]
s
i
i
i

- cycl 035 15 aIkyIaIkyI
¢ i ndependent |y

Descriplion

- propenyl am nes, processes for their

[err] Thrs invention relates to
pharnaceutlcal “conpo-.

producti on,.

si'tiohs containing themand their ggagsggyhar maceuticals. 5 . "The 2

\éyentlon provi.des. compounds: of formula 1,
p

[err] wherein a) [err]

r eserRECPUYPoup of formula [err] 40 and . [err] represents hydrogen or

Tover al kyl mi@fhvireibh leld08l
i N the fsaoRsikerRaihihg tHetn drd th

hydrogen, hEhigesntion piokidesoeasmmotmrs| of fergnitacxy ,

use -as pHaerhadeuticaldr esent ,
nitro,

nwawﬁ@sseeées@es%qm $¥édubin bhaPmb RUtidal Yot by

i ndependent |y,
| ower al kyl or |ower

al koxy, [err]'represents hydrogeB JCa]qogen ~hydroxy, |
h

al koxy, -X represents oxygen, sul

i m no,

of forrrula [err] pisl 2 orgi’a,_CEEN_r_cHs_cygca_qx 3, s
i ndependent Iy, hydkogen.or

3 of 4 and v is 3. 4,
| ower al kyl, and 60

opt i onal‘y )7 e[ err

[err]cycloalkﬁﬁ
[err] represeﬁgs

repreggnts’ hydrogen or’ Ioner.alkyl,

I OXY

5 or . [err] represent,

ower al kyl or l.ower

| ower alkyl imno or a radical

is 3, 4o0r 5 tis 2

: [err] rBpresents [err] and 65 2. . 0024587 [err]
represents a ﬁ)%v'edga P[F'?$amhere|n [err] represents hydrogen,

S Iomer al'kyl, and
drlal opthnaIIy ¢

™S S
: “He
SNT O

ed al kyl; al kenyl,
p enyI ‘phenal kyl or thienyl,

al kynyl, cycl oal kyl,

Jerr] represent,
presents. a -

loubl e bond; or - 20 b)
ned ‘under- aNb [err]

- id

- lle'.: R

or |

o whereby in the’ formulae lla to "l
.- 80 - R, and R, represent, rndependently, hydrogen halogen trrfluoromethyl hydroxy, nitro, lower alkyl

. ar lower alkoxy,

. . e
- :

Ry represents. hydrogen, halogen hydroxy lower alkyl or lower alkoxy,
X represents oxygen, sulphur |mmo |ower alkyl imino ora radical of formula ——lCHz)—

.. pis 1, 20r3,
.88 ris 1, 2 or.3,
sis 3, 4o0r5, :
tis 2, 3 0or 4, and -
vis3.4,50r6;

o Ry and Rg represent independently, hydrogen or lower alkyl and
60 R4 represents C,_salkyl or Cs_acycloalkyl-lc _al-alkyl and .
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['er.r]Jogether forma group [err] V\herern u s an |nteger of 1 to 8, and

“[err]{have the .nmeanings given under a). Any 1 ower al kyl ‘or .| ower
akkoxy radical has 1 to-4 carbon atqua §§90| ally 2 or. 1. car bon at ons,
Alkyl-moieties have:l to 12 car bon atoms especially 2 to 8 car bon’ at o@l
partilcul arly Referesensasenea formuland nost preferabl y 2 to 4 carbon-at

‘and |}f bridging 1 to 4 Q@rtécuharl 1 or #l'l' atom; Any- al kenyl -

aI kyr'! radical has.3 to 6 cCar espe i"ar'ldy 3 or 3 car bon atom;

_ jal Isyl , propenyl or propynyl. Such al kyl ,Rsql koxy,  al kenyl and al kynyI
_groups can be strai ght-chain or brancheg. 30 A preferred cycloal kyli dene

radi cal .is cyclohexylidene. The tgrm cycl oakkyl is to be underst ood as a

i ncl udi ng pol ycycl-o groups such asmoorn I 13adamantyl but. i's preferably.

cycl ohexy| or cycl opentyl Oonveﬁcemcﬁ:;] areancdenti cal- and are both

hydrogen Conveniently. [err] is'hydrogen' 14hal ogen. In Ilb and |l c the
‘bond to th carbon atomto mhrch and R3 are attached is convenrently

attached rat ni_troge -
* conveni ﬁi’ltaikyla&#lreﬂﬁsﬁ? fﬁe@ﬁ it t'ﬂ"a ‘“ﬁ%"éf‘k‘iﬂ“ﬁﬁr‘]ﬁi&‘ fi'gﬁ"rﬁ a'ﬁ‘Vé'V'pché‘Pﬂr‘/érsY%}" a
radi cal - of f oRgR,abddR,, Hepies@iit Inhébendld’ntlﬁ&@%béﬁ dlolvbrdaikyRand S preferably

' hydrogen R3 |§_Qreferably hydrogen and R4 1s conveniently alkyl. [err]

" conveni ently dr2 eepreserfhe Cy g bysoslikgiden® radical sptuohauyuoﬂtardmgaﬁb&lé&ﬂ&ﬂiﬂl ent | y '
choseén jo - produce a seven- preferably a five-.or six-nmenbered ring. The .
doublle bond e Ryvepresfras a]gnﬂ:pcbftfdrrerurarrtartegrgrhsaieﬂrﬁadpfrﬂéreé)abl y has the '

: tr\gn - conf i g aedrepants d@drogdml wwdewve rslkahds for fluorine, chlorine or brom ne,
pr e4r ably c =6‘Pg|§ t‘t?Pth 'r@fﬁ‘ egr° n'rherem/erﬁ ?rbnteaprs@f ch‘o&l a!'ds a :

an

B gt b A T | A B OO SED)
v_\,h-_en [ er r Rikylewdi&tRee Rive 1atogf20ébl90 tée c%?b ?% ind
-~ la),gr eac awmg agd ostpeienablyat tof4)d’afﬂ¢h atoh')é an bndglng 1to 4 partlcularly 1or 2 carbon atoms

[err k 'U‘r? aligypd fa@cqﬂéps Add Gatt;dlpe atqong, Iesmcleﬂyrﬁ)ounctawbn fawmsuk.g. Allyl,

~ lerr mgegfgj ,g"ﬂ( gene d, KR al%ﬂ\/h%f%@f%é ha'rzarrcpr nepad)
_st'anjs fornc,ad,ggpy i ) mv V I _
relpr psent s aOg;murpmo/ a ard &e .dehﬁcal%tﬁarelubt geﬁ %r?na A(%F kyl -
(conpoundbﬂ'qgsy In J"bacd Hath eebontbtca!lhet:a;dorcamqnounduathzfaod Hyhra akiache ﬁ’ct’o vemiently

0024 587 | PRLf W%J%a é"? ne@t;vqm X s canveaientbyraylphgro wwef
for H{u' a nte?é’rat]l an sP co ng is Fggﬁ@r‘?ﬁn’ hydrzerFGQ’Q ‘FFOQQ!?Wer :

- al kyl The values of p, , s, t, u and v are convemently chosen to produce a seven- preferably a five- or

: srx-membered ring.
i . The: doubie bond between Rg and the nitrogen atom preferably has the trans-confrguratron
Tood0 - Halogen stands for fluorine, chlorme or bromine, preferably chlorine or bromine.
_ The present invention also provrdes a process for the productron of a compound of forrnula l
‘which comprises. .
- a) when Ry represents a group of formula Hlla, as deﬁned above (compound Ia) reacting a.
compound of formula IV, ) _
45 . . S 81 o

R—C—NH—R, . W

_ R,
50 o : » ' s ' o
wherein R, to R, are as defined above, with a compound of formula V,

_ | R |
P s - | - A—CH—CH_CH—R' N |
' ‘wherein A is a Ieavmg group R5 is as defmed above, and R§ stands for a group of formula Illa as defmed

" above, or
_ - b) when Rg represents a group of formula Ia, wherem R,, represents a-hydroxyalkyl (compounds
. Ib), reactrng a metalated compound of formula Ic

!

|

|

l- o -. RR4R5_ |

| | | .. R'z_—.-C—N—.-CH-——CH=CH__CEcH-' e



§ trans configuration (conmpounds Id)
1 '[err]‘vvherei n [err] are as defined

RS 60 wgereln,
[ ower " al kph redamb[aebmﬂ:ounemf&senhs/il[ err] Process a) may be effected in
¥ conventional
| condensation from anal ogous st art
f-in an i F
;- optiona
B benzene or -tol uene,

4 - di al kyl ami de soI ve
.iifconvenl enty

chwmehre, e . e

,;4 car bon -at ons such as rresyl oxYy,

f' sconvent i daabularanner

LN

N N Ny ek

c) when the doubl e bond bet ween [err] and the nitrogen atomis in. '
reduci ng a corrpound of formula vil, =~ . -~

gtig%‘g (ﬁ/y,t h dii sobutyl al uni ni um hyd

'd) when,Re represents a [1lb or

ride,
__ l11c as defined abé/
: 5/ a ar OUWha&nhprom.,lbﬁ ak bidfthed Rové, Vith]a calbeiye bdmdoand 3f f@malaadl, def i ned abov '
’ =(corrpounds le) splitting off water froma conpound of formla 30 '

ferr] 35 wherein [err] are.as. def;{ﬁﬂs above, and [err] represents a
-groupo&forrrulallle TIIf or1llg Cx\f o
[err] wherein [err] Z aré as defrned‘ . OF e) V\hen RLS represents
hydrogen-or | ower: al kyl -and [err] representis, [err] [err]-al kyl (conpounds

1g), intr rou; ; Ofef Qkra | X, 55 e
pbigh Eﬁ%hﬂf@"&gé&na% deln H,aﬁa\ﬂ'écﬁr@%ﬁgrﬁaaaamﬂ&mwm&gmﬂaws L

manner for the productlon of tertlary -am nes- by 65 . .
Fha@ierl als. The process may be effect ed'
ert solvent such.4 ZAéﬂi, Ha._dgmzepi al kangl. e.g. et hanol ,-
I'y i n aqueous admi xture anp aromatic hyd’rocar bon sol vent, e.g.
a cyclic etherB; e g di oxane or ‘a carboxylic acid

reactr on tenperature is’
okrgwg Eroq fg'];'nu ahlﬁd ' C
e reaction 1's conveni entIy
suchas an alkali '

o Bl e o At

reactloﬁ mxture 90 mte
.effect ed 5:in the presence of an- aci d bl nd| ng, agent o
Thé | eaving group A is conveniently R

wh‘e-t al carbonate, -e.g.. sodium car bonate
'r 0 e or pref erably chl orine or or. an -organild sul phanyl oxy gr oup
1havr ng?# to 10 carbon atoms, .e.g. al kylﬁulﬁlaonyl oxy, preferably having 1 to..

or al kyf pheflyi sul phonyl oxy preferably”

Tehavi ng 7 wierd®ORGAR,pam RY; @rtasiefited abovedegrmuds |8 spitgiss ohvarwaiom e cepamtefl in
for exarrpl e by netal ating the conpound of to for rruI a

fic, e.d® with butyl lithiumin an® n%urﬁssol vent such as an et her e.g.

;t et rahydr ofuran and. Rz—-C-—N-—CH—-CH_CH—R'" i _ :
" | R
B 38 E _ o A . . _

=’ ~ wherein R, to- R; are as defined above, and R}’ represents a group of formula llle, llif, or lilg, .
. o P L

{ 40 - C — CHg - llle; ~c-cH 'z ot

i o ' '

£ Rit P2 P
I~ e o o
' S . R1g - i S S
E = C=C - C = CH_ lig

{ AP B AT
B Ris ‘

. m |

' wherem R,, to R,., and.Z are as def'ned above or : :
o e) when. R, represents hydrogen or-lowsr alkyl and R, represents C,_salkyl or Ca_scycloalkyl-

o (C _e)-alkyl (compounds ig), mtroducmg the group R; into a compound of formula IX,

P : o

5 . Ry - Rg -

Ry—C—NH—CH—CH=CH—R,  IX

i . - . .

60 'wherein

R,. R, Ry and R are as def‘ ned above,
R:, represents hydrogen or lower alkyl, and
. R; represents C;_galkyl or Ca_acycloalkyl—(c _g)-alkyl '
o Process a) may be effected in conventionali manner for the productron of tertlary amines. by :
- 65 condensatron from analogous startmg materlals The process may be eﬁected in an inert solvent such

4




._a

suE')se:quent ly reacting the.netal at ed conpound of formula lc, thus obtai ned

-preferabl y wWithout isolation wth a conpound-of fornula VII1. The reducti ¢ '
wi't h diisobutylalum ni um hydride (Q)pBArIEachordl ng to process c) is

{e.f/er abdsya lowdrraikenbl,@ly. ethinoch Bplidhaliylin S§Ue¥ & Ydnfitde, ah Brodi iEthy g% rb
'such as heptane nemblrenebe 1eyadin etham el galtoxir@m;b k&bb:@@éﬁ?ﬁd&lﬁﬁ?ﬁde Jo&%ggagm %ﬁg% atu
e.g. :e:];“ il Fr tEP'F"h" E?mpersfur%a! esonyepieotivd iflegp tam npreceeeaure) toC &e barmg
carri L,},]:e % fe' lycep ﬂ"a‘ car eqarﬁtlen 'aewuementky effected

has an te, '
hy.dr oct pisdigenid We'nﬁnlie il ‘1
- acid, bemeuwresiod plord rsoi n&fe@.—a’lk? Mﬁmﬁﬂ iaﬁlya&h ﬁf a"'c s"' Eﬁ%%z or
or:gani ¢ 3&(5\" 'a’thé ?'I‘\dré‘em\ﬂsulnhawlm pesfegably kaving 1 mrcarbmritomekwarus to%xﬁXCeSS

of an aqid. N80T m‘%ﬁm [ copYentienal manner. (5?\' expeHieim Mitelptrigyth® Gontdoend of
reacti OQubs%q@éiW |

tertiar ysoanrbmwth& @mpauﬁdd;f {ert

trial kyl am Tfe t@duopyn mith ruﬁsobﬁhamtmmm thwmrer(alsur-rpsccu@rnﬁ 18 prdRbdll §1gg br@reFaBRCT I on

condi ti (fe”eera ping F°"é’}éa "earbepme@rhv @p¢¢onﬁqe1 @pbiuérteion geraérle 20 atvab@r can
also B Car;&é n(?&ﬁ fm cor ;:?3 aric acid at tenperatures =
- bet ween a80n icl &4d, r&h Dorid {A Wﬁh F?B@u z'ﬁ(ﬂ‘?ﬂ' :;s '

organi c bamzredsulsmic am di(p&blh@neaxﬂpﬂdmi@racnafbr Qﬁﬁﬁ:@ ru%a 31{? ‘bp‘rhﬁ‘?‘d acid

cdn ser ¢ %\%C's'olavefm’t SOPerdt;B@(cQs)s ofreryadathatie | 6 Gled dar m BRIRB&Ion GRANM Herdbgl for
pis ‘Eﬂ" ledqub iihe "ﬁ?ﬁcﬁé’é m bméqnmagedt Isydhaisr Owrtiagi agjnel 2 a her e '

' lgﬁlkléfa ine '
$ denOkErehdtioh Mﬁ, ;}3}@ }@ qyreg varf ancordingnpl e - .
.b ireeé carﬁéd&}dt &Em(;%b hﬁ& oﬁBhos i¥ a@i apﬂ gg} %2 P'a g Or ;

“Q_bat éorganic [agids sdehc s pitosphidiy |aaid) erganié Beifkde h G a@étrc %rd g,a
pr ofr P%qsg%weﬁfev éefa?rds selssbquent or sinul - 30 taneous reduct ) o

duct o TIBATYS TS o ey gten e

r mul aeﬂa?ﬁplenbyaﬁrécﬂeé'l yidtibR) mt a I\f ﬂfn y f ) e a o ups @4 for
t hanoledamniste alkylationeineaaicaiar EmmbﬁWH na .E}omif Aidehy@d arf?: BJ& E
Tt npeaoagagp@s@qdupm Restgctive Galkylatiot Uis suivablyfefiedred IHOEECERPS Bt mn@ rx i
bseq uggﬂ‘ Tae’ﬁﬁt?g“f’ 58' c'bés eﬁm@&wmqm mett@nolesreinglae elesated tqnipevatmetual
dri destgéﬁd @%}?ﬁay ti%gé’amtr i ?of b '&ureo it , Iresp omgemaew@a he
__rTUI t aNgBH, ]llA'(I-Q Bedi rﬁg &b bel e @ ,tgm aﬁg or exa n%@[)gd
| Ch’s nesg of farmis abdtWhIQhSnﬁy@bbG (3131 a@%ﬂimgﬁ ﬁé?nd%s ra@é"a% rdr is

?feﬁegb'v caf Pepetraaml d temperatete.gol bartitularai ﬂedaoﬂrem‘pﬁﬁtaiflﬂfe&eadtran ﬁﬂ&ﬁré cul ar '_
at e B0k egg g‘fi@n ;%S, ;':triﬁ’gpr ffe kmew!ecoereeed beswitifomesndficd veesa. o
Sorpounibest A e T R e GRS

Sui t b eixaedstbf a'hblﬁl’brsii nESsoﬁfe% Whith ¢ E;?ft r'dar gﬂ ggﬁ IMOE%T e or

. §1apht ha‘Nten@I"lel%@mcsl gfhtha abmpouhide cﬁmw@mdﬁd of uEth trﬁé)

-3 nt er metfiriiGematedsl. Halesshethenmyise statect He crompmumrs ars oM@y © ﬂ@uﬁd@titwdeé‘s ding he
“*various CI ,fet r§:r{n ﬁg;§ffx\mu?ah“/ae e se % accordl ng to estabiished
rml)hgg]&,onﬂ,{,ﬁn&aéb aind CERRELS YOI [R3 5’8‘&68 SAPPALRE DypRasHRRIA CRRYelrsi ng
- “the:appropriate isonmer .of the startr ng material. Unless otherw se stated
~the conpounds are al ways to be underBtood as bei ng mxtures of these .
‘isoners. The . starting mat eri al's oéz_(rr)_ﬁula 1.V are in part. new and can be .
- prepss ed by reacting-in-conven- 4 C\ rranner a corrpound of formula X
with a corrpound of fornmula X, 55

3
~[err] wherein in the formula [err] are as deflned above and. Hal" stands for .
' haI Ogeﬁ""th a compound of formula Xl, . : e
o , R,,—NH2 - XI

wherein in the formula X and XI R, to R, are as'defin,et; above and Hal stands for halogen.

65

T

j lv u o |
ek LRt i tﬁuzﬁg;ﬁgrgeﬁ AeCIcas o

" rA%, RN

NET LN 2 UA

5
Y

iy

D Wi




L

0 B5 5 . 0024 587 The startrng mat erj al s -of forrrula Vare in part new a
an* be prepared by reactr ng a corrpound of forrmula XII, according to the @
ol | owi ng- schene [err] .20 whereby [err and A are as defi ned . above and

blerr] represents a metal cation. ThOQ2438%g materials of fornuia Vill -
e new and CanTHaGirdAdEbIsr f&?aﬁuewbar@ﬁtaang.eﬁ aﬁ@mmedaledfbmsul c\émpound

lef i ned ‘abowe forand aipnpounds of fornulae XVl and XVII1 [err] to a nni ch
eaction or b') in the case when [err] r@pdesents ¥ligroup of formula 1la

Bs defined above b 3C conpound of fornula IV as defined above

ith a corrpSﬁcr?El’e" bt é?g% g'"&\?Fqlelm °R5-'t0 give a corrpound of formula XIX, = . .
er’r] and' subj ecting t 1o a Cadiot Qljodkr eWRc e ction wi.th Cu

hind. a conpound of for muf ?XX [ec?d] o“r‘ec ) When?® %efaf r%prese ts a group of -

ornula Il b as defined above splitting off water froma com ! 150 [err] - _
ereby. in the formil a&"xvi ‘to XXI X8rr] A and Ha*Mre as defined above. 60

}5 0024 587 The starting materials. of formula | X are new and can be -
repared for exanple by reacting a (ﬁmpound of formula XX, '
err] with a corrpound of fQLquq,XXIdLé@J@Ig] —”—-'iA—-> v

CH

- XV

R AT

P SRR g TR

5

20 whereby Rg, R5 and A are as def’ ned above and Me@ represents a metal catron
: The startmg materials of formula‘ VIl are new and can beé prepared a'} by subjectrng a compound
of formula IV defined above, and compounds of formulae XV1 and XVii .
: . S 'HC=C—R; "and = RSCHO
2 - R ]

4

£
o ‘toa Manmch reaction or :
é: ' : b’} in the case when Re represents a ‘group . of formula llla as defined above by reactlng a
? ‘;‘ 3¢ compound of formula IV as defined above with a compound of formula XVIil.
Rs
ik HC=C—CH—A Xviil
1 =' L ~ to give a compound of formula XIX,

§: * R R R
A Rz——C—N—CH—C:CH XX
Rs
_ and subjecting this to a Cadiot-Chodkiewi¢z coupling reaction with Cu* and a compound of formula XX,
45 : ' . o B ' : .
| | RiHal XX
.- - or ¢') when Re represents a group of formula b as deﬁned above splrttlng off water from a com-
= ’ : : pound of formula XXI . .
: 50 L -
R R. R5 . OH
| 'R —-C-—N—CH—C._C— C—CH, ~ xxt.
T 4 whereby in the formulae XVl to XXI R1 to Rg. Rg. R,,, A and Hal are as defined above.
- 60
: 6.



e db

15 to give a conpound of formula XXIV 20 :
[err] and reducing this e.g. with a conpl ex hydrlde such as [err] V\/nereby
|n the formullae XXI'l1 to :XXI'V [err]obghrj gre as defined above. 25 -
ounds of fornula XXl can be prepared a") by subjecting-a compound of
fornula [V B¢ ﬂ 'i‘ihé'g 6\Péf°’@“'édﬁ1?€ﬁmﬁi" @nd £a5y bruPraPaRed for gxpmpler bnsdctimove,
and ‘a- cc?ﬁf)’B?ﬂ?& ffor My xxv, ferr] [35 to a Mannich reaction, or b")
met al ati ng a conpound of formula X X,itas. defi ned above, and reacting the
“met al . £onpound t hus obt ained with pg_q;a.t.hppyl conpgyind of formula XXV,
Terr] XXVl 40 whereby in the formul ae XXV and XXVI [err] is as '. :
defi ned above. The conpounds of formfsae |Va and |'Vb 45 [err] 50 can be -

prepare | owi ng schene [err] vvhereby in the fornul ae "
| Va, Ir&v/g'tgcr‘?’dé?)gz&\ﬁ'ﬁ1 %f%é&(l?%fﬂerr] are as defined above.” 65 - = ‘The starting -

-materials of fornulla |f wherein [@;r] represents a group of formula llle or
I11f as 7 - 0024 587 defined above are new and can be pr epar ed by o
reduction with [err] of a conpo@m§—dH+Grmid a [eXX{! RL R4'Rs [err] R3 [err] -

. are ass d@%ivgeogoajgg.y,{a ANskriufy otivr epresents a group of fornula Ilie or IIIf
as defined 10 above. Conpounds of fornmula XX are in part new and can be -
prepared by .reacting.a corrpoundﬁofﬂsforrml a X, as defined above, vmth

butyl l'i t hi um and a hal ogen. g QY.L oa_p of forrmlae 1V, V, VI, IX .
helnv EEEE The '

- XX ang, | f al so form part ‘of . r |n|ng|nterrred|ate _
ccbrrpounds are ei ther known or cgn be prepared according to known methods 15
of,_as her ei nbef o'r1e descri bed. The corraourgjds of hf or nul afl exhi bi t- N
[} L CO T

ch%t hgwbn'iségwgg% ée‘le;gé “ZS”L o e'gn;i Jbaq* idp eudnzge NaBihe yrhersityi 'brhte errwlae XXIl to XXIV R,,

Compounds of formula XXI can be prepared '

a’’) by.subjecting a compound of formula {V as defi ned above a compound of formula XVil as
~ defined above and a compound of formula XXV,

OH CH:,
HCEC—C ' XXV
Nl
_Rn
'35 to a Mannich reaction, or

: b’’) metalating a compound of formula XIX, as defined above and reactlng the metal compound -
thus _obtamed with a carbonyl compound of formula XXVI,

'CH,. CORy, XXV
i 40 '
i whereby in the formulae XXV and XXVI Ry is as defmed above.
R . The compounds of formulae IVa and IVb -
. - . (CHp) o - ACHa)y «
Ry =CH — NH Iva; Ry — cI: - NH . Vb
Ry

50 can be_prepared'_according'- to the following scheme

((cHz)U) E . /(CHalyy
’ . ' o )
5 Ry = MgBr + N—C—CCI~3-—~R1-.-(’3=N XXIX _
Coxxvn Cooxxvme L
o S ' o] - metal Ry
' - _ , : ' o ‘reduction : "‘\ compound
60 : ' o D : R ' '
-IVa.- Vb
whereby in the formulae IVa, IVb and XXVII to XXIX R,, R2 and u are as defined above.

"65 ~ The starting materials of formula Iif wherein R"’_ represents a group of formula Ille or liif as
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A e i -‘,lrl?’l!lk\__l\\_g\v‘. b ) TEUT i !5"

nycotlc activity, as indicated in vitro in various famlies and types of

.| gui nea plgr@ In 20 this nodel ,” gui nea

-T

prefegr rner p i I:—Bﬂ f %g\gegﬂyvgt 'ggy P(g%lmzﬁ!' Ieg( rlsnic ﬁﬁr?nﬂsc A 2§ ets or ca) mﬁ

~and al | c@a.heér pstelafetaut, LTRE bSncavitaitioss dil Gel 00 sUbigice mrdrru&rﬁselvary%pendmg h the

Ia, Ll ticwm @S”' é%‘bﬁﬁ 5" AgRiREbeRpicatig for @p@éﬁ‘éﬁ?‘ﬁ"aﬂwmﬁ@ﬁ‘ 0.fg to 5. in
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at dosageseof , for exanpl e . The conpounds are therefore. .
i ndicat. d fQﬂ’“ﬁB '@d% ﬁ’L’“Ia H‘g%"dé R’?R?(ﬁdat?‘/ "S@&ing $ compound of
der mat 0 ‘Wt‘ﬁ AN % “he %: ol B AR0of We idbniaStied,
this FleRhauiaed doﬂn IaVééka (48 r 2anlté plopaled BSoRiIAAN khdwriAibthodi0Sage
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form The |Trli'9§nmpmd§ néfoeﬂ@aéemltybcf@mﬁeransut@ Unhisaaﬁfcu*hbrtmleshlbltfam— use -
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optlosaa cYm @lE ine 5‘456410
capsul es. Tine daammm tmyefc& meﬁda&tﬂfdrehse hearadmdmnstagéred lrt ﬁm rlegamn such
convent dermatopfiyesdn at;hcatemdaliyniose i9 frooy 2000 mgalf desired. tHid pay Belpdministered in.~ . '
concant FfPSS RS PIEgs PR (0 OeRRIONTen the
comayntf SN o) 51 "° e°§§a EhEPPRIES FoatRapass FHf®C. In
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conpoundsmmiund emnlmea the wa@mentdesijed[aed e nagps efsantosT atcgingeperaf howeeerf atisrul a

Qup of t Kpcohpobands af fotdwyla mherrerpaesmrdssmhyldwmyenyl dmnw apasseﬂemrsl bmmeror
y| phenalkyl and all other substituents are as def ned under formula
{it) compounds of formula | wherein ' '
a) R, represents a group of the formula . lla, Ilb lle,
R, represents hydrogen,
R represents hydrogen,
R ‘represents lower alkyl, _ - . _ o _ .
50 Fl represents hydrogen or lower alkyl ' C ' = ' . o
or R, and R, together form a group —(CH,),— or : o - s :
a) wherem R, and R, together represent a group of the formula llh
R, represents hydrogen
. R, represents lower alkyl, .
55 Rg represents lower alkyl and
Re is as hereinbefore defined, ' :
. whereby within these groups Rg is preferably a group of formula llla as herelnbefore deflned and/or R, is '
preferably a group of formula lla.
Preferred meanirigs of the substituents in the compounds of the formula | are such as set out
- 60 hereinbefore. o
Compounds of formula i are generally preferred wherem the double bond between Ry and the
" nitrogen atomn is in trans-configuration. . o -
o Particularly preferred individual compounds are: ' ' b
. N-methyl-N-{1-naphthylmethyl)-non-2(trans)-en-4-ynyl-1-amine and N-methyl-N- (1-naphthylmethyl)- i
65 6,6-dimethyl- hept-2(trans)-en-4—ynvl 1-amine, and thelr hydrochlondes : 'S
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55 Rs. %represents Iower al kyl and [err] is as hereinbefore. defined, whereby
within these groups [err] is preferably a group of fornula Illa as N ™~
her ei nbef ore defi ned and/ or [err] is @rsﬁsr y a group of fornula IIa'-,:)f)Q. '
Pref erred meani ngs of the substituent ‘conmpounds of ‘the formula. I

\are such as set EBuA-GD0DBYE HiRbIGHEs cempdiadderteasuf formul'a | are generally
-preferred wherein the doubl e bond between [err] and the nitrogen atomis in .
trans-configuration. Particularly rﬁae?nerased i ndi vi dual corrpounds are: '
N-net hyl -N-( 1 -napht hyl net hyl ) og:-Z - ynyl - 1-anine and
N-rrethyl ( 1-naphthy|rreth|)Frl M@_@&pﬁ S N -
6, 6- di net hyl - hept - 2(trans)-en- ynyill1 1 am ne and thelr hydr'ochl ori des 8 .

0024 587 EP- A-000896 di scl oses’ conp f or rrul a err vvherel n err

represents awrp ree 5nulq II 'Ilb IIF Id qn | 5areas
above, [ er 79 40" e#)@e.ﬁ&f raé? é%ri éé"' s ﬁfJgL 4en tﬁﬂd

het erocycl e dabrhaly Bh BEIUAS dmsyaafwb mﬁ' fer@rngrut mem cﬁmenanw Bihstiuted cAnd
optional |y amrbaddng atomely halogenoaf atomvic mmmaogem Sheﬁa.rhydnoxm wat Dk ordondlerlatkongand
optional | y st t"P ﬂhrers aHHn pregent bRivo mﬂnga"aﬂhﬁﬂbsﬁdwweegeqﬁ' t§f bylp e aﬂWhm)rbeadlca'
from.9 to'53° @/ | ower “al kyl or | ower gﬁkoxy, and any nitrogen ring
at om present ber ng optionally substit possi bl e, by |ower alkyl,
(ii) aradical 15 of formula Illa, [err wherein [®lar] is as defined .
above, - (iii) a radr cal of forn‘u‘l'a IIIb T] 25 wherein [err] -(iv) a

radi ¢al o#o f or mul | c, in [err] independently,
ar eshydr ogerf§pen rasé?F’Wf’ ag?ﬁer g“’a? W’f&% é’fﬁ%%m@% Brom1to 4, nis a whole

ng_rrbe, fromO to 3, and v is a whol e nuobgs—kromO toyg, (v). a radical of
fow alllf, 40 [err] 45 wherein [err] i ndependently, are hydrogen or

| ower, al kyd whamh Ry, isSalkatt (C4)1Q)), arikanpiiBeL,), faﬂ(WVl(Og_tz&l:yﬁpalkyt(ca_a)alkyl(c,_s) phenyr-arkyr (Cj_ya)
-' phenyl, phenylatkoxy(C,_,s), or aminoalkyl(C,_,,);

(iv) a radical of formula lllc, Ilid or llle,

30 By P
R A Zé (CH KX:HZ)
' . R

35

%

e md e

.~

wherein .R,,, R,, and R,;, independently, are hydrogen or lower alkyl, m is a whole number fram 1to 4,
n is ‘a whole number from O to 3, and v is a whole number from O to 5, {v) a radicai of formuia IlIif, - -

—{C=C);—R,,
o
Brs R|6

40

e

45 wherein R, is lower alkyl, alkoxy (C,_,,)-carbonyl, alkenyl, {C,_,,), alkynyliC,_,,). phenylalkyl(C,_,z)‘ or
phenyl, R,5 and R,,, independently, are hydrogen or lower alkyl and q is a whole number fromi O to 5, or
~(vi) a radical of formula Illg

i ..so - . k ‘& -

e T S :

Ris
55 wherern R,; and R,a independently, are hydrogen halogen of atomic number from 9 to 53, trifluoro-
’ methyl, hydroxy, nitro, lower alkyl or lower alkoxy with the proviso that one of R,; and R,s is other than
-hydrogen, and with. the general proviso. that R, is not a radical of formula lla when Ry is a radical of
formula lllg or phenyl, R, is hydrogen and R, i |s hydrogen or lower alkyl, exhrbmng chemotherapeutnc
actlvrty in particular- antrmycotrc acitvity.
60 The following Exampies illustrate the rnventron whereby all temperatures are in degrees
centrgrade
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hydrogen, hal ogen of atom c nunber from9 to 53, trifluoro- nethyl,
| hydroxy, -nitro, . lower.alkyl or low0oG24®87 W th the proviso that one of
-[err] is other than hydrogen and W t the eneraI provi so that [err] I's.

‘n{)t a radical 0 [ qal .of for

phenyl rans-N enzo!b; RL%M:;:\‘ € qtﬁ'r 'i dl-non -en L ﬁy -amlrlrekar]d crsgy-ﬁ:? Be?zpﬂbtgro-
.chenpt her apeutz g:l«BE‘drridIZ Unenmyda&’d'ﬁirﬂid n&ituramrb B340 tifopwie td &/ intxyure 60 0.5 g N- (3-The
fol | ow g BEvzalivp 'wher’vehumvﬂ-at-memﬂwmnvﬂai’ru ||Qa€\0y\#m*r H9midiinethefopparmide aed stired in

degr ees Ce VR Borgmrxturq)re lje'r}Emoved under vacuum, The residue is parti-
T q%gyg& TR A T T T
S|

1 (vi) a radical of fornula I'IIg [err] 55 wherein [err]i nd'ependentl'y, ere @

Ci s- N ( 3- ewedd ilsz non- 2- en- ynyl am no process _
a)] 12 g | -Brono- 2 nonen- yne (crs/trans mxture) are added dropwi se to a .
m xt ure Oftrg%ﬁg 5 f 5 'EﬂB'ﬁ%ZOt amﬂ*ﬁehe e F#I\H{Etg‘wlgam %eef w‘ g -

; [e”] and l{ﬁ Iit Iu on In ref‘eg’wéro 63 trans ~N-
Smxture | g é) rr;rnrﬂwﬁ t?z e Lmreer@o@a"d?elr AN redbiby Mee 5O i ies
parti - sortisvest. B d) &‘racaﬂ . SR reiclibR eh n&rﬂhl%@ﬁ&e faHZ 4 hédreatabgn Rintpepita@s e
dri ed concteed ngd ieel ammmetvawumlamﬂsrmh'ﬁ@mam? péeciel wasted, dried sed galcenigitadg

t ol uene/ et U cAfipr chw mhr .ovemesejagh ée qagbﬁ%renﬁ/gthé! atsiie f4 Hsthe title
fol |l oned B ‘P‘WE & Qi ®oth are oils. 10 Exanple 2:

trans- NpMvet hyl - N-( 1- napht hyI et hyl ) - 6elynchioBy- 6- net hyl - hept - 2- en- 4- ynyI ~1-a
M no [ pr oee&ansky-Medihi-N-{ THhaghithynelnforiob2ydn-4-fii-u it [gidcess djn hexane are .
... added dr opwi si&2 ml(pfs 1 Mfsohhq’n@ DIBAtEiN ol usnhl-are added dropwise to a solution of 5 g N-methyl-
f‘;" (:%: napht hg‘r(ﬁé‘ﬁ Pyl '1 Qgh%)?l an_vﬂe é:’s'f‘a?tﬂea%‘gctg‘%f"é“'f“& iR poTedrugrierand
L r et edz Eoé % m‘ l@ iggnbr oh%‘gﬁ@ % re;-cgﬁn rnﬁgt'%' on -
g mxture i Sxt?at:iea rvﬂ l’cspha§e i& Qﬂéﬂ Tc@rEHéﬁkFai&dJﬁrﬁrer RRUGR Gnd BROmb©Era .
£ extract edovdrtkivse gl d)e*m‘*o -Atoludne/etyigeatate 9BIEASThe | tile walssuede idisoiated asidn oil.
concentrated under vacuum Aft er chromat ogr aphy over ki esel gel (eI uant

droghloride he t] an o
b tol uene/ ef)’lr'E’YThe comp ] ro%a)t e erted? %B rg@ Aer Y nt ndl ma ner b tre t
( Exanpl €°3.ah 4y ﬁer feet ERSTalhYAtIdR e Y S_ﬁ"@ﬁ P AT *8ne

= [process.c)] 72 al?2 Mso ution of DIBAHlntquene are added. . -
§ dropwise to a soI utlon of 5 N-rreth yExample 4: '
:- N- (I -na ht"H‘f}?t ;:Ep'zthvtmﬁ ani) Msheem-ﬂ—vdv'% -ariPeene gnd ﬂu ng

- s-I¥- ro i

{ resul tifig, m (4% f.t AN LTI e A #5 g ffen
£ f or 24 hohﬁﬁ fte Q(Ngh SifP Brgd pﬁase shaken a number of times with saturated aqueous NaHCOs,

f dried and concentrated under vacuum. The residue is chromatographed over kreselgel {eluant —

: taluene/ethylacetate 9:1) to give the title product.

¢ 40 .

- Exampie 5: .

i . .N-Methyl-N-{1-naphthylmethyl)-4-cyciohexyl-2-{trans)-4-pentadienyl-1-amine (A) and N- Methyl N-{1-
HE naphthyimethyi)-4-cyctohexylidenyl-2-(trans)-pentenyl-1-amine (B)

£ 1 g - N-Methyi-N-( 1-naphthylmethyl)--r—ﬁ,droxy—4—cyclohexyl-2-pentenyl 1-amme is ' refluxed
[ 45 under a water separator with 570 mg p-toluenesulphonic acid (monohydrate) in benzene. The mixture

is cooled after 2 hours, the organic phase shaken a number of times with saturated aqueous NaHCQ,,
dried and concentrated -under vacuum. The residue is chromatographed over kieselgel {eluant —
toluene/ethyl acetate 9:1) to obtain first tltle product (A) followed by title product (B) as orls

" °50 Example 6:
trans—N—Methyi-N-(T-naphthylmethyl)-4—cyclohexyhdenyl -2-buten-yi-amine [process e)]

-3 g (1-Naphthylmethyl)methylamine and 2.86 g 4-cyclohexyhdenyl—z-butenal are stirred in ether
together with a 4A molecular sieve. The reaction mixture is filtered and concentrated under vacuum.
The residue is taken up in methanol treated with 800 mg NaBH,, and stirred for 2 hours at room

55 "temperature,

' The reaction mixture contalnmg the secondary amine thus obtained is taken directly for reductrve
“methylation. 8ml 37% aqueous formaldehyde solution are added and refluxed for 1 hour. The mixture is
then treated under ice-cooling with 3.6 g NaBH, and stirred for 16 hours at room temperature. The
resulting mixture is concentrated under vacuum, the residue partitioned between saturated NaHCQO,

6o and ethyl acetate and the organic phase dried and concentrated. The title substance is obtained by
chromatography over kieselgel (eluant — toluene/ethyl acetate 4:1) as an ol

The following compounds of formula | can be obtained in an analogous manner.

.65
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0024587 In the f.ol l owing tabl e NVR data-are given.
Types of peaks are m = multiple
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B.92 (s, 2H); 3.38 (dd, J'= 7 u. 1.5 Hz, 2H); 234(m2H), 2.25 (s, 3H; =
L2-n. 8 (m 4H; 0.94 (m 3H. 10 trans [err] =6.9-7.2 (m 3H.—_ .
5.12 (dt, J = 16 and 2 x. 6.5 Hz, 1 olgpagsgyd 64 (dm-J = 16 Hz, 1 oIef.Or'

9. 3.4 (s, 2H: 3.05 (d_J = 6.5 Hz, |?b 87729 (m 4H): 2.2-2.4 (m {5 -
7H) 2.18 (s,f 3Hf; 1.65-1.9 (m 4H); 1.3-1.7 (@ 4H) o 0.92 LM 3. II | -
bi s 6.85-702 (M &3H); 5.97 (dt, Jo= %1 and<6.5 Hz; 1 olef. H);
gGO(dm J 481 Hzel olefd H); 345 (8, 26);63.30 @, J ©6.5 Hd, 2H):
7-2.9 (m 4Hf |2.262.4 (M 2H); @ 22 65, amp17199(mm4H);<1.3-1.'7-
m 4H) 0.9 (IT[ oﬂ[ +2 ~—trams— [CI[J =—f—t=—7—8 \n; Uﬁl), G“EIL_E‘F( t_, J
£16 and 2 x 6.5 Kz, 1 olef. H); 5.65 (dm J = 16 Hz, 1 olef. H); 3.63 [s,
PH); 3.1 (d, Psl6.5 Hz, 2H); 2.2-2.4 (m2H); 2.25 (s,3H); 1.2-1.7 (mPH);
0.9 (m3H). 4 3 cis [err] =7.1-7.8 (m 5H); 6.0 (dt; J =11
and 2 x 6.5 =1 olef. H=5 64 @m J==.1 Hg, 1 okef. Hz 3.66z(s, RH);
3.35 (d. J :6.%4 SoH): 2 2-2.49m 2B); .38 (s, SH): 12-1.7 tm 4H):
0.9 (m 3H). |1& ftrans [err] = 8.2-8.35 (m-1 H); 7779(m 2H).; 7.3-7.6
(m 4H); 6.1d fdy, J = 17 and 2 x 7 Hz) 5.65 (dmJ= 17 Hz,1 H); 3.9 |
(s,2H): 3.12l(dd| J = 7 u. 1 Hz, 2H): 2.22 (s, 3H): 1.25 (s, 9H). 17
cis - Jerff] ¥8.2-8.35 (m I M. 7779(m 2R, 7.3-7.6 (m 4H),] 6.03
(dt, J = 11 |and|2 X»6.5 Ha 1H); 5. 65 Gdbry J= 2 11 Ha, 1H) ¥3.92 (g, 2h)} 3.38
d, J=6.5 Hz, %;'ZEZG (SE 3H; @7 (53 9I-% stransg . [efr] S _
2-8.85. (mYy B 7.7-7.9 {m 2H~ m 9H) 5. 36 (-a't, J = 16 and2
w0 Hz. 1H): [B791(dm J= T6Hz, IH), TEM(S_ZH)_ 3.2Z (4,J= 6.5 HZ, 2H);
;28 ,(s. 3H) .| 19{ cis. [err]= 8.&8-8.4 ( 1-H; 7.7-7.9 (m] 2H)
71276 (m 9H); [6.20 (dt, J =11 and 2 6.%Hz,1 H);" 5.85 (d, J 11 Hf 1
Hr; 3.98 (s, 4H); 3.50(d J =6.5 Hz 2H);,'@3 (s, 3H. 20 tTans
[érr]=8.2-8.4(?n LoH) ; 7£; 7.9 2H) : 7.3-7.6 (m 4H): 6.20 (dt, J = 16
and 2 X 6.5 Hz,ol H)%; 803(dm J 6%12,91 HP, 3:9Ks, 2H); 3.14(dJ=6.5 -
He, 2H); 255 ([nfFlf) ; 2 4(§33H) 1«2 LB (m 2); 1.98 (d, oJ 27 Hz, 3H)
1,0 (t, J& 4 Hzf 3HF 21 &  &s IN ferd] £ 852-$.45(n§ 1 H; 7.7
-y.9 (m28); [7.3{7.62(m 42); 6.08 (dt,8J & Lioand 29)6—‘-8.5c§l=|z§51H§;_ 5.167
(Hm J = 311 |Hz, 1 Hd 3. 94d(s, 2H) & 3. 40c';(d,'Jc; 6.5 &z, 2Hh; 2.5 (nf |1 H);
2128 (s,38); |1.2{1.85(m 2#8); 1.26 (d, Jo 7d—|z,03 H; %'02 (6, J =F—1B.| 3H) ..
20 trans [err] :82835(rh 1 Hj 7.65:7.9 (m 2H) 7.3-7'.6(m o
4H); 6. 205‘dt J¥ 16 and 2 X 6.5 Mz, I M), 5.68 (dm J=16 Fz, IF),; 3.89 (s,
2H) ; I T T T T T T I T T '
o D <« : (v} (so B8 o [y} (3]
< § &=z .2 §FF & & 4
< p r . T =T T T T
Ly I =3 . T.r = T T T
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3.13 (d,' J = 6.5 Hz, 2H); 2.22 (s, 3H; 2.2 (m 2H; 1.6-2.1 (m 1 H); N

(d. J=7Hz, 6H) 19 0024 587 Exanpl e | soner - p/ff'_
Spectrum 23 cis 8 2848 g.l7—|) 7779(m 2H) ; 777 .
(m 4H); 604(dtJ—12and2x7Hz°ia])“§65(dbr J = 12 Hz, 1H); .

\3/90 (s, 2H); 3.3r€?( 7 Rz, 2R 2. 24 (S, SHn 2o 2 (m2HEn 2
" (m 1 H; 1.0 (d, 6H) . @24 o . trans - [err]—8284@m_1'
H; 7.65-7.9 (m 2|§) 7.6 (mo 4H); -:?1573¢ém 2H) ® 6.95 ¢m 1 Hy; .36
(dt, J =16 u. 2 X 5.9ddbr, 9 =16 Hz,d H); 3$92 (s, S2H); &.2p
(d, J =6 Hz, 2H);[= S SHT 2,25 Trans . = 8. 158735~ (mr1H) ;-
7.6-7,9°(m .2H); {7.317.6 (m 4H); 6.22 (dt, J= 16and2 x 6.5Hz, 1H): o
5.67(dt,J= 16andd % 1. 5Hz, 1H): 3. 88 (s, 2H): 3 13_(dd J= 6.5 u..1.5 Ho) |
_ ';2.22- (s; 3H; 2.1% (br. -OH); 1 5 (s, 6H.. ' ‘trans ‘i denti cgl
with Ex. 2,25 exge@t: —358(br,:Cl-|); l:65(qua - J. 8i:|z AH5 1.0 3 o
. (t,J=8Hz,6H). 27 = | trans -_[err-] =3.2-8. 35?m 1 H) 7. ?9( m 2H); -
7.3-7.6 (m 4H); |622¢ (dt; J= 16 and 2 x 6 Hz,. ‘1H: 5.7 .(dm J =16 Hz| 1
"H); 4.46 (nbr, 1 I—§ 3.90 (s, 2H); 3.15 (d, J. =6 Hz, 2H) 2.25 (s, 3H);]2.0 .
{br, OH); 1.2-1.4 (m{ 6H): 0.9 (m3H) . 28 trans 5 = 8.15-8.B5
(m T H; 7.7-7.9 (m{f 2H); 7.3-7.6 (m '_4H), 6.25 (dt, J = 16 and 2 X 6.p
‘Hz, 1 olef. H); 3.20[(dbra J = 16 Hz, 1 4); 3.9 (&;2H); 3.14 (dg J = 4.5 Hz,
2H); 2.24 (s, 3HY; 8211 (&, OH); g1.72 (§a, _=§"Hz,‘_-'25)_...1.50g-('s',BFg; .04
C(t, 3 =.7 Hz, 3HL._29 ' trans [err] =8.15-8.35 (m 1 H. 7.7-¥.9.
- (m . 2H); 7.3-7.6{(m J4H); 6.22 (dt, J = 16 and2x65Hz IH);5 70(dm J=| -
16Kz, 1HY; 3. 9(s, 2H) , 3] 14(d, J=6.5 Hz, 2H); 2.24 (s. 3H): 1.95 (m-OH); 1.46
(s\._3H; 1.06 (s, 9H}. 3,30 - trans ~ [err] =8.2- 8 35 (1 arom H;
" 7.7-7.95(2 arom |H);{7.3-7.6 (4 arom H); 6.17 (dt 1 olef. HJ =16 + P x~
6.5 Hz): 5.67 d, |1 olef.H.J = 16 Hz); '3.89 (s, 2H); 3.13 (d 2H, J = 6.p
Hz): 2.21 (s, 3HY; &{2-2. 4m(m 2H); 1218(4H) 08105 31
‘trans iden;;i'czipl TWth Ext 3£30 exg,ept [err] exf
2H); 1.0 (t, §H | 32 R Arans & ‘identica [ el
o= 1.2-1.8 (m=6H). 33 tyads g déntimalow t 21
(meH. &1 | § & S35 r
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34

rans

85(br

A/—\

U= o G E

: .1.6

d,

rr] _
2 X .
6

: 1 H; 7.3-7.9 (m 6H); 6.02 (ddd,
5,8+16Hz,1|—|):5.46(dbrJ:16H21H),380(br,1K)3133 .
2H): 2.52 (dd, 8 + 14 Hz, 1 H); 2.0-2.35 (m 3H); 1.6-2.0 (m 6H); 154f‘

- (sext, J 7 Hz, 2H); 0.97 (t,J=7Hz,3H). 35 trans - identical \
CBEx. 34 except: [err] =1.3-1.7 (g024'8870.9 (ps.t, 3H). 4,36 trans
[err] =82:835 (MIH: 7.7-7.9 (m 2H: 7.3-7.6 (m _4H: 626 (dt, J =
15. 5+2x6 5H4, 1H) ; 5. 9(dt, J=11 +2x7Hz) ;5. 85(d, J= 15 5 Hz,1 H; 5.%8 (dbr, :J =
11 He); BPA (s, 8H) 318((5 J=6.5%, 2H; 2.35%t. 2H: 2|26 (s, 3H);
1.2-1.7 (& 2H) 095.(pst uu.37_-:. " tr-ans'm- [er?] =]8.15-8.35
m1H); zzdz o fm orf: “’7 (Mmat)"6. 25 (dt, 1= 16 + © bzl1 H); 5.86
d,-J =16 Hz,l.H)-; 5. 70. (t =7 H, 1H); 3.94 (s 2H); 3.20 (¢, J = 6
,2H); 2. 24 (s, 3H); 216(qua J = 8Hz,2H);[1.8 (d, I3 7 Hz) und17(
=7 Hﬂ)'f‘g err] 3H, inratio: 6/11 . 1.06 (t, 3Hy. 38 - trans lerr
8.2-8.3% (m1 H); 7.7-7.9(m 2H) 7.3-7.6-(m 4H . 6.30 (dt.]J = 16 +
Hz,1 H)8§3.86d, J 3 16 HB 1 H)$ 5. 75(m'1‘51);'3 92 (s',2|—§,-3 18 (d,J =
,2H); 12228 (s,3H); - 1.87 (s, 3H);. u._ 1.7 (2 d, 3H). 0024 587
ample | & lfsomer. ' Spectrum 39 : trans
lerr] =|8.248.4 (m. 1 H: 7.7- 7. 9 (m 2H): 7.3-7. 6 (m 4H) 6. 28 (dt, J = 16
+ 2 X 6. gt bR ' - f[err]; 3.92
(s, 2H):;1 3.18 (d,.J = 6.5 Hz, 2H) 2. 26 (s 3H) 1.18 (s, H)-. H 5,44 -
trans | gldrr] & 8.258.35 @L arom H),G, L T-799 (2. §rom: H: 713-7.6 (4
rom Hj; 06422 & o = (d31 ol efe H .J== 16 He); $.93 (df, 1
olef, Hl—=—t ; | 2H); 3.19
S (d2H, |J =16.5 Hz); 2. 25 (s 3H) 1.0-2. 4 (11 H, Q/clohexyl) B trans
:_8.'2-8.35_'q1 arom H); 7.7-7.9 (2 ‘arom H); 7.3-7.6 (4 arom H; 6. 79 (d, ¢
1_0Ief:H.J:16Hz) 580(dt- ol ef .- HJ_-16+2x65Hz;392(sz"
C2H); 3.24 (d, 2H, J = 6.5 Hz); 2.2-2.5~m 4H); (s, '3H); 1.88 (s, 3H),
1.58 (bn, 6Hy. 40: : trans- - [ € "=8.,15- (m 1/H;7.7-7.9 (m :
2H); 7.3-26¢ (m99H); 6.51 g!d J = 18-, 1 Hy; (dti ==18¢42 x 7.5 Hz, 1
H: Bp-46 (gbr. & H 45 14gd, <" L P AR
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J =2 Hz, 1H) H =C

NNG N cn"
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]; 3.88 (s, 2H); 3.20 (d, J =7.5 , '_2|-—-|); 2.22 (sy
3H . H 41 trans.  [err] %@%g&(ml H; 7.7-7.9 (m2H); 7.337.6.~
(m4H); 6.24 (d, J =16 Hz, 1 ol ef §5(dt J:16+2x65H21
olef. H; 4.95 (U1 =11 + ZFz;, Z orter. H, 9-(s, Z2H);] 3.18 (d, J =
Hz, 2H); 2.24 (3, 2H; 213 | d, J=6.5Hz, 2H); 106-2. lo(m| 1H); =
0.9(d,J=6.5Hz,6/) 8 42 <  trans derr] = 892-8.35 (M 1 H; 7.65-7.9°
(m 2H); 7.3-7.6 ¥m 4Hd 6.26 €d,J = ¥ Hz, 1H)v 5..86€ (dt|, J=16+2 x 6. 5 Hz,
1H); 4.95 (s, =E——T1—S90ts2H—S—t8tt— =65tz 24 24 (s,3H:
2:15-2.35 (m 2#{);1]1-1.7 (m4H);0.9 ps.t, 3H). 43 trans [err]
8.2-8.35 (m 1H|:s7]7-7.9 (m 2H: 7.3-7.6 (m 4H): 6.30 (d,.J =15.5 Hz, _1
H; 6.02 (dt, J|=815.5 Hz + 2 x 6.5 Hz,1 H);. [5 07. (sbr 1|H + 4.80 (d, -J
=2 Hz, 1H), H3Cg | 1, 8.9 (s,=z2H); 3.6 (d, 2.25 (9 3H; 1.1 (s,
9H)." H21 = 002487 Exanple  °Isoner © = - - ° SR
“Spectrum 6, 45 gtrans 8 =8.2-8.35 (1 arom'.l'—|);"7.7-.7.9 (2 arom "H);
7.3-7.6 (4 arom| H){ 6.52 (dd, 1 olef. H J =15 u. 10 Hz)| 5.86 (d, 1
olef. H J = 10 Hz)} 5.79 (dt, olef, H J =15 + 2 x 6.5 Hz); 3.92 (s, 2H);-- L
3.20 (d, J = 6.4 Fz[ 2F); 2.25 (5, 3H),; 2.1-2.4 (m 4R, 1.6 (br, 6H). |
trans [err] =8 15-& 35 (m .1 H); 7:7-7.9 (M2.2H) ;27.3-7.6 (m 4H)
(dt, J = 16 + 2|x865 Hm1l H); 87 (dm3J =16 HE1 HE 4.34 (d, J =
Mz, 2H);. 3.9 (s, 4H; 3. 16 (d, J= 65 Hz,2H); 2.24 (S, 3H); 2.4 (OH). 47. |
. trans - [err] F 812-8.35 (m I H); 7. 65-.7 9 (m 2H); 7.3 7.51m 4H) SR
M7 (dd, J =16+ 7{Hz, T H); 5.58 dm J = 16 Hz, 1 H); 3.9 (AB—System T
H%3.25 (m 1|H);{2.1-2.3 (m2H); 2.14 (s, 3H); 1.3-1.6 |(m4H); 118(d re
= 7 Hz, 3H; Q.85{(m 3H). 48 - cis =78.2-8.35 (m 1 H; " 39
6-7.9 (m 2H);} 7.3-7~6~m 4H); 5.98 (dd, J 1 H,; 5.6 (dm J '
11 Hz, 1 H); -E.9§_(stem' 2H) ; 3 8 s 3
: . o - . N
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1 H: 2.1-2.3 (m 2H: 2.16 (s, 3H: 1. 2-1.6 (m 4H); 1.26 (d, J
-3H); 0,82 (m 3H) . 49 trans 8 8.15-8.35 (m 1 H); 7.6-7%7
2H); 737 6 (m 4H) 614(dt Jcomswx65Hle) 566(de /
12|%|)H), 145 @ %bl %“ﬂﬁé dat? aILnglv%q_DDa’Q)s@mpnses peéifs in pbm re|atn$e 'tlg)]a'I*MSJ as
8. 5(33‘.’%}‘“ r§v F" PEAEe 7 6 (m 4H): 6.0 (dt, J = 11 + 2 x
Hz, 1 H); 564('rd£]~nu&rpleﬂ.1HZ 1H)-; 39(s 2H); 3.35 (d, J = 6.5 Hz,
- 2.23 (s, 3H); 1.45 qua, J = 2H); 1.18 (s, 6H); 0.95 (t, J =7 .
3Hy. 51 transdtfee 9"—“"8*15835 (m 1H; 7.6-7.9 (m 2H); 7.3-7.6
4H);616(dt B 6.5 Hz, 1 H; 566 (dm J =16 Hz, 1 Hy;
-(‘s, '"] E"m%’ﬁ""“L‘ég’%&(t _2H);2.7 (b, 1H); 2.2 (s, 3H: 1.4-2.1
H) . CI§=smg|et ferr] 8 15-8.35 (m 1 H); 7.6-7.9 . (m 2H ;.
76(m 4H) ; 60§ 3= 142 65Hz 1H); 5.64 (dmJ.= 11 Hz, 1H);
B.9(s, 2H); 3.36 (B=90ks 2H)'; .75 (br, 1H); 2.22 (s, 3H; 1.4-2.1
-( H). 55  t{apSer | = 7.8-8. ( 2H); 7.25-7.5 (m 3H); 6.50 (dd,
03 =17 +1512 Hz, 1 H); 5.85 (d,.J = 12 Hz,1 H; 5.74 (dt, J =17 u.2 x 7 Hz,
| H); 3.77 (s, 2H)pst3=aseuwnplét— 7 Hz, 2H); 2.0-2.4 (m 4H); 2.25 (s, 3H);
1.55 (sbr, 6H) ‘[err] =8.2-8.4 (m 2H); 7.25-7.7 (m -3H);
6.74 (d, J = 8 He, ddl-?f}“b‘eémﬂf‘dt J=18+2x7Hz, 1H) ; 5. 67(dt, . J=18u. 2x15Hz, 1H) ;
4.0(s, 3H)o 3.82 (sdb&&oub%bl&d(dd J=7u 1.5H); 2.2 (s, 3H,; 1.24 (s,
i9H).. 5 ~cis ‘[err] 8.2-8.4-(m 2H); 7.2 5-7.7 (m 3H); 6.74 (d,
é.ia]-.,:=8 Hz- 1- ; 6 bs=brded J =12 x - 2 x 7.5 Hz,1 H); 5.65 (dt, J = 12 u. 2 x
LR Hz, 1 és 3H) 8- 85 (s 3.35 (dd, J = 7.5°u. 1.5 Hz, 2H);
2.0 (s,253H) | 1 28939 "‘é‘ﬁﬁ trans [err] = 7.2-7.8 (m6H); 6.44
w(dy, J + 17 + 12 .Hermhb)upaeam%e (d,J= 12 Hz, 1 H); 5.66(dt, J=17+2 x7Hz, 1H); "
;EB O(t,J=6Hz; 1H); 3.33(d, J=6Hz, 2H); 3.14 (d, J=7 Hz,2H,. 2.0-2.4 (m4H); 2.12
w(sy63H); 1.5 sbrsem-ﬁsexs{vlettrans - =7.1-7.7 (m6H; 6..04 (dt, J=16 + 2 x
6.5 He, ;,,H) 5.6 H:; 4.9(t,J = 6 Hz; 1H); 3.22 (d, J.
)
(6Hz, 2H); 3.0(d, ﬂ‘g"d”&%‘bﬁz""“‘igﬁ‘mie‘ 2.1 (s, 3H); 1.18 (s, 9H). 53
strians ~ [err] =sBrdlinleBadm 1 H); 7.6-7.9 (m .2H); 7.3-7.6 (m 4H); .
86.45 (dt, J= 16 +2 x 6.5Hz, 1H);5.65 (dmJ= 16Hz, 1H):3.85(s, 2H);3.10(d; J
g—,6 5 He,, 2H);' 2.2 (s,-3H); 1.8-2.1 (br, 9I—|); 1.6-1.8 (br, 6H). 22 :
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_ 0024587 The required starting materials can be obtained e.g. as follows. :

_ Corrpounds of formula IV: 5 A (3-Benzot b]th| ophenenet hyl ) met hyl-am ne (f /)(

_ 1) 3-Chl ororret hyl benzo[.B] t hi. opher&: ?gﬂ k soI ved in benzene, added ¥
Qrﬁ,opvm.se_ to a ca. 10-fold excess of ma? amne in ethanol at [err] and
then stilf ol urs at-room tenper at Ne crude m xXture 1s
-concentr E&Gi?.n[dpgsg\r;ggl um the resij dlrrLE naréﬁe&‘b"r{ed bet ween _
met hyl enechl,ari|de aad JNJ\JatZ]-':‘I—mnﬂni l28); ar1ga-m43(ﬁh&ﬂ)esdm(&,djamslan&\\miaersat ed
under: vaguum The puri fii % .65 (dmy lJt=al Ghizgl1 alef. Hly 3373 ¢a. 2k 8i1914d, U =85 on
b.p. [ert]l Pa. |B) (3-BenZB 23 ¢ 2Bt 23R4 Brathy 2am - h BN AHE 0-SiRs . BP)- and 13)
Cobt ai'ned; anad odousty t o Bxanplesdim, B 71},05,% 5 o
2- (I - Napht hyl ) gi peri di ne 1(<fléfrH)l_$££mCEEm .5)3411&42 th slé H)A);ggadéﬂ%régmdztssm
. prepared| by addi ng 43.4 gizoiH)izmmathhBKsaBHhazm Bios 8HLDA (eL)@H). dr opwi s

to 5.1 gfof jmagnestumin bU 501 <] ne lne et Ner— 15 renoved T m.' B
the reactiof mxt u?®e and 5r’e H’qB q ? (gh'z (708 Hglei?_'s) (dt, -
6- Met hoxy- 2, 3, 4, 5- tetrchwﬁzqem md@u Mbpzm agséﬁgmlon
m xture.| After |a furthe=r 182—ha)er(m 4l-hﬁomxohmm is coo ed, treate : :

sat uriat ed—aquequs 20 aitT nvm:n OI’I GFSOFU[IOI’] and tne Teacti on product

removed frdfhtHe _o‘fad‘anl 'gfo'l")u 156rfdmAft roo
% ng?gg%iﬁﬁ&gané edus-a 7("'1’ g | .-

(4> 2

0

neutrial i sation | and V\M)I’l%ln
tetrahyd[ropyrlcme is dlm( dlrecf .y 1n e ano

NaBHé} After—Tgrmat—worki g the—product—sTonver LCLTWFW dl gotott—HG
sol uti_l on| tdtitd hy’f ochl —W/l m, 52'87528@161&#119?“6@*&1@ xzﬂong under
hi-ghvacluum [err] 25 2% Qj ?ﬁj&lz%zwo‘d" 63"“12;“ 7 4 -
S D){1- Br ono- 6,{6- di met hylg-g'% ,en '7' ! 13'? il %’9)

30 a) 6 G_a |t‘t‘hy="i UTI' || Q Ul. 3_87‘?]&[ O Q'LII IICLII)’I 'J. UUL yIIC a_lv

di ss¢l veld 1% als. teos r 7@T-tri'§rﬁma51'ﬂ 8, 7pldpil =o¥6 and 2098. Sdk UtdledrH)0F.65

n-bufyl -{l'i thi um added ¢Ir ;g ggdsﬂe 'F')o?}é% ﬁ'%‘g % id. 4= 6P e dlegdrhd of |
eHi22 LR d™ ‘{nacrnlfunanO

-20. {Thel.reactilon m xti
m of tetredydrof isan «addacb.dr-wmmsm 60N it, 01XF 1@ 21 356, Rk Bt 19); .60 (i, 1
t enpér atjure, reacted Wit h=datHar bolefoH)ad68 BLEH)[ 285 . A d.5¢4 21Ic2.2e-23 nunber [of
“times 35 with ether. ThelmRYkRi30 (pAHYL &.2s1.7m.&H): O@dm@ﬁt rat ed and the -

pur i { i edpyodugt Al ne R J o
1- Br ono-6, ggd' et ﬁrg'lg hgﬂ%yefm ngs%ﬂsﬁ ﬁga)“\(%‘) 7@? ﬁo% j)i%% 1;)
stirred lat 40 untl I a homagengqm (é]’BKI uRe (4, sHpbt al ned An 4 a cohol ic -
solti Oly of—13; 6, 6y dinmethyl=% llcmtn 4ﬁ%n-o ote—are—added—dropnse—at

Le)
100: and ‘st 1 freg fﬁ'F [efrd= &N @AMl 7e3—T48dmy 'cﬁﬁ)%ﬁtr’hﬁd‘ure
i s poureéd ontoJ| ce ‘and gg]??@%fgﬂ% E(F:;fﬁ ‘H IR (ﬁ@x n"e38 The orgam c
phase |s—-w.a-shex;l—a—nu-n®ep—ei—t-p-n®-s—w-t-1' gt .

corﬁ:entratmj Nl\/Rtrsrp;ectr&JgraaahqashQW) t7tvat-7.0le, ZH)IM—pvmdmcSH)merdt gesia 3 1

xture: of trans- and ¢iand2Hpairs- '64165—%‘idne#hyﬁﬂ2rm:rﬁ%swr3922dnd=ﬁ§:>t akgn -
divrectly for alkyl ati op, Mz 2H1:2.28(s 30 !
Y 119 ] ds | 5=8.2—8.4(m, 1H); 7.7—7.9 (m, 2H); 7.2—7.6 (m, 9H); 6.20 (dt, J = 11 |
-~ . ! and2 6.5 Hz, 1H)585(dJ_11Hz1H)398(s2H)350(dJ 65 »
'_ ; b | Hz,2H);2.30(s,3H). - _ i

'_.l

20 trans d=8.2-—8.4(m, 1H)77-—-79(m 2H)73—76(m 4H)620(dt =16
.| and 2 x 6.5 Hz, 1H); 5.80 (dm, J = 16 Hz, 1H): 3.90 (s, 2H): 3.14{d, J = 6.5

Hz, 2H); 2.5 (m, 1H);.2.24 (s, 3H); 12-—1 7(m ZH) 1.18(d, J = 7 Hz,

3HE 10t J= 7Hz3H) .

21 cis I §=8.2—84(m, 1H)77——79(m2H)73—76(m4H)605(dtJ—11

: ' i and 2 x 6.5 Hz, 1H); 5.67 {dm, J = 11 Hz, 1H): 3.94 (s, 2H); 3.40 -

(d, J = 6.6 Hz, 2H); 2.55 {m, 1H)228(s3H)12-—-18(m2H)120(dJ._- '
| 7Hz,3H):1.02(t,J=7Hz 3H). _

Lo 22 - trans | &=8.2—8.35(m, 1H); 7.65—7.9 (m, 2H); 7.3—7.6 (m, 4H): 6.20 (dt,
-; | J=16and2 x 6.5 Hz, 1H); 5.68 {dm, J = 16 Hz, 1H); 3.88 (s, 2H);
| 3.13(d,J =65 Hz, 2H); 222 (s, 3H); 2.2 (m, 2H); 1.6—2.1 (m, TH); 1.0(d, |

L J 7H26H) , _ S
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5 NVR [err] x 5.5-6.4 (m 2 olef. H, [4.15 (d. J 8H) and395(
) = 8Hz) in ratio 1:3, 2H, CHCH2Br], 1.20 (m. 9H). Anal ogously to D). abg @g |
he foll owi ng conpounds of fornuIaV§ gg tai ned. 50 55 60 65 23 RS
0 4 587 TABLE Il [err] 40 The renain Etgh ounds of fornula V can be
bt ai ned | gous D) above.” 3. Conpoyg - fornula VITT 45
RFCL T e vy A o

\I-I\/bt hyl - aph n;]arh\zl\or_ta 2 d-diynyl-1-amne (for Ex - 31) 9 g

: {l, 3- Hept d|258ne 16ci:g N-nr&$1§l2—-(al4kmaﬂh17t7w—m1duﬂmdrﬂ-ﬁe,6(rﬁ 4]-!)@04(&.1_12
- iipar af_or.rrjl. dehyd¢ and 1.3 d&sﬂ? &ﬁhﬁféﬁ?ﬁs’?h@& heka 888 (¢ g 33§dﬁ4#s=7at
err] inlabsol ute di oxan %4 RE:dFveRimi W dvta 7R
“bacuum the,r esidug, gariti ST gned Pet WAEH ¢sl-0b o, ki7AIG; BRHSALS, €15l and

.+t he orgaAl ¢"phage drled apd 2&%%9@(@9&& 1R); ¢ —%Brulik%d-lzpfmdygtde‘Dg ai ned
- by chr omah ogr aphy over 50+zk1+651?$z](slZP()imGJEne-ésn-hyiH)ﬁEH(a.tm)Q 1) as an oil.

‘N —i= d.'IIlIIU for—Ex

- ethylam ne. The|reacti qn 1ng(>§
¢ tenper at bres—treatet—n- :
{ nunber of] 26 nes vmtl'ihilSet h@eﬂtlﬂheltbﬁgaﬁﬁqusha%%1+8${b'vxﬁ|$)héﬁ5\(muaw %&Har%dﬂ é@p o
 aqueous NaCl. diied ' and'edzRJi%8¥d. The title substance is obtained as af

N Met hyt=—N~«(F=naphthytnetir 'L l+ 1|U|racuy|| -
|+ L - BronpHe#yhe e"%.‘ddeid‘sdT gH 6. (g |
.} napht hyl|nmet hyl éﬂ pr opar g‘j&gﬁg ? ﬂg pegf“"?%r J@E&‘l’ ';%?gﬁl 70%
|

rred overni ht at r oo

;oil after g?ro t ogn@Phy s g5 _t4 5RI, 98), 7 6eL MR, 2hRUEDRE 6h i), Pfekal e 16
5!_%.9515)- 60 0) | and 2 x 6 Hz, 1H); 5.7 (dm, J = 16 Hz, 1H); 4.46 (mbr, 1H); 3.90 (s, 2H)315
J thyl {N-(I-n pht hyl ri‘et(dhyI%GHzTZHbanﬁl(s thZQZbry@HMi Eﬁ-ynls(ip aHi:n® (for Ex.

933 |ny

: ll-N-“' hylﬁl\léél-mgpt}gagl msth_yé), hed 1 492,79 b4 LAY ipy: am ne |
e di Sl Sad i b A Ay méd%s@g@&a){mzf[mrs@’oeﬁgﬁ A B fled.
**ESt:s rring{is carfied out: 3014 @e= 6\ M); 26ds, 3. mbxbu;emqwaeai qrHzp2H)E €

!‘"and t he neaction product 1.800k,8HEd - Qai!dt aﬁ= D4, 3lb)y extraction with ether and

S TRt T T R

m%y be opt ai ned  Hz, 2H); 2.24 (s, 3H) 1.95 (m, OH): 1.46 (s, 3H); 1.06 (s, 9H).

" } . 3.30 trans : §=8.2—8.356 (1 arom. H); 77-—79(2 arom. H); 7.3—7.6 (4 arom. H);

' 6.17 (dt, 1 olef. H,J =16 + 2 x 6.5 Hz); 5.67 (d, 1 olef. H, J= 16 Hz); 3.89 -
© s, 2H); 3.13 {d, 2H, J = 65Hz) 221 (s, SH) 2.2—2.4 {m, 2H); 12——18
{4H): 0.8—1.05 (m, 3H).

" 31 trans ~ identical with Ex. 3,30 except: & = 2.28 {t, 2H); 1.55 (sext., 2H); 1.0 (t, 3H).

' 32 E trans : identical with Ex. 3,30 except: § = 1.2--1.8 (m, 6H).

| 33 | tans  identical with Ex. 3,30 except: 8 = 1.2—1.8 (m, 8H). o

| 34 | trans  §=28.5(br, 1H); 7.3—7.9 (m, 6H); 6.02 (ddd, J = 6, 8 + 16 Hz, 1H): 5.46

! {dbr. J = 16 Hz; 1H); 3.80 (b, 1H}: 3.1—3.35 (m, 2H): 2.52 (dd, 8 + 14 Hz, .

g :  1H): 2.0—2.35 (m, 3H); 1.6—2.0 (m, 6H) 154 (sext., J = 7 Hz, 2H): 097
; ; | (t,J =7 Hz, 3H). o -
| 35 | tens identical with Ex. 34 except:5 = 1.3—1.7 {m, 4H); 0.9 (pat, H). |
{ 436 | tans | 5=8.2—8.35(m, 1H):; 7.7—7.9 (m, 2H); 7.3-—7.6 (m, 4H): 6.26 (dt, J= -

15.5 +2 x 6.5 Hz, 1H); 5.9 {dt, J=11 + 2 x 7 Hz); 5.85(d, J = 15.5
Hz, 1H)558(der-—-11Hz)392(82H)318(dJ 65H22H) _ .
2.35 (t. 2H); 2.26 (s, 3H); 1.2—1.7 (m, 2H); 0.95 {ps.t. 3H). . : - i

SR, TR e, S B VP & 9] ARIBVIBIG b
s

37 ., trans . 8= 815—835(m 1H); 7.7—7.9 (m, 2H); 73—76(m 4H); 6.25 (dt, J=16 '

. +6Hz, 1H); 5.86(d, J = 16 Hz, 1H); 5.70 {t. J = 7 Hz, 1H); 3.94 (s, 2H);
3.20(d, J = 6 Hz, 2H); 2.26 (s, 3H); 2.16 (qua, J=8 Hz, 2H); (1.8 (d,. J =7 i
Hz) und 1. 7(d J =7 Hz); £ 3H, in ratio 6/1]; 1.06 (t, 3H). ;

trans | &=8.2—8.35 (m, 1H); 7.7—7.9 (m, 2H) 7.3—7.6 (m, 4H); 6.30 (dt, J = 16
' | +2x6Hz 1H);5.868(d, J= 16 Hz, 1H); 5.75 (m, 1H); 3.92 (s, 2H}; 3.18
, {d, J=06Hz 2H); 2.26 (s, 3H); 1.87 (s, 3H); 1.8 u. 1.7 (2 d, 3H).
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can
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prepared anal ogously to M, N. and 0 bove 4. Conpounds of formnut a I 3FON
U N I\/Et hyI N- (1 -napht hyl met hyl) - ? 4-cycl ohexyl - 2- pent enyl - - (27 _
-am ne tfor S =
N- Met hy FXa@H ndﬁ{‘u’feﬁ I _rret hyl) - 4- hvdroxv-ﬂ-’?‘i?%'] ohexyl pent - 2-ynv| -1-amine
10.7 mi ofg a 15%a8e! Pt sare.ofsBUk, 1#)n7.hexad@n, ang 73ddesl il uAPsL S Rt £ J
N-met hyl = N- (1 |- naphf hyl2ne 6iByHz) 1H) 0584 @l J arméivz, THY 830sel, ut e t et rahydrofutan
and affer 30 minutes{reacted with a 40 solution of 1.79 g cyclohexyl methyl -
k«,etone Stirrilng is bontl ed for 24 hours at. roomterrperature and the | ..
ni xtur ¢ poured onto | cegang 194 NS 511586 R eis.
whshed, dried|and cophceny ratgg£ a‘%&e’?gv%v‘gugm%%on)at oega phy ovg@ﬁ‘l esel gel
(eluant tol uene/.ethy acetdtte 4. 1) yi'elds the title" product as an oil. 4% b) . .
N- Met hyT =T\ ( I{napnt nyT et ar o ONeX nyl 10 -
‘g of theddtbs]anrs o bt@1 ﬁ%‘aﬁﬁé %1; ?gé yﬁglﬁféﬁm J%J gﬁ’y&% nd
added ¢ropwi s¢ to a puspensioh o I'n abs tetrah ydrofuran alHd .
the m xture refluxed| for 3yhours. Excess reagent is destroyed with ethyl-
acetate/[err] | Afterext rédction wth ether,. drying and evaporati on undej
vacuum f ol | ovve=d by CE bﬂrfg\o)gﬁaphq/waéﬂSI(d éBel=g§I5 Heb P38 1R 3o PH-25L13H. t he
title product | S obtaine EO as an oil. ‘Anal ogously to U) above the
fol'| owm ng conpounds kan be"obtained. 55 60 65 0024 587 [err] _ .
TABLE |V Conpounds of tmcmék@ I X can be prepar ed. anal ogousl y to Exarrpl e 6-
above and are o
i so,Lgt o .for tisf| nal= 8.0e48.3545 afwth. BP 765—28 (2 arom, H); 7.3—7.6 (4 arom. H);
i : 6.79 (d. 1 ofef. H, J = 16 Hz); 5.80 (dt, 1 olef. H,J = 16 + 2 x 6.5 Hz); 3.92
o {s. 2H); 3.24 (d, 2H, J = 6.5 Hz); 2.2—2.5 (m, 4H)226(s 3H),188
% _ (s, 3H), 1.58 (br, 6H). I _
1 a0 trans | &§=8.16—8.30 (m, TH); 7.7—7.9 (m, 2H); 7.3—7.6 (m, 9H); 6.51 (d, J = 18
: ; _ : ; Hz1H)582(dtJ—18+2x75Hz 1H) [526(sbr1H)+514(d
,' J=2Hz, 1H)
o '; 3.88 (s, 2H); 3.20 (d, J = 7.5 Hz, 2H); 2.22 (s, 3H):
|  :   .H | | -
T wans | &=8.2—8.35(m, 1H): 7.7—7.9 (m, 2H); 7.3—7.6 (m, 4H); 6.24 (d, J = 16
o Hz, 1 olef. H); 5.85 (dt, J = 16 + 2 x 6.5 Hz, 1-olef. H); 4.95 (dd, J = 11
i + 2 Hz, 2 olef. H); 3.9 (s, 2H); 3.18 (d, J = 6.5 Hz, 2H); 2.24 (s, 2H); 2.13
1] (d, J = 6.5 Hz, 2H); 1.6—2.1 (m, 1H); 0.9 (d, J = 6.5 Hz, 6H).
&'«J é 42 trans 5 =8.2—8.35 (m, 1H); 7.65—7.9 (m, 2H); 7.3—7.6 {(m, 4H); 6.26 {d, J= 16
e Hz, 1H); 6.86 (dt, J = 16 + 2 x 6.5 Hz, 1H); 4.95 - ' I
(s, =C ) 3.90(s, 2H): 3.18 (d, J = 6.5 Hz 2H); 224 (s, 3H); - | -
_2.15—2.35(m 2H)-1.1—1.7(m,4H);o.9(ps.t-,a'H). T
- . 43 | wans | 5= 82—835(m 1H)77—79(m 2H)73—76(m AH):B.30(d, J=165" | .
Hz1H)602(dtJ_155Hz+2x65Hz TH); [507(sbr1H)+480 KR
d, J=2Hz, 1H), _ | | -
l: 3.8 (s, 2H): 3.16 (d, 2H); 225 (s, 3H); 1.1 (s, OHL - L



024 587 Exanpl e o Spect rum N)
[lerr] —82835(1arom H; 7.7-7.9 2 arom H); 7376(4arom H) :

(s, 2H); 3.37 (s, 2H); 2.40 (S 3H); 0624581Tm 2H); 1.2-1.8 (4H); N
Q.8-1.05 (m 3H) M identical with N) exgept; 8 =228 (I,
. 1. 59 Eaeple. Zidmer 1. 0 (1, 3H) P)  Spectrum i dentical with N |

xcept: [Eerr—Hf—2=1-8 \”l G TUCIIL[L.d.I oty
xcept: [lerrd4& . %¥ans g “ arom. H); 77"‘79(23 3—-861480'2'5‘”(
M), 7.6-7.85 (m| 2H); 7] 2535508 ’535 210@1’55_, %zg( }“(’6%,32 )72 ‘%‘5‘(5,__
3H; 1.22 (s, 9. A 3H)21——24(mi (
;4. O5—hr—H-H-—3 {5 C

7 I

= %54& DHprans] . 6. " ’1 gtsﬁg ea—eé(;,em 2HIT. ﬁggﬁgﬁ;gﬁi@&% 4 211;?“) 3
3. T : 20 x 221ig

7 (m 4@)- 0.91 ( I}',i%gﬁ WS gﬁgzmﬁjeul = 82-835 (1
m H);j 7.47-7.]9 {rdnsar prs =Ig)2—8.38 tr. 161);652L 28\ DH); 78-07 6%m. AD6.1 B3’ (S,

. 2.39 (s, 3H): 1.52 ($—1BH)7H211B)-258(<(rﬂ.]1 14) Hz, DY); 3.9 (AB-S}témh, 2H),:8.5% 8. 35|
arom |H: 7.7-7.9 (2] ﬂd")ll% =273 (gn, 2HG 2(14 (30ni -3H;1.6 60.261:(m8 @, oLat . H

191 (s, l2H); 3.113 (m_ pH%3W:985(m3My ) . 1 23 (5. 3H1): 08250(11::00 V)| -
| [aBr] |F &s15- 3 £5 800835 1176278 th B 27 6.3 4 4

.95 (s. {2H); 3.{34 ?s. ZI-J).,.12+:§3HZC$H) 3U)(d§11J=8T12Hz3H1(Im9£(/k(§Syge6r% rgadaﬁf

.62 (d, 6.

Hz, 2H) (nn,se»zgs {m, 2HDZ.16.{s, BHD 2.26-21 .6 {m, 215328 (tiz),~ 7 Bik)) .
-8.4 (] Fhgs2im ), 3HY 9 (m 2H): 7.3-7.6 (m 4m 578 -

]

2 3
J 5
i:b) 6 = 8.2 .
Ll AB- por tifon 4@ gn ARX2- BYST Ijl 2
WE B 104 e g ?3565‘&9’ %?@%93%% Jn#s 92 u% |
o §0/ J [ 5(s76|1)~

7 m

1 m

err]6H) (@) = 6.5 Hz, 2H);2L7 (5, 3H):8.L5a, &szm
4H) ; 3} 98 J(=sT HRI3H). 3. 36 s 2H1) ; 2 38 (s 1,(br

$2Hr (r

O—ﬁi 1. 24T 941 @ 5856 ( q Zg: T 1
w b Perr] 8.2 | ot |
% 5 ol Tl o 5 S S % it
e.t(s 3H; |1.2-1.7 (m 6H +Hz[3ﬂ)r] . 28 (s 3H) .9 (ps t

fefr] = 8.‘2-‘?.‘35 m “ 2+
113.38 (s, |2Hp: 2.4‘(’1ns zéy @% 75 § A

'Te'”] =8.2-8.4(m 1 H 12H ?33&' ?ZL-F% m s(sg‘gn kﬁa&&d&g ’ﬁﬁs
' cis | 8=8.15—8.35(m, 1H); 7.6—7.9 (m, 2H); 7.3—7.6 (m, 4H); 6.0 (dt, J = 11

" - i + 2 x 6.5 Hz, 1H); 5.64 (dm, J = 11 Hz, 1H); 3.9.(s, 2H); 3.36 (d, J = 65HZ,
o 1 2H); 2.75 (br, 1H); 2.22 (s, 3H); 1.4—2.1(m,8H). -

78

1
[4)]
N

=7.8— 8 1(m, 2H); 7.256—7.5 {m, 3H); .50 {dd, J = 17 + 12 Hz, 1H);
?5 = 2Hz 1H); 5.74 (dt, J =17 u. 2 x 7 Hz, 1H); 3.77 (s, 2H);

i 55 trans
_ dJ=
4{d,J=7Hz, ZH) 2.0—2.4 (m, 4H); 2.25 (s, 3H) 1.585 (sbr, 6H).

b

b 56 trans 8.2—8.4 (m, 2H); 7.25—7.7 (m, 3H); 6.74 (d, J = 8 Hz, 1H); 6.2 (dt,
B | 1842 x 7 Hz, 1H);5.67 (dt, J= 18 u. 2 x 15 Hz, 1H); 4.0 (s, 3 H); 3.82
2H); 3.1

O(dd, J=7u. 1.6 Hz); 2.2 (s, 3H); 1.24 (s, SH)

Nu I

LMl won

8.2—8.4 (m, 2H); 7.25—7.7 (m, 3H); 6.74 (d, J = 8 Hz, 1H); 6.05 (dt,

57 cis :
. 12 x 2 7.5Hz, 1H); 5.66{dt, J =12 u.2 x 1.6 Hz, 1H); 4.0 (s, 3H):

i

0

(s, 2H),3.35 (dd, J = 7.5 u. 1.5 Hz, 2H): 2.24 (s, 3H); 1.26 (s, 9H).

5
7.2—7.8(m,6H);6.44 (dd, J + 17 + 12 Hz, 1H): 5.80(d, J = 12 Hz, 1H);
66 (dt,J=17 + 2 x 7 Hz, 1H); 5.0 (t, J = 6 Hz, 1H); 3.33 (d, J = 6 Hz, 2H):
41{d,J=7Hz 2H; 20—24(m 4H)212(s 3H); 1.5 (sbr, 6H).

58 trans |

7.1—7.7{m,6H); 6.04({dt,J =16 + 2 x 6.5 Hz, 1H); 5.6 {dm,J =16
1H); 4.9(t, J =6 Hz, 1H): 3.22(d, J = 6HzZH)30(dJ 65H22H)
1(s 3H); 1.18 (s, 9H).

59 trans

"u

8.15—8.35 (m, 1H); 76-—79(m 2H); 73-;76(m 4H); 6.156{dt,
6 + 2 x 6.5 Hz, 1H); 5.65 (dm, J = 16 Hz, 1H);'3.85 (s, 2H); 3.10(d,

83 trans
. 16
6.5 Hz, 2H); 2.2 (s, 3H); 1 .8—2.1 {br, 9H); 1 6—_1 8_(br 6H).

é
J
3.
8=
5.
- 34
=
Hz,
2.
8
J
J

22
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i ' - 2H);: 3.92 (s, 2H); 3.16.
f an ABX2-system J = 15 + 2 x 5.5 Hz, ; _ | 0.
EQB%&H{JOQ 2.5 Hz); 2.2% (s. 3H); 1.4 (br, OH); 1.26 (s, 3H); 0.96 (s,9H)/

=8.2-8.35 (m 00345875-7.9 (m 4H 7.2-7.6 (m 7H
AT IR KWL i A TR S T
8.15-8.35 (m 1 H), /.65 7 9( 121y ; “’-?""‘-"’T""“”’Sg"”’wiﬁ?'s 13 (d. 3= 5.5
ABX2: syst e Canpoudds dfiZorinu® m: 5.5 Hz, 2HL); 3.88 (s,  Sains for the -

Hz. 2H);
Cont 1 act ng

1, .10 whe&géss of methylamine_in ethgnagl at ° g en 4

- f auduhiatuibis [ceHcebtradiy fﬁﬁr&ﬁ ' hidride pid
S e A g S T o e e
r epr eserit by, Yauge Aigdiation b.oh9at-84n33fatior i ne, chlori he,

. - i rr err] represents hydrogen,
trifluor O’E?Yﬁﬂnzaglf%r%e?ﬁ%ge%g i )A ?Ef.] Bzg[ Tndr%c,gjr egent s oxygen; sul phur
fluorine, Ch|wtéiﬁ@1%. foB?UsOf °[er'§l‘§‘;§p bep: i >10°/83Pa. s 1. 2 or 3, 55 .
‘imno, [err]or a radica & ’ . '
R AN L B 15 3400k 3)i s 3, 4, 5 or 6 R3and R
__ £ ? FAMRjexX- Bdrbyoaddngr43l4 grod 1R4omBRIRBSIBAES in absolute ether
represent 4. i @g of ma n%@iﬁ mpof absolute ether. The ether is removed from the reaction
[err]cycl ¢ ﬁg Iﬂed bsolute benzene. 8 g 6-Methoxy-2,3,4,5-tetrahydropyridine are added to the
: - . boiling reaction mixture. After a further 8 hours the mixture is cooled, treated with saturated ‘aqueous
‘20 ammoniumchloride solution and the reaction product removed from the organic phase by shaking with
~.aqueous  HCl-solution. After neutralisation and working up the 2-( 1-naphthyi}-3,4,5,6-
tetrahydropyridine is dissolved directly in methanol and reduced with NaBH,. After normal working up
k . the product is converted with alcoholic HC! solution to jts hydrochloride. M.p. 287—289° {after
. intensive drying under high vacuum 328—3299), " S _
25

thiophene is dissolved inf bnzdnea pddedr drgpwi i &1 $0Rbid

[ SOV

2. Compounds of formuia V- _ _ _
D) 1'-Bromo-6,6-dimethyl-2-hepten-4-_yne'(for- Ex. 16_, 17, 66, 57 and 59)

30. (a) 6,6-Dimethyl-1-hepten-4-yn-3-oi _ E L
_ 38 mi 3,3-Dimethyl—1-butyne are dissolved in abs. tetrahydrofuran and 172 mi of a 20% solution
J ' of n-butyl-lithium added dropwise under protective gas at a temperature of —20°. The reaction mixture
H is then cooled to —75° and 19.3 g acrolein in 20 mi of tetrahydrofuran added dropwise. The mixture is
B I warmed to room temperature, reacted with saturated aqueous NH,Cl and extracted a number of times
35 with ether. The organic phase is dried, concentrated and the purified product obtained by vacuum
distillation, b.p. 70—72°/1600 Pa, . :

b) 1 -Bromo-6,6-dimethyl-2-hepten-4-_yne :
N 50 ml 48% HBr and 10 g PBr, are stirred at 40° until.a homogeneous mixture is obtained. An
40 alcoholic solution of 13.5 g 6,6-dimethyl-1-hepten-4-yn-3-ole' are added dropwise at 10° and stirred
for 1 hours at room temperature. The reaction mixture is poured onto ice and extracted a number of
" . times with hexane. The organic phase is washed a number of times with aqueous NaCl, dried and
) concentrated. NMR-spectrography shows that the oily product comprises a 3:1 mixture of trans- and
oot cis-1-bromo-6,6-dimethyl—2-hepten-4-yne and is taken directly for alkylation.
: 45 NMR: § x 5.5—6.4 (m, 2 olef. H), [4.15 (d. J = 8Hz) and 3.95 {d, J = 8Hz) in ratio 1:3, 2H, =
CH—CH,Br], 1.20 (m, 9H). : .
Analogously to D) above the following compounds of formula V' can be obtained.
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024587 [err] represents a group of fornmula [err] wherein [err] represents
ydrogen, optionally [err]-hydroxy substituted [err] 15 cycl oal kyl,
cycl oal kyl al kyl, phenyl , phenal kyl or 0t024887 [err]represent,
ependently, hydrogen or [err] and % epresents .a -
err]cycl oal kyl i dene radi cal optionall 5 BbRt'4i ni ng a doubl e bond; or .b)
err] represents a group of femgnula Ila to Ilg as defined under a) 20
err] represents hydr ogen - or_‘[:err] [err] together forma group [err]
fherein u®is an i ntag8r-=Cri—£5-8=CFha [err]. P?av‘é‘?ﬂﬁ@ Hream79g&1yi ven under
h). 2. A conpound as claimed in-Caim1l wherein A)glerr] represents a group
bf the fornula Ila, Ilb, Ile, 25 [err] represents hydrogen, [err]
tepresents jhydrogdn, -R4 re resents_-[%rr] Rs represents hydrogen jor Eer
[err] tog®tlher fofma group![err] ¢r ™ A Physical data for
30 b) whgrern R and RZ together{represgnt a gfoup of the rorngra Irn
R3 repregents hydr ogenCHs ' :
R4 repregentd C? v, . R5 reprehserﬁs ﬁ:l,éal kyl b-antd—PL /1460 K8 (e?d.8¢d|i n
Claim1l. 15 CaHs e oil L
- 36 3 A corrpound as clai rred in Claijm 1 or {Claim2 wherein|R
represents]a gdouplof formuSdsllia as defijned injCaim1l. 4. A cgnpound{as.
. claimed inlany? ong¢fof-Ctk&Hrg |-|1 to § whkreiln R r¢pb-es®nf/H3gPaud & 28
. fornmula 2o L2 Halas define®Bn O &im 1. Br - el
£ 0 5. Acompound a3 clained in any ¢ne of ¢ ainms ] to 4 wherein tHe double .
'u gpd betwe¢n the 4C grcoup R and the nitrqgen atgmis in the trars. '
.u:C gu% Ongy IHZ ‘ h . .RA 14 6. CA conpouhd
s=as: Tl ai i ng@anyjoneca ains 1 4o dérein b vl,
_ *a! C356al kenyl, G3.. &I k}"nyfi@1 cycl oal kyl gll kylf, Bhen)P\ béféapﬁgﬁglgiyl anﬁ-g{fl' -
q,..ot.’her substituent$ arEHas defined {n Caipl.. 7. |A corrpound as clijaimed- fn
s=any one of fClains}l to 5 wherein R\ reprgsents €2.4al kyl,; 45 C34al kenyl ,
vE.CB 4al kynyl , C}Z/cl ppentyl __cycl ohexi |, cycliopentylf(C, .2)al kyI
cycl ohexyl ciH yl yl, phepyl (A . 3)al kyl jor thien :
:fl\hl\/Et hyl - (1~°napﬁ hyT‘I)-n-on-'-Z'(t ans)- eg- 4-yn n3rP- sf' q{)gPa 51,52

w

351 Iy
a } —(CHglg~CHg 1 CHs ~ b.p. 92~93°/530 Pa 47, 48
b Br oil -
40 : :
The remaining compounds of formula V can be obtained analogously to D) above.
! ! . 3. Compounds of formula Vill

3 L 45 M) N-Methyl-N-(1-naphthylmethyl}octa-2.4-diynyl-1-amine (for Ex. 31} '
* 9 g 1,3-Heptadiyne, 16 g N-methyl-ﬁ-naphthylmethyl)amme 2.8 g paraformaldehyde and 1.3 g

t ZnCl, {anhydrous) are heated for 3 hours at 100° in absolute dioxane. After cooling the solvent is
"o : removed under vacuum, the residue partitioned between chloroform and aqueous NaHCO,-solution and

~ the organic phase dried and concentrated. The purified product is obtained by chromatography over
50 kieselgel (toluene/ethyl acetate 9:1) as an oil.

N) N-Methyl-N-( 1-naphthylmethyl) -2 4—nonad|ynyl- -amine (for Ex. 3)
1 8.25 g 1-Bromohexyne are added dropwise to a mixture of 16 g N-methyl-N-{1 —naphthylmethyl)—
7 _ propargylamine, 0.5 g NH,OH.HCI, 0.25 g CuC! and 20 ml 70% ethylamine. The reaction mixture is
' 55 gtirred overnight at room temperature, treated with an aqueous solution of 1 g KCN and extracted a -
number of times with ether. The organic phase is washed with saturated aqueous NaCl, dried and
evaporated. The title substance is obtained as an oil after chromatography over Kieselgel (eluant
toluene/ethyl acetate 95:5). . :

60 Q) N-Methyl-N-(1- naphthylmethyl)—4-t butyl-pent—z-yn-4-enyl -1-amine {for Ex. 43)

933 mg N-Methyi-N-(1-naphthylmethyl)-4-hydroxy-4,5,5- tnmethyl-z hexynyl-1-amine are
dissolved in abs. pyridine, warmed to 50° and 0.4 ml PQCI, added. Stirring is carried out for one hour at
90°, the mixture poured onto ice and the reaction product isolated as an oil by extraction with ether
and chromatography over kieselgel (eluant toluene/ethyl acetate 9:1).

65 Analogously to M), N} and Q) above, the following compounds of formula VIl may be obtained.
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9.
N-Met hyl-- N- (1- napht hyl net hyl ) - 6, 6- olomwmept 2(trans) en- 4- ynyl - 1l -
-10. A conpound as clained in any oni gf Claims 1 to 9 in the form of an
acd addition salt 50 thereof. 11. A® b‘f‘r’dﬂund as- claimed in any one of
Claims 1 to 9in the formof its hych/aoqul oride. 12. A chermtherapeutlcal
conposi tion conprising a conpound ag cil imed in any one of Clains 1 to 9 or

a chenBt herapeutical |y acceptabl e a *'t:I-Na-@daQ-ern salt thereof in adm xture
with a chenothera- peutically ascept®ble diluent or carrier. 55 13. A

. conpound-as clained in any ond 1 to 9 or a chenot her apeutical Iy -
acceptabl e acid addition salt use as a chenot herapeutlc agent .

14. A ¥onpound as clained in any one of Clalms l1'to 9 or a- .

chenot hedapeuti dqal Ty accleptaple dcid addition!sal{. f for use gs an :
ant i mycotli ¢ agent . )f‘[% A pr?éess for. theh?)roductiqbnta& {ggagrrpauﬁgeeng fornula
| as def ifred—-htS-at-m—k EOHpH+5-e5—6b—20——0—024—PpSF—at—rHen - :
[err] #epresgntq a gy oup Iad R 'ngg?fcﬁ%f' ned ghove, | (caogpounid
- la),; reactfi ng a qonpound pf formla _ 1 .
~~~~~~R24. CgjH R4 R whef ei ¢Hq erf] aaee-am ﬁ@-bH ed|abowa, w h ascongound of
formula Y [err] jwherein Ais a | @aving group, ? ] is as dgfined alove, - .
~and [eor]l stndd foH a g(ou?i"eof or'rﬁflca'C(Q"bm as ¢lefi Agd abpve,’Bor H) when
[erir] repre%gntc - gL ou of forn [

( conpounds gactd ﬁ ag+ Net al ad-y %@mg of | E)re;nrj'}'ar Ie(F:) esgﬂts orr]

[ e%'] V\_/nereln [4qrr] are_as defin d above, wth- a c‘arbonyl cprpound g

—h
— -

. -2 i
forjuiaa . [enr] 30 @hefein [efr] represent I ndependent | y| hydr oger}- or p
[erfr] or 35’T c) wh he—doubl e ardChdewdn [err] °Hnd the n’troden atom 5
I's fin trans confligurati dn (conpoyinds +d) reducing|a conpound of forrula - L
VI, [edr] | - _— N ]

The remaining com_pounds of formula VIll can be prepared analogously to M), N) and O) above.

4. Compounds of formula If

35  U) N-Methyil-N- (1-naphthylmethyl)-4-hydroxy—4—cyclohexyl 2-pentenyl -1-amine (for Ex 5)

a) N-Methyl-N-{ 7—naphthy/methyl}-4-hydroxy-4-cyclohexy/pent—2—ynyI— -amine
_ 10.7 mi of a 15% solution of BuLi in hexane are added dropwise to 3 g N-methyl-N-(1-
. naphthylmethyl)propargyl amine in absolute tetrahydrofuran and after 30 minutes reacted with a
40 ‘solutionof 1.79 g cyclohexylmethyl ketone. Stirring is continued for 24 hours at room temperature and’
y * the mixture poured onto ice and extracted with ether. The organic phase is washed, dried and
i concentrated under vacuum. Chromatography over kieselgel (eluant toluene/ethylacetate 4:1) yiélds the
:  title product as an oil.. o . .

CvRR e LB AN B b iNE N el

o' 45 b) N—Methy/—N-/ 7-naphthylmethy/}—4 hydroxy-4-cyclohexyl-2-pentenyl-7 -amine
S 10 g of the substance obtained under a} are dissoived in tetrahydrofuran and added dropwnse woa
suspensuon of 1.4 g LiAlH, in abs. tetrahydrofuran and the mixture refluxed for 3 hours. Excess reagent
-is destroyed with ethyl acetate/HZO After extraction with ether, drying and evaporation under vacuum
followed by chromatography over kieselgel (eluant CHCIJCzHSOH 95:5) the tltle product is obtained
50 as an oil,
. Analogously to U) above the followmg compounds can be obtained.

-1




erern [err] are as defined above, with di
d) when [err]

a group of formula Illd, [err] wherein & are as defined above -
onpounds |e) splitting of f wat er frcﬁhQQ bund- of formula If [err] 6
30 0024 587

ove, and [err] represents a group of. ¥or
lerein [err] are as defin above,

rr] and perr]represents fﬁg
nventi onal
to a conmpound of _for|
are-as defined aps
‘rlepresent s, [errl
flor preparing a conpound of fornula I

45

50

55

60

65

S0 butylaluninru hydride, or
IIIb of I'llc as defined above/.

represents a group of

g?erern [err] are as defined
mula Ile, I1If, or Illg OH

or e) when [err] represents hydrogen or .
r] [erﬁ?tonpounds 1g), intro ng, in er
batL@nRof seco ary 20 S, b R4
alX Wnerdl n* rr,ci @m- SCH?- Fﬁ Q-]f,_P |Rr<]
r]- represeﬁﬁs hydrogen,;- Izand 30
el for the Contracting Ste ' 1. A proc
wher ei n _

Bor the hyd%

Qp:
2

:[lerr] a) R reprgsents a proup of —formta 2 - '
‘riepresents hydroden or [efr] together represe tMHsgaba of] fornula 1
-whereby in,the fdrmulae 1ja to 111 %[err] repyesEht™ Bhdegenfie®sy, o
5hydrogen fluori € Chrorfne,bromme, (T 1T uoronet Nyt Nyaroxy, myro, .
[err] vy S N _ : R : S
_ o oyl CHg . | o
20 —=CHg—CH_ = . I oil 1 a4
S : . CHg ' ' :
W)
5 a) S - : o
—(CH2)3—_;CH3 ] o ail : 42
b) e _
0 X)
~C(CH3)3 ' o oil 43
35 .
Y)
a) e . o . : :
—CgHs -~} " oil _ 40
b) e : E .
: 4Q . .

Compounds of formula IX can be prepared analogouslv to Example 6 above and are preferably
taken directly without further punf' cation or rsolanon for the final step.
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RO represents hydrogen, fluorine, chlorine, brom ne, hydroxy, [err] X -
represents oxygen, sul phur, im' no [err] im no or a radical of fornula 15 /\'
~pis 1, 2o0r 3, ris 1l 2 or 3 %%éeﬁ is 2, 3 or 4, and v'is

4,,5 or 6; 20 [err] represent dently, hydrogen_ or [err] and
lerr] represemts [efr] and [errj rEepr ese group of formura =C C4R11
[11a [ =emPel  _c! cp | |11 b | o
[err] [T represents s @nagsss (19Ri. ANali-Ly 8 weh Y7 515 i bhie ) b7 | .35 R

cycloal kyl, cycloal kyl as.lew); 3.37hs awl; 2.4pheoal; kp20¢ (ni, BHEMR}-1.8 @0, T epr esent,
i ndepenident |y} -hydriogerp. 831“1P§r(m§|3+ﬂ'-c Z represents a [err] cycl oal kyl i dene

i adi.-cal Fogtiomatty cont, ounl e 1 eNTS a group
of fornul ?P"I la to llig & e"E‘éaI‘ H’éHP xﬁ’tfér‘s—?ggkoah 1%&('5 p#"g ' )rydroqen or
[err] R3 a;r;rd R4 t oget heaeni.gmmt@Nggxgébe&L eQr_h, Mhemer nu i s an int eger of 1.

to 8, ane{erti—have—the—reantRgs—giver—tmder—a, —which—conprises =) when

R, r'-epresé?ht a gr.oup oﬁenf"éﬁ‘wulhhl)quan3=ab2d-éf$he§H)above (conpound | a),

reacti ng &, 45| conmpoun "
“above, W th ajconpound 30’3’3( forntiEoy ,3,., 'qrzrz]'%\gﬁ'er@rz Afssma‘lﬁ{e zg g)r‘oup,

[err] ils—as defined above and [err] stands far a graup of fnrmua [11lajas
defined alsdve, or 60 6%.= 84 (br, 11-0;(723}583(#0 GHiIhB05 erlH] 3426[15’ eseang (m, whoup jof =

formul & 111a. |wher €] ml— _ QP%fJT(F%(Z irfor®Bémah:,1-3%act ing a:
' 0 et

met'al atled conpound lo in [err] are as defined!
H

above, K ti afcar bonyT rd‘e@\mpwﬂﬁs@xrcefp%m*iﬁarﬁkk 2H); 1.3—1.7 {m, 4H); 0.91 (ps.t, 3H).
: "*’\ oW a) 5 =8.2—8.35 (1 arom. H); 7.7—7.8 (2 arom. H); 7.3-—7.6 (4 arom. H);
! | 4.0 (s, 2H); 3.37 (s, 2H); 2.38 {s, 3H); 1.52 (s. 3H); 1.0—2.2 {11H).
b) 8§ =8.2—8.35(1 arom. H); 7. 7—17. 9 (2 arom. 'H') 7.3—7.6 (4 arom. H);
5.76 (m. 2 olef. H); 3.91 (5. 2H); 3.13 (m, 2H); 2.25 (s, 3H); 1.23 (s, 3H);
0.8—2.0 (11H). , |
V) a) 5 =8.15—8.35 (m, 1H); 7.7—7.9 (m, 2H); 7:3—7.6 (m, 4H): 3.95 (s, 2H);

3,34 (s, 2H); 2.35 (s, 3H); 1.8—2.3 (m, 1H); 2.0 (s, OH); 1.62 (d, J=6.5Hz,
2H); 1.63 (s, 3H): 1.04 u. 1.02(2d,J = esr-rzrsrr) _ ;

S b) 6=8.2—8.4(m, 1H)77——79(m 2H373—76(m 4H)578
N S . (AB-portion of an ABX,-system, 2 olef. H}; 3.90 (s, 2H); 3.12 (m, 2H); 2.22 f
o (s, 3H); 1.3—2.0 {m, 1H)15(sOH)14(d2H)13(s3H)092u 0.80

(2d,J=7Hz, Z6H). _ _

Wi ¢oa) = 8.2—8.35 {m, 1H); 7 7—7.91{m, 2H); 7.3—7.6 {m, 4H); 3.98 (s, 2H);

; 336(8 2H); 2.38 (s, 3H); 21(br OH); 1.2—1.9 (m, 6H); 1.56 (s, 3H): 0.95 i

{ps.t., 3H).

Cod

L b) | 5=8.2—8.35(m, 1H);7.7—7.9 (m, 2H}: 7.3—7.6 (m, 4H); 5.85 (AB- -portion. .
A\~ B P of an ABX,-system, 2Hj; 3.90 (s, 2H); 3.12 {m, 2H}); 225 (s, 3H] 1.2—1.7

(m, 6H + OH); 1.28 (s, 3H): 0.9 (ps.t., 3H). Ry

X) al 8 =8.2—8.35{m, 1H); 7.7—7.9 (m, 2H}; 73—76(m 4H): 4.0 (s, 2H);
' 3.38 (s, 2H); 2.4 (s, 3H); 1.96 (br OH); 1.54 (s 3H); 1.14 (s, 9H).

b) 5 =8.2—8.4 (m, 1H); 7.65—7.9.(m, 2H}; 7.3—7.6 (m, 4H); 5.6—6.1

' (AB-portion of an ABX,-system, J = 15 + 2 x 5.5 Hz, 2H); 3.92 (s, 2H);
?196()(1 2H; J = 5.5 Hz); 2.25 [s, 3H); 1.4 (br, OH) 1.26 (s, 3H); 0.96 -
s, 9H g _ :

Y) a a =8.2—8.35 (m, 1H); 7.6—7.9 (m, 4H) 7.2—7.6 {m, 7H); 4.0 (s, 2H);
' - 3.4(s, 2H); 2.65 (br OHk 24fs 3H);.1.85 (s, 3H).

b) 815——835(m 1H); 7.65—7.9 (m, 2Hk; 72—-76(m 9H) 56——61 .
- AB-portion of an ABX,-system,J.= 15 Hz + 2 x 5.5 Hz, 2H); 3.88 (s, 2H); -
3.13(d, J = 5:5 Hz. 2_H): 224 (s, 3H): 20 (s,__OH); 1.65 (s, 3H). :
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erf] whérein [err] represent independently hydrogen or [err] ¢€) whermthe

oupl-e bond between [err] and the nitrogen atomis inf | jon

{conpounds 20 I1d) reducing a conpound of fornula VIII, !'mﬂmm Wﬂ#”]
twhe i

rg’as defined, above, with diisobutyl al- @YOR&SBFdri de, dr o)
efdresents a %ﬁﬁ’ﬂﬁf‘UfthPIqontrmtinblswtee.-sazief-liIBE‘F-'REE%OHELIQIU ﬁL%rO“p of fornul
I §d, 30 [err] \/\her,\eéo%pLﬁ{J%f re as defined above (conpol Gs le) splitti
ffl water from a conpound o _?'mt‘r'ﬁ,-u'l'a If [err]. 45 wherein-[err] are as :
efli ned above, and [err] represents aRgr8upRof fornula Ille, 11If or 111g, -
il : - : ' ' [err]

_ . IR13.60Q o s
brein [err] are as defined abovgi’ﬁ??y‘vﬂé'ﬁcr'ﬁgﬁ']—_ﬂbe.pr.esga.nts hy'd'_r-'ogén or
I'n manner ' '

¢

efr] 65 33 0024 587 [err] (compoumgs l1g); i nt r oduci ng,
opvent i onal? wkerein he hydrocarbyl ation of secondary amines, the group R4
nfo a conpound 8 Rif isprasents 3 sroup ef fofmdl® wherein [err]. are as defined above,
‘efr] represents hydrogen or [err] and [err] represents [err] .2. A process

iccor di ng to daiml, whereir t5a) [err] represents a group of the fornula
et s _hydrogen, [err]

Illa I'lb, 1'Fe, [er, hydrogen, [err]. re
represents [err] [ag ts hydrlgen or [Her-r] 2 [lerr]toget her
ﬁip‘r-ma group [err] D) whéreifm [err] toget h_er represeRaxgroup of tHe

9 ' . He

X <N- hd
Ry a] (CHy),  lle A -
: . Rg—S—m— )
or . l
Rg——(CHy), _ g

‘and R, re - d R, roreg
> , fepresents hydrogeﬁ or C,—C@Ikyl, or R, and R, together represent a group of formula

p

"E\‘f s . e o

. : where:y in the formula lla to Ili, '
7 and Ry represent, independently. h en; fluori lorit ' '.
s hydro;y,_ fitro, &, "ohrasen C,_,,alllzoxy, n't[y, hydrogen, f_lu_orme,. chlorine, bromine, trifluoromethyl, .
" Ry represents hydrogen, fluorine chlorine b i |
X reprosons anlre , ne, ine, romine, hydroxy,.p1_4a|kyl'or C,_4alkoxy,
D s s o ygen, lsulphur, imino, C,_,alkyl imino or a radical of formul:-; ‘—(C_Hz),—.
_ C ris1, 2 or 3, ' o ' |
55 sis3, 40r5 .
: ti_s 2,3 or 4, and
;153,4,5or6: - '
s and Rs represent, independent! ' . :
_ g ntly, hydrogen or C,_,alkyl, :
R, represents C,_galkyl or Ca_gcycloalkyl-(C,_j)-alky: “a'ndy' and

60

65
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Sy x

[err] represents hydrogen,. [err] répresents [err]WepresentTTerr] 25

[err] is as defined in Claim1l.. 3. A process accor

2 wherein [err] represents a group oodpsey a Illa(rmmmu"m"lﬂrHMal
4. A process according to ay one of Clains 1 to 3 whefeih R r¥epresenils,
gtoup of for M EPFEIS I PTfadYs Qaim1. 30 5. A process accor g
to any one of Clains 1t 4: rellnathe double l&gnd betvyﬁs:n the group [&7r]

‘and ‘the nitrogen atomis in thetltrans conflgqlrat|8n 6. A process according

to any ®&ne of Cains 1 to 5 wherein [err] repaesents [err] [err] and all

ot her substituents are as defined in CPaim 1. 7. A process according to any
one .of Clainms 1 to 5 wherein [erm,represem,;g [err] 35 [err] cycl opentyl,
cycl ohexyl, cyclopentyl[err] cycl"oh_exy.l/[/err] Wﬁhenyl iphenyl [err}al kyl- -

or thiemyl. 8. A process accordirig=t im 1, Wherein t he conpound -
obtained is N net hyl - N-( 1- napht hyl met hyT fdhon 2(trans)-en-4- ynyl - 1-ani ne.
9. A proc&ﬁ%i?ccordl ng to daim 1 wherein the conmpound obtained is '

~ N-net hyl ABrebahid hyiiydgak L dpyibnail abhydione klistituRAIE, - 241k 0)Shtkeryt, 4, Y aliinyIL
- ar hi ners &floalkylpeyoioaiksaliad pberdd, phertatkylaorythiemd: of Clains 1 to 9 wherein the
product is olftaRpecihdif. tehtesdndrindagendgntlvaoydioged ¥ Crattbae t hereof . 11. A

- process accogmretpesarwa@ggcﬁfoarﬂraeﬁssraarcér@paorramreearta'h.ﬁdw d6sbBehation S
obt ai ned biNg tl’re/fo rm of ' 12. A compound of

N [ |
f or nul gl dfy -t & Iyt °§fr¥8 ik eve? a8 dsﬁ'g? &89%\"a process accor di ng to

any one of &] aidm, :agansb m 4 grouph LTpl-h%&BﬁuI rscaal.megunwsrtblsonnd:orrpr i sing
qrrpound B aalr Rl hege the rﬁlaanings b@emnnder ehenot her apeutical ly acceptabl e acid
di‘t i on t2 f\rrerﬂeerrndm din laimal wherginchenot her apeut i cal |y acceptabl e
d| }\bréntzso? 1a§e ms :g‘égn" b lf"'"}é{'ap'rao&'@s'? for preparing a:chenotherapeutic
cor_rrosrtlonn’\r\,ig ,@ &cs adm xing a conpound of formula I [err] wherein.
60 165 34 -R., represents C, 4alkyl . . ' :
R; represents hydrogen or C,_,alkyi, or
R, and R, together form a group —{CH,),— or
3¢ b) wherem R, and R, together represent a group of the formula Ilh
' R, represents hydragen,
R'4 represents C,_,alkyl,
Rs represents Cc _.alkyl and
) Rq is as deﬁned in Claim 1. '
3% 3. A compound as claimed in Claim 1 or Clalm 2 wherein Rq represents a.group of formula lila as
defined in Claim 1.
4. A compound as claimed in any one of Claims 1 to 3 wherein R, represents a group of formula
lla as defined in Claim 1.
: 5. A compound as claimed in any ane of Claims 1 to 4 wherein tne dauble bond between the
4c group Rg and the nitrogen atom is in the trans configuration.
- 8. A compound as claimed in any one of Claims 1 to 5 wherein R“ represents C,_‘zalkyl '
C,_galkenyl, C,_qalkynyl, cycloalkylalkyl, phenyi or phenalkyl and alt other substltuents are as defmed in
Claim 1.
N s 7. A compcund as claimed in any one of Claims 1. 10 & wherein R, represents C,_,alkyl, -
\( 45 C,_jalkenyl, C,_,alkynyl, cyclopentyl, cyclohexyl cyclopentyl(C,_,)alkyl cyclohexyl(C, _z)alkyl phenyl,
phenyl{C,_,}alkyl or thienyl. _
8. N Methyl-N-{ 1 -naphthylmethyi)-non-2(trans)-en-4-ynyi-1-amine.
9. N-Methyt-N- (1-naphthylmethyl) -6 6-d|methylhept-2(trans)—en-4-ynyl -1-amine.
. 10. A compound as claimed in any one of Claims 1 to 9 in the form of an acid ‘addition salt
50. thereof. '
' 11. A compound as clarmed in any one of Claims 1 to 9 in the form of its hydrochlonde
12. A chemotherapeutical compasition comprising a compound as claimed in any one of Claims 1.
. to 9 or a chemotherapeutically acceptable acid addition sait thereof in admixture with a chemothera-
" peutically acceptable diluent or carrier.
55 13. A compound as claimed in any’one of Clarms 1to9ora chemotherapeutically acceptable
- acid addition salt thereof for use as a chemotherapeutic agent.
; 14. A compound as claimed in any one of Claims 1 to 9 or a chemotherapeutlcauy acceptable
acid addition sait thereof for use as an antimycotic agent. '
15. A process tor the productron of compounds of formula | as defined in Claim 1 which
60 compnses o
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h24 587 a) [err] represents a group of fornula [err‘—]——&nel—RQ—r—afrr-esents
drogen or [err]together represent a group of fornula 30 by
e formulae Ila to Ili, R7 and R8 represent, |ndep HIN\Mﬂ
| orine, chlorine, bromne, trifl uor mh;ds7hydro ™

40 RO re esen&s hpé Lﬁg '#3? ' lchI ori_ne brom ne, hydroxy :
rr] X repr ,ggﬂ[n orgméﬁw f)(?[f’r“p qF feryla’ g, as) definadapoxe. (sorproynd k). fGFCt'"Q a
rmul a err? 1, 3, ris 1, 20r-3,_5|534or545 t is 2,
3l or 4, and % |s 3 4, 5 or 6; R3 and Rs represent,  i.ndependent|y, hydroge

[err] 4nd R4 represents [err] R6 rﬂeprce-swrlﬁ—s.,a group of formula 5@, - C
1 1lla -C CH2' | 111I'b. or 55[err] 60.

tr] cycl oghlul, r Y ®, QR 4VidRhédy boov@ NGV coltitRR@bK¥m@s Vi hi enyl 65.35 .

0024587 [%rr]represeft, |ndependently hydrogen or [err] and =C . Z
_represent s a [err]cycloal kylidene radical optionally containing a doubl e
‘bond; "or 5 b):[err] represents a grouB_EH_gHmﬁla Ila to Irg -as defrvned
under a),

L 5 ' ‘wherein A is a Ieavrng group, R, is as defined above, and Ry’ stands for a group of formula Illa, as

defined above, or
b) when Rg represents a group of formula lila, wherein R11 represents C._ 12a—hydroxyalkyl

i - (compounds Ib) reacting a metalated compound of formula le, .

20 R | R R Ry
Rz—c— N—CH—-CH_CH——C—CH : e
25 .R3

- wherein R, to Ry are as defined above, with a carbonyl compound of formuia VI,

Lo | R |

1 A o . R,sCO.CH - il
R, .

»

#

] | | -

£ wherein R,s R,s and R,, represent mdependent(y hydrogen or C _4alkyl or

T 35 c} when the double bond between Rg and the nitrogen atom is in trans confrguratron (compounds
id) reducing a compound of formula VIII

if
1 . . R R4 I':is : ] .
E}' .. 40 R, —C—-N—CH—C_C—-—R : Vil
ts :-;. o . . R3 '
' o - . wherein R, to R, are as defined above with dusobutyla(umrnrumhydnde, or
' 45 d) when Rg represents a group of Illb or Illc as defined above or a group of formula llld
. . Rig | |
- —L=C—C=C . _ " Wid
50 : NG .
-Ris - Ry
wherem R,s Ryg and R,, are as defi ned above (compounds le) splitting off water from a compound of
formula if _ .
R,—C—N—CH—CH=CH—Rg"" == = = i
60 R
65

30

n.
c

| 1 wherein [err] repreSents hydr ogen, op‘fronally [err]-hydroexy substituted



[err] represents hydrogen or Cl_4alkyl, [err] to -(CH2)

-, wherein uis an integer of 1 to 8, and [err] Eﬂm u&nMI g| ven .
under a), in free base formor ingtidesfsysn of a gal |y
acceptabl e acid-addition together wth a 10 chenot her apeutical |y accept al

di | uent wherein rtp & areRas\dsfinidcabove aed BelimerreseniBtandreupcofiformads et i, oBEIGSH DE

@B ITL LUN SE 15 1. Un conpos6 de fornule 1, RL RA Rs R2-C .
- N- CH - CH=CH- R6 EH : I%—ORSRdanslaquelle;:: U
a) R srepr6sente un grhupe.de formule t " . 2 ' .
Slha =7 dibi 1, , g LAl ‘Ra=  TOTOR\F M
Qilb A9 Ry llc “Rig - Rg
lid,-.s ~~31) W R - |
1 40 4 R38 ~ (2)t ' OH lie . o i R7~[(| R8 ou 45 . o
Rg- ( CH2v | H2) v ig 50 et R2 repqesenteH16hydrogdne ou C,-C4-al kyle, ou
R et R2 representent ensenbl e-un sCo W de for miige 65 ~~~~~ (CHp C2p 55
- ~2P 2h |~~~ $~~h ~B1z | 60 dans les fornules lla a
I11i,,R7 et Ra representant, indepefdsnment, |'hydrogene, ie fluor, le

chlore, he brone, trifluoro- met hyl e, hydroxy, nitro, C, 4-alkyle ou ,
C, _4- al wbergin Rg5to Ry, andZ arecps defipedt eheve.|orhydr ogene, |e fluor, le chlore, le

en repr drogen~or. &, .4l R presents C,_salkyl or Ca_acycloalkyl-
.br One fhxybomp%ums%ﬁﬁ)ki :gdug%gr,ti::: mﬁanr@r’t}:@ni r"mon§|e for the hydrocarbylation of secondary-
: 20 ammes the group R, into a compound of formula IX : _

BN Ry—C—NH—CH—CH=CH—R, . X
SR wherein
R,, Ry, Ry and R, are as defined above,
R,’ represents hydrogen or C,_,alkyl, and
- 30 R, represents C,_galkyl or C;_gcycloalkyl(C,_galkyl.
" Claims for the Contracting State: AT
35 1. A process for preparing a compound of formula |
R, Rs R _
o R —-C—-N-—CH-—CH_CH—HS - Y
40 o .
L wherein '
i ,\\/ a) R, represents a group’ of formula

i Ghwhe NI S IR LIPTIE %_-"_}\-f;\i}, i ..

-3

[0
N

=23

o :7 <L lla Ry L\ [ | "
T 8~ _ . ' 't

50 ) .
- Ro _@ l e s . S ad
s5 : N _ I o
o s hE
_ Rq (CH,), le _ - ] 1"t
60 A Ry =
- . or L : '



0248711 111111 ii( X repr6sentant |'oxygene,
-alkyl-imno ou un radical de formule -(CH2)f p m’

ignifiant 1, 2 ou 3, signifiant 3, 40%33& C e d "',g‘m I,ﬂ; ou@
ntent, |n ependamment ,

el v signifiant 3, 4, 5 Cu 6. R3et R
| hydr ogene ag4 Rgleﬂesa;ktkwcﬁogeator F&4—cgumye L8 R} GndoR, mga:hkwe@regum a group of formula

R13 |.

IIIbouRl _
esquelles R 1

S R11L Illa ' 2
feeeeemlis -C =C sZ ‘CHZ(-;H
epresente |’ hydrogene, C ubstltue en a par
~ pydr oxy, C3. 6-al cdnyl e, C3 ﬁ cl'bal’ kyl al kyI e,

bhenyl e, ph6nal kyl e ou th| ¥y ‘ Rl4-t+epFosent ent , _
nd6pendamgreitereny iliHdIfoafRR uzluzo@l 4-al kyl €, et 25~~~~~~mm~smmmmmm e p-
I~ 25. =C " Z r eyl e R} Qepiésent dndepéndeittly; Grydrggeno duboirle] dhiumecmmmmlﬂuoromethvl
‘event uel | embydroxynaitrdoCiblatkyll arei s@oxyou b) R represente un roupe de formule

la A llg tel d'e@'eqep 1§ hydggen. rge‘mnne. chlorine, broImlne, hydroxy,dC,_ll;alfkf l Bza( r es ent e
.| hydrogepe ou e%fz&sp’é"ge'h?“ Uredincs CrsflEY! EW02 8P 4R & SRS ,
dans. | equel u e,s,g 1ua dgibre entier de 1 a 8, -et 30 R5 . et Rs ant Ies

; si gni fications gde@aes KHous a). -- 2. Un conposé6 tel q'ua‘ revendi qué A la

+ revendi cation 1t lSdaﬁsan‘leeamél ; a) R represente un groups de formule
vis 3

£ : ! ﬁ 11D, aI le, ‘R, and R, represent, mdependently, hydrogen or C,_,alkyl, and P R2 represente

S ydr ogene R, represents C,_salkyl or C,_scycloalkyl- (C,_,)-alkyl and

i R3 representg rbprbéédfs%ﬁrﬂep of formula _

; %{ R4 represente Cl-4-alkyle, - R5 represente ‘| hydrogbne Cu

?‘ alkyle, Cu R3 et R4 “CorfentRanstabl e un groape: (CH2) Wb oy

i .“b) R e’ R2 representent ensenble un groupe 1forrrul e IIh R3 represente

E-.‘ﬂ;'-l “hydr ogene, 4c R4 represente Cl_4-al I%yl e, _ :

geo : Rig R

s “ . . . . 12 13

: % | | tlz ¢ Z i

5 . . ' — = : Cc

o ~—X R,

. ! wherein ' '

' R,; represents hydrogen, optionally a-hydroxy substituted C,_,,alkyl: C,_salkenyl C,_galkynyl,

3s cycloalkyl, cycloalkylalkyl, phenyi, phenalkyl or thienyl,
Rs2. Ry; and. R,, represent, independently, hydrogen or C,_,alkyl, and

= 2Z represents a Cs_scycloalkvhdene radical optionally containing a- double bond; or

- ,,_‘h_ kgl od
0 1 ¥
P ramm v

~—
~b) R represents a group of formula lla to lig as defi ned under a),
. 40 . F{2 represents hydrogen or C,_,alkyl, '
P . R, and R, together form a group —({CH,},—, wherein u is an mteger of 1to 8, and
' R and Fle have the meanings given under a), :
wh:ch comprises '
a) when Rg represents a group of fcrmula tila, as defmed above, (compound lal, reacting a

B3 .

s

P ..s.‘_ - .

45 compound of formula [V,
R,
T
. 50 ' Ry
. ‘wherein R, to R, are as deﬁned_ above, with a cdmpound of formula V,
RS .
55 Do . . L
A—CH—CH=CH—Ry' V.

defined above, or
60

65.
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, -cycl oal kyl -(C, -.6)-al kyle et R6 represente un groupe de formule to -C

wherein A is a leaving group, R; is as defmed above, and R’ stands for a group of formula Ma, as



R L. o

Rs rj._épresente Cl.4-alkyle et R6 est tel que defini | on 1.
cii 3. Un conpose tel quo revendiqué A ia revendic l"llmw nHMS qu
; 3

R6 represente un groupe de fornule @lgog 58y quo defknica d am esendl cat i

1., 45 - 4 Un c ose tei quo revendl qué a | Aune quel conque des

revendi cagj,g -\ §'nle%'f§:f fgL"Ej’l ”f'zr Té;ﬁ??g‘eﬁve’elerﬁsegﬁso‘&ptzaﬂ@rw?'hﬂl a
IIa tel quo |n| El evendl ca . n cbrrpose tel quo revendi que a

' une quelconque des revendlcatmon§ & A 4 dans 1 equel | a double liaison.
entre | & groupe R, et |'atone diaﬂote est de configuration tran 6. Un-
‘conpose tel quo revendi que aR g Sitie— @St revendi cati ons® 1 a 5,
dans | equel R 1 50 represente .2-al kyl e, -C3-,-al cényl e, 'C36-alcynyl e,
cycloal kyl al kyl e, phenyl e ou ph nalkyle et tous |les autres substituants
Sont  t eloswasoein BMG Ri a7 s [dafinec\abendi with jaglarbonyl Zomppyund s fmelstdl quo
revendi que A lune quel conque des revendications 1 A 5, dans |equel R1,
represente C2. 4-alkyle, C3-4-alcenyle, 193“4 al cynyl e, cycl opentyle,
cycl ohexyl e, cycl opentyl (C, - )alkygmocwclohexyl(CH 2) al kyl e, ahenyt e
‘phdnyl (»€1- 2) al kyl e ou thlenyle 55
N- bt hyl. - N- ( 1- naphtylnethyl) non- 2 (transﬁwAne 4- ynyI 1 amne. 9. La

N- met hyl %&l QathyI n@th ) 6, 6 ;@g ggéf; 2 tr - Ane- 4-ynyl - 1- ani ne.
10. Un co A
9:sous 2b qamd n@ to ,h.g@v aC| e ce conp céﬁwﬁmncﬁ*%gédstlel

que ‘revendi que A i une quel conque des revendi cat i ons 1 A 9 sous form de son

60 ghlorhydrate. 12. Une conposi tRoRscRi mi ot h6r apeuti que conprenant un:

cOrpos6 tel que r evendi que a | ﬁuJ e es revendications 1 A 9 ou
flis fareckionae

| ,¢' addi tion d'acide chi tiquenent acceptabl e d¥lce conposs, -
en. rrel ange avec un diluant ou v6hgcul e chini ot herapeuti quenent acceptable.
65 13. Un conpose tel quo revendlqu ‘a- | Aune quel conque des

reve%ndl ca'!'letﬁ'ss R{ topRgare ;s gafined |abgvp, with dilsphytylalyminiumhydridejon | | | D1 11011 0024
5871 when Ry represents a group of II|§ or Mlc as def‘ ned above or bg@uaa&fqﬂpﬂﬂ IIB:I aci de
chi m ot‘her apeutiquenment acceptable de ce ¢ ose, pour |'utilisation comre
agent chi m ot her apeuti que. 14. Un corrposG/t quo revendi qué a | une
quel:conque des revendications 1 &—QEQ)'&Cﬁﬂ sel d addition d' aciglg

chi m ot hér apeut i quenent accept abl e de e COpos6, .pour |'utilisation come
agent antifongique. 1 5. Un proced6 ‘de ;fmépar ation des conpos6s de
f or mJl e lwlefliPR U, SRF R, NL3 a8 dbffheli GYSE Uonidbhirii3 ie) sPlitlingCH R4 ¥Fbm a compound of
' formuia if ' : _ : -
' Ry R, R_,,
T 40 .
o : R —C——-N—CH—CH_CH-——R o
v 45 wherein R; to R; are as defined_ above, and Ry’’’ represents a group of formula lile, Wif, or llig,
(l)H . OH R43
y ~ C — CHy Ille; -C-CH _. Z i
- 3 s . ¢
Ry R12_ R4
oH .
B 1 . __Rig
-C= C =~ CHi lilg
: I R17
Ris -

50 )
' wherein R,, to R,; and Z are as defined above, or ' '.
&) when R, represents hydrogen or C,_,alkyl and R represents C,_salkyl or C _acycloalkyl- .

' 68
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a) lorsque R5 represente un groupe de formul I1ila, teI que dM i ni

lhii/utﬂ_) (conmpose [a) la reaction d' un corrpose deRSf ggglsjl ﬂIMImmﬂ""ﬁM,N;iM@

gue definis plus haut, avec un conpQV24sgornul e V,

V A-CH CH= ueIIeAest un_gr
quo def i n ;q:?ghiﬁ poung s pqgg' Spemn bl PSP of BB
di fi ni plus aut ) rorsque represente un groupe de fornul IILIa
dans laquelle R 1 repr esente C, 1&ra- Rydroxyal kyl e (conposes |Ib),

reacti ol d' un conpose resultant de | a retal lation.d un conpos6 de forrrul e
lc, R- R4 Rs 30 R2-C-N-CH CH= e CH—CH=CH—R,

' " Ic 35 dans laquelle R, a R ,sont tels quo d6finis pI us haut, avec.un
conpose ‘carbonyl 6 de formule VII, °R16 R, 5/COCH ' -

VI.I R 7:iodaR&esihaquel |l e R 5, R16 et R1, ‘'repr6sent ent mdependarment

I Nnydr ogdne &y RplRdared Rydre ascaﬁneyi abwesque | a doubl e Iiaison entre R -et

| atone d' azd&bere@tentchyd ot g "‘Jhal‘l n%ﬁ((fonpo%s Id), la 45 r6duction
~d" un conpos6 ?\;fréf gor CH - C=C-RVI 50

-Mill E3adan lfe@éi#kﬁ oRu ,of@h rmnatm ffe,qUO d6finis plus haut, avec
oim ni um ou d) lorsque R represente un groupe de

formule I'11Bs Garebént%h\tdmgenwe defini pius haut ou un groupe de 55 fornule
hid, \ Il dRetgpresents C,_salkyl, o RI5 Rl7 65 38
Rs represents hydrogen or C,_,alkyl, or S , .
' - 20 R, and R, together form a group —{CH,),— or '
b) wherein R, and R, together represent a group of the formula Ilh
R, represents hydrogen :
R, represents C,_,alkyl,
R represents C,_,alkyl and
25 Rg is as defined in Claim 1.
' 3. A process according to Claim 1 or Claim 2 wherein Ry represents a group of formula lila as
; defined in Claim 1.
e . 4..A process according to any one of Claims 1 to 3 whereln R, represents a group of formula lla as
defined in Claim 1.
Tt 30 - 5.A process accordmg to any one of Claims 1 to 4 wherein the double bond between the group -
' Re and the nitrogen atom is in the trans configuration.
6. A process according to any one of Claims 1 to 5 wherein R,, represents C,_,,alkyl, Cg_salkenyl o
C,_galkynyl, cycloalkylalkyl, phenyl or phenalkyl and all other substituents are as defined in Claim 1. .
S 7. A process according to any one of Claims 1 to 5 wherein R,, represents C,_jalkyl, C,_,alkenyl,
s . 35 C, ,alkynyl, cyclopentyl, cyclohexyl, cyclopentyI(C _olalkyl, cyclohexyi(C _JJalkyl, . phenyl,
t ‘phenyl(C,_,)alkyl or thienyl.
8. A process according to Claim- 1, wherem the compound obtained is- N-methyl-N- (1-
naphthylmethy()-non-Z\trans)—en-4-ynyl 1-amine.
9. A process according to Claim 1 wherein the compound obtained is N- methyI-N -{1-
N 40 ‘naphthylmethyl)-6,6-dimethyi-hept-2(trans)-en-4-ynyl-1-amine.
s : 10. A process according to any one of Claims 1 to 9 wherein the product is obtained in the form
; of an acid addition salt thereof.

N 11. A process according to any -one of Claims 1 to 3 wherein the compound is obmined in the
form of its hydrochloride. -
. 45 " 12. A compound of formula | defmed in Clalm 1, whenever prepared by a process according to

any one of Claims 1 to 11, :
13. A chemotherapsutical composmon compnsmg a compound according to Claim 12 or a
‘chemotherapeutically acceptable acid addmon salt thereof in admixture with a chemotherapeutically
acceptable diluent or carrier.
50 14. A process for preparing a chemotherapeutlc composition whrch comprises admixing a
compound of formuia | . .

R, R, Ry

s Ry—C—N—CH—CH=CH—R, |
R, '
wherein
60
65
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R P
v %

0 024 587: . '~~'~~C r -~L -- * \ dans Iaquel le RIG
R16 et Rl, sont tels gue d6finis plus haut (corrpo i Ilmlulllnmnmnatlon
~d'eau a partir d' un conpos6 de for%§4lgsiﬂ R4 _/<“

R2- G- N- CH- CHECH- R6 “UCifl . m3 dand | aquel W)
"Rl a R sontaltR| repregeatscogrionn S”ﬁf"ﬂfda haut, et R"" represente un groupe de
formule Ille. IIlf, outo 111g, OH - ' - : OH :

R13 - -C -CH3 Ille; L .-C-CH . Z. - llIf 15 o :
RI2 s -n;l-qe@" = . Ay == | S 16
-C= C -CH 119 1 "r17 Ri5-2-- 0

25 dans Iesquel?e;\R,',/A RA, et Z sont tels que defifhis plus haut, ou
- i-e) lorsque R3 représente |I'hydrogene ou Cl 4-alkyle et R4 represente |
Cl. 6- akkyl e ou C3_, cla- al kyl-(Cl_ 6) al kyl e~4copios6s 1g) |'introducti on,

s..e_l on | es. et hiyl l es poyt | hydr gga rd" am nes Id
secondai res, du gragpeRP=dans un corrpos6 O yghle | X, 30

R Rs R2--C NH CH CH=CH- R6 - . ' oI x|

. A RB. 35 dans laquel|e R, R2, Rs et Rs sont tels que defl nis plus
haut. R3' represente_i' hjtdrogene ou C, 4-al kyl e, t »

Jj R4" reprbésente Q £ 0U o -cycl & k== ktle. 40||f
.11 Revendi cat i 3mSR &t confTactant : rRpF——= cede de
pre"parg(;lon d' un conpos6 de formule | L ' ' '

. 1 45 R R4. Rs RR-CNCH-CH=CHR6 500r & - ' - .3
. dvr);s Iaquel le T ' ' :
s g
: and R, represents hydrogen or C,—C,alkyl, or R, and R, together represent a group of formula
Lo CH
{ : ( 2)p

R
35 : .

whereby in the formulae lla to I, :
R, and R; represent, mdependently hydrogen fluorme chlorlne bromme triftuoromethvl,
hydroxy nitro, C,_jalkyl or C,_,alkoxy, -
40 Ry represents hydrogen, fluorine, chlorine, bromine, hydroxy, c _4alkyl or C. _4alkoxy
X represents oxygen, sulphur imino, C,_,alkyl imino ora radlcal of formula —(CH,),—,
pis1, 2or3, '
s . ris 1,2 or 3,
Nt ' sis 3, 4 or 5,
' 45 tis 2, 3 or 4, and
vis 3,4, 50r6;
R, and Ry represent, mdependently hydrogen or C,_aalkyl and
R, represents C,_zalkyl or C,_scycloalkyl—(c,_s) alkyl and
R, represents a group of formula

50 :
' —=C =C - Ryy ”.'a . —=CZCHy - lib
P o _ o - Ry
55 - ar
By2 R13
| -cI: <z e
! _ —< Ay
! . 60 : _ :
P : wherem ' ' ' '
R,; represents hydrogen optronally a-hydroxy substltuted C1 ,zalkyl C,_salkenyl C3_salkynyl,
cycloalkyl cycloaikylaikyl, phenyl phenalky! or thienyl,

. 85

Lo | 35

1) heiNhed e e

@ W o



a)R represente un groupe de fornule 55 R7 o
s fa' e fuunymuuummm

Rg Ilc (CH2- RO
hie R7 3311 P9R4 587

 | f ou Rt-0(CH,, Rys. and R,, represent, independently, hydrbéeng:réi,_,,ﬂﬂyl.raﬂr 6sente | hydr Ogb |
0, o O 2 U s €L oo SleE SR Tobeint s UolbB ol o 0T £
I'h dans sl @5 rf, Gdprask@s al drsupof!thimulalila to g adHefifdd Bﬁiel‘ gpr 6sent ant , '
| ndependarmmgtreprdseclnydvdrmna;r d,galkyiuor, le chlore, |e broneg, tr| f1 uor o-

_n6t hyl e, hycgs @ggl Re mgﬂfzgr fo@p a@wpkvi(@“'jzhu—,@fhewrau doary intdagr ofe‘p:tcssemdant :

ven

» hydr ogenef’ree bas for?n’lIe r, m 'HP‘S‘? b A;;eno a eutlcF[!‘X/ acce%ﬂfle é%q mo¥ 6he w:tu
COXy, 1ot €Y, ﬁé?f Dtrlca %5'@:1" rfg riPee 6“ ﬁ
r adi cal deforrrus- - S|gn| tant 1, 2 ou 3; 30 . r signifiant
1, 2 ou 3

3 2.8 ofeveneledvone %t'ﬂeé"pﬁtetsmmﬂmrhgg&bn@ﬁkﬁéﬁﬁ?'-U'rwm%dxeséﬁm_f'an_t N

- Cl-4-al gyl e, ﬁhnsb%mposé errﬁtﬁPﬁ esente C ,6-al kyle ou-

C3.,.-cycloalkyl-(C -6)-alkyle, et R6 represente un groupe de forrnule -c-
~C-R1, 1 Ma -C =CHE R, Rs [11b 40 o
Rou.> - | @Qt—-'jk}— -—CH—CH_CHZ:R~“'~“~R1 3145
-C = : hI | c
: 20 ; .

[ - ..RS . .

S |
L K/ dans laquelle . ,
- B a) R, représente un groupe de formule L - . ' . :
el . 25 , o _ ' _ .
= | :7' ~ 'j fa | Rg—@- | I
4 w8 - L SSE )

ttd

' 35 ' 9 ~ ' fic

1 I - ' . ' :
v “ - Ry —@Hz)t - Me

\ﬂ/ . o ou

il 45

1if

Rg——(CHy), (CHaly  yig

s0
- etR, représente 'hydrogéne ou C,_C,,-alkyle
- ou R, et B, représentent ensembie un groupe de formule

55 -

60

' dans les formules lla-a i, ' '
R, et Ry représentant, mdépendamment Ihydrogene Ie fluor, le chlore, Ie brome tnfluoro-

.~ maéthyle, hydroxy, nitro, C,_,-alkyle ou C,_,-alcoxy, :
T 65 . R, représentant I'hydrogene, le fluor, le chiore, le brome hydroxy C,_,,—alkyle ou C,_,-aicoxy,

o



7

dans | esquel l es R 1 repr6sente |'hydrogene, C— 12- a ﬂu wmmﬂmﬂ)
substitue-en x par hydroxy, C36-al c&ry%g myl e
cycl oal kyl al kyl e, phenyl e, phenal ky enyI e R12, R13 "t SR14

. represent ent , x rapekeasd RoAyGéHe, Ie|sodfbédﬁrmﬁ>$0$_4-@ldylmméoa|uKY4dQ:aI&tfomﬁle —Z(CHZ)—- _
\fepresent e unp sigafantdl 20u8.- cycl oal kyl i dene contenant 6vefituel | ement une

doubl e i ai sdns'gfﬂﬁi‘" muﬁepresente un groupe de fornule tla a hlig tel que

defini sous. fg)gn' mz Qegtresente | * hydr ogene ou CI1, 4-alkyle. R3 et R4

f or ment. °ense ,mtgr@@gus( CH2) u-, dans |equel - u est un .nonbre entier-de
1.a 8 et R mtetlR, repidsehtes, Bxugﬁhcianﬁﬁdntanﬁdrﬁbiﬁélﬁies:,sau:sleaét qui conprend a)
| or sque R6 r hirrepsésente Qine-gkvirupeCdecclorityH@,_{Halkyla, ett el que defini plus- haut,
" (conpos6 | a) Rereesanteat #orPeq M 8hpos6 de fornule IV, R R2-CNHR4

v 65 . 40 0 024 587
111210 111111 11121 7195 71 "Bans 1 aqudi rER A RA"Sont que dMini s
pl us haut. avec un conpose de fornule V, Rs" FA1CI+CI—|:CI—I- R63'

vV xoo ~dans laquelle A est un groujpe elimnable, R est tel.que d6fini -
pl us ha(ﬁ et R' signifie un grpupe de fogpul Ilila, tel" to quo dMi ni
pl'us haut, ou b) |orsque Rs reprné8ente g.n/d?oupe de fornule Il]a: dans

Iaquel I e R,, represente C, 1-2-&G = h;&r_o)l\yal kyl e {leonpos6s Ib), -Ia r6action
d“un conpose resultant de-la netal I atTton

Rs R2 GZON- : lc |
~~~~~~~~~~ %ﬁ%ﬁ?@l Hyatgb@l'e @,_,Bﬂlkﬁe B&nﬁx@l@neﬁﬁiuﬁstﬁmn@ga* R¥dFoxp GJSS-dﬁﬁlﬂile,
-avec un c@paihnyia ichasiiky®, celobikyiaikyies phénlie, phénalkyle ou thiényle, - -

~~~~~~~~~~ ~Ryz-Rys-bt 1 sepBiBendpnt, indépendamment, I'hydrogéne ou C,_4- alkyle\ﬁt] Ri7 . dans g

|CZWOL| f’ Rm%préﬁﬁtem ra&@é?r(ﬁ%ﬁ:%lém&hdéﬂg @&ﬁ%ﬁm%ellenﬂmjﬁ&gﬁﬁ@eQ*dlson ou
al e
y ’b R' représente un groupe de formule lla & g tel que défini sous ak
i R, représente 'hydrogéne ou C,_,-alkyle, :
R, et R, forment ensemble un groupe —{CH,),—, dans quuel u est un nombre entier de 1 é 8 et
30 Rs et Rg ont les sngmﬂcatnons données sous a).
. 2.Un composé tel que revendiqué a la revendication 1 dans quuel
: a) R, représente un groupe de formule lla, b, lle, '
"R, représente I'hydrogéne, .
R, représente I'hydrogéne,
- 35 R, représente C,_,-alkyle,
Rg représente I'hydrogéne ou C,_4—alkyle, ou
R, et R, forment ensemble un groupe —{(CH,),— ou
L b} R, et R, représentent ensemble un groupe.de formule fih,
P "~ R, représente I'hydrogéne, : . :
- 40 R, représente C,_,-alkyle,
Rs représente C,_,-alkyle et
R; est tel que défini & la revendication 1. :
3. Un composé tel que revendiqué & ia revendication 1 ou 2, dans lequel Rs représente un groupe -
. de formule llla tel que défini 3 la revendication 1.
Nt 45 4. Un composé tei que revendiqué & 'une quelconque des revendications 1-a 3 dans |equel R,
' représente un groupe de formule lla tel que défini & la revendication 1.
. B. Un composé tel que revendigué a 'une quelconque des revendications 1 é 4, dans quuel la
double liaison entre le: groupe Ry et 'atome d’azote est de configuration trans.
6. Un composé tel que revendiqué & l'une quelconque des revendications 1 & 5, dans lequel R,,
- 50 représente C,_,,-alkyle, C,_g-alcényle, C;_4-alcynyle, cycloalkylalkyle, phényle ou phénalkyle et tous les
- autres substituants sont tels que définis a la revendication 1.

' 7. Un composé tel que revendiqué a I'une quelconque des revendlcatlons 1 a5, dans quuel Ry
-représente C,_,-alkyle, C,_,-alcényle, C,_,-alcynyle, cyclopentyle, cyclohexyle, cyclopentyl(C,_z)aIkyle
cyclohexyl(C,_,)alkyle, phényle, phényl(C,_,)alkyle ou thiényle. .

55 8. La N-méthyi-N-(1-naphtylméthyl)-non-2-{trans)-éne-4-ynyl-1-amine. '
E 9. La N-méthyl-N-(1-naphtylméthyl)-6,6-diméthyl-hept-2(trans)-éne-4-ynyl-1-amine. .
10. Un composé tel que revendiqué a f'une quelconque des revendications 1 :-’1 9 sous forme d un
sel d"addition d'acide de ce. composé. .
11. Un composé tel que revendiqué a 'une quelconque des revendlcatmns 1 a9 sous form de son
‘60 chlorhydrate.- -
12. Une composition chlmlotherapeunque comprenant un composé tel que revendlque a lune_
queiconque des. revendications 1 & 9 ou un sel d addition . d'acide chimiothérapeutiquement
acceptable de ce composé, en melange avec un diluant ou vehlcule chlmlotherapeuthuement
acceptable. .
65 13 Un composé tel que revendlqué a Iune quelconque des revendlcatlons 139o0u un sel

[~
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®un conpos6 de formul e lc, R R4_



~c) lorsque la double liaison entre Rs et |"'atone d est de
configuration trans (conposes 1d), |la 30. reducti OHiﬂm’TI m)ﬂmum for rrul e
Vill, RL R4 Rs R2-C N-CH CaC-R8
~R3 dans Iaquel le R a R6 sont t@O24us8FM inis plus haut "avéc T hydr ur ¢
de dIISO U r represen e de formule :
I lilb o q(f., “EQXIOQ uc:‘e chllmhth?raﬂéju)nﬂllle?ne%ﬂyccfpt%bde ﬁé; ce co%a%% %oéj ﬁ IO? g?mr_m? %gelnll d.
14. Un composé tel que revendiqué—& ¥ unme-qéeRonque—des revendications 129 ou un sell | id
_JI %> Au'jaddltnoaﬂzscude Ghlrﬁ'otherapeuthuement acceptable de ce composé, pourlutlllsatlon comme agent

. d § | 288 et R17 t ot haut
oy e % o R A A s R AR AR T LR

- R2-C N‘ [RBR, représente un groupe de formule lila, tel due d@m@;s%uﬁﬁcﬁﬂpose 153NS
| aquel | eedahorAdRBc&:ﬁﬁdsétdelfsrnqneervd6f| ni s pI us haut, et "' repr6sente un
groupe de formule Ille, 1l1f, ou 111,g OH N :
OH R13 51 -C---CH3 IIIe; '71 -C-CH. z I1f R11
R12 R14 10 Ry—C—NH— ' Oro- : '
~~~~~~~CH - C C -CH g T“R17 15 v

'R15 dans lesquelles R, AR, et Z 8pnt tels que dMinis pI us haut, ou e)
| or sque 9% eeysti6sent e - I'hydro ene ou C-4-alkyle et R4 represente
Cl_8-al lajléeﬁ‘osﬁmcﬂ‘eSdé@?‘ElpB’s héi“k?Yec(”C cogPatada E’"(“H‘E)Nposes lg) I'int roduct | on,

sel on | es nethodes habituelles POH! | hydrocar byl ati on 20 d' ami nes

dans laquelle '
A st un groupe éliminable, Rs est tel que déf' ini plus haut et Ra sngnlfle un gr0upe de formule Illa, tel

25 que défini plus haut; ou.
b} lorsque R, représente un groupe de formule II!a dans Iaquelle R,, représente C,_ 177"
hydroxyalkyle (composés Ib}, la réaction d’ un composé résultant de la métallatlon d'un compose de
formule ic, :

secongai res, du groupe R4' dans un’ conpos6 de forrrule X, . v i
St . A—CH——CH=CH——R, : :
o

Ry Ry Ry

30
: R —C— N—CH—CH=CH—C_CH

. |
Ry ©

35 dahs laquelle R, 3@ Ry sont teis que définis plus haut, avep_'un composé carbonylé de formule Vi,

. R@s |
R,sCO.CH - o |
40 ' . . vil
R17
Nt dans laquelle R.s Ry et Ry, representent -ndependamma..t I'hydrogéne ou ¢, -alk yle, ou

c) lorsque Ia double liaison entre R, et I'atome d’azote est de configuration trans {composés id}, la
45 réduction d'un composé de formule Vill,

T
,—-C—-N——CH—-—C=C——R8 o
50 Vil
_ Ry

dans laquelle R, & Ry sont tels que définis plus haut avec lhydrure de dusobutylalummlum ou
d) lorsque Fi6 represente un groupe de formuie b ou Illc tel que défini plus haut ou un groupe de :
55 formule lild, . . )
R

—CsC——C.—:C

. id
60 : : ' R . Ry

- 65
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‘haut, R3' represente | hydrogbne ou Qoz48 48 r*epr 6sent

Cl - 6-al kyI e, ou cy ( c6de selon | a
révendi cat gl e Fudfon é il ﬁsqv%ﬁ%ﬂaé@ﬁ%sé‘%%cﬂmaﬁ@eﬁL‘fmaﬂmaew yparit
l1b, lie, represente [ ydrogqr}\e R%represente | hydr ogene, * - - 3S
R4 represente C -4-alkyle, Rs represqantp | " hydrogdne ou C1. 4-al kyl e, .ou R3
et R4 forfrent ensenble un groupia—-q-eﬂz-)QH—@U—@)'—R et R2 represententgf '
ensenbl e un -groupe de fornule |1h,! "R3 represente

~|" hydrogene, 4G R4 reprb6sente (51 4-al kyl e, Rs repr6sente Cl-4-al kyI e et
Rs est tel gudelageile Rja B doat teleqendhificiaplusimaut et By’ idprégantoedroupe Hoformale ille, IIif, ou -
revendi carildm 1 ou 2, dans |lequel R6 represente un groupe de formule i1lila
tel que defini aia reven@Hcation 1. 45 BH Un proBwd6 selon |'une .
quel conque des revendications 1 A 3; dans | equel € _resente un ‘groupe de
formule I'la tel que defi nP 7 1%y eViidi cation '1 prodBde selon | ' une
quel conque des revendi cat hf{‘s 1 a4, dans lequegl la dompl e liaison entre le
groupe R, et |'atome d' azote est de configuration trans. 6. ‘Un conpose. '
- selon |"'une quel conque des reveridications 1 A 5,. dans | equel R represente
Cl,-2- 50 al kyle, C3-7-alcenyle, C3-60nlcynyle, cycloalkylalkyle, phenyle.
ou phenakkyle et tous les autres substh tuanj,sﬂtsont tels que definis Ala
revendi cation 1. 7. Un conpose sé‘l%ﬁ 'urfd! quel condlie¢ des revendi cations |
a 5, idans lequel Rl, represente C2-4- Lal kyl e, ¥34-al cé6nyl e, C3-4-al cynyl e,
cyffl dpentyl e, cycl ohexyl e, cycl opent ylp(‘éll 2) al kyl e. .cycl ohexyl - _
(Ch2) al Yoy bishe 1803641KL B, RSTY 2-sbft teis)qab kiuhirs AUs hiliteswyl e. 55 -~ 8. Un

pr oc Qde sel on d) worsgay Ay eipesatnte Nhybirogatneu CLgaIR)Yle bER CoppSme Ohi-skue €5C, |-ayclo-.
N- rethy| = Nalkd-(C,_galloie {gbmeashy |9) Vintsedutian; shar) les méthadeshabitugliesaapiunkhydcarkytation
procdde seFamines spaaqdaiet dydrsine fia' dpamyn Icefers dedodiii¥se obtenu est la

N- nmet: hyI o\ (1- naphtyl et hyl) -6, 6xdi n6tyl hept - 2(trans) - Ane -4-ynyl -

1- amine. 10 Un procede selon I un‘e quel’conque des revendications 1 a 9,
dans quuel Js-produit obtenu em—@ﬂi—s@urs—CHeCHﬁ—Rd un sel” d' addltl o0

d' aC| de de ce conpose. _ , 3

Rs’
35 dans laquelle
"Ry Ry Rg et Rs sont tels que définis plus haut,
R, represente I'hydrogéne ou C,_;-alkyle, et -
R,' représente C,_g-alkyle ou C,_g-cycloalkyi-(C,_galkyle. . .

_Revendications pour I'Etat contractant: AT
| 1. Un procédé de préparation d'un-composé de formule |
- Ry BA‘ 'Bs .
. R,—C—Iil—éH%CH'=CH—R; - | |
50 Ry | | |

dans laquelle _
a) R, représente un groupe de formule

{ lta Rg T |
Re ~— - | o | Tl _\x/ ”.b
Ry "@\ g_ e . (C!@é—ﬂg iid
65 NT . _ _ ~. : B
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[
11. Un procede selon |'une quel conque des revendications 1 A 9, dans quuel
| e conpose est obtenu sous forne de son chl or hydr mmum(!m'mute de /7
fornmule | defini Ala revendi caﬂo&&2 Bgfyar_e 1\“‘“\ une
guel conque des revendications 1 A i 13. ¥Une cémpbsition

chi m ot her apeuti que conpgenant un conpose selon |la reyvendi cati-on 12 ou 42
0 024 S87 - 0 > 11 111111 11111 1111 4 587

*C L N 8 (~1en sel d&darifron d aff de
ch|n1otﬁerapeut?qu_ é%&able de ce cHgPOSO—ERI

it
avec un

diluant ou vehicule chi mi ot-her apeut i qugnent acceptable 14. Un proc6d6 de -

preparation d' une conposition chlnlotherapeuthue qui conprend |'adm xtion
d'un conpos6 de fornmule | * 5 : . _ : . IR

R4 RS R2- C N- CH CH=CH-R8 ! : : o -
i to . ' Rg——(CHg)y Uitk | aguel 1 e a) R represente
un groupe de fornule 15 I R | f Ne~~~~~7 = '
: .~~|~;| a et R, ip@_ﬁnte Ihydrogéne ol 1_C;z-:lkyle, : b 20 9 '- sk9s. A

2i 15 ou R, € représentent ense an 5gg_g{cjﬁ_ﬁ:ﬁ@ﬂg~~~~~~~~~'~~~~~~~~~~ ~~~~~ o
o ~;w'w;::::ifi 0,3

&

PP A

e i s "
(CE2) pR

L SR

[

Hua

5j % 45
.1g 50 - '

“dans Jes fornules lla a lii, -.: R ~~P et R8, representant

’ind endammsmsﬁrmmhymkmgbne |l e fluor le chlore, he brone, trifluoro-

1

R, et R, représentant, mdependamment I'hydrogeéne, le fluor, le chiore, le brome, trifluoro- -
méthyle, hydroxy, nitro, C,_,-alkyle ou C,_s-alcoxy, : .

R, représentant Ihydrogene, le fluor, le chiore, le brome, hydroxy, C,_,-alkyle ou C,_,-alcoxy,
X représentant I'oxygéne, le soufre, i |m|no, C,_4-alkyl-imino ou un radicai de formule —(CH,},—,
p signifiant 1, 2 ou 3,

30 r-signifiant 1, 2 ou 3,
s signifiant 3, 4 ou 5,
t signifiant 2, 3 ou 4, et
v signifiant 3, 4, 5 ou 6,

. R; et R représentent, indépendamment, 'hydrogéne ou. C,_; alkyle, et
3% R, représente C,_g-alkyle ou Ca_s-cycloalkyl-(C,_5)—alkyle, et
' R représente un groupe de formule

=C - Ry lla ~C =CHy e
' R .
40 -~ R
. ou .
N . Rig Ri3 ' .
Sl | PR
: 45 . -C =G . Z - 1He

dans lesquelies ’ '
-R,, représente I'hydrogéne, C1 1z-alkyle éventuellement substltue en ¢ par hydroxy. C;_g-alcényle,

50 C,_ s-alcynyle, cycloalkyle, cycloalkylalkyle, phényle, phénalkyle ou thiényle, -
R,z Rq3 ot Ry, représentent, mdépendamment I'hydrogéne ou C,_g-alkyle, et

o
=C  Zreprésente un. radical C4_g-cycloalkylidéne contenant évehtuellement une double hanson ou

b) R, représente un groupe de formuie lla a lig tel que défini sous a)
56 R, représente I'hydrogéne ou C,_s-alkyle, '
R; et R, forment erisemble un groupe —(CH,},—. dans lequel u est un nombre entier de 1 4 8, et

Rs et R ont les significations données sous a).

qui comprend . ' ’
a) lorsque Ry représente un groupe de formule Itia, tel que défini plus haut, (compose la) ia

60 réaction d'un composé de formule |V,
. Ry

R;—C—NH—R,
65 ' o ﬁa

40



|. - . met hyl e, hydroxy, nitro, Cl.4-ahkyhe ou Cj.
: represent ant h'hydrogbne, .l e fl uorod£4§;§|7ore l e bro“mmjmnmﬂllll
C, _4-alkyle ou Cl.4-alcoxy, 5 representntt« 'oxygnem | & soufr
©iwiho, Odamladmgh-lmno ou un radical de forrrulee( 1), P S|gn|f|ant 1, 2

A

ou 3, r & dflerspitfue définis piys Baut, svec un cppespidgfprmyle Y oy 5 St
si;gfniflant 2, 3 ou 4, et . 60 gV signifiant 3, 4, 5 ou-6;'-: "R3 et Rf
répresgntent, independamment, h' hydsr ogbne ou Cl_4-alkyle, et .. -..R4

repr esente: C,. -aI kyhe ou C3. MH&#EW—%CM) ai kyle, et 65", S.

T T oty f 0024387- 1 lpill- I||||I|IIa(111Rs
-r Eepr eseng%lst“m g@ u?)g Qﬁ"mqgolé ‘N Qliltﬁ qugdéfmgluﬁgaqlt et ﬂl 2 ngfle un Fg{oupe de %‘rmgé'ZIla tel

| b 510 que défini plus haut,ou , TETTEETTTTTT .
R13 tO b) lorsque R, représente un groupe -d& fnrmule (l]lat dans Iaquelle Ry rﬁ‘présértte m_,d-arﬂs

| esquel | bydraRyalkylecigpropasps b).|la réymoogiewecomesel'zsﬁqakweela GRAstHietian ¢ ¢ pREMROSE de
" subst i t utP™BYe par hydroxy, 03.6-alcényle, C3_,-alcynyle, cycloalkyle,
cycl oal,kyl al kyl e, phenyle, thﬁal%ylﬁe ou thi enyl e, R127? R13 et R14
repr 65entent i ndependamrentg, . hymdpge@.e_@u_@lcﬁ alkyle, et =C 2
représente un radical C. -sacyclioal kylidene contenant everituellenment une
- dpuble liaison,. ou b) R1 reprﬁsente un groupe-de fornule Fla A Ng tel que :

d te | d Cl .4-a
o™ G b S By Sap RTINS s B SR St e S L, e

1[ A.8, et R5 et R ont les significations flonn6es sous a), sous fornme de

a,,e libre ou sous forme. d'un sel d addytlon d' aci de - - e
ot hkr apeut i quenent accept abl éisCMEBbI e avec un di | uant o veh| cul e i

ch| d‘Fher apeut i quenent accept abl e. 25 P?ft nt ansporche fO die S
 Verd:ragsataaten: BE CH DE FR GB I T LI ’SE 1. Eine Verbindung der 5
Foryrel | dans laquelle R,s R, et R,, représentent mdépendamment I'hydrogéne ou C,_,-alkyle, ou 3
L c) lorsque la double liaison entre Re et 'atome d’azote est de configuration trans (composés Id), la .

i 30 réduction d'un composé de formule VIil, ¥

H -,

R R, Rs o

Ry—C—N—CH—C=C—R, | Vil -

35 G . . A

R ' : ) -

. . 3 S |

N B dans laquelle R, @ R, sont tels que définis plus haut avec Ihydrure de dusobutylalumlmum ou “
oo ' d) lorsque R représente un groupe de formule litb ou llic tet que déﬂm plus haut ou un groupe de 1

. 40 formule iiid, _ _ "-.)

: . . R16 . ) :1
L ~—C=C—C=C ' . lid ' - a
TN - )
NS s _ R Ry S . ' "

dans Iaquelle Rys Rye €t R,, sont tels que défmls plus haut (composes le), Iellmlnatlon d'eau 3 partir
d'un composé de formule If . :

- R, R4 R5
50 .
R, —C-—N——CH—CH_CH——R o o if
Ry

- 55
1]
i
' .
" 60
]
1
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I g it S LT s

4;' ~~~R7Z~6Sh -. 4R8 . 0024 537
L. 45: '

%ga L . dans lahudlleﬁ1 a Ry sont te(s que déf‘ms@lus hau~t~etR & :qngzsente un grpupg dg dprmgle lle, Iif, ou

F''KH2)t Wa, Il e C . ' If oder 60 Rg

(CH22) v fig 65 44 0B 024 587 - - OH  Ry3c M s *

darstelst und R2_V\asser$t of f%gder Cl 4A| kyl_ gar%hm odc?m R und R2:

zusammen- ei ne’ Gruppe de (CH2)p 70

darstel l en,- wobei in deﬂnFor meln Il a b| s 11: R7R Qdﬁ(munabhl ngi g S
Wasserstof f, Fluor, Chlor, Brom Trifl uornethyl, HJ{iydroxy, Nitro, C, -4A kyl
oder C,;0Al koxy darstellen, R V\asseroﬂ of f, Fluor, Chi.or, Brom Hydroxy,

Cl,.4Alkyl oder C, 4A koxy darsteilt-7" X Saugrstoff, Schwefel, Im no, o

C, 4AI kylimno oder einen Rest dgr, %U@h/(a—m rmgarst ellt, 1c- p ist
1, 2 oder 3, r ist 1, 2 oder 3, s isf 3, A~gger -5, 't ist 2, 3 oder 4, und v
ist 3, 4, 5 oder 6; 20 R3 und F;.\ unabhangi g V\asserstoff oder C, 4Al kyl
darstellen, und R4 C, .6Al kyl. oder C3. E@C| oal kyl - (C, 6)-Alkyl; darstellt
und R eiduas @soepes Righ FFpEtn’ElsontG‘.‘els a@ BYfibis plisl hamt; ou _ C CH2*

I[1lb 25 - e lorsque R, représente I'hydrogéne ou C,_,-alkyle et R, représente C,_¢-alkyle ou Cs-s cyclo-

alkyl- (C,_s)alkyle (composés Ig) I'introduction, selon les méthodes habltuelles pour [’ hydrocarbylanon
20 d'amines secondalres, du groupe R,/ dans un compose de formule IX, _

. \,/ ) R1 ?5 . o . _ _
2\ o Ry—C—NH—CH—CH=CH—Rs . SV
=4 L - |

' Ry’

dans laquelle
R,. R, Rs et R, sont tels que définis plus haut,
R;' représente I'hydrogéne ou C,_,-alkyle, et
30 " R, représente C,_g-alkyle ou C,_g-cycloatkyl-(C,_glalkyle.
2. Un procédé selon la revendication 1, dans lequel

s m4te

: a) R, représente un groupe de formule lla, iib, lle,
T R, représente I'hydrogéne,
! R, représente I'hydrogéne,
T 35 R, représente C,_g-alkyle,
2.': R, représente I'hydrogéne ou C, 4-alkyle, ou
o R, et R, forment ensembie un groupe —{(CH,),— ou
. b} R, et Rz représentent ensemble un groupe de formule llh
4 R, représente 'hydrogéne,
) 40 R, représente C,_,-alkyle,
3 Ry représente C,_,-alkyle et :
Ty Rg est tel que défini & la revendication 1.
e 3. Un procédé selon la revendication 1 ou 2, dans quuel R¢ représente un groupe de formule Illa
. N tel que défini & ia revendication 1.
B 45 4. Un procédé selon {'une guelconque des revendications 1 & 3, dans lequel R, représente un

groupe de formule ila tel que défini & la revendication 1.

5. Un procédé selon I'une quelconque des revendications 1 4 4, dans lequel la double liaison entre
Ie groupe R4 et I'atome d'azote est de configuration trans.

6. Un composé selon I'une quelconque des revendications 1 4 5, dans lequel R,, represente Ci2”

50 alkyle, C,_s-alcényle, C,_s-alcynyle, cycloalkylalkyle, phenyle ou phénalkyle et tous ‘les autres
substituants sont tels que définis & la revendication 1. :

7. Un compaosé selon {‘'une quelconque des revendications 1 a 5, dans lequel R11 représente C,_,-
alkyle, C,_,-alcényle, C,_,-alcynyle, cyclopentyle, cyclohexyle, cyclopentyI(C,_z)alkyle cyclohexyl- ;
(C,_,)alkyle, phényle, phényi-(C,_,)alkyle ou thiényle.

5§ - 8. Un procédé selon la revendlcatlon 1, dans lequel le compose obtenu est la N méthyl -N-(1-
naphtylmethyl) non-2(transj-éne-4-ynyl-1-amine. :

9. Un procédé selon la revendication 1, dans lequel le composé obtenu est la N-methyl N-{1-
naphtyiméthyi)-6,6-diméthyihept-2({trans)-éne -4-ynyl- -amine.

_ 10. Un procédé selon I'une quelconque des revendications 1 & 9, dans lequel le prodmt obtenu est
.60 sous forme d'un sel d'addition d’acide de ce composé.
~11. Un procédé selon I'une quelconque des revendications 1 & 9, dans lequel le composé est
obtenu sous forme de son chlorhydrate.
' 12. Un composé de formule | défini & la revendication 1, préparé par un procede selon lune
guelconque des revendications 1 a 11. :
65 13. Une composition chlmlotherapeuthue comprenant un composé selon la revendlcataon 12 ou
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. ae
*Rs RIR , } e

S, s SR Vs

V\&ﬁer stoff, gegebenenf alls a- Hydr ox Ituiertes C, 2AI Kyl ;
C3_, Al keny!h selcsat@mkldmylbe cﬁiymotl%apemhqnadnkmla,cc@yableoﬁ &y&oa{dsyd en Iﬁhgﬁmgé avec un-

-Phenal kyl @ h'm'mzrapm'suqmmt mptabiabhang Wasser st of f oder
C,|_4Alkyl dcom gsg' é‘ES""St?EF%%ﬂ"WF'F"Hb?W@SW "gRrusipes qui caferrend I'admixtion
gqgebenenf I ne b| ndung enthalt oder 40 b) R eine Guppe der

~ Farnmel Ila bIS figwe unter a) dmifiRgi Byt darstellt R2 Wasserstoff oder
Cl 4Al kyl darstelit, R3. und R4_zu a%h ein. - CHZ) -G uppe bilden, worin-u
ei,ne ganze Zahl von 1 bis 8 |s[?2 C'ﬂl‘(‘f”ﬁg aifle unt er a). auf géfl uhrten

B¢deut upgen haben. 2. Eine Verbi glung wire imAnspruch 1 beansprucht, worin -
+ .a) R eine Guppe der Fornel 141, Ib." le, darstelit, R V\asserstoff

darstel | tdanRYBpavelleser st-of f darstellt, R4 C, 4Al kyl dar'stel lt, R5 Wasserstoff

oder C,. 433\IF1(>YFP"€FSW§t”€qu‘P”F’°d’GefP'"W R3 und. R4 zusanmen eine
-(CH2) . ;.G uppe bilden odey b) worin R und R2 zusamren eine G uppe der -
For mel 1Ih darstelle asserstof f darstellt, R4 C, _4Al kyl darstellt, ‘Rs

C; _4Ai kyl dar stR4

Veér bi ndung wi e RITARTEZECH oder )l\nspruch Wor i-n 7 ‘ei ne
GLuppe der Formel Ilia vmelmAnspruchldeflme ‘dxStellt. 4. Eine
Ver bi ndzung we in ei nem der Anspruche 1 bis 3 beansprucht worin R ei ne
Ghuppe der Fornel I iedirn Anspruch 1 defi niert Jdarstellt. 60 - 5.

ansprucht, worin die

%Verbl ndundigva mﬁ'e der §prOche
_ bi ndung zwi s uppe R und d Rt omin 1id.

T«r ans K8nfigurati on ist. ‘6. Eine Verbindung | ™&i nem der Anspr uche 1
b| si 5 beansprucht, worin R C, 1 _2Al kyl, C3 6A1 kenyl, C3..6Al kinyl,

Q/C! oal kyl al kyl , - Phe dder Phenal kyl darst ellt - und 4l1e anderen

j,,UbStl tuenten w e if® ch 1 defl ni-ert sghd. £ ~r= Ei ne Ver bi ndung
elin %inem der 4 s a)t bis " beansprZYChL.QAm-i'n | RJ_ c2. 4Alfkyl :
dor a5 L NS

Y - .
! o | ' - ou

. 35 - ) o
; o o o

et R, represente I'hydrogéne ou C C4-alkyle _
ou R, et R, représentent ensemble un groupe ‘de formule

T 45

i
i

]

P -
LA
i

i

T80 .
R dans les formules lla a i, . C ' -
Nl o R, et Rq représentant, indépendamment, lhydrogéne le fluor, le chlore le brome, ‘trifluoro-
: méthyle, hydroxy, nitro, C,_,-alkyle ou C,_ 4-alcoxy,
R R, représentant Ihydrogéne le fluor, le chiore, le brome, hydroxy C._ —alkyle ou C1 _q-alcoxy,
. 55 . Xreprésentant ['oxygéne, le soufre, imino, C _,,—alkyl -imino ou un radlcal de formule —(CHz) —
' p signifiant 1,2 ou 3, : Co
_ r signifiant 1, 2 ou 3,
s signifiant 3, 4 ou 5,
o t signifiant 2, 3 ou 4, et
60 = v signifiant 3, 4, 5 ou 6, ' '
. R, et Ry représentent, mdependamment Ihydrogene ou 'C,_,4-alkyie, et
R, représente c _G-alkyle ou Cs.q- cycloalkyl- (C,_e)alkyle et

65
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55 Revme|m SQ daf i niert ist: 3. Elne-



o -am n. 5 Re %’Qése'@q‘ﬁ ¥&loRicaduEeM € i n ei nem der Ansbr uthe 1 “bi s 9
i 0

CS 4Al kenyl C3-4Al ki nyl, Cyclopentyl. Cycl ohexyl, :Cycl opentyl (C0028al kyl; -
-~ Cycl ohex7l (C 2) al kyl, Phenyl Phenyl (C, _2)al kyl oder Thienyl, darstellt. -

Bty R 1 ooyt b o wosarsesne- SNMERNIL . .

beansprucht el nes Saureaddl tionssalzes dersel ben. 11. Eine’
Ver bi ndung wi e in ei nemcdere An@qrughe 1 -bis.% Lrb,For m i hpgs Hydr ochl ori ds.’

- 12. Ei ne . chenot her apeuti sche Zusamenset zung. lent haI tend-ei ne Verbi ndung w e

" Ver bi ndung wi e in einemder AnsprCche 1.

'«

B -t

in ei nef der Anspruche 1' "bis 9 beansprucht dHer e n chenot her.apeuti sch .
annehnbar es Sal z dersel ben in Beim-: t®Yschung nit einem chenot herapeutl sch"-'
annehnbaren Verdiinner oderTr a-g,gr 13. HEryae Verbi ndung wi.e in ei nem der :
"AnsprCche 1 bis 9 beansprucht oder eigschenpt her apeu- tisch annehnbar es .
Sal z def%el ben zur Ver wendung - s t}grapeu *sches Mttel. 14. E ne”
i'¢ 9 beansprucht oder ein

¢chenot herag,eguasqt,blﬁ,gh annehnbares Sal z dersel ben zur ~Verwendung al s :
ant i mycot i schrggreplésdntd I'hydrbgéne, C,_;]-Bikyld/evehamllictionzsibsthiod et pdr bytoxy 03} _s-alcényle,
Ver bi ndtfn@e.m—a&mvlq;evqfrmkvlle evcloalkyialindes phéanyle. phédalkiimpetiiénye. st ehend aus - a)
wenn R ei ne forfhp® Rererrserient indineadagrent dByrreaene Ak &nte-aliilestte| | t :

- (Verbi nduﬁU)’eprQsthetuzuwcaéijvWMildédm aetetant fuertyellement urR, domble FiBisEy Nk R4

LV RS 25 PRI FepRserth fin Grbubih Be RfAlieIRTd f i bus bétfhi 8Bk oF1 NET Ver bi ndung. der-
For mel . RSRAre&'ds écte-ClydRaene ou. C,_,-alkyle, V 30 worin A
& abspal RpetrR i@memEesdnsie uriihrowee—-tﬂmm—ddénsmqseltu ess tm umuershtnef de 1 éisnet -

apé ﬁﬁ( *‘Mgg‘ @gg‘ftlﬁu ﬁrafmgen..-

p pe deéo Eh%al on|"I‘€rsaSl fg‘fgﬁ?éﬁ ﬁ?ﬁ? ac) se
- wdY pe de
' nn, b) dar st i zun eluneCJrl metal |er rrref 1c 35
4R5R2C-1N CH-CH: C 40 '

”:R3 worin ?etemgswhwf@ ﬂﬁé’ﬁ"()’éfftﬁ?‘é?‘taécﬂobe Frf‘tGBel ‘érL”cQH? nyl verbl.ndung

r~der For m3| Vit Eine Verbindung der Formel |

o . . 30. . '

L ’ ’ R R Rs ]

35 _ | ' Rs_' '
W worin al R, eine Gruppe der Formel

)

Y

i AR Ry " ~ na RT l TR

7 45 | o I
R E\ig— S Mle o nd
He._ i
55
_oder -
- e0

“lig
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Rl G 45/ R15. CO. CH 0 WO i :
R16 und R7 u nabhangi g Wasserstoff oder C-,4Al kyl dars &m’ l,ﬁ“lne
di e Doppel bi ndung zw schen R, und demOSBhg‘ 9ffat omi tio

™~
I.st, (Ver- bindungen Id), Reduzierung elner r bi ndung der For rrel Vi1 *RL R@
Rg/ 555 R2- C- destelftiund ;. Wasserstoff oder C,_,Alkyl darstellt, oder R, und R; zuddnirhenfSthe @ouppR kibrFofnel

bis R6 wie oben definiert sind mit- Di i sobutyl al um ni unhydrid, oder 65 46 -

" t111j.111110 11131 11111 w;-il 1|| 0024 587 ¢y c L _
M SJd) wenn R6 eine Grup@ dgr ‘Farmel 111b (oé?P [lic wie oben deflnlert -

oder  eine Gruppe der For g]e dnstel | t ni

-CaC--C=C 5 R?r worin. Rl,,
R16 und .R17 wi e ol ben defl ntert>sind, (Verbin ' ), Abspal tung vom
Wasser - ausraedamaleﬂ,avdﬂehbldadms,g,ed,ema Egmmsl 1f R R R5 R2-CN CH CH=CH R6

1f 15" . R, und Ry unabhang«g Wasserstoff, Fluor, Ehiog Brain, Ryifilirmeth, Midroxp i, C, 4Alkyl
: r lQxy dar e der For rrel lile, '1t1f, oder 111g,
gef I ?I leH al_lm ﬁﬁﬁasserstoff Iuor Chlgrp grom Hydroxy, C lodg Aﬂ? rstef 9 :
arstel 'x Sauerstoff, éﬁ;wefel {mino, C,_,,Alkyhn]mq ?der einen eshfi ormel —(CHz) —_ darstellt
life;, - 15 pistt; | C
"R12° . Rl4°* ris%, Dokdr 3, B - ¢&- ¢ -
1119 - . _ sist 3,4 oder 5, . : L~ ————— 111 -C~~C-CH : S
llud 30 : tist 2, 3 oder 4, und - - : , ' . RY7
_g-_ . vnst3450der6 '
20 . R; und R; unabhingig Wasserstoff oder C,_4Alkyl darstellen, und

F{4 C,_sAlkyl oder C,_gCycloalkyi-(C, _5)-Alkyl darstellt und
Rg eine Gruppe der Formel _

U -cgc--nﬂ a0 =

C=CHy- = . b
25 ' I .
. o . : R

LLTT VAR T S PR

c-¢ Xz e
: | _\>XR14 o
darstellt worin ' '

_ R,, Wasserstoff, gegebenenfalls ar—Hydroxy substltmertes C _,zAlkyl C,_eAlkenyI C3_6A|kmyl Cy-
35 cloalkyl, Cycloalkylalkyl, Phenyl, Phenalkyl oder Thienyl, -
Rz R,a und R,, unabhingig Wasserstoff oder C,_,,Alkyl und

P
. =C Z einen C5_8Cycloalkyhdenrest darstellt der gegebenenfalls eine Doppelbmdung enthélt oder

%0 p) R, eine Gruppe der Formel lla bis Ilg wie unter a) deflmert darstellt
Fl2 Wasserstoff oder C,_,,Alkyl darstelit,
R, und R, zusammen ein —(CH,},-Gruppe bllden ‘worin u eine ganze Zahl von 1 bls 8 ist und
C Rs und R, die unter'a) aufgefuhrten Bedeutungen haben.
N : 2 Eme Verbindung wie im Anspruch 1 beansprucht, worin
| 4 ) .R eine Gruppe der Formel lia, Hb, Ile, darstelit, .
: -R, Wasserstoff darstelit, .
R; Wasserstoff darstelit,
Ry C,_Alkyi darstellt, .
.~ Rg Wasserstoff oder C,_.Alkyl darste"t oder _
%0 - .R; und R, zusammen eine —(CH,) -Gruppe bilden oder
S . b} worm R, und R, zusammen eine Gruppe der Formel Ilh darstellen
f SR R, Wasserstoff darstellt, -
;o ' R. C,_sAlkyl darstelit,
_ Rs C,_,,Alkyl darstellt und :
"85 R wie im Anspruch 1 definiert ist. '
3 Eine Verbandung wie im Anspruch 1 oder Anspruch 2 beansprucht, worin R eine Gruppe der
Formel llla wie im Anspruch 1 definiert darstellt.
4. Eine Verbmdung wie in. einem der Anspriiche 1 bis 3 beansprucht wonn R, eine Gruppe der
- Formel lla wie im Anspruch 1 definiert darsteiit. . .
60 - 5. Eine Verbindung wie in einem der Anspruche 1 bis 4 beansprucht worin die Doppelbmdung S
zwischen der Gruppe Rg; und dem Stickstoffatom in Trans-Konfiguration ist. o
6. Eine Verbmdung wie in einem der Anspriiche 1 bis 5 beansprucht, worin R,, C,._ 12Alkyl
Cs_sAlkenyl C,_sAlkinyl, Cycloalkylalkyt, Phenyl oder Phenalkyl darstellt und alle anderen Substltuenten
"~ wie im Anspruch 1 definiert sind.
- 85 7. Eine Verbmdung wie in einem der Anspriiche . 1 blS 5 beansprucht worin_ R,; C,_,Alkyl,

e R el .
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R15 worin R,, bis R, und Z wi e oben definiert SI

Wasserstoff oder C -4Alkyl und R4 Cl1_. Ai kyl oder : (rﬂ ’BTHIII': ,mi al ky
(Verbin- 35 dungen 1g) darstellt, ﬁ fuhrun auf - e|

"Hydy ocar byl i erung von sekundaren Al i che Vei se, der Gruppe R4" in

- ei ne Ver ng]ﬁAIkhgyld@,L,Nﬁm’fylmb'clép‘énﬂ Cyclohexles:yclé&ntyl(Q_z)alkyl Cyclohexyl(C 1—a)alkyl, Phenyl,
R2- C- N ey Hlalkg! oder Thienyl, darstellt. I X R3" worin Rl, R2,

Rs und R6 Wi § tﬁ% g"rﬂaeﬁgw@t’ ""%“’a"ﬂ-e ] IE;Y tf_oder C -4A kyl ,
st 7 o N S e
- Pat ent ansgdusagitidrsalde ders@bdnl agsst aat : Ein Ver ren zur.

Her st el | ung d@ilnBne Verbiodurguwig udeherﬁmenéhspl‘ucﬁ& 1 e Rin Bom ihres Hydrochlorids. - g
" R2-CG-N-CH O otherapeptisghe Rusammensety thgtend Rinerierbigigng @ie-in Riiem der

| a Anspriic T:EIS beansprucht oder ein chemotherapeutisch annehmbares Salz derselben in Beimi-

| 10 sch che therapeutlsch annehmbaren Verdiinner oder Tréger.

[1bl Il 93. Eine Verbind wie in einem der Anspriiche 1 bis 9 beansprucht oder ein chemotherapeu-
b 47 - ﬁ]ﬁQéﬁrﬂaﬂmbares Salz derselben zur Verwendung als chemotheraéu’instﬁ@s Mittel. - . (CH
lic . ~* 14. Eing(\(&bindung w:e |n elnem der Af¥priiche 1 bis 9 bdadspoebbt odbSeRghér(nM?peu-
2v ' C’QQ" } 8% F?'z ‘tﬁ‘ﬂfa' ygotischas M’Fe'dar stelit, oder
R un d rgn ﬁlél’ Pert rmel | wie im Anspruch 1 defi mert be- o
CHZ) 25 30 dﬂ"vﬁénﬁ'# @ihe GMHBS'deH l‘-‘bnqar!lld: @fe%h@défln%nmagstéﬂ-(\ferbmdun% la), Umsetzung R
und Rs umabhuergingudébcﬁseomeofw Fluor, Chlor, Br om Tritluorne , Hydr oxy, -
Nitro, Cl AA kyl _ - R - | .
'.__'R,—_-c’:_—NHeR,,- R Y,
» \“’9 : A ) . ’ ’
YR R
t 25 worin R, bis R, wie oben definiert sind mit einer Verbindung der Formel V -
i A—CH—CH_CH—RB L Y

30

‘worin A eine abspaltbare Gruppe |st R5 wie oben defmlert |st und RB far elne Gruppe der Formel Illa '

‘'wie oben definiert, steht, oder g
b} wenn R; eine Gruppe der Formel lla darstellt worin R,, C,_,,a- Hydroxyalkyl (Verbmdungen Ib)

darstellt Umsetzung einer metalherten Verbmdung der Formel lc _ oo

eid ko

. . 35

- R, R, R,

’ z—c-— N—CH—CH=CH—C=CH_ : e
w0 : : R, . '

worin R, bis Ry wie oben definiert sind, mit einer Carbonylverbindung der Formel VIl
45 o . : , o
| RysCO.CH - il

i .

- Ry

50 worin Rys. Ryg und R, unabhanglg Wasserstoff oder C1 Alkyt darstellen oder '
¢) wenn die Doppelblndung zwischen Rg und dem Stlckstoffatom in Trans-Konflguratnon ist (Ver— )

' bindungen Id), Reduzierung elner Verbindung der Formel VIII

_ R, Ry R _
55 ; . L -
R;—C—N—CH—C=C—R, : v
N R . o

" 60 worin R, bis Rs wie oben definiert sind mit Diisbbtjty_lalu'mi'rjiui'nhydrid; oder 3

‘68
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. e -
oder C 4Al koxy darstellen, R Wsserstoff, Fluor, Chlor, Brom dr oxy
Cl.4AIkyl oder Cl, Alkoxy darstellt, X Sauerstoff, 3mwum“|u$ﬁﬂl“| 7
_C _4Al kylimno oder einen Rest der Fornel -(CH2) ‘d pist [}
oder 3, rist 1,2 oder 3, Sist 3, PQ24/587 tist 2, 3Jodér 4, und ,, Q/

vist. 3; 4, 5 Odﬂrwéﬁn R4 @ine Grupp&aerlF3FmdrTIbWWAGINARERI o8 r\/@ecfﬁ@ﬁ%hg}fﬁ
Cl_, Al kyl ddiWdsdarstelsn, und R4 C,_6Al kyl oder C3 8(§lc | oal kyi - enec%ﬁgp&ldﬁ”:orme' o

dar s ellt und R6 eine G uppe. der Fornel BF% _
CRIL ;lliga -C . =CHo lIb 45 R11 R12 1R13 :
50 . . “IC‘C“C—C = s S W yc c

R 14 darstel lt, worin R 1 V\asserstoff geggsb% rpf aI I S ca- Hydr oxy

'subst ituiertes Cl-12A k)él C3-, A kenyl c3, Al Ki nyl, Cy-- 55 cl oal kyI

Cycl oal kyla \%X, P Rispf h‘gf nli'l"l‘ﬁﬁﬁ?q(‘iﬁﬁmeﬂé!"d'IfHPféﬁylllﬂge'Rﬂ?? AbRpaungepnRNEsser aus einer
unabhangi g rdpng %ﬁ’ Cl, 4Atkyl und =C~ Z einen - .
Cs58Cycl oal kyl i denrest - darst ellt dé F,beéébenenf alls eine: Doppel bi ndung

enthalt oder 60 b) R eine G uppecdey—EALmR_dH-arbis |ig wie unteryga)
defi ni ert darstellt R2 V\asserstoff oder Cl1_4Al kyI darstellt, R3 und R4

zusamren &i n -(CH2) . - G uppe bildenBs worin u eine ganze Zahl von 1 bis 8 ist
und RS and Borh id A e oBdn BHRAR NGRS AR, BARS 5o, 3 aer flgnersigc -
~eine Grugpe der Formel Illg4w e oben defi ni ert dardf..;el Iﬁ (Verb_l ndung -l a),

Unset zu %¢i ner Ver bi ndungl der Formel IV5 . ¢ /7< K
o _ - C — CH3 llle, : -C ~-CH" Z e
S o | | 1IN
AN ' o g "Rz - R
: {25
OH :
cab-cn
-C= -~ CH tiig
30 1L TRy
_ worin R,, bis R,; und Z wie-oben definiert sind, oder
: e) wenn R; Wasserstoff oder C,_sAlkyl und R, C,_eAlkyl oder C;_gCycloalkyl-{C,_g)aikyl (Verbm-
35 dungen Ig) darstelit, Emfuhrung auf eine fur die Hydrocarbylierung von sekundiren Amlnen Ubliche
2 ~ Waeise, der Gruppe R, in eine Verblndung der Formel X .
i . _ o . E .
40 R,—C—NH—CH—CH=CH—R, . IX
U ' . waorin _ .
R R,. Ry, Rs und R, wie oben definiert sind,
x 45 - Ry’ Wasserstoff oder C,_,Alkyl, darstelit und

Ry C,_gAlkyl oder Ca_aCycloalkyl(C,___'s)alk_yl,_ darstellt.

. Patentanspriiche fiir den Vertragsstaat AT

% 1. Em Verfahren zur Herstellung einer Verblnd;Jng der Foﬁnél |
' R Ry R

s | | z—C——N——CH-——CH_CH—Re. | I
' '.Ra ' o .

worin a) R, eine Gruppe der Formel -

iy J:'J cha o RgTTN
8 o <<

a7

- 60

/

Hb

=
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R2- C-NH R4 IV R3 to worlnR bis R4 W e oben'-
definiert sind mt einer Verbindung der Fornel V Rslmﬂ 'mmm

V .5 worin A eine abspaltbare Guppe ist, R wie ob Eand

fur eine Guppe der Fornel Ilila w @ @R4r58Ffiniert, stehtt olers. b)* wenn

‘ene Gruppe der Formel Ila darstellt worin Rl, CPl2ac- Hydroxyal kyl-
(-Ver bi ndungen | b) darst el1t, Ursetzung einer allli erten Verbi ndung der -

*

Formel Ic 20 R - CH-CH:CH-Ca - .
25 "o ~ ' CCHCHZ)S n IB-9 bis R WI e oben -

- defini eft si nd, m t nerN Car bonyl ver bi ndung der Formel Vill 30.
/ : _ a R 5.CO CH - -
Vil R, R, A M S e v ~~. * 35 -
worn R1l, R 6 und ingig V\gésser stof'?? Ch dar sfiel | en;
oder. 9. Rg 2hhenn df e Doppeky R6 und dem

Stickstoffatomin Trans-Ronfiguration ist (Ver- bi ndungen I d) Reduzi e_rung

ei ner Verbindung der Fornel Vill R4 R4eRs. 40

. RR-GCNCH-C -c-R6 Vill R -

45 wdfin R, bis R w e oben def|n| erty sind mt Diisobutyl al um ni unhydrld
uppe der Fornel I1lb oder

i

oder d) -
Illc wie oben definiert odemg-e-l-(m-lzq (Fopeel g | d darstellt R6 50

- Cnc- C=C o #d RI5 " R worn R ,, R16 und .
"R17 wi.@o0ben definiert si nd, (Verbi ndungen | e), Abspaltung vam Wasser aus .
@er 55 dastéiit nmgvmmtmpm &-kaafﬂﬂ"fF@BF& ugd Rijgusgmpqnen ‘{BH‘:QH-*PDGF&GELFN"‘@‘ e

Jig0 R . ' . | f 60
A\ _ (CH,) _
=g \'/ 25 - 2'p .. e . _ (CHg)p
s
e : 30 darstellen, wobe| in den Formeln lla' bis In;
' R, und. Ry unabhdngig Wasserstoff Fluor, Chlor Brom Tnfluormethyl Hydroxy, Nltro, C _4Alkyl
i oder C,_jAlkoxy darstellen, _
. R, Wasserstoff, Fluor, Chlor, Brom Hydroxy, C,_.Alkyl oder C,_sAlkoxy darstelit,

] X Sauerstoff, Schwefel, Imino, C,_,Alkylimino oder einen Rest der Formel —(CH, )— darstelilt,
- 35 p ist 1, 2 oder 3, :

o - rist 1, 2 oder 3,
o ' © s.st 3, 4 oder 5,

- tist 2, 3 oder 4, und

i vist 3, 4, 5 oder 6;

) T 40 . Ry und R unabhéngig Wasserstoff oder C,_,Alkyl darstellen und

] _ - Ry Cy sAIkyl oder C,_sCycloalkyl-{C _s)-Alkyl darstelit und

i T F\’6 eine Gruppe der Formel .

w o —C =C = Ryy Hia -C= CH2 Hib-

r . 45 : I : :

o o o H11
. o : Ryg -~ Ri3
50 I e

—C =G Z . e .
| \>_\""14 ”
darstellt worin
: R,, Wasserstoff, gegebenenfa"s a-~Hydroxy substntunertes C,_,zAlkyl Cs_sAIkenyl C:,_eAlkmyl Cy-
55 cloalkyl, Cycloalkylalkyl, Phenyl, Phenalkyl oder Thienyl, .
R;,. R4z und R,, unabhingig Wasserstoff oder C,_,Alkyl und '

Ve
=G Zeinen Cs_aCycloalkyhdenrest darstellt der gegebenenfalls eine Doppelbmdung enthalt oder

60 b) R, eine Gruppe der Formel lla bis llg wie unter a) deftmert darstelit,
Rz Wasserstoff oder Cy_sAlkyl darstelit, - '
- R und R, zusammen ein —(CH,),-Gruppe bilden, ‘worin u eine ganze Zahl von 1 bis 8 lSt und

R und R, die unter a) aufgefuhrten Bedeutungen haben,
bestehend aus '
65
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T

65 49 i.C L M S* 0024 587 worin R bis niert:
sind*und R6"' eine Guppe der Fornel life, IIIf, nm'm@#l | t O—|©
OH5-C -CH3 I'lle;
R12 - R14 OH -C C-CH 'lig 156‘)%“587 : :
"RE5 worin R1, #wegnRigeinm@ruppaygies Fe'lm?h'"dé?l? nh@rttef'@?fndafsfeﬁtdvererdmrm %setzung .
\asser st of FingddErbigung derEarmeld¥ R4 C .. 6Al kyl oder .

A8Q/Cf oaf ky1- (C1_6) af kyl (Verb| n- dlgngen | g) darstellt, Einfuhrung, auf
eine fO sdi e Hydrocarbylierung von selqundl ren Am nen ubliche 20 Wi se, der

G uppe R4' i-n eine Verbindung der Fﬁbﬁﬁei-NPH*RBI i ’\Z&_J i._- : v
 ~~%~~~ ~~~Rl. Rs.: ;: E =~ 25 - R2 --GNH-CH - CH:CH-R6
R3" worin R, R2, Rs und R6 wi e oben &éfl ni ert sind, 30 R3' _

V\a%ser st pf tvomdgr biCR, MY Kikh, deflRérs bRk Infit sl VRibindGrag derAdoKuén voder . '
C3,8Cycf oaf kyl (C1 6) af kyl, darstellt 2. Ein Verfahren genass Anspruch 1

wWorin * A a) R eine Gruppe der Iﬁerml Ila, lib, lie, darstelit,
R2: Wasserstof f darstellt, F * 3 _g;ﬁ ﬁrstoff darstellt, 4 _
C, -4Al ky)s darstelIt, Rs V\asser st of f 6derf Al kyl darstel ft, oder IS

R3 und R4 @useRERe aeédambam( GHigpe isCRURRGLEA bétRRrastaihd Ry flr eine d’ﬁlpﬂbﬁfef Forfel Iwad
R ; zusammwneeqbne d@inigrp etetieoddfor mel 1| h dar st el l.en 40 - R3 Wasser st of f

‘datstelit, enn R, eine Gruppeigr kormel Al je te 1 61~ ums*v@omléw ?rb'amwelb? t
L ads e aae Farmat g y |

untd R vg,, '?f?'Ah‘é’B?e&é‘Hg pingfoPriAtiEte ung der Formel ic

R R, Ry Ry

\: S . R,—C—N—-(':H——CH_CH—C—CH : e
' 25 ' éa : . .

worin R, bis Ry wie oben definiert sind, mit einer Carbonylverbindung der Formel \(Il.
Ris

R,s.CO.CH - Vi
Ryz

30

A A T e s b ]

-85 worin Ry, R,s und R,; unabhéngig Wasserstoff oder C,_,Alkyl darstelien, oder
c) wenn die Doppelbindung zwischen Rq und dem Stickstoffatom in Trans-Konﬁguratlon ist (Ver-

‘bindungen Id), Reduzierung einer Verbindung der Formel Vili

|
i
| Ry R, R5
. 40 :
' ! Rz—-C-— N—-CH—-(.‘.—C—-—Ra _ : ' Vit
S A, _
\/ .45 worin R, bis Rg wie oben definiert sind mit Dusobutylal(xmmnumhydnd oder
R d) wenn Rg eine Gruppe der Formel Illb oder lllc wie oben definiert oder eine’ Gruppe der Formel
ild darstelit :
_ Rig
50 ' . _C=C—C=C - : . Ind
R15 R17 : .

worin R, R,g und R,-, wie oben deﬂmert smd (Verbmdungen le) Abspaitung vom Wasser aus einer
85 Verbindung der Formel If ' : : : : _

R, Ry Ry

. Z—C—N—CH—CH—CH—-—R oo I
60 '

- m— e e L

Rs
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4 . 3. Ein Verfahren gem SsS Anspr ’I a ch2
beansprucht, worin R, eine Guppe der I ”n H " H, mre |m et

Anspruch 1 definiert darstellt. 4. Ei ren gemass el nemsiers Ansp
1 bis 3 beansprucht, worin R ei.ne Formel Ila wi e imAnspr uch 1

48T niert d@d’rﬁtﬁi‘lbistRs vie obdnde¥iRibi 3d @Rd BETRME GRIPPE bCFRFMéNITD NI Cduer Hig abstéht
beansprucht, worin di e Doppel bindung zw schen der G uppe R6 und dem.
Stickstoffatom in Trans-#&enfiguration ist. 50 OH 6. RE n Verfahren gerrass
einem def AnsprCche 1 bi$ 5 beansprucht, worin R|11/Q<12Af kyl , . _
C3-, Af kenyl, C3_6Al ki nyl5, C(,VCI%I kyHeal kyI Phé?nyIC"Q(;%ﬁ}Phen'éllf kyI darstelit
_und alle anderen Substitugnten w e |mAnspruch 1 rt sind. 7. Ein.
Ver f ahren gemass ei nem dett AnsprCche 1 bis 5 bean§pruc‘f wori n R.

C2z4Ai kyl,y C3. 4Al kenyl, C3_4Al kinyl, Cyclopentyl, Q/cl ohexyl ,

Cycl opentyl (A d2)al kyl, Cycl ohexyl (C 0'2) al kyI Phenyl 55 Phenyl (C_2) al kyI
oder Thienyl, darstelit. 8. Ein en, g€ %s Aﬂﬁpruch 1, worin die -
er hal t ene Ver bi ndung N Met hyl - N-| 12 ®n p‘hthI ;hy Inon- 2 . o
(trans)-en-4-ynyl- 1 -amin ist. 9. H Verfah en genass Anspruch 1, worin
die erhal tene Verbindung N-Met hyl - N- (118

napht hyl mewbin R:, iR gJiureizhyik B dedinleftasi) oi- 4- ynyl - l-amin ist. 60

10. Ei n Ver f alel eanmB8Wessesstaffcote @ ,Ays mid RG_ Al ®1eOCOYEInalktldiC, RiatifUiverbina
For m-ei nes dargtel!y Epfihainp s et!férf%feqﬁbévﬁfeqaﬁw'qf'éw R sgkunddren fmipen Ubliche
| &L]‘” r EPRRRAEP s B9 fleffeme Worin di e Verbindung in Form

Ver f ahr eff

déren Hydrochlorid erhalten wird. 312 Egn Ver bi ndung der Formel | wie im

"Fh\spruch 1 definiert wenn nach einém Vertahren geniss 65 e nem der.
sbrzuche 1 bis 11 hergestel | t R;-50—NH-00R4-CHBLH—R, *

N S 11%13. Ei ne chenot herapeutlﬁqhe Zusanmmenset zung ent hal t end ef’ﬁe .
\Eerbl ndung genass--Anspruch 12 odef®ei n chenot herapeutisch annehnbares. Sal z
~déer sel ben j,gBei m schung nit ei nem chenot hera- peutisch annehnbaren

“Verdunner odem,TH,A8€0nd Adwieben Meiriedhgisd) zur Herstel I ung einer
' 'Chenot he?"apeutﬁa’s\MasarsExﬁsmrre nsekyz wagdnesiehend aus 5 di e Bei m schung ei ner
E\ier bi ndung deRs Eorefiy! QdeRﬁs-lincmlkm{;)amvlCHhr@bhtCI—L Rl ro R3 worin a) R eine,.

n ahren gemass Anspruch 1 worin
-;G uppe dera)FR’zﬁﬂ Gfuppe der Formel lla, Iib, lle, darstelit,

R2 Woasserstoff darstelit,
35 R; Wasserstoff darstellt,
R C,_sAlkyl darstellt, _
Rs Wasserstoff oder C, —4Alkyl darstelit, oder
R; und R, zusammen eine —(CH,) -Gruppe bilden oder
b} wonn R, und R,.zusammen eine Gruppe der Formel lih darstellen
40. R, Wasserstoff darstellt
R, C,_4Alkyl darstelit,
R Cc 1-aAlkyl darstelit und
. ' ) R wie im Anspruch 1 definiert ist. '
[T N 3 Ein Verfahren geméss Anspruch 1 oder Anspruch 2 beansprucht worin Rg eine Gruppe der
.o 45 Formel llla wie im Anspruch 1 definiert darstelit.
; : 4. Ein Verfahren geméss einem der Anspriiche 1 bls 3 beansprucht worin R, eine Gruppe der
~Formel lla wie im Anspruch 1 definiert darstellt. .
5. Ein Verfahren geméss einem der- Anspruche 1 bis 4 beansprucht, worin dse Doppelbmdung '
zwischen der Gruppe Rg und dem Stickstoffatom in Trans-Konfiguration ist.

50 8. Ein Verfahren gemdss einem der Anspriiche 1 bis 5 beansprucht, worin Ry; C,_,,Alkyl,
C,_sAlkenyI Ca_sAlkinyl, Cycloalkylatkyl, Phenyl oder Phenalkyl darstellt und alle anderen Substituenten
wie im Anspruch 1 definiert sind.

- 7. Ein Verfahren gemiéss einem der Anspruche 1 bis 5 beansprucht worin R,, Cz_4A|kyl
: Cs_sAlkenyl, C,_,Alkinyl, Cyciopentyl, Cyclohexyl, Cyclopentyl{(C, _z)alkyl Cyclohexyl(C _z)alkyl Phenyl
.85 Phenyl(C,_,)alkyl oder Thienyl, darstellt. :
8. Ein Verfahren gemdss - Anspruch .1, worin die  erhaltene Verbmdung N-Methyl-N-{1-
naphthylmethyl)-non-Z(trans)-en-4-yny|—1-amln lst : _
. 9. Ein Verfahren geméss Anspruch 1, worin die erhaltene Verbindung N- Methyl N-(1-
naphthylmethyl)-6 6-d|methylhept—2(trans)—en-4-ynyl 1-amin ist.

60 10. Ein Verfahren gemadss einem der Anspruche 1 bis 9 worin das Produkt in Form eines Saure-

additionssalzes derselben erhaiten wird.
' 11. Ein Verfahren gemaéss einem der Anspruche 1 bis 9 worin die Verbmdung in Form deren
Hydrochlorid erhalten wird. o
12. Ein Verbindung der Formel | wie im Anspruch 1 defmlert wenn nach einem Verfahren gemass-
-68 emem der Anspriiche 1 bis 11 hergestellt - :

i ¥E i et

e

LY ot 1

50



ode

C,f, 4Al kyl oder C, . 4Al koxy darst el | ti
" C|_4Al kyli mi no oder einen ResB:deT

~~~~~~~~~~~~~~~ i RS =1 1Rgl 1b 20

r

C .

9Rg li-d oder 35

N TR

H@) v

| . ey
Ilg 40 0024 587 . ©t @
| ~dl'arstel |'t yngheRReMBtRsiEdeatihE Z@ﬁ'?neﬁ‘seu%héf ontASI€hPEine ViR SRR AR} rﬂ@w __

G uppe def2 &fRF BR chamdtherdbe6tisoll @inehmbales

(CH2) t,

darstel I-en, W& Verfahes é 'F
Wasser st dfi$ Be'fffsﬁ'lﬂng Kol g?’ in n‘?’ %? F
4Al koxy darstell en, RA V\ib,ssm,ra; of f, Fluor, Chlor, Brom Hydroxy,

1®ht|seh -annehmblrefi Verdinner oderil'*égeh

efifeiben in Beimischung mit eln nefchemat
i 50

tl_’LeIapeRtlscmmZtﬁgnmmﬁWegtehend aus
or met hyl, Hydroxy, Nitro, C _4al kyl

X Sauerstoff Schwef el , | mno,

%FHETCHWW- darstellt, p ist 1, 2

oder 391 ist 1, 2 oder 3, sist 2 4 oder 5, tist 2, 3 oder 4, und .60

viist 3, 4, 50der

6; R3 und R5 unabhangi g Wisserstoff oder C-,4Al kyl

dar st el | emgrinue (R, [Bthe Grupp@ Alek Formeter . C3 CQ/I oal kyl -(C, _s)-Al kyl; dlarstellt
und. 65 51 0024 587

C.-Rll3s1]ia . CH2
c R, —F=—
i R - 1la
? 3
., . _
! 20 '
b . X ’ . .
\m\é
R, - [= ™~
} \/ ° I\ 1 -:;_ He -
: i 28 ~N
ol |
i 30
- Rg (CH,), e
35
Rg——(CHa),
40

45

50

55

60

&5

(CHy)s

4on

darstellen, wobei in den Formein lla bis Il;

L R6 ei ne G uppe der Formel -C
l[1lb :~~~ R 12 FR13 10

& p-andl Iib

id

| 1t
B o~~~ :

R, und Ry unabhédngig Wasserstoff, Fluor, Chlor Brom, Tnﬂuormethyl Hydroxy Nitro, C,_,alkyl

oder c, 4Alkoxy darstellen,

R, Wasserstoff, Fluor, Chior, Brom, Hydroxy, C, Alkyl oder C _4Alkoxy darstelit,
X Sauerstoff, Schwefel, imino, C,_,,Alkyhmmo oder einen Rest der Formel —(CH,) — darstellt

pist 1, 2 oder 3,
rist 1, 2 oder 3,

s ist 3, 4 oder 5,

t ist 2, 3 oder 4, und
v ist 3, 4, 5 oder 6;

Ry und R; unabhiéngig Wasserstoff oder C, AIkyI darstellen und
R C,_eAlkyl oder C;_gCycloalkyl- (C,_s)-AIkyI darstellt und.

51
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- Px 14 darstelit, -worin Rl, Wasserst off gegebenenf al I s

az Hydroxy substituiertes d 1. 2AI kyl ; C3- _6AI kenyl nyl
cljoal kyl, Cycl oal kyl al kyl*, Phenyl, Phenal kyl oder ”@m ﬁ"”m:’) und
unabhanglg Wasser st of f oder C - 4A| kyloond s87 Z €k <§ )
CsgaCycl oal kyl i denr st dar s'g ellt der gegebenenfalls eine Doppél b ndung '

et hal t oder 28e S R'ppél ﬁ' ®Plppe der Formel Ila bis Ng wie unter a) _
definiert darsteilt, R2 grshoff npder C_4Alkyl glarstellflb' R3 und R4
“zUsanmmen ein -(CHZ)u Gruppe i 1déh, Worin u ei ne gaﬁze zah!®von 1 bis 8 ist
und in R und R die unter -a). aufgefuhrten Bed8ut ungen haben, in Form der
friel en Base oder in Form e| nes chenot herapeutlsch annehnbaren

Saur eaddi ti onssal zes zu- sammgp mt ei gy chenot herapeut | sch _
arinehnbar en Ver dunner oder Tr agerl. I___,Q/ "30 kSA I. .-S ' ~35 40
o Fo* "2155055606552"1"C G 4 te _ '

.' . : Rig-

darstellt, worin ' .
R,, Wasserstoff, gegebenenfalis a—Hydroxy substituiertes C,_ 12Alkyl C3_5Alkenyl Cs_GAlkmyl Cy-

15 cloalkyl Cycloalkylalkyl, Phenyl, Phenaikyl oder Thienyl,
Ry2: R,:, und R,, unabhdngig Wasserstoff oder C,_,Alkyl’ und

' P '
=C Z einen Cs_sCycloalkylidenrest darstellt der gegebenenfalls eine Doppelbmdung enthilt oder

: 20 b) R, eine Gruppe der Formel lla bis Ilg wie unter a) deflmert darstelit, : . ..
- : F{2 Wasserstoff oder C 1-aAlkyl darstellt, :
\\p " . R; und R, zusammen ein —(CH,),-Gruppe bilden, worin u eine ganze Zahl von 1 bis 8 ist und
Rt ,‘ Rs und R6 die unter a) aufgefiihrten Bedeutungen haben,
««"!.‘!‘ w7 inForm der freien ‘Base oder in Form eines chemotherapeutisch annehmbaren Saureaddltlonssalzes zZu-
a-.f.' 25 sammen mit einem chemotherapeutisch annehmbaren Verdunner oder Tréger.
bt _
' = .. 3
-
e as
|z
oy
o 40
"
t .:\— P
| 45
. 50
. 8§
60 - - '
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