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by the fol | ow ng (% %’bﬁ'\%ﬁm A tion No. 921/77 G nnanyl
Napht hal ene Deri _ﬁ 'FK . ppﬁlca on . 5 This i nvention prow des
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the invention ma¥44 %(,{ng]e eli OF utisited %fﬁdvaib% ol SOnNers, or isomeric ,
m xtures. It is } )}Pﬁ'r éﬁ} ﬁ.h i nvention i s not intended
to bellmtedto % |sorrer|c orm al though the 10 trans
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(71) We, SANDOZ LTD., of 35 Llchtstrasse. 4002 Basle, Sw1tzcrland a
Swiss Body Corporate, do hereby ‘declare the invention, for which we pray that a
patent may be granted to us, and the method by which it is to be performed, to be
" particularly descrlbed in and by the following statement -

5 ' ~ Cinnamyl Naphthalene Derivative - R 5
Thls invention provides compounds of formula I ' o :

CHy

CH,~N~CH,=CH=CH~/ \ ' I

2

It will be appreclated that the compounds of the invention may be in the form
of cis or trans isomers, or isomeric mixtures. It is to be understood that the
10 invention is not intended to be limited to any partlcular isomeric form, although the 10
s trans isomeric form is preferred. = -
' ' The invention also provides processes for the productlon of compounds of
formula I, comprising™ :
a) reacting the compound of formula II,

o cn_z_nncn3

‘with a -compound_ of formula III,

| x—cuz-cn=cn-© | III

in which X is a _leaving group,
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which X is a | eaving group, 2 ; ' ' .
79, 879 - 2 b) methylating a conpoung_of..
mul'a 1V, [ERR] c) producr ng a conmpound of fornula la, [ERR] 5 . by =

drogenatjng a corrpound of for mul a- \{57
formul a | : - .
Vi, - b) methylatmg]i)ccinﬁﬁﬁa]rd Aisformda tat ed, process c) leads to the

| a

NG £ NHY CHLACH=CB soneri aviform The isoneric
a) and b) de ds on-15 . the isoneric
formof the starting materi a can therefore be selected in 15 :
accordance with desired form fre product. Process a) is suitably .
effected in an i n(.e)rr;[ro&Q com gun% fqgrm%la }Ner al kano' , €.9. et hanol-,
optional Iy in aqueous ao[I‘Fn UPe, “an aromatl c hydrocarbon, e.g. benzene or
tol uene, a cyclic ether, e. g d| oxanecﬂpr a car boxyl ic acid dialkylam de,
e.g. 20 di met hyl formam de. The cess maysepnveniently be carried out
at a tenperature 20 of fromroom EHatdTE e t he -boi | ¥ang t enperat ur e -of
the reaction m xture, preferab room t*bﬁfperatur'e and is suitably

|

d) leads to the products predom
formof the products of processed

products of the invention predom nantly in CI@OH’EH c formwhile processu

effected in the presence of a bi ndi ng agent, such as an alkali netal
carbonate, e.g. sodi um carbonat. ~he | eaving group X in the conpounds of
formula 1§l i Sbﬁh&ﬂ%@brlaﬁnb@'c@ﬂﬁ%ndloﬁfd?ﬁﬁ!‘al\cm ar 25 - chlorine or bromg ne,
an organi c sul phonyloxy group with I to 10 carbon atoms, e.g. 25 [ERR]
preferably [ERR], al kyl sul phonyl oxy, ?an particuyl ar nmet hyI sul phonyl oxy, or

[ ERR] al kyl phenyl sul phonyl oxy. e. gH,t0Ey}-0xQ ocess b) mway be effected in

manner conventional for the methyliation of se onhdary am.nes, for exanple by
direct nethylation with a net @ agent, for .3 > -
1,579, 879 | S ' 3 '

or - : o _
d) producing a compound of formula Ib,

.CH3 S

.. c.nz-zlv-cr!z-:'::c':_.@i | ' Ib
lse

10 by splitting off water from a compound of formula VI, ' 10

f“a o |
o cuz-N-cnz-cnz-clzn-Q Vi
_ li i! R

As mdrcated process c) Ieads to the products of the mventlon predommantly
in cis isomeric form while. .process d) feads to the products predominantly in trans :
isomeric form. The isomeric form of the products of processes a) and b) depends on

15 the isomeric form of the starting material which can therefore be selected in 15
‘accordance with desired form of the product '

Process a) is suitably effected in-an inert solvent, such as a lower alkanol, e.g.
ethanol, optionally in aqueous admixture, an aromatic hydrocarbon, e.g. benzene
- or toluene, a cyclic ether, e.g. dioxane, or a carboxylic acid dialkylamide, e.g.

20 dimethylformamide. The process may conveniently be carried outata temperature 20
of from room temperature to the borlmg temperature of the reactlon mixture,
preferably at room temperature and is suitably effected in the presence of an acid
binding agent, such as an alkali metal carbonate, e.g. sodium carbonate. The

+ leaving group X in the compounds of formula I11 is suitably halogen, in particular

25 chlorine or bromine, an organic sulphonyloxy group with 1 to 10 carbon atoms, e.g. 25
C...o- preferably C, 4, alkyl sulphonyloxy, in particular methylsulphonyloxy. orC,,
alkylphenylsulphonyloxy, e.g. tosyloxy.

Process b) may be effected in manner conventional for the methylation of
- secondary amines, for example by direct methylation with a methylating agent, for

e

ERRl or d) producing a conpoynd of

AT,
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I R 2 T RPN - O S

s

ik




exanple a 'hal i de or sul phate, or by rTeductive met hyl ation, in particul ar by
reactj'gn.wi th fornal dehyde and subsequent or sinultaneous reductjon. @
ReduEtlve nethyl.ation is suitably effected in an.inert organic solvent,
such as & Iovveg al kanol ,  e. -0 met hanol , agz,j)sag an el evat ed terrperature i3n

L

- particul ar - at=—+he bulll” tenperature—of—tire—reactrommetum—T e

subsequent reducti cﬁ’ia"ﬂqgr b% wiphelg, or by Widt“ﬁl"e f"GﬁhY’éS(MI rticyla é&“

nyr de reduci ng_aghlh az;@dﬁa#ébsw“gw AT Tl L be ”

ef fected sinul tane% iiethdhol, B&dtalnte pefatu? ai

Jar LS &h® 1ﬁ£ m C

“acid which nay servtembmthreaﬂ tirecmantion gn ed anﬂ'hambseasenarerdeamnlm hcmﬂfsetnd 10 5

Process c¢) is conve bﬁ B ©. H, gr Li
o anor % 10°seh. S A R e e e 3"‘%%“ o

nmet hyl ene chl ori de,m@m.di ne or an ester suc as et hyl acet at e.

- hydrogenati ontOmay be d’mqefiseﬂdllscﬂqunwn hem,eﬂcﬁrloi!
enpl oying a-.cataly uCh QE_?&“ g:ﬁirﬁaﬁ &'I“ @ ﬁiﬂfﬁ"@”ﬁ” % rri er
such as [ERR] or | m € nfanhen] 65 xmea talyst, sudiodst ﬂ Mn or
i nactivated,; e.g. at jpomt suadtlyrema cwnel‘mud:leacBaSQL orsC ;.n’tﬂeacatab'at bb}. :
Process d) mal sui tp&ﬁfﬁzycgg%? ayﬂﬁ%“ g’t"ﬂ[@‘?& i c nu %e Y-at | ng _15
agent, e.g. an inor gh rorsahid acid Ryd? 'falﬁﬁ.t Jac o o fiad acid,
an organic acid, sua albenzp.n Qﬁi-@cﬂﬁeneﬁlphbmt@n&&ﬁ&ﬁ dgib &rm'(haﬁﬂbbd or

oStarting mateds als for use i

0

phosphori c acw or ‘é’m‘fg
of the pol yphOSDhorBaSel%ﬁh herebfSm lgnmtqy

anhydri des or hal i ctheseofl W#cess‘mws lsantnams qygal@:pﬁ Iggann an,

20, I
her i Sol ventZar t nRH A ot o :i’éfﬁ,m s gv;eﬂ,,@ =5
dehydrati ng agent, taalkﬁmmssra 8iné, ﬂgtﬂeqeac P
medi um An acid bi rmkam ?gmfrore —-40°. tp {-ESO‘KI mmessemays:lmhbadfetctedaisin I am ne'

Seah e ool o U e m%&*m*ﬁf%fﬁéﬁtmlé e v

pol yphosphor i c aC| dsuuduny étip |6yeda66rovtd Q reRtioh nediuimenper at ure 1s conveniently
from 25 Ft%lta d:oanoundeqftfomla/émay benisdlated mwpmﬁ;dudmge

s bt M S SR f%%cess

medi um The resul t i mahnenopeicendrsa forrmla I ma be isol ated and purlfled

usi ng conventi onal for émeerscqsea@g thepinkgngipy may, for
i somers, the 30 °"f“§l”§‘r‘vﬁ%&‘f“g¥% W BI&A¢®P%r at ed in conventional”

manner. Wiere required; friée 30 $hs® forns ther eof may be converted into
acid addition salt f.orms i n conyeRrtional manner, or vice versa. The - .

rocesseszmﬁj lre—t+-mwentd on may, for - 35
ing reactions: 35 -

exanpl e, be produced by the foO

[ ERR] 25 . . VII VIIX
' - ' Y= halogen
(1) : '
_ CHz-Nﬂz _
@—cnxn-cno
—
- . " reduction .
. - cnz-n=cn-cu-cn-© PR—
: . ] A e.g. complex .
L hydride, e. g
: o NaBH,
- XI - :
'(111) : _
' nc=c-© + ' HCHO - _Mannich S v
”
reaction :

B : ' ' - conditions .-
e . ) ' XIII oo .



. 1,579,879 4 [ERR] conditions
se processes nmay be carried out in conventional manner. The startieng, -
erials of formulae I'Il, Vil, VIIL, IX X X1, XII andXVarefeltheﬁ

own or may , be produced in conventlonal1 sTpager from avai | abI e b5
materi al s.
5 The conpounds of fornul al fo SS chem)t herape“uu act|V|ty In :
particular, they are:i Hdpca!@@d: @ u'seI%ls*'aHﬂIr’ry-eeP-t-e—-ag-ems; as indicat ed...!
invitroin various fanilies and types of nycet eﬁoaﬁiﬁ&dl ng Tri chophyt on
qui nkeanum Aspergillus fum gat us M Cros orum cani s, Sporotrychium S

..schenkii "and Candi da al bi cans, e n s of, for exanple, =~ .
0.1 to 100 [ERR]/m, and In vi 52|Nnc*bﬁ‘§‘2e§< 1:%t@é%&'lﬁ 10 mycosis nodel
in quinea pigs..1n this np ui nea- pigs are infected by sub- cutaneus
application of Trichophyt eangtn The test substance is-admnistered

ection either by

"ocal appli cati on byt hmniﬁ‘énst%%%"ﬁﬁﬁ%&‘&fﬁ%ﬂ%ﬁﬂ@&ﬂﬁkm PR e

glycol) 15 ONeithBe kadwd of Uh yaae,prﬁucaielixorc vielytiongl fid Bine Uk evhitablg, the

test substarfce beinptgrialsls adm nls er d .as a suspension. The act|V|ty IS '
shown on.l ocal apﬂag% &ﬁ%@ TWJ 'g%;tﬁed%‘;{gg?ﬁm r.5% i_n :
particular-0.1 t Ofafdilies’and esobﬁmy?éiés, ngq Asp llusf

exanpl e, 50 to 10@miggf m@ozpmrnnll cagib, ormwe eehelmkl dcmsagealbteansnatt he .
range of fré&m SOOCWGFHEG °"2’9m91°’ 19 10% talgkiled dd@es
of -from 125 to 10@&%’@& %ﬁ%@ss& ‘;ﬁl%, %n@h@ g f'eeﬂfefﬁgzﬁ'@“?orm The
conpounds may be sterdd ﬁwsr&glmﬁng aft@the infektion eitherby .
chenot her apeut i calota} applicatjon diylrebm the mubstmes&dkmspp innolysthylsneglyadd f or

sol ormlfon | IEghey i g"ﬂé”ﬂ BRI

._4

organi ¢ acids, 25concentrabidld offo ,..ihp ular il

fumaric acid (parfslslmﬂneutldps:t!gés 6fpforr‘exan;lp1h550 umar at e) h
conpounds be agd i la\}br\% opAge is d E‘wgs? P%f‘f‘ '@e.e ta

di | uents ag%gcar ri ‘g‘ﬂ]‘ isteredin gitided goseh pffggm Wﬁ & W0, P IOHE eSS ¢ ergé |
in such fornms as ta :ﬁuouﬁ&pmye& g€ ir” BER ObiRS| ForRYor iht MENREM Vel Y be- 30.

admi ni stered topi dainbyxetanetsmib e@nntebielayrdaladdmwmaltsasmmbm aeds forosaltcr eans.

The 30 afformatiog fin I ci evd h@u&n ganie Acids,
o ui e e e R B Rkt 6, oo, oy ot ARt

desired and t he nat une aianMsfrﬁuynbeeidinnxddnwmelafvahtxonhlommetheraaatticafyact ory ,
resul ts ar e obt ai sreebtabie d!bn@emdr@amevn@dmpnpn%mQDhﬂ@SXgé‘ pients an ndzamere@lul ar 0.1

ot 8 3 el D ol S S S S

t enper at Ur € active substance in such topical application forms will of
course vary depending on the compound employed, the treatment desired and the
nature of the form etc. In general, however, satisfactory results are obtained at
concentrations of from 0.05 to 5, in particular 0.1 to 1 wt.%;.. .
35 - The followmg Examples 1llustrate the invention. All temperatures are in °C 35

-EXAMPLE 1 -
Trans-N-( cmnamylmethyl)-N-methyl-( l-naphthylmethyl)amme
[Process a)l
To a mnxture of 1.42 g of methyl - (1 - naphthylmethyl)amine hydrochloride, _
40 2.89 g of sodium carbonate and 10 ml of dimethyl formamide is added, at room 40
temperature, 1.25 g of cmnamyl chloride, dropwise. After 18 hours stlrrmg, at room .
temperature, the ‘mixture is filtered and the filtrate is evaporated in vacuo. The
- residue is dissolved in toluene and, after drying over sodium sulphate, evaporated
. . to obtain the heading compound, b.p. 162—167° (0.015 Torr).
45 The free base may be converted, with isopropanolic hydrogen chloride 45
solution, into the hydrochloride form. m.p. l77° (from propanol)-.'

EXAMPLE 2
Trans-N- (cmnamylmethyl)-N-methyl (1-naphthylmethyl)amine -
_ ' - {Process b)]
50 _a) Trans-N-(cmnamylmethyl)-(l-naphthylmethyl)amme 50
' A mixture of 10 g of 1-aminomethylnaphthaline, 8.51 g of cmnamaldehyde and o
150 ml of benzene is heated in a reaction vessel equipped with a water separator, at - R
reflux, until the theoretical amount of water has been separated. The mixture is N




Tr ans- N- (ci nnanyl net hyl ) - N- net hyI ( "1- napht hyl et hyl ) am ne
I[E)Iéf\g/zéssla)] To a. gnxturgyof 1.42 g of methyl - (1 - napht hylﬁmet hyl %]alm ne
hydrochl ori de, 40 -2.89 g of sodium carbonate and. 10 m of¥ di mﬁ]( y |
fqrmani de i's added, at room 40 terrperature, 115.7@;;799 of Cl Egaiylmc O.rL e,
—drepwi se. ‘Aftei I8 ot S surn .uu...tc..pc. ErttH=C—t fbH O

5
filtered and the fil fRALen aﬁ:‘ﬁg qg@eﬁs rﬁiggjlﬂﬁ‘ﬁgfgwéuméshﬂmbaseﬁnmmégnv?ﬂe

g

i N~ ol uene. and,- afteNa Hxlpaﬁzoﬁwﬁé :&é xed ;tﬁ
headi ng conpoun pllxu!kﬁﬁmﬂ_ﬁe?uséd)aﬂih& 1]@“’6’ e. The title co ﬁ‘,‘ﬁma
be converted, wth | ﬁE ﬁ?renorchrldodwdmg the red usektwtéroﬁhuebdito oS
the hydrochl ori de form ﬁi foom'f?"fm FHgfI9BofritsIthe. orEsagpase and evaporation. b)] 50
Trans- N- (ci-nnany| net hyTr)msDN (Ka{nhhﬁhnkth?wwﬁ&h}lbvhiﬁth@ﬂ&rﬁmrﬁﬂe[ Sl )]
a) Trans: N (ci nnanyl t(ﬁglh reattionapiltiu oSt s refluxed after addmondJ :
50 A mi xture ofg 109 ) y ﬁ% tiondor B1/3hogs ecmmmtah G qﬁé?e o
and 150 m of benzenﬁaBﬁ igf ah lﬁ .é cP éf t%]m??@ugal wn y er
Separator, at. refl uxNalﬂmJ doltﬁnbﬁaﬁm&mdreﬂohﬁ %?ﬁ:k?é’éﬁ '
separ at ed Th e m xt uq;tgaql the headjng compound as an 01I m p hydrochlonde f rm 177°.

g . ) (1i) The oil resulting from stepsa)é%,% \g@jr ;pdew,t apﬁafdrmlo ac1d

, 579, 879 98—100%) and 0.81 lof d 5
dryness. 5.78 g of t &ora&uﬂu{etrbMe gf)et Eﬂtealff'éer
warming to [ERR], " Tlm sauelus \phade iv Mgﬂfeouﬁthslsrh{er BM aﬁ&l at

ERR} portionw se, aﬂ? 'Ph@‘?ﬁ%%mem@dmhlpw@@rmdﬂmo m nut es e
: %u}tPng m xture may be ‘used as such mé,{‘ﬁp L stage. The t|tIe corrpound
+N.

-.can be isol ate®'5 - as ams-m(l:mndﬂﬁwm) t}@ﬂﬁ%ﬁl ?iuﬂ:ﬁh v} a8 viding _t he 20 .

' RR] sol uti ofPrasest ghl or of or-m "dryi ng t he
rest due bet ween aqueggﬁ é’PS I;O l‘t!}'l)-N-methyl-(l-naphthylmethyl)amlne

an| c phase and ev byl < (1 < ol _

Fans N- (ci nnanyl rretjml@ oﬂ\me B QQWPWMM‘Q 1 are A PEG“YHECY t ggg}

m xture resul t%g f rdmnm, epha)bsers:eroeﬁrhtuesﬂda hdhésETh ube i9th 13 5‘&% 'BE %5
aqueous for-mal dehyd chel%d ey ‘ie d‘l"@Fd 1h°1‘77€2n heaturated Tdyeeaus XNAHEO, Soli@sH @fd 10

for 7.6
i R nigp

g of 10 [ERR] is-N urs - in ed and
aqueous [ ERR] 390| Ut | gnz%ﬁ‘ oqﬁg (b'Fl HM!I'@ sm ps dr I nip¢ de - 30
centrifuged to obt alaredndwvdmﬁsbxﬂ g«; h-3. 3
fgrm 177 (ii) Thel# ;zs @Mﬂsﬂa /J)mnnmtsetmebra)c wﬁ;ﬁ‘l
gBOf formic acid 15ch ; o te ft)argl thpdmmtﬁreaei/%(n udeoura di?rr
ma e a Pl vante :
m xture i's evasorat @ ag&rthe he %‘h PesicHe Qﬁ%ﬁ Bet ® 35
chl or of orm and aqueous DGIgRT, MH) 8—83 (m, 1 H), 5=7.2—8.0 (m, 11 H), 8=6.60 (m, | :
q H), 6=5.90 (m, 1 H) 8=3. 90 (s, 2 H), 6=3.35 (m, 2 H), 8—2 25 (s, 3 H), [s singlet,
10 : m-multnplet] o .
' ' ' EXAMPLE 4 -
40 Trans-N-( cmnamylmethyl) -N-methyl-(1 -naphthylmethyl)amme ' 40
S [Process d)] :
_ : , a) N-Methyl-(l-naphthylmethyl)amme
35 : : o 17.6 g of 1 - chloromethyi - naphthalene in 40 ml of absolute ethanol is added
_ dropwise, at 0° to 5°, to 100 ml of a 33% solution-of methylamine in absolute _
45 ethanol. The mixture is allowed to stand overnight and is then evaporated. The 45
s * residue is taken up in a little chloroform and washed with 100 ml of 1 N sodium
- hydroxide solution and with water. The organic phase is dried and evaporated to
. : : dryness The residue is distilled at 0.01 Torr to obtain the heading compound as
40 : _main fraction, b.p. 85°—87°, - .
50 b) B- [(N-Methyl-.( 1-naphthylmethyl)ammo]ethylphenylketone ' 50
17.1 g of N - methyl - (1 - naphthylmethyl)amine are dissolved in 200 ml of
_ . methanol and 10 ml of concentrated hydrochloric acid, 12 g of acetophenone and
45 - . 100 ml of 35% formaldehyde solution are sequennally added. The mixture is
: refluxed for 1-1/2 hours, with stirring, cooled diluted with 1 litre of water, made :
55 alkaline with 30% sodium hydroxide solution and exhaustively extracted with 55

-chloroform. The organic extract is dried and evaporated to dryness and the oils

residue is dissolved in petroleum ether and aliowed to crystalllse in the cold, to
~ obtain the heading compound.

- ) 3-[N-Methyl ( l-naphthylmethyl)ammo]- -phenyl)propan-l-ol :
~ 60 . Toasolutionof 7.17gof g - [N - - methyl - (1 -naphthylmethyl)ammolethyl - 60
: _ phenyl ketone in 400 ml of methanol is added, portionwise, at room temperature, | '

50

e "



to : : :
Tuqueous phase is washed with bri ne dried and evaporated to. obtain t he -
headi ng conmpound, mp. hydrochloride form [ERR]. EXAMPLE 3 20
G s-N-(.ci nnanyl et hyl ) = N-net hyl - | - napht hyl nethyl)amne . z 20 *""‘
[ Process c)] a) N-(3 phenyl pr opar gyI )- I}l— ; J;yl 1 - napht hyl met hyI )am .ne 15
. g Of N - . ~daaih 19 ) . . .
2.61 g of par afogmaINiBmudwhammmchsguﬂéd Iornts mlhiumsmbe he eollvei’tlmxled in -
absolute 25 Qj'ﬁm{atﬂéOfﬁWetOHEl’ealﬂé@ﬂ

‘and the crude prd))cﬂ}mtsl‘ie:mnemv thah-N- meﬂiyl{(lrmrnh lnp@lw Memher m p. 140-143.
b) G s-N-(ci nnan%rﬁr?é%:’h ’%vs

gof N- (3 -

are dissol ved i nsodfdmThydbxided sethtitnCarnily extdiistieely EReacsell with ahlorcforiy dny driegenat ed -
‘enpl-oyi ng 050 ngcerO{OERR}ttrQQSO dried jope lutﬂh Gligredy ﬁ'(apsfatﬂﬁ rogeriOhas'. .
. been taken up. T{ :!‘_’5%%1 d‘ﬁl‘?td Oiy gﬁfoﬁ ef ﬁ“m %@% ated. The -
oily residue is £UéahIt $9 ga _g€el "uUsing. ene acetate .-
(9:1) as eluant, to 35 Ny obt a| n the head| ng conpound as an oi |

35 NWVR /RT/T HA@WE 2-8.0 8660. | .
8=5. 90 E%Dg ' A96'°f"§s f%% "’°€‘Q“§°%8‘7? ﬁ?“"%’“!!én}g’"ﬂ“‘?é (s (m ‘.5H)_ o

[ s=singl et, m:rrul t| plet]. EXAVMPLE 4 40cH,: . .
‘Tr ans- N-(CI nnanyl nmet hyl ) - N-net hyl - ( | __'_-lnapht hyl yl yam ne .~ 40
[Process d)].a) N-Methyl-(1-napht hy Che®hiHay ‘é‘iﬁcﬂ@
- naphthalene in 40 M of absol ute ¢thanol is added, dropviise, at [ERR to
[ERR], to 100 nl of a 33% sol utj met hyl am ne i-n absol ute 45
et hanol The mi'xture is all owed @ ~s#and overnight and is then evaporat ed.
- The 45 resi due domwpfisiten u a llt}bﬂ"‘PChl rof orm and washed with 100 m -

of 1 N sodi um hydr &k FReHngs ﬁf?'ﬁ?‘l’“&ﬁﬂ

t he headi ng conmpound as main fractiog,. A. p. ERR]. 50 b)
[ERR] - [ (N-Met hyl - (1- napht hyl et hyl ) Net hyl phenyl.ketone-- - - 11 |
50 17.1 g of N - nethyl - (1 - naphteyNeEthyl)anine are di ssol ved-in 200 m

of nethano?0 and with monuﬁ)unn)ofCIbMMled hydi rochl ori¢ acid, 12 g of . = 20
acet ophenone and 100 nl of 35% for rral de tion are seﬂuentl ally
added. The mxturels refl uxed for w th stlrr1|I cool ed

| di _I uted With | I thmenol s Sing Me

b) methylatmg a compound of formula IV

cnz-ua—cn-z-cn=cu-© w
25. ' 'c)_ prodﬁcipg a compound of formula la, - - - :. ' _ 25
R cnz-n-cnz-c—c—© _ Ia
- by -hydrogenating a compound of _ for_mu!a_ V., .
' cH,

th Fthl- )vat henyl- 2 68 o
OP;’ééfﬁgd e IS lla?es w%ytﬂuon |ce X?H%QM LC acuhfo[);/ amine 30

6. g of E - chloronet hyI.

pla ter. The organi c phase is dried
and evaporated to dryness. The residue csnesfilled at 0.01 Torr to obtain-

f°f°f dyaghedvéh walee ni xture
is then evapor at'ggd s seﬁsfgg"?riﬁ m"fﬁ‘gﬁ Wg{"&%‘&lt °§‘§F8Fa§f“§d aqueousd
[ ERR] sol ution and chl oroform e organic Hase i s dr| ed and evapor at ed:

v a1




55 " alkaline with 30% sodi um hydr oxi de sol ution and exhaustively

to dryness and the oils. residue is dissolved in and’
allowed to cgystallise in the cold, to ohfmism the headi hg corrpound c) 6

3-[ N-Met hyl =T I-na r)amnot- - e‘ny pr.opan-t——ot—60
sol ution of 7. 175 éra% s ‘::;JjF:g; nup cHlon ,%sprﬁfﬁ‘t{mr%ﬂmf Fheﬂol et hyI
- 60 phenyl ketoﬂ&drﬁa .se atédSt ,toBB{adtQE‘Wua

t enper at ur e, pr@duct which is used as such in the next stage.

6 g of [ERR The i S_S fa the solvent is then
evapor at ed T‘Ii?e &itﬁ ?cmnam&ltme[hlné- -m‘g{hv- -na hQH%ﬁtI&i and hed wit
wat er. The organlﬁrophase bsardfdﬂefhdaﬂ hattﬁmtrazoemlbos myﬁe&ﬁoﬂ&cﬁr%al-n t he
crude headi ng pr obr@lghpu ml‘"é“"aslgééo sh!cfh’dit ntqfiecmgadestckﬁgsrwfsh }rogg d)

Tr ans- N-(ci gnany| zﬁ%t% R e R B
8.03 g of 3 - IN dryh&s.Nhtle only(r]ss:duenﬁ t@r@tmm and' mad With- .
propan - | - ol aetBericehyduomblbricvacidy Afterr gdditi ofnetm,()thet heaflinp ddmpyairdoshl ori c
acid for I- 1/2 heRipiged. mp hydrochlprids saltiferm 2{7 d by addition of ice, nade

al kaline with 30% sogiga® WedepXingssol ution and exhaustively extracted with
chl orof ormi1sThe 10 1. A pbésefarfthe produétion it amnﬂbmmdofav&ﬁulasndl um sul phat e,Lns
filtered and evaporated to 10 dryness. Ipe oily residue is dissolved in
absol ute ethanol and nade acid with ethefBc hydrochloric acid. After
addition of ether, the beading corrpoma‘d,[ Qja_t,aé ZdXy m p. hydgochloride

extracted with 55 chloroform The organic extta gl‘lmum muﬁvaporat-ed 4

salt:form 1770. V\HATV\ECLAIMIS- rocess for the
productl on of a conpound of for 15 [ERR] conprising a)
reacting the conpound of fornula RR] 20 wi th a conmpound of
formula Ik, *  comprising 20 [ERR] in which X
is a |eaving group, apyeadtirightht 3bmpend-of déramiam, of formil a IV, [ERR] 25
c) producing a conpound of fornmula Ia, 25
[ERR] by hydrogenating a conpound of for ¥ %
I <6 §
20 with a compound of formula IIl, — : 20

x-caz-cn=cn-© III
in which X is a leaving group, ' '

b) methylating a compound of formula IV,

| |

25 ¢) producing a compound of formula Ia, 25

5 '
Cl’lz-N—CHz-C'!=(':—© Ia

R

bv hydrogenating a compound of formula V,

H

Tt
CH_?-N-Cﬂz-CEC-Q v




[ERR]. 6 S _ : ‘ 1,579,879 g of [ERR. The ( ,;
m xture its stirred for 15 mnutes and the solvent is them“ I“H“ﬂ‘m :
,

.The 'iﬁ'y residue i's taken up in chloroformand washed wilik vl (LRI

,organi c- phase ig dried and evaporated to dhymaegs to obtain the crlyde

—headi ng product—whir T TS UsEd s SUCI—TTTtheText—stage—5 oy

Trans- N- (ci nnany! net hy9) Pdreivsg rorroupd phiory¥iadh.hy| ) ani ne - .5

'8.03 g of 3 - [N- methyl - (i - naphthyl fwyl)gnmnol - | - phenyl- propan: .

- | - ol are refluxed. with stirring, i&gg_‘gnnj- =9f_@ hydrochloric acid" -

for 1- 1/2 hours. The mixture is isolatgd y_aidlti of ice, Fade al kal i ne
i'th 30% sodi um hydroxi de sol ution haustively extracted with _ :
chl oroform The 10 - chloroform t is dried over sodium sul phat e,

filtered and evaporated to 10 drynesSs. The oily residue is dissolved in
bsol ute ethanol andYrREENSLIS atgr rﬁmé’tWB“%‘}fd{@&l‘ﬁ ¥hic acid. After
Igddi tion. of -ether, the headi ng conpound.i ggobt ained. m p. hydrochl oride

salt form 177. WHAT WVE CLAIM IS:- 15 12 1. A ess for the o
production of -a conpound of formula ‘1, C“z'"'cnz“:“z‘c‘i@rrprl sin§Ta) reacting
t he conpound of fornmula |11, [ERR] ' wi th a compound of fornula 11, :

180 in which X is a | eaving group, iyl ati ng a conpound of fornula IV,

.25 - c) producing a conpound of formula |a, : : - .
25 [ERR] bv hydt ogenat i hé niocsssdergheprodictibmofia dompyind of formula I, stated in Claim 1, 5
1,579, 879 su st3a ially as hergm described ;\nth xée?r‘m Jﬂ, ﬁﬂ@gpﬁ thg_ @%nggnd. of
formula Ib, [ERR] 5 mceéﬂdi%ﬁﬁgao% iﬁ%ﬁqﬁ SREOM & COmpSURE S P PR PL A |
10 : . 4. A compound of formula I, stated in Claim 1. : ' '

10 5. Trans - N - (cinnamylmethyl) - N - methyl - (1 - naphthylmethyl)amine. 10

6. Cis - N - (cinnamylmethyl) - N - methyl - (1 - naphthylmethyl)amine.
. T. Trans - N - (cinnamylmethyl) - N - methyl - (1 - naphthylmethyl)amine
- hydrochloride. . . _
8. A compound according to any one of Claims 3 to 6, in free base form. -
15 ¢ 9. A compound according to any one of Claims 3 to 6, in acid addition salt 15
orm, : : '
. 10. A chemotherapeutic composition comprising a compound according to
any one of Claims 3 to 6, in free base or chemotherapeutically acceptable acid
' addition salt form, in association with a chemotherapeutically acceptable diluent or
20 20 carrier, . ) o ' o
: 11. ~A chemotherapeutic composition comprising trans - N -
(cinnamylmethyl) - N - methyl - (1 - naphthylmethyl)amine, in free base or
chemotherapeutically acceptable acid. addition salt form, in association with a
chemotherapeutically acceptable diluent or carrier. : :
25 12. A chemotherapeutic composition according to Claim 11, in which the - 25
trans - N - (cinnamyimethyl) - N - methyl - (1 - naphthylmethyl)amine is in :
hydrochloride salt form. o ' ,
13. A chemotherapeutic composition according to Claim 11 or 12, in a form
suitable for oral administration. " : ’
30 - . 14. A chemotherapeutic composition according to Claim 11 or 12, in a form 30
suitable for topical administration. :

: '- B. A. YORKE & CO.,
A ' I ' Chartered Patent Agents,
: o : . : 98, The Centre,
Feltham, )
~ Middlesex, TW13 4EP.

Printed for Her Majesty's Stationery Office, by the Courier Press, Leamington Spa, 1980
Published by The Patent Office, 25 Southampton Buildings, London, WC2A 1AY. from
: which copies may be obtained.
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RR] 15 5 ' 2. A process for the production of a conpound of |,
al, stated in Jdaiml, 5 substantially as herein described wath
ence to-any one of the Exanpl es. 3. A conpound of formula I, 'staté‘ﬂ"in
) 1, “whenever produced by a process.according to Caiml or 2. 4. A
conpound of for rrul a |, stated in O ai PATENTRACTI99 5 Trgns - N -,
“(cinnanyl met hyl ). N- met hyl - (I @nmne. 10 6. Cs - N-
- (cinnanyl nethyl) - N - methyl (Il S-Pﬁglg% !}Imat E%H amine. 7. Trans - N - i
(ci nnany!| met hyh ) conovthg ameRrdedts were £liowed daaé?lséchydmmsleﬁ:aﬁﬂens)shydr ochl oride. 8.
A conpound accoré’l ng to any one of Claims 3 to 6, in free base form 15 o
9. A conpound accRgh, lugs $andng; Paga s, linés 7C2%nA0, Page 6. 1B 5.Pagedclings 9atli 13, 8hand 36,
15 form 10. A c%n@hhwwhpﬁuﬂ%mdwhm@cmamﬂﬂmﬁw{“m ng.a conpound according -
to any one of Clains 3 to or ch rmtherapeutlcally

accept abl e aci d aﬁéﬁ%f“&fﬁod’ﬁﬂ(ﬁ‘“'f“&yir"ﬂ Sﬁyﬁ on - with a
chenot her apeuti cap,lys fOBHHARhRnInlHSHN n%EhyﬁFLad cinnamyl NemethytN( 20

carrier. '

20 11. A ChermtaE&s aReus, B@and%O,rPB@SLliﬂeﬁrufteﬂﬁdmﬂ iigerny-  trans - N
(cinnanyl nethyl) - N - methyl - (1" - naphthyl net hyl)am ne, in free base or
chenot her apeut i cal’aB‘yS tinse &Qand 59 eftadMethyhissraN-on salt form in association
with a chenot her. % g@# accept abl e diluent or carrier. 25 12,
A chenot hér ap ion.according to daimil1, in which.the Basggoa‘iyg
trans - N - (ci nnarryl rrethyl) - N - nethyl - (I - naphthyl met hyl )am ne is in
hydrochl oride salt form 13. A chenotherapeutic conposi tion according to
Caimll or 12, in a formsuitable for oral admnistration. 30 14.
A chermtherapeutl c conposition according to daimll or 12, in a form 30
-suitable for topical admnistration. B. A YORKE & CO, Chartered Pat ent
Agents, 98, The Centre, Feltham M ddlesex, -TW 3. 4EP. Printed ror Her

Mpj esty's Stationery Ofice, by the Courier Press, Leam ngton Spa, 1980
Publ i shed by The Patent O fice. 25 Southanpton Bui I di ngs ‘London. WC2A | AY,
from whi ch copi es may be obt al ned. .




PATENTS ACT 1949 SPECI FI CATI ON NO 1579879 The foll owi ng anendnents were

al | oned under Section 29 on 8 Septenber 1981: Page 4, lines 37 and 48, Page
5 lines 7, 29 and 40, Page 6. line 5, Page 7, lines 10, 11, 12, 22 and 26,
for (cinnanylnmethyl)-Nnethyl- read cinnanyl-N-nethyl-N- Page 4, |ine 50,
for (cinnanylnethylj- read cinnanyl-N Page 5, line 20, for

(ci nnanyl met hyl ) - N-net hyl - read ci nnanyl -N-nethyl -N-( Page 5, lines 22, 30
and 60, Page 6, line 6, after nethyl- insert N Page 5, |ines 50 and 59,
after Methyl- insert NN THE PATENT OFFI CE 6 Cctober 1981

Bas 86007/9 PATENTS ACT 1949 SPECI FI CATI ON NO 1579879 The fol | ow ng
anendnents were all owed under Section 29 on 8 Septenber 1981: Page 4, |ines
37 and 48, Page 5, lines 7, 29 and 40, Page 6, line 5, Page 7, |lines 10,

11, 12, 22 and 26, for (cinnanylnmethyl)-Nnethyl- read cinnanyl-Nnethyl N
Page 4, line 50, for (cinnanylnmethyl)- read cinnanyl-N Page 5, |ine 20,
for (cinnanylnmethyl)-Nnethyl- read cinnanyl-N-nethyl-N( Page 5, lines 22,
30 and 60, Page 6, line 6, after nmethyl- insert NN Page 5, lines 50 and 59,
after Methyl- insert NN THE PATENT OFFI CE 6 Cctober 1981

Bas 86007/9

PATENTS ACT 1949 ' @

- " SPECIFICATION NO 1579879
The following amendments were allowed under Section 29 on 8 September 1981:

Page 1, lines_ 37 and 48, Page 5, lines 7, 29 and 40, Page 6, line 5, Page 7, lines 10, 11,12, 22 and 26,
Jor (cinnamylmethy1)-N-methyl- read cinnamyl-N-methyl-N-

o/
Page 4, line 50, for (cinnamylmethyl)- read cinnamyl-N-
Page 5, line 20, for (cinnamylmethyl)-N-methyl- read cinnamyl-N-methyl-N-(
Page 5, lines 22, 30 and 60, Page 6, line 6, after methyl- insert N-
Page 5, lines 50 and 59, after Methyl- insert N-
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