anti-inflammatory activity:
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30 poi'nts: (1) licking or biting of either hind paw, or (2) jumping. If the
junp is not successful but both hind paws | eave the surface of the plate in
an effort to junp, this is consi depe@82egpBNg. The stop-watch is stopped at
the end point and the aninmal is immediately renoved fromthe hot plate. The
tine (latency) between the initial contact of the animal on the hot plate
and the endpoint is recorDese ( Rg¥econd cut ed during the assay
so that if the end point 1| no?ggxﬁ?mted W t Loy onds, the animal is
renoved 35 fromthe hot pl'ate and given a score a3 areat er than 60 seconds.
Prior ;0 dosing, animals ®% tested on the hot plEx.g. This is denoted as
pretest or base |ine. | atggacy. Usual ly, the ani sa,are dosed by oral
gavage, using a 1 cubic ¢m.glass syringe connect eé‘ ?o a size 8 french
catheter. The dose vol um,iaos 5 mM/lkg. On occasi & .4the aninals are dosed
by either subcutaneous adm nistration or intravenous injection. Using the
subcut gneous adm nistration, a 1 m tuberculin syringe is 40 connected to a
25 gauge Exéfiplé mch needl e, and injected under the skin in the neck or back
region. For intravenous dosing, a 1 m tuberculin syringe is connected to a
25 gauge Fdént Hotdtetenfasged | nfusi on set, and injected into the tail vein. The
dose vol une for subcutaneous and intravenous routes is 1 m/kg. The | atency
ti mes #re tYhsideaies pf thermalranaigbsiatobtaingd is ptermined sing the MdUINS hqd Plite- thstE@RHAE The -
Mich shorfiHEr systernds; designed: te cletedicaid Praluataragéntst whichcatayats thaciimbshild tfar altel mrceptibh of

The mean Rt eseigally. thig methert hag pesn | uijiizerbarierily érqyeluatedeioist (naréntic) pnaigeein gantsvsactt | on
ake’ pr owaae'a°'P o7 {pipRss aqministyred iy, fpxi | quantifiese aptipwntio analgesior. sialvess Aspirin o et y

doged” coc?é‘ﬁ d?tg QF'@%P%"‘?Y‘%\NB%B”P?Y%M e |V. These latency tinmes -
i ndicat’e th: ?e gﬁ(c jriog Rixe ﬁ@@ﬁt‘-“?%?ﬁ Inghweighing hgtween 109rand 125
effi caci (ﬁg E“i rle§ a compounds of the present mventlon Animals are double
N-((4(2f ss asn egﬂ

R RN w%

0 282 427 B ah et box
) - met hyl s ﬂ&ntﬁ]ﬁédaéi@S?Q%%% ?a@urcul:tm ér bath. ))f s EEE'EQ‘? L§ﬁ?{ﬁ%ﬂa& o§r§I

Hours Post 30068 diser))is LS8R/t Bstricthe bidmdl to &- 5 area of the hot o d
24 hr- O animal is pladed through tAdtofl opening of the co&alﬁer, and a st tch is started Eg/ |mal

g\g maRes. ddntact with the platbBTH3 stop-watcH-&- stopped upon eithdr- of thé Golldwaity vusuall se ed end

30.6 30 points: (1)ligkiBg or biting bbeifher hind paw, drl2)5umisitd. If the jurxp R not successtél -bét both hind

22 6 pagsliedve the surfaceld.the platariim brs biektad juipakhisyis cOnsRIBed Ririping EThe GRpvadh @UP 15
TABLE | | siipped a9 thecrnt adietcand ythe) animz B- icmiediatelyy Inamioydd fSorithis motpisaé eny hime @lktansl,de
Dose I\/@aweq_"dh%ﬂ%@ critackof the dninet ersthe hot ghlatdand the Badpbintle ®eordetics 60 se2bnd cut offTg/ kg
Pr et est Isjussd gyring the assay so that itthe end poinfis jnpt exhibited within 60y se€onds, the aninfal i6 removed 10. 2

9.7 3 fron thy hot plate and giverya gqgre of greaterthan 60 seconds. 6. 7 15.3 13.5
9.1 25 Pnor7to7dosmg, animylg) arg tested on the hot plate. This is dpaptayl as pretest or igase) liHlatency.
- Usually, the animals are dosed by oral gavage, using a 1 cubic cm glass syringe connected to a size 8 -
: K, french catheter. The dose volume is 5§ mlkg. On occasion, the animals are dosed by either subcutaneous

administration or intravenous injection. Using the subcutaneous administration, a 1 mi tuberculin syringe is

40 connected to a 25 gauge 5/8 inch needle, and injected under the skin in the neck or back region. For
intravenous dosing, a 1 ml tuberculin syringe is connected to a 25 gauge 3/4 inch winged infusion .set, and
injected into the tail vein. The dose volume for subcutaneous and intravenous routes is 1 ml/kg. The latency
times are typically recorded at 1.5, 3, 5, and 24 hours post-treatment. Much shorter times are recorded for
an intravenous administration.

45 The mean latency times for orally dosed compounds of the present invention are provided in Tables l
Il, and ill. The mean latency times for orally dosed codeine phosphate are provided in Table IV. These
latency times indicate that the compounds of the present invention are potent and efficacious analgesic

agents, with N-((4-(2-am|noethoxy)-3-methoxyphenyI)-methyl)-sz-octadecenam|de being at least as potent
and efficacious as the known opiate codeine.
50 .
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50 7.6 24.5 12. 2 10.6 15.9 100 7.8

16.4 - 13. 4 11.9 21.5 [err] Adm nistered orally; 8

ani mal s per dose group. 30 EP0282127B1 . TABLE 111

N-( (4- (2- am noet hoxy) - 3- net hoxyphenyl ) - net hyl ) - nonanam de Dose Mean
Latency Tinmes - Pretest and Hours Post Dose (sec.) 35 ng/ kg Pr et est
3 hr 5 hr 24 hr 0 . 6.1 6.4 6.5

6.8 50. 6.3 7.5 TABLEl 3.1 100 5.9 9.9
10. 2 12. &-ZW(z-auﬁnoGtRox )-3-m&0u:& hen I)-mb@h -9z-oa9d&eae9..de

6.1 14.1 S anil mal s
per dosé grouBosﬁS 56—5 —eeerReRos phat e
[err] Mean (ingd kgd ym ‘ll?ﬁehESt and Biohrs Po§t hDose (s&:h[ (ng/ kg)
Pr et est 1 hr 2 4 0 sa 7.3 .9
6.6 635 %70 g 3“ 8.2 4 8.8 6.5 10 100
7.4 75g.5 8.9 g q21.8 6. d!z%o 18.76,9 N2 169
21.0 . 1is¢ 400 9.0 6. 730.6 36, § 15.028.4 11,8 24.6 15

1 Adm ni-ster eg raI I y ani per dosezg %A LE VI I‘62 Mouse
Abdom nal I cti o say ounds of pre I nventioh are tested

for anal gesic aAdmhni’s;emdl ocpliyre ranimalsipgondosel geaupt ri cti on assay. Thi's
assay i & described in Hendershot and Bie | J. Pharmacol . Exp.-

Ther apeut., 125, 25 pp 237- 240 195;&—1\115{ in I\/Et hods in Nar COtICS
Resear ch, Ehr efm{8Zsoctadecenyi)zh-(Rraminosthaxy)-; : henylagetamig

1Q75), pp. 64pRse thmeahsemaeyenﬁis homtbbesadrﬂbef@ms mengsec.)

i ngor porated in thei FCENCTTET Term oy 1 rence. ale CF- CTE (Charl es
Qe’ Bekedi n&ﬁ.&ﬂo agér&E& ., wei ghi ppro ely 2#‘ Mans and

food fasted overnl ght ,.8.8re useﬂl.i!n these a®sdys. T8 conpourMd are
prepared for or su t aneous s.cC.) mnistr on, with
conmpounds  of '?he presg’ﬁ? i nvent gn bei ng gl(rgééar ed "lsr’iqam dlfl?dl‘(l N acetic
aci d) -di st I | 88 dei oni%dd wat e¥080 t hat t Hd.&pproptd-8t e dose 8.9 given in
0.2 ms*o a 2g gram npgse. Ongy and one hqlzfzhours,@fgter adnjgrigstrati on of
t he t est corrpound N-((éf (2 am PGO%t hoxy) - 3- et hox-

13.& 11.9 21.5
— Admmiste_red oraily; 8 animals per dose group.
o TABLE 11}

N-( (4-(2-aminoethoxy)-3-methoxyphenyl)-methyl}-nonanamide
Dos;e_f Mean Latency Times - Pretest and Hours Post Dose (sec.)

5 mg/kg Pretest 3 hr S hr 28 hr
0 6.1 6.4 6.5 6.8
- S0 - . 6.3 1.5 7.2 8.1
o . 100 59 9.9 0.2  12.3
200 6.8 10.8 16.4 22.0
300 6. 18.1 14.6 20.3

1Aclmlnlstv.-red orally; 8 animals per dose group.
45

50

65
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yphenyl ) - met hyl ) - 9Z- oct adecenam de (p.o. or s.c.), an intraperitoneal
(i.p.)-injection of 0.02% phenyl qui none (2.5 ng/kg) is given at a
concentration of 0.25 nl /20 gransgpodg2vye@zght. Ten minutes after the i.p.

i nj ection 35 of phenyl qui none, the nunmber of full body withes are counted
for the succeeding ten mnutes. Percent analgesia in this assay is

cal cul ated as follows: Control nunbgg of writhes - Dosed nunber of writhes
X 100 40 QABLE Wunber of withes The oral dose
re?(pon?E and sub'c]ut aneous dose rewenﬁepheg hate '
N-((4 am 0X

presents |nvent|on a)@eaﬁ ;.'l.;r-.‘ Be =Gy ‘ APArS TOSYIO38. 1888k,  The 45
oral dose remg)_amgs_bcut dnbeus dozehlr esporlsbrf or N-vanillyl ol eani de,
which is disclgsed ifngu. S Patgalgt 4, 49@ 648 tosL Hann and Buckwal ter,

i ssued Januar 15 1 5 are provi ded I n Tabl e | and Table VIII

respectﬂ; vel y. Ghe N i1yl ol&dni de i&-& est ed®s%r anal gesic activity at 3
hours post-deee ratimem than atg,$. 5 houg post-goge since this is the tinme
at which thiz gorrpo denons tes i eak li' gesic effect. The
N-((4-(2-am 8 t hoxy)™"3- et hoié/ henyl} t hyl )~ 9%7- oct adecenani de conpound
of the prese#f0in- 7 ventioZi.Ss str@8tdural | ﬂﬂtﬁe sane as the

N-vani L4 yl ol éagaﬁl‘%ig ! of [ . ) t GéveY t| tution on the phenyl
ring. However, conpared wt ﬂ e?\I—vanl :&Igsl oean? d'osed orally, the
conpound of the present. inventlon dosed orally denDnstrates substantial ly
gr egter anal gesic potency at a substantially |ower dose. 55 34 EP O
\57 BIERAMBLEVY Oral Dose Response for N
4>¢'2-2@m noet hox 3- met hoxyphenyl ) - met hyl ) - 9Z- oct adecena
g/(fAnaI gesMgusq@bdom)llr?al ConstrrctronAs%Ey yh- y5)5 8 25 mde Dose (mo/kg)
71.7 10

75
Compounds of the present invention are ?g; a% i in th §q§|
gg g ggg 3_02?"? n assay. Thns assay is descrlb_ed in I-? ndersh orsa%h t?5Ft'l¥|3a|5:\a§o i?#?ra out
pPp. 237-240 (1959); and in Methods in Narcotics Research, Ehrenpreis and Neidle, Eds. (Marcel Dekker,
Inc., New York; 1975), pp. 64-65; the disclosures of both these references being incorporated in their
entirety herein by reference. -
Male CF-1 mice (Charles River Breeding Laboratories, Inc.), weighing approximately 20 grams and food
- fasted overnight, are used in these assays. Test compounds are prepared for oral (p.0.) or subcutaneous
30 (s.c.) administration, with compounds of the present invention being prepared in acidified (1 N acetic acnd)
distilled deionized water so that the appropriate dose is given in 0.2 mis to a 20 gram mouse.
One and one half hours after administration of the test compound N-((4-(2-aminoethoxy)-3-methox-
yphenyl)-methyl)-8Z-octadecenamide (p.o. or s.c.), an intraperitoneal (i.p.) injection of 0.02% phenylquinone
(2.5 mg/kg) is given at a concentration of 0.25 ml/20 grams body weight. Ten minutes after the i.p. injection
35 of phenylquinone, the number of full body writhes are counted for the succeeding ten minutes. Percent
analgesia in this assay is calculated as follows:

W Control number of wrlfhes - Dosed number of writhes X 100
40 Control number of writhes

The oral dose response and subcutaneous dose response for N-((4-(2-am|noethoxy)-3-methoxyphenyl)-
methyl)-9Z-octadecenamide of the present invention are provided in Table V and Table VI respectively. The
45 oral dose response and subcutaneous dose response for N-vanillyloleamide, which is disclosed in U.S.
Patent 4,493,848 to LaHann and Buckwalter, issued January 15, 1985, are provided in Table Vil and Table
VIil respectively. The N-vanillyloleamide is tested for analgesic activity at 3 hours post-dose rather than at
1.5 hours post-dose since this is the time at which this compound demonstrates its peak analgesic effect.
The N- ((4-(2-am|noethoxy)-s-methoxyphenyl)-methyl)-sz-octadecenamlde compound of the present in-
50 vention is structurally the same as the N-vanillyloleamide except for the 2-aminoethoxy substitution on the
phenyl ring. However, compared with the N-vanillylosamide dosed orally, the compound of the present
invention dosed orally demonstrates substantially greater anaigesic potency at a substantially lower dose.

56
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TABLE: VI Subcut aneous Dose Response for 5 N - ( (4- (2-am noethoxy)
- 3- et hoxyphenyl ) -nethyl )-9Z-octadecenam de Dose (ny/kg)

Anal gesi al EP 0 282 12781 _
-13.7 10 4 : _ : 34.3 8 :
57. 8 10 91.4 15 100

99.0 TABLE VI| Oral Dose Response for TABKEIY | yI ol eani de[err] 20

ggsgog my/ kg) % AN e Dosel ReSpéngdFér dose) 2 100

79 25 13 ol 2Ye 3= MEtNOXYRNENYs & 16-AClacs AICE t er
| ssued Jgnuary 15, 1985. Do'kﬂmgm@) of peak anal$ c{iﬁect 30

TABLE VII1 Subcut aneous Se Response for N—VaﬁTTgigﬁTﬁanlde[err] Dose
(rmg/ kg) - % Arldl gesia (3 hrs post-dose %é r] 35

0.75 _ 25 35.4 1.5

62.8 2. 25 ©76.1 [err]Eh | osed In U S Pat ent

4,493, 848. to LaHann and Euckmalter 40 | ssued January 15, 1985 2 At tine

of peak anal gesic effect15045 EXANPLE VI11 A conpo®Pt3on for oral

adm nistration is prepaqu by conbining the foll oegpm ingredients: 50

| N-((4-(2-ami noet hoxy) - 3-net hoxyphenyl) - met hyl ) - gZ- oct adecenam de 1.10

kg | Sesane oil 6. 50

liters The octadecenamide is dissolved in the sesame oil with the aid of

soni cation and is packaged in soft gelatin 55 capsul es using nethods known
the art. Two of the resulting capsul es, each.containing 225 ng of the

cgh§33|t|on are admnistered to a 60 kg human in need of treatnent,

prodtci nf anal gesi a and reducing inflanmation. 36 - EP 0 282 127 Bl A

substantially simlar reduction of inflammation and an increased anal gesic

effect is obtained when the

25

¥
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N- ( (4 (2- am noet hoxy) - 3- net hoxyphenyl) met hyl ) - 92 oct adecenam de IS
repl aced wth N-((4-(2-

ani noet hoxy) - 3- met hoxyphenyl ) - memd 282m2A@tam de

N-( (4- (2- met hyl - 2- am nopr opoxy) - 3- net hoxyphenyl ) - net hyl) -

9Z- oct adecenami de; : ' '
N-((4-(2(S)-am no- 3-net hyl but oxy) - 34 phenyl)-nmet hyl)-gz-oc- 5

t adecenam de; M

\-(9Z- oct adecenyl ) - 4- ( 2- arSubgytageaus Dosei Respamiserfdracet ani de;
AR ST T G

N- oct anyl - 4-§2( 43 -anthdthoky = pctadecenamide
N-((4-12-aniT Ty 2 342! ’
oct adecenani de; : S_Anaigesia

N- ( (4- ( 2- ami no- 2- car boxyet hoxy) 3- et hoxyphenyl 328t hyl ) - 9Z- oct adecenani de;
and the pharnaceutical l Y- accept able salts and aﬁ&es t hereof . Capsul es for
oral agmnistration are al so prepared by conbini the foll ow ng

i ngredients: 10 8 33.3

N- ((4- (2-ani noet hoxy) - 3gnet hoxyphenyl ) - net hyl ) - 87 ¢ct adecenam de 100 ny
Lact ose - _ 50 ny

M crocrystalline cellul’8se ' 9t.4 50 nmg 15

EXAMPLEE | X A conpositit@e for oral adm nistratioggjg prepared by conbining

the follow ng ingredients: 20 ;AQLE ::ll

N- (9Z-oct adecenyl ) - 4- ( 2- am noet hox xyphenyl acetaam de 250 ¢

Peopyl ene gl ycol Orai Dose Response for N-Van-nlllyloleamlcle1 1800 mi - Et hyl

al ¢ohol ﬁ 12l ed wat er
75 G B ‘ Dose I(tg all‘g)cherr 2 Analgesla (3 h &stDkﬁié)

10 M FD&C Red #40 ~ 100 0.2g The

above ingredients aremnbl ned to produce a syrw and are packaged under
sterile conditions |n‘,®o 0z. bottles. One te spoon of this formulation
is adnjnistered to a kg adult human, reduci ng i nflammati on and produci ng
anal gesi a. Disxdosed iinl S siPatérstr n;mum Oo diaHan andEBuckwslter,anal gesi c
effect is obt ggﬁ g ry’] 158

oct adecenyl )y ("% am noet’hox¥) Tret hoxyphenyl acetanide is replaced with
NA 4- (2- am ndétﬁ@ﬁy‘)f- peakanatgesic affect. net hyl ) - 97- oct adecenani de;

N-((4-42- am noet hoxy) - 3- net hoxypheﬁpﬂ gnvrwl) nonanam de; 35

N-((4-(2-methyl -2-am nopropoxy, e/ ) - 9Z-pct adecenani de;
N- ((4- (2(S) - ani no- gubcu neous ose _Response for N-Vanmz oleamide

net hyl but oxy) - 3- net hopagee(mglkgpt hy! ) - 9€ Afdl d@ﬁemmdepost-dose)
N- oct anyl - 4- (2- am noel"ﬁ? - met hox- a}he :
N ( (4-%2- am no- 3- hydr ox poxy) - 3- met hoxypheny t hyI ) - 9Z- oct adecenam de

; N-((4-
(2-am no- 2- car boxyet hox ) 53 met hoxyphenyl ) - met hzé) 9Z- oct adecenami de; and

th har macqutl cal ly-ac="Ceptabl e salts and am de% thereof. 40 EXAMPLE X A
%gs‘lotl on T Bisclesad - in USv Patentadines, B%B.ptem*b@myndoaucmwme

f0| llow'ng i nglﬁ@eanﬁ‘nm‘ﬁ ls 1985
N-((4-(2- amznggt teoxyg , gphené/ 2: met hyl )- 9Z- oct adecenam de 4 g-
Propyl ene gl y&8)time of peak ‘anaigésic sftdet. 100 m Ethyl

al cohol 100 M 50 The

oct adegenami de i s di ss0l ved in a solution containing the other ingredients.
Appl i cat iEXaMPEEW@II4 ml of the resulting liquid to a 80 cn2 portion of the
forearmof a 60 kg human produces | ocal anal gesia which | asts approxi mately
two days. LA tanpesitipn fon orabadministration tsareparad byscogibming the dollowingsingvedieatst i al |y sim | ar
| ocal anal gesic effect is obtai ned when the N-((4-(2-am noethoxy)-3-nethox- -

ypheny#9) - met hyl )N-Rl(zféﬁﬁrﬁ&ﬁ‘&ﬁmtﬂﬁyphé@ohﬁﬂ I)aé:ze&tam&thlde 110 kg
N-((4-(2-am nogtdysaneon3- met hoxyphenyl ) -methyl ) - nonaD%rgod@,s _
N- ((4(2- et hyl -2=ammmopropoxy)—3-net rrU)\ypncnyl )-nr;Llryl —9Z=octadecenam de;

N-(( 4 (2- Tgs octadecenamide is dissolved in the sesame oil with the aid of sonication and is packaged in soft gelatin
55 capsuies using methods known in the art. Two of the resulting capsules, each containing 225 mg of the
composition, are administered to a 60 kg human in need of treatment, producing analgesia and reducing

inflammation. '
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am no-'3- et hyl but oxy) - 3- net hoxyphenyl ) - met hyl ) - 9Z- oct adecenam de;

N (9Z- oct adecenyl ) - 4- (2- am noet hoxy) - 3- net hoxyphenyl acet am de;

N oct anyl - 4- (2- am noet hoxy) - 3- net hdER/@R&N127REt ani de; N ((4- _
(2= am no- 3- hydr oxypr opoxy) 3 met hoxyphenyl ) - met hyl ) - 9Z- oct adecen am de;

N(g 4-(2- gm n %’g\%ﬁ X~ EP0282 127B réwgmsaqeanagﬁsgp oo s obtained when o
yet hoxy) - 3- th}{v 'Te o E)(%ﬁ’!ﬂﬁ 4 it Pl @ <
phar maceut 'a o t ox@%(-:rﬁ H'l#]‘(’? %q« yf)

ana
are pr epar 4(2%13811%0 ~methylbu )- -methoxyp yl)-met

formul at gd a5, : I)-4-(2-am|no 3-meth nyl jde; N-octanyl-4-

per tabl et ahl‘r{oetﬁ&y) ides N-({AR .Eéf %E%gﬁ% oxyphenyl)-methyl)-0Z-
100 nonanar&ﬂ&c&émm. N-((@(Z-amuno-Ma% Xx%—@ Xptiefy Z-octadsce'{\gmde, and the

100 Sodi umphdrinadeGitallylayéeplalb Salts and amides thereof. nesrum

stearate Capsules for oral administration are also prepared by combirihl ¥ RIidwiHgiRtediefts:
adm ni stered orally to a patlent I n need of anal gesia two tinmes daily to

CI ved —tabtept
P e 23“:;a2b3‘“§§ P ooy (0D A EReHORy | B |

50
met hoxyphenyl ) - e mmog with 029
N- ((4 (2 am noet hJ/\y hnvun Ay i \ et h\/l \ QZ..0C o0t m de;
N ((4-(2%net hyl - 2-am nopropoxy) 3 rret hoxyphenyl ) - met hyl ) - 9Z- oct adecenam de;
N-((4-(2(S)5

am no- 3- rret%éxy) 3- met hoxyphenyl ) - net hﬁl ) 9Z- oct adecenamdde
N{( 9Z- d hox 0X acet am de;
NG anyy o CBObhnlet sl MR TRBR i R Bf SOEHaR PR I pacini:

(2-am no 3 hydr ox yp+epexy-3-ret-hoxyphenyl)-net hyl)- 07 act adecenamn de;
N- ((4- (2-ami no- 2- ( aN-{960ctadecenyl)-4-(2-aminoethoxy)-3-methoxyphenylacetamide 250¢g .
yet hoxy) - 3- met hoxy piveayipne glyeek hyl ) - 9Z- oct adecenani de; and t/h&800 mi

phar maceut i cal | y- 3c&peleshrle salts and 30 amides thereof. |33780! 45 50 55 38

(/Aigtlled water | nj ect abl e conpositions are pjepd¥®d [as
F E| Pos\g%sé27 Bl & Attificial Cherry flavor np P p10 o

FD&C Red #40 02g

o The above ingredients are combined to produce a syrup and are packaged under sterile conditions in 6
30 oz bottles. One teaspoon of this formulation is administered to a 70 kg adult human, reducing inflammation

- and producing analgesia.
A substantially similar reduction of inflammation and analgesic effect is obtained when the N-(9Z-
octadecenyl)-4-(2-aminoethoxy)-3-methoxyphenylacetamide is replaced with N-((4-(2-aminoethoxy)-3-
_ methoxyphenyl)-methyl)-9Z-octadecenamide; N-((4-(2-aminoethoxy)-3-methoxyphenyl)-methyl)-nonanamide:
35 N-((4-(2-methyl-2-aminopropoxy)-3-methoxyphenyl)-methyl)-9Z-octadecenamide; N-((4-(2(S)-amino-3-
methylbutoxy)-3-methoxyphenyl)-methyl)-9Z-octadecenamide; N-octanyl-4-(2-aminoethoxy)-3-methox-
yphenylacetamide; N-{(4-(2-amino-3-hydroxypropoxy)-3-methoxyphenyl)-methyl)-9Z-octadecenamide; N-((4-
. : (2-amino-2-carboxyethoxy)-3-methoxyphenyl)-methyl)-9Z-octadecenamide; and the pharmaceutically-ac-
\\M./ ceptable salts and amides thereof.

EXAMPLE X

A composition for topical administration is prepared by combining the following ingredients_:

4 N-((4—(2-am|noethoxy)-3-methoxyphenyl)-methyl)-QZ-octadecenamlde 49
Propylene glycol | 100 mi
Ethyl alcohol _ 100 mi
50 ~ The octacledenamide is dissolved in a solution containing the other ingredients. 'A'pplication of 0.4 ml of

the resulting liquid to a 80 cm? portion of the forearm of a 60 kg human produces local analgesia which
lasts approximately two days. Little or no skin irritation is observed.

A substantially similar local analgesic effect is obtained when the N- ((4-(2-am|noethoxy)-3-methox-

yphenyl)-methyl)-QZ-octadecenam:de is replaced with N-((4-(2-aminoethoxy)-3-methoxyphenyl)-methyl)-

55 nonanamide; N-((4—(2-methyl-2-aminopropoxy)-3-methoxyphenyl)-methyl)-sz-octadecenamide; N-((4-(2-(S)-

amino-3-methylbutoxy)-3-methoxyphenyl)-methyl)-9Z-octadecenamide; N-(9Z-octadecenyl)-4-(2-

aminoethoxy)-3-methoxyphenylacetamide; N-octanyl-4-(2-aminosthoxy)-3-methoxyphenylacetamide; N-{(4-

(2-amino-3-hydroxypropoxy)-3-methoxyphenyl)-methyl)-9Z-octadecen - amide; N-((4-(2-amino-2-carbox-
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Conpornent - Weight %
Conposition I: N ( (4-(2-am noet hoxy) - 3-net hoxyphenyl )- 10

met hyl ) - 9Z- oct adecenam de EP 0 282 127 B1 0. 5%
Aqueous Acetic Acid (1.30% 95. 45
Dext rose 4.50%

Conposi ti’f?ﬁwﬁ’?'am-:rm’?’ﬁbe(@:'B?Wyﬁigé?%%?"-a@i-dﬂ‘e?’ﬁ’oﬂ‘? pRf8iRprautically-acceptable salts and
met hyl ) - QTR  enani de : : 0. 05
Aqueous SagiMpiE xAcetate (1.18% 85. 95% 20
Aqueoug AcetTtT Acid (2.0% : 10. 00%

Benzyl Al cokgets are prepared by conventional methods, such as. mixi d di j Q%O
Conposi t i fomews: 25 - ’ y o N-me( (04sf (Sl2“E aar?i l"r‘{)(‘)megt ﬂ'oxilrgc-t 59%{“ °8'xf§’/’5'r‘1‘§fr?§| -

met hyl ) - nonanam de 0. 05%
Propyl ene d ycol redien ' 99." 95% 30
Conposrdion 4: N g.?sm@a&ecenyl ) - 4- ( 2- ami noet hoxy g per tablet

met hoxyphenyl acet &iri{§#~{2-aminoethoxy)-3- 0. 05%
Pol yet hyl ene d ycol g d;mﬂ 1:3) 99. 95% 35
The injection of O.F(')‘g m ofh%%gr#gg}sﬁqﬁPg(ﬁ 2 prior to or 1005 gery for a 3rd
nol ar extraction prBRaNAMIA8Cal anesthesia during the surgery and

I ong-1 &sting | ocaMicmergsmiliné @eliQlsey t he surgery. Si‘rH'oI_ar | ocal anal gesi a
benefits are obtaj local ly infiltrating the surgical site with
Conposi tions 1, 35§§R4ﬁ?§r¥ﬂ,§§} &'éﬂ’“ﬁ) following a sur@@y to provide

| Qug- 1 asting anal Magnesiuor steargteal site pain. dains s

Bet\@- agj noet hyl - substituted phenyl conpounds which are effective as

~anti-infl anggs . . ' L s..and .th o ; :
phar rrace%ﬂaﬁi. 9*5%%%@@%%%%% tﬁg P g%gd‘géf apﬂ%rs %o ‘),{'3"(': PP SR g ¢ hat
they have t Similg fdfitsate sthibved With Rblets RrhdiatsCas2Bovifd: rgdléa' glf N-((4-GEmPodtiBgyy a2/ Bl
EXAMPLE héthokythétyl-aeing)-sonihamb t | ORfh ar en-{id-@RAlN hoﬁﬁ-sﬂgﬁt oﬂ)gééff; et
Wi ght 25%thcpbamarnidé;] No(-(-meliyKk dhinobrogoxlE etk HRS - mam{iRd 202 5M do ; N-((@-((S)-
: amino-3-methylbutoxy)-3-methoxyphenyl)-methyl)-QZ-octadecenamide;N-(92-octadecenyI)—4~(2-
aminoethoxy)-3-methoxyphenylacetamide; N-octanyl-4-(2-aminoethoxy)-3-methoxyphenylacetamide; N-((4-
; (2-amino-3-hydroxypropoxy)-3-methoxyphenyl)-methyl)-9Z-octadecenamide; N-({4-(2-amino-2-carbox-
o yetl:joxy);‘s-methoxyphenyl)-methyl)-sz-octadecenamide; and the pharmaceutically-acceptable salts and
30 amides thereof. : ' :

35

45
50

55
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10 met hyl ) - 9Z- oct adecenani de

0.© 05% Aqueous Acetic Acid (1.30%

95. 45% Dextrose EP 0 282 127 B1

4:50% Conposition 2: N ((4-( 2-am noethoxy) -3-nethoxyphenyl )-

met hyl ) - 9Z- oct adecenam de 0. 05%
Aqueous SoEAMBLE Xhetate (1. 18% . 85. 95% 20
Aqueous Acetic Acid gz., 00/2 _ 10. 00%
Benzyl Al coh Jsyectable compositions are prepared as follows: : 4. 00%
Conposi }Si on 3: N-( (4-(2-am noethoxy)-3-met hoxyphenyl)- nethyl)-nonanam de
0. 6% Propyl ene G gembonent

99. 95% 30 ~ COMRoS! I on 4: N-(9Z-octadecenyl )-4-( 2-wel ht hoxy) - 3-
met hoxyphenyl acsYBBRSiHon 1: ' 0. 05%

Pol yet hyl ene G ycol N-fisi3+aminoethoxy)-8Iméhoxyphenyl)- 99. 95% 35

The i njegction of O. faeQiRQesLLion 2 prior to oral surgery for a 3rd
nol ar extraction prgr\ﬁl?‘(?gs'flggg% ,5?1@&2% during the surgeryoam
| ong-1 asting | ocal AfqueousiAceticl Aotd €3.30%) surgery. Sinilar | @saisganal gesia
benefits are obtai nggetpyseocal ly infiltrating the surgical si t,‘e.rF i th '
Conpositions 1, 3 or 4 inmediately 40 following a surgery to provide
| ong- 1 asting arc@BRRSIHON 22 5\ rgical site pain. Cainms 1.

Bet a- arr:c Inoet h%/l - subNt-((tﬂ*FMqﬂhﬁﬂ%t{oxqqnmm?x%hsgy?;e ef fecti Ve as
anti-inflammatory or 3 ents, an e _
anr maceuti cal | y- acc%%‘?‘%ﬁ' sgf’égeﬁﬁﬁmﬁﬁgdes t hereof, charact 8:9%:q in that
t hey, ha\é(g1 t he generAquesysSodium Acatate 10.18%)r] 55 wherein: 39,958 EP 0 282
1277B1 %) the WX gpi i | faadm - C(O) NH-, - C( S) NH; r
CNHO(0) 0-, - NHC( S) Q’-H,ih- cﬁgﬁfnﬁ?‘ﬂé-‘iﬂw S)NH wherein ei AL abl e
bond of the WX noi@eqzylsA d tothe Rnmoiety and the renaf0% bond is

attached to theCdmpagitionag:bon atom (b) Y is a noiety selected from-0-,
-8- and,s NH, and Ié Z.is selected from

hydr ogen, hydroxy, ﬁ&"%ﬂﬁab,&g\%ﬁi’ga'M?‘Xéﬁé"Y@fhoxy; (d) Ris an

al kyl group havi ng fmethyf)<ronadamideon atons; (e) [err] is selppggged from

‘hydr ogen, hydroxy, of hydroxy having from1l to ca,bon atons,
‘akkyl having from 1%‘@%‘@%%8#‘&0%, and al koxy havi ng frog?l ‘b 5 carbon

atonms, and is Composition &:

N-(9Z-octadecenyl)-4-(2-aminoethoxy)-3-
methoxyphenylacetamide . 0.05%
Polyethylene Glycol: Propylene Glycol (1:3) 99.95%

35
The injection of 0.05 mi of Composition 2 prior to oral surgery for a 3rd molar extraction provides local
. anesthesia during the surgery and long-lasting local analgesia following the surgery. Similar local analgesia
k/ benefits are obtained by locally infiltrating the surgical site with Compositions 1, 3 or 4 immediately
40 following a surgery to provide long-lasting analgesia for surgical site pain.
Claims
1. Beta-aminoethyl-substituted phenyl compounds which are effective as anti-inflammatory or analgesic

45 agents, and the pharmaceutically-acceptable salts and amides thereof, characterized in that they have -
the general structure: -

R!-CH-W-X-R
oL,

¥-CR?)-CR?, -NH,

50

55

wherein:
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preferably hydrogen, hydroxy or nethyl; and 10 -+ (f)each [err] is

i ndependently sel ected from hydrogen, hal ogen, unsubst i t:ut, mmlm”md
al kyl having from1 to 5 carbon atgwpogsyppiituted or uns “ﬁt““ﬂl

and carboxylate, or two R2 noieties are covalently bonded txo fcor i a®
substituted or unsubstituted alkyl ring having from3 to.7 carbon atons in
the ring; aPE2Xd s preferably hydrogen. 15 2. Beta-am noethyl -substituted
phenyl conpounds which are effective as anti-inflamatory or anal gesic
agents, and hlectalhecompesitiont re prepajedaas ddiprsabl e sal ts and am des t hereof,
characterized in that they have the general structure: 20 [err] 25 30
wherein® (a) Qis sglected fromoxygen or sulfur, and is preferably oxygen;
(b) Yis a noiety Mrom-o-, -S- and -NH, -and is Welght/%bly -0-;
(c) Zis sel ect@ungas@ﬁohﬂirogen hydr oxy, and nethoxy, and i§ preferably
met hoxy; (d) Ris M3 r carbon atons, and i's
preferably sel ect egafﬁomﬁnagﬁ hpﬁ\}gng- etﬂ“'ﬁpﬁﬁ'ﬁéﬁ n- decanyl ; 9E- or
9Z- tetfadecenyl ; @etbylbzzhecdademmigeglz- or 9Z- oct adeceny;058E- or

6Z- oct adecenyl ; 115\ e Al d or 10Z- nonadecen 3E-or
13Z- docosenyl ; é‘u ﬁngsgeogf%gt%s@?E 97, 12Z- oct adecadi g%yﬁﬁ

12E- oct adecadi enyI " $®E- oct adecadi enyl ;7 9Z, 11E-oct adecadF&id ; 10E

13E- nongdecadi @*_c%rlm lﬂdin R4E- ei cosadi enyl ; 92 12Z, 15Z-oc- tadecatrienyl;
62 9Z, 12Z-octa eQRL(! |e(1yla A'Jf%éB' el co atrlenyl 57, 8z, 11Z, 147-
REAIHGToATS

. ei cosatetrae r] i s selected from
h‘ygrogen hydr oxy, mqt Y')eglmadﬁcm‘mmd!y haV| ng from1l to 50008%0n atons,
ar&y havi ng from C 85814 koxy "having fro o 5 carbon
at®#s, and is pref gf&‘gﬁo?shggr oge?x‘:Q x3c/i gb met hyl ; and (f§§é9 R is
i-ndependent |y sel e AQieoMsoAretiar éni/ 2408)0gen, unsubstit ut ed10:008ubst i t ut ed

al kyl 45 haviBwhz anéhélo S carbon atons, substituted og g %
unsubsti t ut ed ¥ I arboxyl ate, or two R2 noieties are covalently
bonded to for mm&'-?ﬂ-éred or unsubstituted alkyl ring having from3 to 7
carbon %tons in thel-w(ltngt2-anﬂhadtho£¢)-$—menhai¢pﬂ&ﬁw)hydr ogen. 3

Bet a- am noet hyl - sub nﬁn{ conmpounds, and the

phar maceutical | y- ac?'tee?){’ggl g id5nd am des 50 t her eof , a?:‘t,oél%dl ng to
@i m 2, selected Propyieneoiyaladecenyl ) - 4- (2- ani noet hoxy) - 89,858hoxyphen-
yI acet apji de; acggﬁggm@pyl - 4- (2- am noet hoxy) - 3- net hoxyphenyl acet am de. 4

Bet a- am noet hyT= d phenyl cor‘rpounds which are effective as

anti-infl ammatory N’(a;mgﬁwbﬂ -¥mipoethoiadraceut i cal | y- accept abl e
salts and am des t hpvetiedxy pHEH: g“ in that they have 55 g gsghe general
rr
v '%r

oxygen'ar sulfur, Egﬂg%yﬁé Iene 'ivéor"ts: (3) Qi sg5qsycted from

The injection of 0.05 mi of Composition 2 prior to oral surgery for a 3rd molar extraction provides local
£33 anesthesia during the surgery and long-lasting local analgesia following the surgery. Similar local analgesia
@ benefits are obtained by locally infiltrating the surgical site with Compositions 1, 3 or 4 immediately

40 following a surgery to provide long-lasting analgesia for surgical site pain.

Claims

1. Beta-aminosthyl-substituted phenyl compounds which are effective as anti-inflammatory or analgesic
45 agents, and the pharmaceutically-acceptable saits and amides thereof, charactenzed in that they have .
the general structure: :

R'-CH-W-X-R
oL,
- 2 - 2 -
Y-CR? ) -CR?, -NH,

50

55

wherein:
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(b) Y'is a noiety selected from-0-, -S- and -NH, and is -0
15. (O Zis selected from hydrogen, hydroxy, and rret hj“ﬂgml!ﬂﬂlmm
preferably nmethoxy; (d) R is an akkgleggnerpt having from 6 s x
atons, and is preferably selected from n- hept anyl ; n-oct anyl n- nonanyl ;
8E- or 8Z-tridecenyl; 8E- or 8Z-pentadecenyl; 8E- or 8Z-hep- tadecer}\}/l 5E—
or 5Z- hept adetekig W-X mopty ipgeleciey frere REAMNED cP(FINH- 9ROk NIt Q‘Z'Céfﬁg‘a HEOE- or
127- nonadecef@MH- agd NECHS)NH: yborgin Hé’l?f %t’é'@é'a d of 8‘2 WX M'eﬁéﬁP%ﬂ%ﬁmem'ew 8E,

11E- hept adecaﬂ]"é‘i‘WP"‘a' ‘E b 's aﬂa"hedt
10E- hept adeca Ei:%é cadi enyl ; Z,
sé%a 'ag' %%2 137,

mOI g
117, .14Z- hept é i g?;r: 29°" ooy
16Z- nonadecat cte f g%? Rf' ath rE roﬁ\nidtos rborl atoms,
8 hept adecyny .kyl(h oﬁ rsoe%on aloled) ariSt er S
of hydroxy hay) aV| ng from1 to 5 carbon
at ons, @ al é er ﬁcﬁﬁﬂy]sefeae fr&ﬁrhp&g ﬂt Iﬁfaﬁen. ntostiftted r substituted alkyl
preferably hy vﬂ Qﬁm PYF B QéborP torhE tsibstifuted BF u smstlﬁﬁe ryR%nd! SarbsigiaBeordRe R Y .
sel ected frommBiksls ABCHvaldhi) BHBESY to oAE Wabstifutel @FurBlibsULBE biki HigeKbviag toth shavi ng
from1l to 5 cadrbuaratoris@ihe rifgdna e isipreblablhytigenbst i t uted aryl, and
carboxylate, or two [err] noieties are covalently bonded to forma

subst i t4i1t 2d Bata-amiteting-sibstitdte phahi \cbmpdundy which | aregeffectivenag antignflammatotyom apalgssis i n
the ring; arageni andsthe prafreaceutitajly-bogeptablpesalts @d amidegthprgofaghataeierizpd, in-that ey havat ed
.phenyl conpdherg¢neral givgtwrehe phar maceuti cal | y-acceptabl e salts and am des
thereof according to Claim4, selected from

(4 (2 am noet hoxy) - 3- met hoxyphenyl )g net hyl ) - 9Z- oc- t adecenami de; " and

N—(\(*cf @2- am noet hoxy) - 3- net hoxyphenyl )§ net hyl ) - nonanam de. 35 6. '
Substituted phenyl conpounds ch&g MNHLR N that they have the structure:
40 [err] 45 wherein: (a) the WX magty is selected from-C(O NH,
-C(S)NH, [err] -NHC(0)0-, -NHC(S -NHC- - (O NH and -NHC(S) NH wherein
either2 vai | abl e bond of the WX Msyery 2s bonded to the R noi ety and the
remai ning bond is attached to the b n car on atom and WX is preferably

-C(ONH; so (b) Ais sel ecteYi‘@ and [err] and is '
preferably brom de or -N3; (c) Z is sel ect ed rom hydr ogen, hydroxy, and
me{_hoxy, and is preferably nethoxy; (d) Ris an alkyl group having from®6
to 24 Ggarbonyeiems; (e) [err] is selected from hydrogen, hydroxy, alkyl
esters of hydngxyis Sieted Gorh bxygenlor isaifub; aiis pretarably oxygen; al kyl “having from1 to 5
carbon at ons, (#®ivds ainkiety gelétedifon -0 Srarkd -Nb-, Bndosiprbferablat®dns, and is 55

pr ef er abl y hy de) @dessjectad tionf hydrogerc hydRy.iand mptiexgcand isrprafeyablyghetioxsd from
hydr ogen, hal dd)d@is analignbroen havingiono tosA4tearbpr aleress ang| ik prfetably s (frigh noctapyls

car bon 3t ons, nagioyli n-decenl; BF- on A& (esedacenyl; 86 o5 PZrhexadeaenyl 8196 %d?!’e‘%reEt% R2
noi eties are G@&wethdepanyly 1 Rt dHE-2ctrdecapyh H‘Es abdt4 Q%?dé@“ﬂf 1?Fr‘f§u1l§§’t F‘?c&ieé’ﬂ %I kyI
ring haV| ng fmm;bn%-bocwdecinvi 92‘@0% EBlaEC%EY“ 9{;:

I
and R2 ar@dﬁréﬁ‘é?t%i’ﬂﬂ’ PPS’-dr‘%F%eFP g 3??5'2? cosa nyl o

chars ct grized jcoso:t:ﬁ;%{:uyﬁ'n gzoggyzé’ \aﬁeéatg?'\yhéﬂ

[err] (e) R! is selected from hydrogen, hydroxy, alkyl esters of hydroxy having from 1 to 5 carbon atoms,
alkyl having from 1 to 5 carbon atoms, and alkoxy having from 1 to § carbon atoms, and is
preferably hydrogen, hydroxy or methyl; and
(f each R? is independently selected from hydrogen, halogen, unsubstituted or substltuted alkyl

45 having from 1 to 5 carbon atoms, substituted or unsubstituted aryl, and carboxylate, or two A2
moieties are covalently bonded to form a substituted or unsubstituted alkyl ring havmg from3to 7
" carbon atoms in the ring; and all R? are preferably hydrogen.

T
2\

15 -o 3
2, 14z-

) 3. Beta-aminoethyl-substituted phenyl compo'unds. and the pharmacsutically-acceptable salts and amides
s0 . thereof, according to Claim 2, selected from N-(9Z-octadeoenyl)-4-(2-aminoethoxy)-3-methoxyphen-‘
ylacetamide; and N-octanyl-4-(2-aminoethoxy)-3-methoxyphenylacetamide.

4; Beta-aminoethyl-substituted phenyl compounds which are effective as anti-inflammatory or analgesic
" agents, and the pharmaceutlcalIy-acceptable salts and amides thereof, characterized in that they have
55 the general structure: .



i's " wherein: (a) the WX noiety is selected from - C(O):Nihag
[err]-, -NHC(0)O-, -NHC(S)O, -NHC (O NH and - NHC(S) NH-: qjllll!um!ﬁmm”l"l
avai |l abl e bond of the WX noiety | EhoRSR:t7tBI t he R noi ety andcthe w s '«
remai ning bond is attached to the benzyl carbon atom "and WX i.s preferably
-C(ONH; (b) Ais selected from hal ogen and phthalimde, and is preferably
brom de or phthalimde; 20 (c) Zis Lelected from hydrogen, hydroxy,
and nmet hoxy, and is preferably metRox ;Ug-lg R is an al kyl group having from
6 to 24 carbon atons; (e) [err] i&'s =R om hydr ogen, hydroxy, alkyl
esters of hydroxy. haV| ng from1l to arbon atoms, alkyl having from1l to 5
carbon atonms, and al koxy having fr tg 5 car bon atons, and is preferably
hydr ogen; and 25 (f) each R2 Zependently sel ected from hydrogen, -
hal ogen, unsubstituted or substituteg- hyl gwag from1l to 5 carbon
atonms, substituted or unsubstituted ar gxylate, or two R2
noi et i espare coval ently bonded to form a subst I tuted or unsubstituted al kyl
ring having from3 to 7 carbon atons in the ring; and all R2 are preferably
hydrogen. 30 8heRirer maceuti cal conpositions characterized in that they
conprise: (a) dasaibeeletad froiforygen orsutwmnhis paferablyogygenund according to any of
Clains 1-5; andbXYo amojetyzelacieditom -Oat$-pnciditie pociibpefebly-0er. 9. The use of a
conpound®accor dF)r?gs salected yrom hydrpaah. ipgdraxy Ganfl ovethppvnand dscrefereblhometaoxwe di cament  f or
producing 35 @ r\-‘aF'géBY' Aroup diayingdtem fdo i2Afoprkematemaend s prefarbly sejectddofey n-
animals. 10. MIepRwE F H‘P‘Pﬁ?%‘ﬁ'-z?’-‘hﬁ’ lﬂf‘&‘le&?Wh@E‘t Hbﬁ?%‘ﬁ?é?cfg?y'c SRS LBEchep-
said net hods CHWWe? ;gé Paptadepanyh e o fadeceny; IE ei? 28 or 122

S 11E-heptad ienyl; 8Z,

re%tll ngéo to T_] tadec I ’: ,?ngaz‘[‘&ilen b n
i f:”szref e%%}@ o e e o

ep eclytlgl?ny
I
- NHC( O) NH- and (e) r&

el na% 3% Y NdTRlELY
i s bonded to thgy I5Qavmg from 1 to brf3 t¥m U% ) rg] arb??n cﬁq%h to
y r oge dr oXxy

the benzxl car Qaderaiyoroden ﬁy& ” 'dom
Ris an al kyl qpQudh Reaisiikt8pdnténty &lécﬁa%mcwdhgsh aa&aaﬁ,un&ﬁ,e«tdted & s%séuﬁfeheaﬁi(yn
from hydrogen, nayisy fofy 1 t35<yerboR Siofis S subtitteédsr QirsubBMd SHyif BriiNdatbokyfate? of BolRN
atons, al kyl hawdietigs 4ré 6dvaldntly @ofried & fr@a albetiFted atUflsuBtY alkdIIh RVl R 3ltot70 5
cAebon at ons; aadior( atons ia theiriog; aad R2d$ prefbriable hytildgelg t he structure:- 55 [err]
wher ei n: 30X is hal ogen, and is preferably brom de; and each R2 is

i ndependent5 yBeledreindethyli-stibstityiod henyl cBiRp@INg®3éhd His/phBinabeptivathgaeneptablalsaiyand amides
.unsubst i t ut edtherpofsacoarding tor Sléimad. leplecterh fronm di-(f4r(&amitoethoxyd-3-owthpypheaymethyl)9diet i -
tuted or unsuBdacPragidacang Nef{4-(2-amippethanhdmehenyehendrmetylyneanamidect i es ar e

coval ently bopded to forma substituted or unsubstituted alkyl ring having

from3 tB P cSHPEBedRheR: caMpoynd charartgrizeq Bithabheuhauy the Bjuck@act i ng t he

bet a- hal oet hoxy phenyl conpound with an azide salt to forma

bet a- azi doet hoxy 5 ' phenyl conpound;  f owed by (c) reducing the
azidog nmoiety, preferably with [err]® fc?ﬁﬁ"ﬁ'nﬁhb‘rml ety to formthe beta-
40 .
2
o-cl.},'-c'.:-A
45

wherein:
(a) the W-X moiety is selected from -C(O)NH-, -C(S)NH-, -S(0)2NH-, -NHC(O)O-, -NHC(S)0-, -NHC-
(O)NH- and -NHC(S)NH- wherein either available bond of the W-X moiety is bonded to the R moiety
and the remaining bond is attached to the benzyl carbon atom; and W-X is preferab|y -C(O)NH-;
50 (b) A is selected from halogen and -Ns, and is preferably bromide or -Ns; .
" (c) Zis selected from hydrogen, hydroxy, and methoxy, and is preferably methoxy;
(d) R is an alkyl group having from 6 to 24 carbon atoms;
(e) R is selected from hydrogen, hydroxy, alkyl esters of hydroxy having from 1 to 5 carbon atoms,
~ akkyl having from 1 to 5 carbon atoms, and alkoxy having from 1 to 5 carbon atoms, and is
55 preferably hydrogen; and
() each R2? is indopendently selected from hydrogen, halogen, unsubstituted or substltuted alkyl
having from 1 to 5 carbon atoms, substituted or unsubstituted aryl, and carboxylate, or two R2
moieties are covalently bonded to form a substituted or unsubstituted alkyl ring having from 3 to 7.

41



dam noet hoxy phenyl conpound. 11. Methods for synthesizing - an
phenyl ‘conpounds, said nethods characterized in that 10 ° Di &Mﬂ%ﬂlll
the steps of: (a) reacting, to foEmMGR82dRmBhal oet hoxy phen s

a phenol conpound having the structure: 15

[err] 20 wherein: the WX noi et}{ s selected from-C(ONH, -C(S)NH,[err],
- NHC(0) 0- - NHEgrsp@loms "I\IPRZ("@)N"I- hre PreferePighydipgetiher ei n ei t her avail abl e
bond of the WX nuoiet ety and the renmining bond is
attached fo SUhRitpdRb '°85.‘P‘B’B?f %f’ﬁ?ﬁ"zfppg'a'stg?’ ‘f%ﬁe T Phydr ogen, hydr oxy,
and rretshoxy, R is an al kyl group having from6 to 24 carbon atons; [err] is
25 sel ected from hydrogegi \Q‘r@f_y ﬁl kyl esters of hydroxy havi ng
from1l to 5 carbon atons, al kyl hadvin 1'to 5 carbon atons, and al koxy
having from1 to 5 carbon atons; an '|) a vicinal dihalide haV| ng the
structure: [err] 30 wherein: Xis h en and is preferably bromde; and
each RZ,is independently selected fr haI ogen, unsubstituted or
substituted al kyl having from1l to 5 g,;r!%‘%c substi- tuted or
unsubstituted aryl, and carboxyl ate, = rml eties are covalently
bonded to forma substituted or unsubstituted al kyl ring having from3 to 7
‘carbon atons'in the ring; followed by 35 (b) reacting the

bet a- hab oet hwhesginphenyl conmpound with a phthalimde salt to forma beta- -
pht hal i i doet K@)shp WPemojaty ie seiprtediigm ﬁﬁ)ﬁl'txmﬁtﬁ)'ﬁy -8t0)2NHa SNHGALP- - NHIC(S)O-, -NHC-

bet a- pht hal i ni(@8Et 3 x§HEBNHywhe B epilghile: W“%?’d?ea‘ﬂ’TW'th'srbéﬁPﬁ‘é? the, & moiety

pht hal i ni do grfdie BAEniNg PeAdtisAtiagh Q"?frﬁ"ﬂ@b‘iaﬂ’&t @FP[%%?PHCIC(OAW" 12.
Methods for sﬁt"H%%‘i'efﬁeﬁ °’631'

Hb‘!?g i Prthaliidg: et hod

chardct®ri zed "’t??!ffl’te‘raéﬁr% 5;%?}' fad hs T“SP( VBTt T¥g, thE o(r)msa

2;%88‘:3 ﬁ;\tl)ls ?}3379 6 fgotm droge »ﬁv é?‘k% %PM%W&W& *rc}m ‘i"to%"&%%h atoms,
fi‘; ‘a‘?\ y %} s Sl eet e%a']kox& awa 8"!‘\"1#“’ > % I\ﬁms' a%d( 6) 2

[err] wherein:

NH-, - NEC( 0) Oy f) 9&'!6‘3 tRRChya @l&ﬂbh MEBSHRIY & subMBiited alkyl
avai | abl e bon a\m &Fﬁoﬁtabbmb Ssub&iRAA Cor lRsub&tRitedaryl, and carboxylBteT8i foYrzand
the renaining nkb%ﬁ% dr&c&ﬁl&rﬂ(} B6Hded © forea suBGRESM or GidubBMted aRring hving B exch &d

f r om hydr ogen,cabByrkitéme)in tha Rly; Gkt BX sire pRferablydiidrageky| group having from6 to
24\ carbon atons; and [err] is selected from hydrogen, hydroxy, alkyl esters
of hydrssxp. mtnrageuiiﬁwcmiboiitmnécmm&méu iatrattbey camiyse: havi ng from 1 to 5 carbon
at ons, and al Ka)esathand effgetive amuit of @ cdnpoendizocordirigdmany ohQldimé 3-5; andEP 0 282 127
Bl (ii) an azi(hiagharemacsotivplycancplable pamipr.t he structure: to wher ei n
each R2 is independently selected from hydrogen, hal ogen, unsubstituted or
substit ut &d Helse ofie:pomprynd poserding toany, of Gaims S B‘H‘E}‘fa"%'@lﬁ%? megigagngnider producing
unsubst®t ut enalggsip and &HEF"E&'P"B'B%?P&["@“HF%\%WRQWH'& eties ar e coval ently.

bonded to forma substijtuted or unsubst tuted al 5&}/ ri ng havi ng 9 :?l
10. Methods for syntheslzmg beta-aminoethoxy p enyl compounds, said methods charatterized in that

" they comprise the steps of:

‘v (a) reacting, to form a beta-haloethoxy phenyl compound:
40 (i) a phenol compound having the structure:
. . t" “ - u-*.&
. é "
45 | oR '

wherein: the W-X moiety is selected from -C(O)NH-, -C(S)NH-, -S(0)2NH-, -NHC(0)O-, -NHC(S)O-
, “NHC(O)NH- and -NHC(S)NH- wherein either available bond of the W-X moiety is bonded to the
50 , R moiety and the remaining bond is attached to the benzyl carbon atom; Z is selected from
- hydrogen, hydroxy, and methoxy; R is an alkyl group having from 6 to 24 carbon atoms; R' is
selected from hydrogen, hydroxy, alkyl esters of hydroxy having from 1 to 5 carbon atoms, alkyl
. having from 1 to 5 carbon atoms, and alkoxy having from 1 to 5 carbon atoms; and
(ii) a vicinal dihalide having the structure:-
55
X-CR%-CR%-X

wherein: X is halogen, and is preferably bromide; and each R? is independently selected from
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tob7 carbon atonms in the ring; followed by (b) reducing the nltro en
substituent off of the nitrogen-substituted beta-am noet I 15
pound, preferably with sodium met alEPi 00282 12@iB1 anmoni a, IM' Imjm "Iﬂ(ﬂml

bet a- am noet hoxy phenyl conpound. PatentansprUche 20 1 * .
Bet a- am noet hyl -substitui erte Phenyl ver bi ndun wel che als

© ent zOndungs henre hyogan. thelagenounsybsiityted °’ bytituted ﬂﬂw 'T&‘!;'%f’%”i' ﬂd° 5 QE”H?’%‘“S' substi-
~ phar mazeut i sch aﬁ*?éf?ﬁﬂ'é?ﬁ"éﬁﬂt“gélaﬁ’bg?ﬂ 'aéPe°h‘|“” 7ﬁ‘°'° zi‘ ?Tﬁed o form a
zei chnet . daB s| gubgtitute darbon atoms in the ting; followed by
R HR- W X- k 39) reacting the beta-haloethoxy phenyl compound wnth an azide salt to ml 3 bﬂtaﬁ&“ﬂ'ﬂ’?

auf wei sef, wor ifq®" f
: S]E 0) 2NI—E] - NHO(h! i g%@oﬁﬁ Nﬂ%%%f%&'ﬁl 81 6 G %NFLMW&%)‘?\] form the bota
I ne aer

th ; .
ausgewAhIt i st,2ober ZWEI ver f Ogbaren Bi ndungen des W X- Restes an

den R- Resty40QGHIEGS dythesti iaﬁmfn‘é‘éﬁdx RéhyBlotipbungs, 3Bid dﬂa‘ihods characterized in that
Benzyl kojl ensﬁ%éﬁw{%g bg ist; (b t(b él n aus -0-, nd - NH
ausgewshl ter Rqatreacﬁf@rtawﬁ%btﬁ-aaloe‘&mxyﬁknylé&r}po%daus Msserstoff Hydr oxy und
Met hoxy ausgewahigsa prahol bdipobramausytestacurbet hoxy ist; ., (d) R eine
Al kyl gruppe mit 6 bis 24 Kohl enstoffatonmen ist; 40 (e) R aus
Wasserstof f, Hydroxy, Al kylestern von Hydroxy m't 1 bis 5

Kohl ensteffatomen, Alkyl mit 1 bis 5 Kghlggasiwigagomen, und Al koxy mit 1

bi s 5 Kohl enst of f at onen ausgew~hit i st, vor zugswei - se Wasserstoff,
Hydroxy oder Methyl ist; und (f) jeder 42 unabhi ngi g von den anderen
Reﬁszt@n R2 aus Wasserstoff, Hal ogen, unsu Ituiertemoder substituiertem

Al I ' m';[o 1 bis 5 Kohl enst of f at onmen, substitui ertem oder unsubstituiertem
Aryl™45 ~un Carbo at_ausgew og k(m@
unter Bildung ei fB&°L ‘Wt Ezs e N Wf% Bgl T Eﬁf 3
bis 7 Kohl enst of f. .%r a;jﬁe’glé‘mai \ céeer %aM\ ¢_availa l[:le Jf p |s'39rﬁl§d e
V\a|55ﬁrstoff i St. | Cuodshiiael AOERID k%pg%fd ; ygﬁ&pﬂdﬁlgﬁms, R is
wel che. aés ent zU Y 1oGEn, Ndto .al Fox &wng frof § ltd & Barkdn’ dfonidMikyl
sind, und di e phabfRAGHH 5§ /darBsN ko ﬁmﬁ%ﬂo Vi3 1M 188 LalbonitoméOdg dadur ch

gekenn- zei chnet g Qﬁnﬁldﬁaﬂbﬁavg,?%rsﬁ&clm Struktur 55 44  [err] 5
fz CR2-CR 2-NH Y 0 aufweisen, worin: (a) Q aus Sauerstoff

‘oder Schwefel ausgspeabRi-xi st, und vor zugsvvei se Sauerstoff Ist; (b) Y ein
aus -0-,3S- und -NH ausgewahlter Rest !st, und vorzugsweise -0- ist; (c)
Z aus -Wasser st of fwhersindX @xhaloger afdbis peaterabiyuisoreide) lahd edeh tR? imipdependently sseke¢terktfrom
Met hoxy !st; is hydrogen,ichogén, ensabstitiiol \of gubsiiwed atkvi hayinbifrom24tootarton stoms.f wbtimen
I'St, und vorzugswaedse uasubstituteadondrapd carppxylplersn iwel R? mpidties 2ip povelogiF borsigd fo form a
9Z- Tet radecenyl ; sOiBtituied erungubstited:alieriring pavingdrem mépawmmmﬂoﬂowe@v oder

6Z- Oct adesceny| : () 1qacting e bete-halogtiowy, PBefivh ppmpord= with, ge Phthplipide sath 4 (3 - betps .
oder 13Z- phthalimidosthoxy pheny! compound; followéd by

(c) reacting the beta-phthalimidoethoxy phenyl compound with hydrazine to remove the phthalimido
. \/ group and form the beta-aminoethoxy phenyl compound. ' .
40 12. Methods for synthesizing beta-aminosthoxy phenyl compounds, said methods charactenzed in that
" they comprise the steps of:
(a) reacting, to form a mtrogen-substltuted beta-aminoethoxy phenyl compound:
(i) a phenol compound having the structure:

. - R -LH-WeXaR
T
50 . : ' oM

wherein: the W-X moiety is selected from -C(O)NH-, -C(S)NH-, -8(0)zNH-, -NHC(0)O-, -NHC(S)O-
, “NHC(O)NH- and -NHC(S)NH- wherein either available bond of the W-X moiety is bonded to the

55 R moiety and the remaining bond is attached to the -benzyl carbon atom; Z is selected from
‘hydrogen, hydroxy, and methoxy; R is-an alkyl group having from 6 to 24 carbon atoms; and R
is selected from hydrogen, hydroxy, alkyl esters of hydroxy having from 1 to 5 carbon atoms,
alkyl having from 1 to 5 carbon atoms, and alkoxy having from 1 to 5 carbon atoms; and
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Docosenyl ; 9-Met hyl en-1-oct adecanyl ; 9Z, 12Z- Cct adecadi enyl ;

12E- Oct'adecadi enyl ; 97, 12E- Octadecadl enyl ; 9Z, 11E—OctadeHml mm“l“lmm“‘

13E- Nonadecadi enyl ; 11E, 14E- El coEHdIﬂNETBQZ \.g- 20

15Z- Octadecatrienyl 62 92 122 Cct adecatrienyl; i1z, 14Z,

17Z-Ei cosatri en(y 147- Ei-cosat etraenyl und 9- Cct adeci nyl

ausgewahi t !st; X@)”'Pg'"eaﬁ?@pmggﬂlngfh(?fsﬁ’" W droxy, Alkylestern von Hydroxy

mt 1 bis 5 Kohl enstof fatonen, Alkyl mit 1 bis 5 Kohl enstof fatonen, und

Al koxy mt 1 bis 5 Kohl enstoffaté)itsn ausge\ﬂ hit !st, und vorzugsvvei - SO

Wasserstof f, Hydroxy odor Methyl @'P ) jeder Rest R2

unabhangi g von den anderen Reste 3 Hal ogen,

unsubstitui ertem oder substitui eﬁt’qm Al kyl t 1 bis 5 Kohl enst of f at onen,

substitui ertem odor unsubstituiertem Aryl und Carboxyl at ausgewAhlt |st,

oder zwei Reste R2 koval ent unter Bildung sines substituierten oder

unsubstsp t Ui er t ORhefdikydch RN Basdepentiontly Sdictted frisia iydrogeh,(Halogénp tneubstitated] ensublititutsd

gebunden sind; amdhaving &ofvasts 6 chiBorvaivnas, gubstititercor\MAsbeituted G, asd cethoxBdle, 3r two

Bet a- am noet hy| Rsmutisties braicevalelitlyRioadayt to/femba substiwgeshor unstibstituted plind rringa kaving frema 3

annehnbar en Sal tod carhan Sernsie thairiee foflowedgh Anspruch 2, wel che aus -

N (9Z- Cct adec ényéducig the nirpgen substitusny pff 3t ﬁmnitresw-smwytpchbett@wmh@wmmnv' com-

N-Cct arty| - 4- ((Rouneh prefotably jth - sodiven t il yip e PaBta 1R (P LY EdEATInceiong Phesy 4.

Bet a- am noet hyPoROYMSt i t ui ert e Phenyl ver bi ndungen, welche als

ent zOndungshemmende M ttel oder Anal - gotika w rksam sind, und die

pharmazeu F@Eﬁ“%ﬂ'ﬂ?@ﬁnbaren Sal ze und Ani de hi evon, dadurch gekenn-

;el ..w_h'netg Q. SI i ﬁ &% une vterrbu &n,lélgn Qelche als e géhemmen |ttel oder Anal-
tlka und die tﬂ % B u Amide hi P n-

Sauer st of f oIy [;hvgg ﬁ“’ , vor zugswel se auer stof t,

(b) Y ein aus - ausgevvahl btr Rest |st und vor zugswei se -0-

ist; (c) Z aus V\asserstoff Hydroxy und Met hoxy ausgeWAhit ist und

vorzugs‘,gvei se Mot hoxy ist; (d) R ﬁl_ _%L(XJ_RT uppe mt 6 bis 24

Kohl enst of fat onen ist, und vor zugsc\@flse aus n-Heptanyl; n- Cctanyl;.

n- Nonanyl ; BE- oder 8Z-Trideconyl; - oder 8Z-Pent adecenyl; 8E- oder

- 8Z- Hopt adece- 55 nyl ; 5E- o ZHept adeconyl ; 10E- oder

1QZHopt adecenyl ; 9E- oder 9Z-Cctadgcenyl; 12E- oder 12Z- Nonadecenyl ;

8- Mot hyen- | - hept adecany! ; 87, 11Z- FebRageCBdad¥Hs: SE,

11E- Hept adecadi enyl ; 8Z, 11E-Hept adecadi enyl; 8Z, 1O0E-Heptadecadi enyl; SE,

12E- Cct adecadi enyl ; 10E, 13E- Nonadeca- dienyl; 8Z, 112

147- Hopt adecfwejsehyprin: 57 82 112 Hegt adecatri en}_/l
16Z- Nonadecat r(q)eder S(Rest - -S(0)2NH--N c(O)o- -NHC(S)O- -NH(F(O)NH d

L
M S % nyl; ﬁh' § T“@t‘f" 0 Bindagen %aﬁf)éd\,%f%j (7§ den R-
ausgewahi t i stReSt ar‘lzu?f?‘rz?l%{ od ‘ﬁ kb!}&ﬂéﬁ?'f 0} GEPpids Hydr oxy
rritlbisSK . f und
Al kU mt 1 gﬁ;ﬁj}g ga}"“ °th° zﬁd%%&%ol&l%ggﬁv\g '
Vasser spof f, i . .i n ydroxy mit 1 I:‘J ) thfaegﬁcfﬁataﬁgﬂ Aﬁa mit 1
unabhangi g Vorbl Rohﬁ fen; @r’ﬂ Ribxmita s 5/RohfbRétstadmbn ausifewBEIEEY, und vorzugswei-
unsubsti t ui ertsgmaggﬁoﬁswam bdét REth@ s bhkyl mit 1 bis 5 ohl enst of f at onen,
substi t ui ert ern) pdéRestF ukMbhinhigiver def BhdereyiiResten R? aus Wasserstoff, Halogen, unsubstituiertem
oder substituiertem Alkyl mit 1 bis 5 Kohlenstoffatomen, substituiertom oder unsubstituiertem Aryl
5 und Carboxylat ausgewdhit ist, oder zwei Reste R? kovalent unter Bildung eines substituierten oder

unsubstituierten Alkylringes mit 3 bis 7 Kohlenstoffatomen in dem Ring gebunden sind; und R?
vorzugsweise Wasserstoff ist.

. 2. Beta-aminosthyl-substituierte Phenylverbindungen, welche als entzlindungshemmende Mittel oder Anal-
50 getika wirksam sind, und die pharmazeutisch annehmbaren Salze und Amide hievon, dadurch gekenn-
zeichnet, daB sie die generslle Struktur: -



und Carboxyl at ausgewAhit ist, oder zwei Reste R2 koval enf—untéer Bildung
ei nes substituierten oder unsubstituierten A kyiringes mt
Kohl enst of fat omen in dem Ring gebunERf282 iR¥ Bund R2 vorzugsﬁl‘“ﬁ"lﬂ"l""II”H"I
Wasserstoff ist. 10 5. Beta-am noethyl -substituierte Phenyl ver d ndungens *
und di e pharnmazeuti-sch annehnbaren Sal ze und Ami de hi evon, nach Anspruch 4,
wel che aus N-((4-(2-Am noet hoxy) - 3- net hoxyphenyl ) net hyl ) - 9Z- oct a-
decenam d; und N-((4-(2-Anm noet hoxX) - 3- ngt hoxyphenyl ) - met hyl ) - nonanam d
ausgewAhlt sind. 15 6. Substitui 87t eCBrenHvBr bi ndungen, dadurch.
gekennzei_chnet, daB sie die Strukturg&R -CHWX-R' 20 2 CR 2-CR 2-A 25
haben, worin: (a) der WX- Rest aus - , ~C(S)NH, -S(0)2NH,
-NHC(0)0-, -NHC(S)O, -NHC(O NH und YNHCLS) NH- ausgeWAhIt i st, wobei eine
der zwei vertagbaren Bi ndungen des W ¥-Br een R- Rest gebunden i st
und die restliche Bindung an das Benzyl kohFenst ffa om gebunden ist; und
WX 30 1 vor zugswei se -C(O NH ist; (b) A aus Hal ogen und -N3
ausgew hlt i stayfweised, wotin:zugswei se Brom d oder -Na ist; (c) Z aus
Wasser st of f, Hy(@y Qxys SanetstdfeddenSohwatel susgowahit ist, uwt vozngsweise Sauerstolbistse Met hoxy
ist; (d) R eine®pY kiylaeg Op@undtNHGatbgwﬁmiﬁrkvhistemvewgﬁwm Bt (e) RLl-aus
Wasser st of f, Hyt) days Wasbdestofle Hydegxy undoiet gawani ist ups yrraygsyeise Methoxy ist;
Kohl enst of f at onfsh R gigecAikyigigppe mitag; bis 24 Ko lemogatgnwm s YarAussyeiseraps n-Qegnvt n-
Al koxy mit 1 bi Norgnykarilessnys 85-pder §ZTptradere \ﬁém der ¢ %‘ﬂe"aqﬁFﬂ!PV'v?Fr 2 §' FW%EV';
2 1

Wasser st of f i st SE-9AY 8F T° a@?ﬂ’é’ﬂ" R d 1 ] conyl QDE\/BCH” f%qzeé
1 ?r:lon -El o 'Jen'rl’[1
m &

aus V\asserstoffb° "8 Pfi )
bi 51 5° Kohl enst o a ) § 'e 1Z,
Car B‘o’xyl ausg r@ged'og S IQ oval en
substi t ui erten |au %Eas oft, H g o
5'Kd

du%lg M nés

) % Elﬁo J Blbg%ﬁen%ﬁato’;neh'ﬁkyrmlﬁ
Kohl enstof f at o n?b.@ Kol WRiitist, \iRd vokgigewRi- S €
Wasserstof f si n Wisse s,‘@a,{, ogg,twet ghpgver bi ndungen da urch
gekennzei,ghnet , griaddr Rése RGinBbhBhdigoh dén anfbrerRestefir2 YidsXvdSsendtofr, Halogen, unsubstituiertern
22CR2 A haben, oddp sibsiituisem Alkyl mlt(1at)|s 6§ KohldhstSHdnemh, subsituieférdobdr-unsubsifuiB)tbit-Aryl
-S(0) 2 NH, - NHGKdOGdPooxylat r¥gbwahid ist, oddd2aéi BebibtR? Udsvelient Nhiéi EBiHidg-einasl Subetitdiériet odept |
wobei ei ne der awabstitviertdnQuiylihgss it 8 disrg) BEvhletigistfaldmdn Redsive Bingigelabaden RindRergl alle
gelunden i st, U Rebtalifevorzagaivbiseciassdsstoftiingg an das Benzyl kohl enst of f at om
gebundense st; und WX vorzugsweise -C(ONH ist; 46 (b) A aus Hal ogen
und Pht hal i 8 Betatamijeethtirsubstitgerte Phanyiverbindengen uRgk diBRbarmezeukiselt amigbmbarannSaie] usd -
(c) Z aus \Wasdw@idsthisven, naghdneprueh riwplahe eysdk (PZRgereanyPiti2- ?'@50991%)‘@'5?*2%%’%'3% :
Met hoxy ist: (catpmictusd NeOciapybe o3 methoxyrhenylacetapid apgevwiihit $iiben i st ;

s 4. Beta-ammoethyI-substutunerte Phenylverbindungen, welche als entzlindungshemmende Mittel oder Anal-
getika wirksam sind, und die pharmazeutisch annehmbaren Salze und Amide hievon, dadurch gekenn-
zelchnet daB sie die generelle Struktur

\ : '_ -Q-

40 1 |L
R® -CH-NH-¢ -R
_ | 2
45 . K 2 2

Y-CR 2-CR o~NH,

aufweisen, worin:
50 (a) Q aus Sauerstoff oder Schwefel ausgewéhlt ist, und vorzugsweise Sauerstoff ist;
(b) Y ein aus -O-, -S- und -NH- ausgew&hiter Rest ist, und vorzugsweise -O- ist;
(c) Z aus Wasserstoff, Hydroxy und Methoxy ausgewéhit ist und vorzugsweise Methoxy ist;
(d) R eine Alkylgruppe mit 6 bis 24 Kohlenstoffatomen ist, und vorzugsweise aus n-Heptanyl; n-
Octanyl; n-Nonanyl; 8E- oder 8Z-Tridecenyl; 8E- oder 8Z-Pentadecenyl; 8E- oder 8Z-Heptadece-
55 nyl;5E- oder 5Z-Heptadecenyl; 10E- oder 10Z-Heptadecenyl; 9E- oder 8Z-Octadecenyl; 12E- oder
12Z-Nonadecenyl; 8-Methylen-1-heptadecanyl; 82, 112Z-Heptadecadienyl; 8E, 11E-Heptadecadienyl;
8Z, 11E-Heptadecadienyl; 8Z, 10E-Heptadecadienyl; SE, 12E-Octadecadienyl; 10E,13E-Nonadeca- -
dienyl; 8Z, 11Z, 14Z-Heptadecatrienyl; 5Z, 8Z, 11Z-Heptadecatrienyl; 10Z, 13Z, 16Z-Nonadecatrie-
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(&) RI' aus Wasserstoff, Hydroxy, Al kylestern von Hydroxy m't' '1

Kohl enst of fat omen, Al kyl mt 15 bis 5 Kohl enstoffatmmﬂl 'ﬁmmmmm””"’
mt 1 bis 5 Kohlenstoffatonen ausdEP@®®8212781, und vor zugswei -

Wasserstoff, Hydroxy oder I\/Et hyl ist; und (f) jeder Rest R2 unabhanglg von
den anderen Resten aus erstoff nsub t|tU| ertem oder _
subst i t ui erterﬁé' %ﬁé‘f"aﬁj};a stgg ggg!f ﬁ"bls erten%é
unsubstituiert
koval ent unt er t°m Lun 5% § en %%“ au(% "'15” | erten
Al kyiripges m\;‘% eder e§ nSﬂ % % &%ﬁ%&t&h ﬁ%ﬂi@ﬁé&&sﬂ@%ﬂ%ﬁ%&b@ﬂm pd R2
VOfZUgSWe' Sé énsﬂasiuu% fm'A Im| %ﬁ?ﬂ% DERRertedPAM Ch
gekennzei chnetyny @ado x§laf3a i iEtCber zwei R ewa&'aneﬁmmmdu Sindd stilsstididRenaBI €

ei ner Ver bi ndujngibRsdhes AKRRAGEES mit’ 815 7ekdMnstot@tofmerb in dsHIRIAD gebunden snd) urRll RPEN
phar mazeut i schogigiabsdmisedisdifistger . 9. Verwendung ei ner Verbi ndung nach

ei nem dgr AnsprUche 1 bis 5 zur Herstellung eines Arzneimttels, welches in
Menschen @& eBetaarsiokiothglestiestituibites Phanyledrieiudgea,l tgﬂsdieprkaﬁndzejtiédul“mhermbdren Salze und

Ent zUndungenAside tievon. nagi) Anspich #/evsichd) ausrN-g4irAjnobthey - 3smeiogypheryhmethyl)-9Z-octa-

bet a- Am noet Hasanamivewnd| N€4-BiAmihaetopy);3-rosthoxypbeny-methyl)-nonandmid ansghwihit kisthnzei chnet
sind, daB sie die fol genden Stufen unfassen: (a) Unsetzen von (l) einer
Phenol vBr B nMulmetPhgylvergmqqqqntﬁadggm gekennzeichnet, daB sie die Struktur:

R-HWX-Rz TH 30 worin: der WX-Rest aus -C(ONH, -C(S)NH, -S(0)2NH ,
- NHC( 0)0-, -NHC(S)O, NHC(O NH und -NHC(S)NH ausgewdhit ist, wobel eine
dey zwei verf Ggbar en Bi ndungen deRCH-M-®s an den R- Rest gebunden I st,

un d| e restliche Bindung an das Benzlyl kohl enst of f at om gebunden ist; Z aus
Wasser stof £, Hydr oxy und Met hoxy au hit ist; Reine AKkylgruppe mt 6
bis 24 35 Kohl enst fat onen IS Rl aus Wasser st of f, Hydroxy,

Al kyl estem von Hydroxy mt 1 bis 5 K(m? _m?ff..atorren Al ky_I mt 1 bis 5
Kohl enst of f at omen, und Al koxy mt 1 bis 5 3ohl énst of f at onen ausgewi hit ist;
mt (l1) einemvicinalen D halogenid mt der Struktur 40

X- CR22- CR~2- MabeV@oiind: X Hal ogen ist, und vorzugswei se Brom d ist; und jeder
Rest R2 unabha@gdey W-iResteds aqdml-encmm £ 15(OXNH,UDHOEHG- FNHOE) O, -mm(oman und
unsubst i t ui er t-BHCESINM- assgéeinhit tst, iweliol eima dak kwdi ventiigbarbn IBindungeridsl Ve X Rbsidsl aatdemBN,
sukist i t ui er t enRestigabundars shgtidleurbstiiche Bindung bn dascBe@anibivensiotetorngrbgraled ist: tind WX 45
oder zwei RestvorziRBwhisa/-S(QANH- isint er Bi | dung ei nes substitui erten oder

unsubst i t ui er t @ Asitalogengd Ns giiggevihljst urd yarpugsweise Brpmidiodarels iBth dem Ri ng
gebunden si nd, Cl7&rue Méasgrstoff itugrosy yndMetexy-aupgawiilids eed vorrugsypiReMetha ishi ndung; -
(b) Unsetzen d@rR gjer Alkvigyopym §tbﬁ89< phiresigffalamepShdung mit ei nem Azi dsal z zur
61 dung_ef ner @K s et wwggh e

(c) Red¥ziererP @h)ﬂft% Wﬂfg’s%? Kehl ?ﬁagﬁ'@lﬁusg?@h'é%%vﬂﬁi‘%?'est,

zvveckes_ B! I du r cg%.: pevt hox hen ver rst%t]f ver f f ahre
Synt heti si er enod\éerfn ¥ yiy 'g}gﬁ }E&%P 3 zf‘ﬂ suSZéu,e
dadt%g gekenty Bi5hat Sl oda Sl hsst S0 oHBY Sisdifiorte

(a) u1erten Alkylringes mit 3 bis 7 Kohlenstoffatomen in dem Ring gebunden sind; und alle
Reste R? vorzugsweise Wasserstoff sind. :

7. Substituierte Phenylverbmdungen, dadurch gekennzeichnet, daB sie die Struktur:

R! -?H-w;x-a

50 : 2 2 :

haben worin:
56 (a) dor W-X-Rest aus -C(O)NH-, -C(S)NH-, -S(0)2 NH-, -NHC(O)O- -NHC(S)O-, -NHC(O)NH- und
-NHC(S)NH- ausgewahlt ist, wobei eine der zwei verngbaren Bindungen des W-X-Restes an den R-
Rest gebunden ist, und die restliche Bindung an das Benzylkohlenstoftatom gebunden ist; und W-X
vorzugsweise -C(O)NH- ist;



ER 0 282127 Bl c M S (I)
Phenol ver bi ndung mt der Struktur R' -HWX--R s~~~~~~~~~~ ﬁ]ﬂ%‘" Ill" Iu ”Ill
I e e e e e e EP-0-282 127 B+ ~~~~~~~~~~~~- 11}
WX-Rest aus -C(ONH, -C(S)NH, S(0)2 NH, -NHC(O)O- -NHC(S)O NHC(O)NH-
und 10 - NHCéS NH- aus eV\A hit | st wobe ei ne bar en

Bi ndungen des W3 éfFf‘ P98y o %l? ' '5’?['%?%‘1

Bi ndung an das ( T"’E’H ya‘fzng 't sct“"d2’°5ﬂgosw% Moz |

Hydr oxy und Met Bdx9 S _ Alky sép %t“l ﬁier?fu

Kohl enst 9f fato 45 k ? atoﬁtgﬁ JISS I st lun ngr y
mt 1 bis 5 Ko ﬂa,];, udl |s fatorren

Al koxy mit 1 big FRARAOR r% Wen de’énderen Resten R%QV@&SQ@MIO&%' %ubsffhuérte(’rﬂ- 1)
el nem vi ci nal erbdt? QBLIRAHRAB ki ﬁut 4 @fs sKkdnbktdHatomen, Glibduibrddoddr undlbstituiertem Aryl
worin: X Hal ogeaiid icafooxyldhshisysnarmt s vedr i BestsTRCkobdlidnt uritdd Bildungl eihes3abstituldden oder
unabhangipg von weubstluéion Aikyifefes et 3Bis U RohbAseHRtoMb inl dentRing @etunden sind; und R2
unsubsti t ui ert evgtzogbesisswhserbtbitiser t em Al kyl mit 1 bis 5 Kohl enstof f at onen,
substitui ertem oder unsubstituiertemAryl und Carboxyl at ausgewahlt i st,
oder zwei ResPiarmR2edtische lZesammeanseizungBi, Hatturcl gelkenrasictwetodsB isie entheitemn oder

unsubst it ui ert e eijelsizhare yngevdrksaime Mandsi einel7Verbinduegracinsitant derdnspilghedichis fiupd)
gebundenssi nd; (@ueinok phaBnazautingh achahmbargnetrégstal ogenet - 25

hoxyphenyl ver bi ndung; mit anschliel endem (b) Unrset zen

bet a- Hal og ef’ﬂﬂi’?bﬂ%%’i"muﬁ%mﬁ’ °WP'P des ’Wé?FP‘fbﬂtWéﬁ? % e%l SB“"E’HWW&'S
ei ner bet a- Phifiche ﬂb?&?b'ﬂ?é’ﬁgﬁ P RIG Higalogtio ek rﬁ'l"] Bnguppep fndert

d ht h d h
Ums frgg dg %;(Lten E (I;'t:lm ?ﬁ:t Ogggox %e%%%;y% igll\?'% m:F1 gqen |_ugcheZ\}e{:}ahrenrrgiadurch

beta Ani noet h &/ F‘ ung ren zum Synt heti si eren von
bet a- Am noet hox e Verfahren dadurch gekennzei chnet
sind, daB sie die ?FE?‘ “&élgér'{ﬂ%dtéu @ﬂdﬁﬁé@g’en (a) Umsetzen von (1) einer
Phenol vegbi ndung mit der Struktur: 35 PR \%é_‘
"Z dH worin: der WX-Rest aus -C(O NH, S(O)2NH— - NHC( 0) O-,
-NHC(S)0-, -NHC(O NH 45 und -N MH ausgewAhlt ist, wobel eine
der zwei verflgbaren Bi ndungen des W X-Resgggs an den R-Rest gebunden I st
und_di e restliche Bindung an das Benzyl kohl enst of f at om gebunden ist; Z aus
Wasserstaff, Hydroxy und Met hoxy ausgewahlt ist; R eine Al kylgruppe mt 6
‘bis 24 Kohl enst ofvord: oloe W-X-Best ai® Q@)yH-V\a@(&Wst-&DkNHHyW%Q)P- -“AHE(P) Qs NHGIONNDIN
‘Hydroxy mit 1 bi 9né-Nii$)Nsausdopahitistewpbel Aing dpr 2wpitverfighgren Binduagen lps Wot-Rastes an,
und Al koxy mit 1 den& Restiqgbungengistond sliegestiishe Bindung an das@emvmelz@teﬁm gepunden ig§

(11) einer Aziri o AP WatsAIAIGHh GHydrory B Mathoxy) quggewdklt ist R eine_dlkylgruope mit B bis 24
Kohlenstfatomen ist; R' aus Wasserstoff, Hydroxy, Alkylestern von Hydroxy mit 1 bis 5 Kohlen-

stoffatomen, Alkyl mit 1 bis 5 Kohlenstoffatomen, und Alkoxy mit 1 bis § Kohlenstoffatomen
ausgewdhlt ist; mit
(Il) einem vicinalen Dlhalogemd mit der Struktur

40 X-CR22-CR%-X,

worin: X Halogen ist, und vorzugsweise Bromid ist; und jeder Rest R? unabhéngig von den
anderen Reston R2 aus Wasserstoff, Halogen, unsubstituiertem oder substituiertem Alkyl mit 1 bis
5 Kohlenstoffatomen, substituiertem oder unsubstituiertem Aryl und Carboxylat ausgewdhit ist
45 oder zwei Reste R2 kovalent unter Bildung eines substituierten oder unsubstituierten Alkylringes
mit 3 bis 7 Kohlenstoffatomen in dem Ring gebunden smd zwecks Bildung einer beta-Halogenet-.
hoxyphenylverbindung;
(b) Umsetzen der beta-Halogensthoxyphenylverbindung mit einem Azidsalz zur Bildung einer beta-
Azidoethoxyphenylverbindung; mit anschlieBendem :
50 (c) Reduzieren des Azidorestes, vorzugsweise mit SnClz, zu einem Aminorest, zweckes Bildung der
beta-Ammoethoxyphenylverbmdung

11. Verfahren zum Synthetisieren von beta-Ammoethoxyphenylverbmdungen welche Verfahren cladurch

gekennzeichnet sind, daB sie die folgenden Stufen umfassen:
85 (a) Umsetzen von’
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0.- 48+ EP 0 282 127 Bl worin jeder Rest R2 unabhangig vo

Resten -R2 aus Wasserstoff, Hal ogen, unsubsti- tuiertem oder @' Hﬂmﬁg Hﬂw
Alkyl mit 1 bis 5 Kohl enst of fat omER,0 282027 iB1ui ert em oder unsu

Aryl und Carboxyl at ausgewahit ist, oder zwei Reste R2 koval ent unter

Bi | dung eines. sustituierten oder unsubst ituierten Alkylringes mt 3 bis 7
Kohl enstoffaton&?'qehp'ﬁé?ﬁeﬁ’"ﬂﬂ‘%““de’ Stuklur - yephunden sind; Zwecks Bi | dung

ei ner stickstoffsubstituierten beta-Am noet hoxyphenyl verbi ndung; mt
anschli el endem (b) Wegreduzi eren des & bstituenten von der
stickstof fsubstituierten beta-Am noetho nyl ver bi ndung, vorzugswei se
mt Natriumretall in fl Gssi gem Amoni ak, ks Bil dung der beta-

Am noet hoxyphenyl ver bi ndung. 10 Revendli¥atl ons ‘1. Conposes phenyliques a
substitution 0-am noethyle, qui sont efficaces conme anti-inflamrmatoires ou
anal g~si ques, elyodnisr W-RRbst a@ -CROINKICTESINIR] SOE R INHEE)BUINHEEIGPRRGIO NS und

car act efi S6s en-MHE(SINHH dusgewdhit ist, wab&l SMe dertiweil varitsgbdrerCBintiufgen ldds WOERdéloXaRdeng'
20 Y-CR2 a - R-Rest gebuhden iiHuatbdiél dsstichocBindeng & das Bpndyikohianstoffalmegebundénciste t
choi si parm - Cas) Wasserstoff( B)didy , und SfdD)aNIdusgewdtitiG§tOROsine -AldAPREEPDeCOnit 6 bis 24
-NHC(O) NH et - KbinSpffdidmen 36 R' @use Wassetstoffu Hydroxge Alkylésterns eers Hitirexgonit 1 is Sdu
groupenment W X &stientpfataman.ciliyLipié hebist 5 Rohdanstpifatomonj usd Alkexygpitih big Sckphlestoffaler &
un atome de car nemaushwERlEt mite; 30 (b) Y est un groupenent choi si
parm -0-, -S- &b eingqyicin logenid mitder StlEe -0-: (c) Z est choisi parni un
atone d' hydrogen un groupe hydroxy et un groupe nbthoxy, et est de
pr%;rence un g F%’e f‘hoxy (d) R est un groupe alkyle corrportant de 6 A

he-

24 onmes de car bon egt choi s Bar m, 9% gt Q*%REI Q

w VOrzugswels romld ist; ungd_je ! u al von ©
groupe aﬁydr oxy, P §en t?%& %Lw&eé@%%lafi n n ﬁu:ﬁ oder sub :[ant
de 1 a 5 atom&*s5 Eﬁen’fﬁfﬂ
carbone et un gi 9&1”2@9: o6t RY Kkévalént ﬂﬁu |rfé§tsut5§ rfb'n oh& Qﬁﬁd@d@?ﬂl ylrﬂ\ﬁé
un atome d' hydr gaeigs 7 meﬁ&ms %Lmﬁa eburonGHnB.UNBcks Blidlh eifid? Botd-HiSJehdtL €
ou subsfit ué coppgptediNertitduny; @it an e carbone, un groupe aryle
substitue ou rteymrﬁééésrt bidr l&@taﬂhlowet&r Zuna@ws.arnmwnaéirﬁm Phthakifdbslz GHrBIRGGRMbS R2
sont |ies par getaFnih@imidbethoxyphenyieminalridihiardeiistehdei™er un noyau al kyeo
substitud ou nerunsel&t dek Ysta-PrRARENMAIIbCR DKy pHhyBerbinding! i IMdrafitezuaErfarhien dbe Pisthdlie
noyau;, et R2 efitogel@p@indizasdks Bitiunydeabaaamidsethpiphgipimebinddng. CONpOS~s
phényl igues a substitution O0-am noethyle, qui |leurs sels et am des
phar macoutt2gvefet zee Sypthelikibres vorc m&nw&@wh@wvwdqugen | welghe Modaheant dadigch
structure: 48ekemzeicing sindlad$i¢ die folgenden Stufen umfassen:

(a) Umsetzen von
_ () einer Phenolverbindung mit der Struktur:
35

R! -(EH—W-X-R

. H

worin: der W-X-Rest aus -C(O)NH-, -C(S)NH-, -S{0)2NH-, -NHC(0)0O-, -NHC(S)O-, -NHC{O)NH-
45 und -NHC(S)NH- ausgew&hit ist, wobei eine der zwei verfligharen Bindungen des W-X-Restes an

den R-Rest gebunden ist, und die restliche Bindung an das Benzylkohlensioffatom gebunden ist;

Z aus Wasserstoff, Hydroxy und Methoxy ausgewdhit ist; R eine Alkylgruppe mit 6 bis 24

Kohlenstoffatomen ist; R' aus Wasserstoff, Hydroxy, Alkylestern von Hydroxy mit 1 bis §

Kohlenstoffatomen, Alkyl mit 1 bis 5 Kohlenstoffatomen, und Alkoxy mit 1 bis 5 Kohlenstoffato-
50 men ausgewihlt ist; mit

(Il) einer Aziridinverbindung mit der Struktur:

- | | él‘; ',‘,"'@' "3



b1 & once.un alone. (' oxygene: 48 Geoon- " ?."“L.r ik HIITHEJHHI%IIH I||||||| Il
111 EP 0282 127B *1 EP0282127B1 C S* Y edt &n

groupenent choisi parm -0, -S- et -NH, et est de prdference -0-; (c) Z
est choisi parm un atone d hydrogbne un rou e h drox t un roupe

ndt hoxy, et est derimiedar flesd ¢ unapingig Ste a“R e ansybsiy | e -
conportant de 6 é“'%maf’ﬂ?frfé?t'@@"% Bﬂr‘i‘é“ @ 5(';‘8‘!'9 “ssbs'ﬂtu' |
parmi les gr oupeiggg%h 'b°’fY'aﬁ6\’F§ ‘S’ﬁh l':t es va unter Bud::% eu:::b :
9Z-t et raddcdnyl e; u
6Z- oct addcdnyl e; iti”f—_'de wef‘%g%ﬂc?@ﬁ' "é!‘sbfis ”'e adf"mﬁ ﬁiﬂ"‘ Hng:
13E- ou 13Z- docgiif

9E, 12E- oct addc 3
CE, 13E- nonaddca, i-ethg%g femylver I'cosa
5Z- oct adgcatri dnyl e; 64,97, 1 oct addcatri dnyI e;
Z, 147, 177Z- Chduweridfidaibeiny! €; 52Z,8Z,1 1 Z, 14Z-di cosat dtradnyl e; et
9-oct addcynyle; (e) R est choisi parm un atome d' hydrogbne, un groupe
hydroxy, |efs eshgiss mbhidues]d @cbsttation lsairméthyld] lqobegnteHomes tariiie dhe-inflanfmdiciras oures
de carbone, usnagésiqiee allduyd eels enptiddsaptarntheeuliquimbnt aiccaplbles] caciérisésnen eé quiils
groupe alscoxy pesstdentrld sotturde 1 & 5 atonmes de carbone, et est de preference
un atone d' hydrogbne, un groupe hydroxy ou ndthyle; et 15 (f) chaque
R2 est choisi inddpendamrent parni¢un aﬁoge d' hydr ogbne, un atone _
d' hal ogbne, un groupe al kyl e non RunGHrvas. substitue conportant ‘'de 1 a 5
atb’g;s( de carbone, un groupe aryle @Rstitud ou non substitud et un groupe
yl #t e, ou deux groupenents RJ i ds par |iaison coval entb pour
“former un noyau al kyl e substitud ou™0On s stitue conportant de 3 a 7
atones de carbone dans | e noyau; et &2 ipr,cm,;l ence un atone
d' hydrogbne. 20 3 Conposes phenyli ques als st& t utd on , - ami noet hyl e et _
| eurs se et ami des pharmaceuti quement acceptabl es selon |a revendication
2, choisl's pay qu WDk (9Z- oct addcdnyl ) - 4- (12- am nodt hoxy) - 3- nd-
t hoxyphenyl acet émeggﬁ bmdnf W-X est choisi parmi ~C(OJNH-=, -C(SINH-, -S(Q)2NH-, -NHG(O)O-, -NHC(S)O-,
N-oct anyl - 4- ( 2- RjiclmE- P NHCSINHEGN AN NGRS 85 RiseAS dibBonible du BrouserBROAXst lice
phenyliques & sabg%dp&rhant ARGt 1h liaisdRte3RAth Bt ke aQk iatome b catbdnb Bétkfligues ONTTE
ant i - i nf k@@mat ojof ¥ &st Qb graipdes Shdisi Eimi -6t, -8- @tHNBI-, 3EdsEdeirétérdiice -
phar maceut i quengnE estchéisitpainli an atoraé Bragdrahnes ars gréupethgdropty’' et lus gipapessdliaRry, et est de
structure: 30 RbréiéehteNhigeoupe ddhoxy; - RH
40 dans | ag@kR kg un gaiipe@ikgls toragodant de § a R#ratomes datcabened' oxygene ou de
soufre, et est @eRpestiEhoisbpamei unratomecthydrdgns.yuyarmype (gioxy lessstesralkylicuesierasevpe
choi si pe&m - Qhydroxyscompedant dg-t 2 Satomes; e GPebOpv e'ﬁ gvounecatkyle Gompoftant do 1 & ratemes ide |
parm un atone GP"PW%I?* l9roEpe alaeatr oupe h¥dr et un groupe met hox et est

i %ﬁ%ﬁgﬁé‘ﬁ ;nggém% st e

de prdfdrence ufd GAWATE oficRhpis) PQI'Samm"" Pa’ " F"'\G’FPQ glomg dlogéne, un

ortant de 69rA"92 "%PP Bﬁ?bﬂ\g’é@&rslﬂ?ﬂ\ﬁé °‘§‘Ep rams 8?18 b°(':‘?r 1 GroupR. aryfp
Ieg%foupes n- h %ﬁue&jn rou u no’n stlt oﬁa f' g :;sggE_
ou 8Z- pe adece: ;36 epta eceny ;
10E- ou 1Qz- hepfaﬂgmc e OV?@EBt ou - cen Ie g§§?

12Z- nonadecgn ldoﬁposgs M‘&lﬂl\ﬂbé@ s 195 %Qﬁl%&ﬂ)}léa ’qm8lgur§- s Q\eﬂ'ﬁﬂéie&ﬁtq{a@emﬂu@ment

acceptables, caractérisés en ce qu'ils possédent la structure :
45 .

50

2 _enl .

65

dans Iaquelle ,
(a) Qest chonsn parm| un atome d'oxygéne ou de soufre, et est de preférence un atome d'oxygéne;
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8E, 11 ‘E- hept addcadi dnyl e; 82,'1 1 E-hept addcadi nyl e;

oz 1oc heptadeced omvl s 95 1,25 seagecadie. =0, NN AN
5Z;8Z, 11Z- hept addcat ri enyl e 1 OZ 1 32 1 62 nonaddcatr| dnyI e, 42,72,1 &, 1 .
3Z- nonaddcat dtradn Ie et 8- hegt ade | e; chocg parm un atone

:So%s;fzﬁ?%ﬁé}é Lle o mgg? i e b
eg IéFE

“atones de car es«; ,, 5 ERTPAHAY ngﬁ A
car bone, et e oy hcab 6. et rbu%sau,aaé-
hydr oxy’ ou mdt; ese-%h ﬂataaa R, E5botbRhyid: 11EISGREN RO, 165

atonme d' hydr og%eécém afgRMRy, &Q&@fé; SHREHRALINGctAINIS SRz IMRSREAdEHRe;0U
substitue CONPRAiERRtad&Rdidnyd; BZAEOTRISANSYR] BRTE-ocHBSEIWEE 168 SEAoratibsdié-t ud
ou non substi twe; et 11B14g%RbEAAEFRI DOXY 2R, 15Z-0Btkdsd byl O USRIl Scthtidcaiile;l | ds
par |iabson 5Q1z,14zHPz-8icodBinényié; 92182,112,14Z-6icosatétraényle; el 9-octadécynids; 1 S
coval ent e poure)fRdestechoisi parmbyraatorad H'iyydengnebart groupé hpdioxgObs estdpsilkyliques degrpapot ant
de 3 a 7 at ombgdreky compdutent de d arfsatdnaes dacyrbene, wigrdife die cdenp@rtankfddrien® gores dat one
d' hydr ogene. Sarb@ersh B @wuphaenxy icoyoppgtang dg U1 Siatomes de c@ibonni et st deypréférence| waur s
sel s et ani degtopraihidieason. ueygrevrerydrexy ou méthdleidbt abl es sel on | a revendi cation
4, choi'8i s parirrhaage RE gst ghojshingdppariammprs pprymi go ﬁﬂsmﬂémmngw B FomR A hplogéne, un

9Z- oct adecenardfoyee glfqu non substitué ou substltué comportant de 1 & 5 atomes de carbons, un groupe aryle

N- ((4-(2-am n GRSt "‘2&‘ Wﬁ'é)? T’FE‘P% gh gIpHPErEents:R? 5% B diaison
phenyl i ques SL?B Rl éf°'E'3 'q%(h"igjr Strl? Somppdaft df 4 ast ptormes fee -
10°RL, - O WK- [R2rhere sgns "°yﬁ"éﬁ éenf%)'" nt W X est choi si

par M - Q) Nifoosill sw 2S Qgt.a,w N & pours wgme
PR ) e @ b d’%a eabacdiot 3 ol ScIn il ireer 5%% X
est |ide au ghoii e @aéaymésan.msaﬁo&ﬁrs n%tfﬁ,ﬁ,ﬁ ng, o

car bone benzyllque et W est dé preference -C(O (b) A est -
choi si BagM cdiiposks PREhyFGUSL ABSRRIOE B-amEsthyR] qu Sént dmcaeés%ﬁkhemme.mn{afomue ou -
-Ns; (C) Z eihigésitfibssiet RadsNdolsUdl anfiddBTBhatmbBistiUEHRINE acddptaliis) daatdnyedr éhXde Glitisun
groupe met hopogsedant la@silicteke: pr ef drence un groupe ndt hoxy; (d) R est. un groupe
al kyl e conmportant de 6 | 21 atomes de carbone; (e) Rl est choisi parm- un
atQqne d' hydrogene, un groupe hydroxy, |es esters_alkyliques de groupe 30
hydr oxyeconportant de 1 A 5 atones de car un groups al kyl e conport ant
de 1 a 5 atones de carbone et unRgr ﬁga g(y conportant de 1 & 5 atones
de carbone, et est de preference, ufi’'a hydr ogbne; et (f) chaque R2
est choi si i ndependamment parm unpsXone d' hydrogbne, un atone d' hal ogene,
un gro(g’pe al kyl e non substitue ou 'Ft ud conportant de 1 a 5 atones de
car bon un groupe aryle 35 tue ou non substitue et un groupe
carboxyl ate, ou deux groupenent R2 oeazl L.ga?pa,wu i ai son coval ente pour
former un noyau.al kyl e substitu6 ou non dubst ¥t ud ’corrportant de 3 a.7

atopes de carbone dans | e noyau; et R2 est de preference un atone

d' hykdfo‘gene dahs laGdRROSds phdnyliques substitues, caractdrises en ce qu'ils

possbdent | a sd)cist dHofi paffl ufRatbme d'oxygine ou de soutre, et est de préférence un atome d'oxygéne;
{(b) Y est un groupement choisi parmi -O-, -S-, et -NH-, et est de préférence -O-;
{c) Z est choisi parmi un atome d'hydrogéne, un groupe hydroxy et un groupe méthoxy, et est de
préférence un groupe méthoxy;

45 (d) R est un groupe alkyle. comportant de 6 & 24 atomes de carbone, et est de préférence choisi
parmi les groupes n-heptanyle; n-octanyle; n-nonanyle; 8E- ou 8Z-tridécényle; 8E- ou 8Z-pentadécé-
nyle; 8E- ou 8Z-heptadécényle; 5E- ou 5Z-heptadécényle; 10E- ou 10Z-heptadécényle; 9E- ou 9Z-
octadécényle; 12E- ou 12Z-nonadécényle; 8-Méthyldne-1-heptadécanyle; 8Z,11Z-heptadécadiényls;
8E,11E-heptadécadiényle; 8Z,11E-heptadécadiényle; 8Z,10E-heptadécadiényle; 9E,12E-octodécadié-

50 " nyle; 10E,13E-nonadécadiényle; 8Z,11Z,14Z-heptadécatriényle; 5Z,8Z,11Z-heptadécatriényle;
10Z,13Z,162-nonadécatriényle; 42,72,10Z,13Z-nonadécatétraényle; et 8-heptadécynyle; .
(e) R! est choisi parmi un atome d'hydrogéne, un groupe hydroxy, les esters alkyliques de groupe
hydroxy comportant de 1 & 5 atomes de carbone, un groupe alkyle comportant de 1 & 5 atomes de
carbone et un groupe alcoxy comportant de .1 & 5 atomes de carbone, et est de préférence un

55 atome d'hydrogéne, un groupe hydroxy ou méthyle; et
(f) chaque R? est choisi indépendamment parmi un atome d' hydrogéne. un atome d'halogéne, un
groupe alkyle non substitué ou substitué comportant de 1 & 5 atémes de carbone, un groupe aryle
substitué ou non substitué et un groupe carboxylate, ou deux groupements R? sont liés par fiaison

50



45 OCR .cR2 2-A 50 . dans. laquelle (a) |le groupemen
parmi “C(ONH, -C(S)NH, -S(0)2NH I—gﬁ(}?) - NHC( S)OUlmnmm“mmalll
-NHC(S)NH, oO |l'une ou |"autre desE'Tpgr? thi sponi bl es du g¥ ouperrent W
est lide au groupement Ret la |liaison restante est fixde & un atone de

car bons benzyl | Gonte o oreF o n&}gu Qﬁﬁggbﬁﬂﬁeou nG( QbM'&émoﬁiﬁortant de3ip)atoﬁe§é’4
Choi Si Par M -Ugitof Banblio A6y s P R ook o MBS U SoROHRIHBRAE . O

preference un bronmure ou un-groups phtalimde; (c) Z est choi SI parm un
atome d' hydj, 0gbiibessipheByiigusa e BULBIARY sQimindatnd @t IR6rs B3l s >hide® tph@bcetiRuement
prdf drenge unag@estabR: sBiBk Reavsadidation 4, coidls pan® ol N-[4 (2mind@Roxl 3khdtiexbBERy Drhdtian
de 6 a 24 at opBsctaliécépanmibeostds N-{(€2-ainoétBdxy)edrodtisixyphéryméthnartramitled’ hydr ogene,
un groups hydroxy, les esters al kyliques de groupe hydroxy conportant de 1
& 5 at onmes &le Compdsésmhényliqueg substibds, shrigidriséscanrep qu'ilsnossedimt 18 shuchiresit ones de
carbone et un groupe al coxy conportant de 1 a 5 atones de corbone, et est
de prdference un 5 atone d' hxdrogbne et (f) chaque R2 est choi si

i ndependanment parm un atone d' hygre W-X+R at ore d' hal ogene, un groupe
al kyl e non substitud ou substitu6 conggrtant de 1 a 5 atonmes de carbone, un
groups aryl e substitue ou non substi et un groupe carboxyl ate, ou deux
grouperrents R2 sont lids par liaiso dnhte pour former un noyau al kyl e
substitu®€ ou non substitud conportant lde 3 a 73a s de 10 car bone
dans 1 e noyau; et R2 est de pr6f erenc@'@ﬂ ;d’ ydrogene. 8 Conpositions
phar macout i ques, caractdrisdes en ce qu' eHes conprennent: (a) une quantite
sa(s. danger et sfficace d' un conpos6 selon |'une quel conque des

rev ndi-Caf i ONQankiagisliect 18 (b) un vehicul e pharnacsuti quenent :
acceptabl e. 9. (g iel gréupbrhédb WEK 6§t REIETHAG -SEINKA, IS, B NHRHIHE(OYB-S -NHC(S)O-,
revendi cati ons -NHG(QIHHet INHCS)NH+SOU Ui dlilldite e NEsond! disgoittes il gtolgbmdntol/-Y@st lige et
r6dui sant |' i nf auagrompbment Radn @ialsdnorastanteoast fxés A an iatvme Xde icarbahe ibenzylijue; 20W-X1 &5t de
Proced6s de synprbideacede(ONHrposes 8- am no6t hoxyph6nyl i ques, Iesdits proc~d-~s
6t ant caesmct 6r i $kA est ghaisbpaul unlatome diplpgine etnlNs, best ds ugidrence um browrs pwthent  a;

(a) faire r~agifc) Zpstahoii pamépn atome dhysteodne; in bratre dydroeteh Ux gorBMSthony ot est F19

un conpose . ph6nePifigoge upgwupadaftionyia structure: 25 R f- PW X*K 30~~~~~~ 0 OH

dans | aquel | e: (déR Tt o0 gemeAkyineompodant de,@)2 31 atpagsifle carbene) NH- - O( S)

- Sw) 2NH-, - NH st cho atome &youp Ms'_este Ikyllq edhoupe

|"autre &es |ia V:‘,’E?ﬁ‘écﬁfpg %5 agrne ez%"e'gﬁgm"p” & corpon g?“’"ﬁ@%
ntdey 1 B iS.aumeR qﬂrfa'?f"l?rrgt ?ﬂadiﬁ G un

au groupenent R° °"?§‘I"ﬁ P r‘i‘cf”ﬁ's?ﬁ‘ﬁ

benzy! i que; ?ig BBl Y S S FrychlorG! G RS RERE, G

un g gggpSﬂnﬁte hg@x %o.vilmaﬁu@%g%uéifﬁﬁ% g&jydﬁgéﬁm aig;gﬁ zg o e
) r lidi

esters alkyli qU@o%al WUP%% o %ﬁiﬂlkﬁé’mﬂé% no %ubltnt@é mportant de 3 3.7 atomes de

carbone dans le noyau; et R? est de préférence un atome d'hydrogéne.

b 7. Composés phényliques substitués, caractérisés en ce qu'ils possédent la structure :
40
R -CHW-X-R
45 z :
0-¢R?,-CR?, -A
2 3
" 50 dans laquelle

- (a) le groupement W-X est choisi parmi -C(O)NH-, -C(S)NH-, -S(O)2NH-, -NHC(0)O-, -NHC(S)O-,
-NHC(O)NH- et -NHC(S)NH-, ol I'une ou I'autre des liaisons disponibles du groupement W-X est liée
au groupement R et Ia liaison restante est fixée & un atome de carbone benzylique; et W-X est de
préférence -C(O)NH-;

65 - (b) A est choisi parmi un atome d'halogéne et un groupe phtalimide, et est de préférence un
bromure ou un groupe phtalimide;
(c) Z est choisi parmi un atome d'hydrogéne, un groupe hydroxy et un groupe méthoxy et est de
préférence un groupe méthoxy;
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at-ones de carbone, un groupe ‘al kyl e conportant de 1 a de car bone
et un groupe 40 al coxy conportant de 1 A5 at’gﬂ@ iumet
(11) un dihal ogénure vicinal poss&ERHR82127&Ir ucture: X-

dans | aquel | e X est un atone d' hal ogbne et est de pr6ference un Erorrure

t ch R2 h t d' hyd b t
e B R ﬂ et S, Jed 4

~atones de car °'s' g,JHL%r %g l;c E gém“ upe
d

- car boxyl at b, (3 g %
former un nqugmgdlﬁ &,g\gé tuo ou non substiTub co ortant e
atomes de car R2 est choisi .ndéaarraamrnem AR Un a@rrrs%h%r&daae, ﬁ“a{oﬁie rd@ﬁl%e'he.'tﬁ

conpos6 6- hal g&d.rmty RON6N BEHRIRYY duuBstitl REmpbRarkt @b 1AZ8A8HeR de REWEne] &I didiipe Hrjle
conpos6 0- azi ¢asshil ¥y Mntsabstiugl éEin gidlips cdbdxipte. caMHin GoupméhtsORPNRAMIBS paZibista, de
preference aveovaméEpaur i@inerlun r@yRLEGIEREIstitBs ow Aon SABitué compbRtént e 3 AONAGRSS de

, - am nabt hoxy phrbong ldargUenoyalb otlR? estide pakitknee dheatanatHydsginde conpos6s

8- am noet hoxyphdnyl i ques, lesdits proc6d6s etant caracterises en co. qu'ils
conpr enne Bt -Coppositoppriermpceutiquen Saradtdisdes len cf aueliéssiompren@atgi r, pour forner un
conpos6 fi - hal(a)geemlanthﬁ)sawmygvlet dfiicace G compgag seloi‘nejuelconque des revendications 11 C
L M S1 P:®@n conpose phdnol i que possddant |a structure: RlL_-WX4R 5

1 OH 19 dans WHQM@FP'EW%’“@?P%’BWWEWWN%N chor sr parm C(O)NH-,

-C(S) NH 'Slﬁ} 2NH- e%. -NH%H? -NH - et NHqsi ou
| ﬁve 5rH?Hr faw u [néqhtfag\gnt
33§eﬁ§m e srfﬁde'r aar'gggé g*rsarrﬁ i a%r'r ez 3"'rr S8 Einayy oo 1 Do o

g I
yl t
0 n%r/blfg g‘?rr)re ée?ﬁ%%’s a‘ﬂ% ftrlse Qéaéompoﬁ? aﬁtﬂ.@&m‘l %I &9{3 fits ‘A(F:bg&n%ggtt&g n%%gé oy

ilg co nnent les étapes
atomes de car hQpg, é%m Stk i borilid _h%é,@gm;@p,{gmm dr.ogbne, un groupe

© [

hydroxy, 'l es eshfh%ofip “éqagﬁggséggnpugﬁucn,ygr oXYy corrportant de 1 a 5 atones
de carbone, un groupe al kyle conportant de 1 a 5 atones de carbone et un

groupe gl coxy conportant de 1 a 5 atongs de carbone; et (11) un
di hal ogdnure vicinal poss6dant |a strRei=-@HW=X*R- CR22- CR22- X dans | aquel |l e
X est un atone d' hal ogbne, et est de pAgfdrence un bronure; et chaque R2
est choi si i ndépendamment parm un ato hydr ogbne, un atone d' hal ogbne,
unigroupe al kyle 25 non substi &ubstitu6 conportant de 1 a 5
at ones de carbone, un groupe aryle substi #6 ou non substitu6 et un groupe
carboxyl ate, ou deux groupenents R2 sont ft par liaison coval ent e pour
former un noyau al kyl e substitue ou non substitue conportant de 3
at omes de car boﬁglsdﬂgp@ﬂ lo qﬁqyz%mpm L?fgst 5hons| parmi -C(O)NH-, -C{S)NH-, -S(0)2NH-, -NHC(O)O-
-NHC(S)O-, -NHC(O)NH- ot -NHC(S)NH-, ol I'une ou l'autre des liaisons disponibles du groupe-
35 ment W-X est liée au groupement R et la liaison restante est fixée & un-atome de carbone
benzylique; Z est choisi parmi un atome d'hydrogéne, un groupe hydroxy et un groupe méthoxy;
R est un groupe alkyle comportant de 6 & 24 atomes de carbone; R! est choisi parmi un atome
_ d'hydrogéne, un groupe hydroxy, les esters alkyliques de groupe hydroxy comportant de 1 as
L\/,. atomes de carbone, un groupe alkyle comportant de 1 & 5 atomes de carbone et un groupe
40 alcoxy comportant de 1 & 5§ atomes de carbone; et
(1) un dihalogénure vicinal possédant la structure :

X-CR22-CR22-X

45 dans laquelle : X est un atome d'halogine, et est de préférence un bromure; et chaque R? est
choisi indépendamment parmi un atome d'hydrogéne, un atome d'halogéne, un groupe alkyle .
non substitué ou substitué comportant de 1 & 5 atomes de carbone, un groupe aryle substitué ou -
non substitué et un groupe carboxylate, ou deux groupements R? sont liés par liaison covalente
pour former un noyau alkyle substitué ou non substitué comportant de 3 & 7 atomes de carbone

50 ' dans le noyau; puis &

- (b) faire réagir le composé g-halogénoéthoxyphénylique avec un sel azoture, pour former un
composé -azidoéthoxyphénylique; puis a
(c) réduire le groupement azido, de préférence avec SnClz, en un groupement amino, pour former
un composé g-aminoéthoxyphénylique.

56

' 11. Procédés de synthdss de composés g-aminoéthoxyphényliques, lesdits procédés étant carachénsés en
ce qu'ils comprennent-les étapes qui consistent 2 :
(a) faire réagir, pour former un composé s-halogénoéthoxyphénylique :
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(b) Tal re r~agir |e conpos6 , B-hal og6noet hoxyphi nylique av
phtalim de, pour forner un 30 osd A-phtalim doet mﬂﬂma"" MMI IIII
puis a (c) faire r~agir |e conposé ﬁeﬂgﬁﬂﬁ’@ﬂ ~t hoxyph~ny/! '+

| hydrazi ne, pour 6limmner |le groupe phtalimdo et former un corrpose

fi-am no~t hoxyphctpﬂ &ngg,gsé %@noﬁ%?&@d@nﬁ?ﬁﬁé’@wbse de conpos-s

8- am no~ thoxypheny I quUes roced tant caract6ris6és en 35 ce
qu'ils conprennent |es 6tapes qui consiqt éﬁ ) faire r~agir, pour
fornmer un conpos4 6-am no~t hoxyphenyli fué 'E?gtltue (I') un conpose
phenol i qge poss~dant |a structure: 40W-

Ch dans laquelle: |e groupenment WX est 2arm -C(ONH, -C(S)NH,
-S(0)2NH- -NHC(0) 0-, -NHC(S) 0-, -NHC(O et -NHC(S)NH, ob 'une ou

| "autre des |iaisons disponibles du groupegyso mant WX est |lie au

groupenent R et la liaison restante est fixW a un atone de carbone
benzyliqee; Z est choisi parmi un atone d' hydrogbne, un groupe hydroxy et
un groupe m-t hoxydanaqusiie dﬂ@?ﬂmp@ WiiXlept aoisi pad r GUANH-, JASIHIHG -SIQ) Hitlo iHE(QIe-
carbone; et Rl estNHE@K-<NHEEINH- °UrN"l§’( ’éP' PRl Pty des ligisone gispraibles g GB@é}P
les esters al kyl i ¥V¥Ié‘s‘g‘|é6 B IW R Zagiantg ost fixde 3 un gioress dey
car bone, un grou Q'L hpar 'd’f‘n:f?é‘: '2'39%? Hﬁﬁ@“@é“’%’ U%\ .'ég,iga'fp?‘f"?t?gﬁ.ﬁ
|g|r EEEEE? ~~~~~~~~~ sérlsgéﬂg-ﬂ'iO ~~~d%°qjxt§~lgs§9§%9£s~@llwm§,~~@2@2b112&5§§9@%?§~2§11§“

' atomes de carbone, un groupe alkyle comportant de 1 & 5 atomes deEﬁsrbG%zt ufZQfougi

~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ ~~~~~~~~~~~~~~~~~~~~~~~~~~~

- * ortant de1a Satom de carbone; et

it L 11 (Ia“;) ngral &fmgag 1@ 68%1 Mrgestrgac?éedant |l a structure: 5
CR>' i g 0) 1z 10 ans que[l aque est choi si i ndépendamment parm
un orme d' hydr oglpg2-cHge»at one d' hal ogene un groupe al kyl e non substitu4
ou subatitue conportant de 1 A 5 atones de carbone, un groupe aryle

substitue ou non dahdRabueldl X @kt urd itofe AIHABGYMA, db @it )te Bh&Rsrenas! ukl BidMurg! @ LRRE R 8st R2
sont |ies par | i an6i§inndspehdaniiéne p@iLion kormhéedihydidhens) Wi latoe kijHaRgeme Dt groupé afkide
non  substks t u4 comeositatité dbsubstitué comportahe d31 & 5 Atodris® tiee Sartebae, @A Kidapbaantkasubstitué ou
noyau; puis a (-b)non-sahstitniet ud gravpg caplexate ou dawed grargmenfi?|souj lids pdr Sakios covalacte
pour elimner |e mutietriet uramayawgtyteGubstiwé py rdnchubstitué cempodantde 8 & (i atamesnde adrbdngue
dans |'anmoni ac |daguiedeyaupgg® former | e conpose , a- ani noet hoxyph~ nz)l i que.
. 8120 25 30 35(b}dpirg xéagim les compgsé ﬂ-halogénoéthoxyphényllque avec un sel phtalimide, pour former un
composé g-phtalimidoéthoxyphénylique; puis &
(c) faire réagir le composé g-phtalimidoéthoxyphénylique avec de I'hydrazine, pour éliminer le
groupe phtalimido et former un composé g-aminoéthoxyphénylique.

12. Procédés de synthése de composés g-aminoéthoxyphényliques, lesdits procédés étant caractérisés en
35 ce qu'ils comprennent les étapes qui consistent 4 :
(a) faire réagir, pour former un composé g-aminoéthoxyphénylique N-substitué :
(1) un composé phénolique possédant la structure :

*W-X-R

dans laquelle : le groupement W-X est choisi parmi -C(O)NH-, -C(S)NH-, -S§(0)zNH-, -NHC(0)O-,
~ =NHG(S)O-, -NHC(O)NH- et -NHC(S)NH-, ol I'une ou l'autre des liaisons disponibles du groupe-
50 ment W-X est liée au groupement R et la liaison restante est fixée & un atome de carbone
benzylique; Z est choisi parmi un atome d'hydrogéns, un groupe hydroxy et un groupe méthoxy;
R-est un groupe alkyle comportant de 6 & 24 atomes de carbone; st R! est choisi parmi un atome
d'hydrogéne, un groupe hydroxy, les esters alkyliques de groupe hydroxy comportant de 1 & 5
atomes de carbone, un groupe alkyle comportant de 1 & 5 atomes de carbone et un groupe
55 alcoxy comportant de 1 & 5 atomes de carbone; et
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(I) un composé aziridine possédant la structure :

dans laquelle chaque R? est choisi indépendamment parmi un atome d'hydrog2ne, un atome
d'halogéne, un groupe alkyle non substitué ou subatitué comportant de 1 & 5 atomes de carbone,
un groupe aryle substitué ou non substitué et un groupe carboxylate, ou deux groupements R?
sont liés par liaison covalente pour former un noyau alkyle substitué ou non substitué comportant
de 3 4 7 atomes de carbone dans le noyau; puis &
(b) réduire le composé S-aminosethoxyphénylique N-substitué pour éliminer le substituant azoté, de
préférence avec du sodium métallique dans I'ammoniac liquide, pour former le composé 8-
aminoéthoxyphénylique. '



