
Description                         [err] This invention relates to
propenylamines, processes for their production, pharmaceutical compo-
sitions containing them and their use as pharmaceuticals. 5      The
invention provides compounds of formula 1, [err] wherein a) [err]
represents a group of formula [err] 40 and [err] represents hydrogen or
lower alkyl, or [err] together represent a group of formula [err] whereby
in the formulae IIa to IIi 50      [err] represent, independently,
hydrogen, halogen, trifluoromethyl, hydroxy, nitro, lower alkyl or lower
alkoxy, [err] represents hydrogen, halogen, hydroxy, lower alkyl or lower
alkoxy, X represents oxygen, sulphur, imino, lower alkyl imino or a radical
of formula [err] p is 1, 2 or 3, 55 r is 1, 2 or 3, s is 3, 4 or 5, t is 2,
3 or 4, and v is 3. 4, 5 or 6: [err] represent, independently, hydrogen or
lower alkyl, and 60      [err] represents [err] and 65 2    . 0024587 [err]
represents a group of formula [err] wherein [err] represents hydrogen,
optionally [err]-hydroxy substituted alkyl; alkenyl, alkynyl, cycloalkyl,
cyclo- 15 alkylalkyl, phenyl, phenalkyl or thienyl, [err] represent,
independently, hydrogen or lower alkyl, and [err] represents a
[err]cycloalkylidene radical optionally containing a double bond; or 20 b)
[err] represents a group of formula IIa to IIg as defined under a), [err]
represents' hydrogen or lower alkyl, 



[err]together form a group [err] wherein u is an integer of 1 to 8, and
[err] have the meanings given under a). 25    Any lower alkyl or lower
alkoxy radical has 1 to 4 carbon atoms, especially 2 or 1 carbon atoms.
Alkyl moieties have 1 to 12 carbon atoms especially 2 to 8 carbon atoms,
particularly 2 to 6 carbon atoms and most preferably 2 to 4 carbon atoms
and if bridging 1 to 4 particularly 1 or 2 carbon. atoms. Any alkenyl or
alkynyl radical has 3 to 6 carbon atoms, especially 3 or 4 carbon atoms,
e.g. allyl, propenyl or propynyl. Such alkyl, alkoxy, alkenyl and alkynyl
groups can be straight-chain or branched. 30 A preferred cycloalkylidene
radical is cyclohexylidene. The term cycloalkyl is to be understood as
including polycyclo groups such as bornyl or adamantyl but is preferably
cyclohexyl or cyclopentyl. Conveniently [err] are identical and are both
hydrogen. Conveniently. [err] is hydrogen or halogen. In llb and llc the
bond to the carbon atom to which R2 and R3 are attached is conveniently
attached meta to X and para to the ring nitrogen, respectively. X is
conveniently sulphur, imino or lower 35 alkylamino. [err] is preferably a
radical of formulallb, llc or lld, or especially lla. R2 is preferably
hydrogen. R3 is preferably hydrogen and R4 is conveniently alkyl. [err] is
conveniently hydrogen. The values of p, r, s, t, u and v are conveniently
chosen to produce a seven- preferably a five- or six-membered ring. The
double bond between [err] and the nitrogen atom preferably has the
trans-configuration. 40  Halogen stands for fluorine, chlorine or bromine,
preferably chlorine or bromine. The present invention also provides a
process for the production of a compound of formula l, which comprises a)
when [err] represents a group of formula IIIa, as defined above, (compound
la), reacting a compound of formula IV, 50
[err] wherein [err] are as defined above, with a compound of formula V,
[err] wherein A is a leaving group, [err] is as defined above, and [err]
stands for a group of formula lla, as defined above, or b) when [err]
represents a group of formula IIIa, wherein [err] represents a-hydroxyalkyl
(compounds lb), reacting a metalated compound of formula Ic, [err] 3
0024 587 wherein [err] are as defined above, with a carbonyl compound of
formula VII, [err] wherein [err] represent independently hydrogen or lower
alkyl, or 



1O      c) when the double bond between [err] and the nitrogen atom is in
trans configuration (compounds Id) reducing a compound of formula Vil,
[err] wherein [err] are as defined above, with diisobutylaluminium hydride,
or 20      d) when Re represents a group of Illb or IIIc as defined above
or a group of formula IIId, 25 [err] wherein [err] are as defined above
(compounds le) splitting off water from a compound of formula 30
.      [err] 35 wherein [err] are as defined above, and [err] represents a
group of formula IIIe, IIIf or IIIg, tW~~50
[err] wherein [err] Z are as defined above, or e) when R3 represents
hydrogen or lower alkyl and [err] represents [err] [err]-alkyl (compounds
Ig), introducing the group [err] into a compound of formula IX. 55    :,.
R5 60 wherein [err] are as defined above, [err] represents hydrogen or
lower alkyl, and [err] represents [err] Process a) may be effected in
conventional manner for the production of tertiary. amines by 65
condensation from analogous starting materials. The process may be effected
in an inert solvent such 4    0024587 as a lower alkanol, e.g. ethanol,
optionally in aqueous admixture, an aromatic hydrocarbon solvent, e.g.
benzene or toluene, a cyclic ether, e.g dioxane or a carboxylic acid
dialkylamide solvent, e.g. dimethyl- formamide. The reaction temperature is
conveniently from room temperature to the boiling temperature of the
reaction mixture, preferably room temperature. The reaction is conveniently
effected 5 in the presence of an acid binding agent, such as an alkali
metal carbonate, e.g. sodium carbonate. The leaving group A is conveniently
iodine or preferably chlorine or bromine, or an organic sulphonyloxy group
having 1 to 10 carbon atoms, e.g. alkylsulphonyloxy, preferably having 1 to
4 carbon atoms such as mesyloxy, or alkylphenylsulphonyloxy preferably
having 7 to 10 carbon atoms such as tosyloxy. Process b) may be effected in
conventional manner, for example by metalating the compound of to formula
Ic, e.g. with butyllithium in an inert solvent such as an ether e.g.
tetrahydrofuran and 



subsequently reacting the metalated compound of formula Ic, thus obtained,
preferably without isolation with a compound of formula VII. The reduction
with diisobutylaluminium hydride (DIBAH) according to process c) is
preferably carried out in an inert solvent e.g. in an aromatic hydrocarbon
such as toluene or benzene and at room 15 temperature or raised temperature
e.g. [err] The splitting-off of water according to process d) can be
carried out with a suitable agent such as an. inorganic acid, e.g.
hydrochloric or sulphuric acid, an organic acid, e.g. methanesulphonic
acid, benzenesulphonic acid of p-toluenesulphonic acid or an inorganic or
organic acid anhydride or -halide e.g. [err] in an inert solvent. An excess
of an acid halide if used can act as reaction medium whereby 20 the
reaction is carried out in the presence of an acid binding agent such as a
tertiary amine, e.g. a trialkylamine or a tertiary amine, e.g. a
trialkylamine,or pyridine. Reaction temperatures vary according to reaction
conditions and lie for example between [err] The splitting-off of water can
also be carried out with the help of polyphosphoric acid at temperatures
between 80 and [err] whereby inorganic acids such as phosphoric acid,
organic acids such as acetic acid or an excess of poly- 25 phosphoric acid
can serve as solvent. Process e) may be effected in manner conventional for
the "alkylation" of secondary amines (the term "alkylation being used here
to denote introduction of any of the hydrocarbyl groups [err], for example
by direct "alkylation" with an "alkylating agent, for example a halide or
sulphate, or by reductive alkylation, in particular by reaction with an
appropriate aldehycle and subsequent or simul- 3o taneous reduction.
Reductive "alkylation" is suitably effected by reacting a compound of
formula IX in an inert organic solvent, such as a lower alkanol, e.g.
methanok and at an elevated temperature, in particular at the boiling
temperature of the reaction mixture with the corresponding aldehyde. The
subsequent reduction may be effected with, for example, a complex metal
hydride reducing agent, e.g. [err]The reduction may also be effected
simultaneously to the alkylation, for example by 35 use of formic acid
which may serve both as reducing agent and as a reaction medium. The
reaction is  . preferably carried out at raised temperature, in particular
at the boiling point of the reaction mixture. Free base forms of the
compounds of formula I may be converted into salt forms and vice versa.
Suitable acid addition salts are e.g. hydrochloride, hydrogen fumarate or
naphthaline-1,5-disulphonate. The compounds of the formula I and their
intermediates can be obtained in the form of isomeric 40 mixtures of the
various cis/trans isomers which can be separated according to estabiished
methods. Alternatively, isomers of the compounds can be obtained by using
the appropriate isomer of the starting material. Unless otherwise stated
the compounds are always to be understood as being mixtures of these
isomers. The starting materials of formula IV are in part new and can be
prepared by reacting in conven- 45 tional manner a compound of formula X,
with a compound of formula Xl, 55
[err] wherein in the formula [err] are as defined above and Hal stands for
halogen. 



60 65 5    0024 587 The starting materials of formula V are in part new and
can be prepared by reacting a compound of formula XII, according to the
following scheme [err] 20 whereby [err] and A are as defined above and
Me[err] represents a metal cation. The starting materials of formula Vill
are new and can be prepared a) by subjecting a compound of formula IV,
defined above, and compounds of formulae XVI and XVII [err] to a Mannich
reaction or b') in the case when [err] represents a group of formula Illa
as defined above by reacting a 3C compound of formula IV as defined above
with a compound of formula XVIII R5 to give a compound of formula XIX,
[err] and subjecting this to a Cadiot-Chodkiewicz coupling reaction with Cu
and a compound of formula XX, [err] or c') when [err] represents a group of
formula Illb as defined above splitting off water from a com- 50 [err]
whereby in the formulae XVI to XXI [err] A and Hal are as defined above. 60
65    0024 587 The starting materials of formula IX are new and can be
prepared for example by reacting a compound of formula XXII,
[err] with a compound of formula XXIII 10 [err] 



15 to give a compound of formula XXIV 20
[err] and reducing this e.g. with a complex hydride such as [err] whereby
in the formulae XXII to XXIV [err] [err] are as defined above. 25
Compounds of formula XXI can be prepared a") by subjecting a compound of
formula IV as defined above, a compound of formula XVII as defined above,
and a compound of formula XXV, [err] 35 to a Mannich reaction, or b")
metalating a compound of formula XIX, as defined above, and reacting the
metal compound thus obtained with a carbonyl compound of formula XXVI,
[err]       XXVI 40 whereby in the formulae XXV and XXVI [err] is as
defined above. The compounds of formulae IVa and IVb 45 [err] 50 can be
prepared according to the following scheme [err] whereby in the formulae
IVa, IVb and XXVII to XXIX [err] are as defined above. 65      The starting
materials of formula If wherein [err] represents a group of formula Ille or
Illf as 7    0024 587 defined above are new and can be prepared by
reduction with [err] of a compound of formula [err] R1 R4 Rs [err] R3 [err]
are as defined above and [err] represents a group of formula llie or Illf
as defined 10 above. Compounds of formula XX are in part new and can be
prepared by reacting a compound of formula XII, as defined above, with
butyllithium and a halogen. The new compounds of formulae IV, V, VII, IX,
XX and If also form part of the invention. The remaining intermediate
compounds are either known or can be prepared according to known methods 15
or as hereinbefore described. The compounds of formula I exhibit
chemotherapeutic activity. In particular, they exhibit anti- 



mycotic activity, as indicated in vitro in various families and types of
mycetes, including Trichophyton spp, Aspergillus spp, Microsporum spp and
Sporotrychium schenkii and Candida spp at concentrations of, for example
0.01 to 100 ug/ml, and in vivo in the experimental skin mycosis model in
guinea pigs. In 20 this model, guinea pigs are infected by subcutaneous
applications of Trichophyton Quinckeanum. The test substance is
administered daily for 7 days beginning 24 hours after the infection either
by local application by rubbing the test substance (taken up in
polyethylene glycol) on the skin surface, or perorally or sub-cutaneously,
the test substance being administered as a suspension. The activity is
shown on local application at concentrations of for example 0.01 to 5%. The
oral activity is shown in 25 vivo in the guinea-pig - Trichophytosis model
at dosages of, for example 2 to 70 mg/kg. The compounds are therefore
indicated for use as anti-mycotic agents in particular against
dermatophytes. An indicated daily dose is from 70 to 2000 mg. If desired,
this may be administered in divided doses 2 to 4 times a day in unit dosage
form containing from about 17.5 mg to about 1000 mg or in sustained release
form. The invention therefore also concerns compounds of formula I for use
as 30 chemotherapeutic agents e.g. as antimycotic agents. The compounds may
be used in free base form or in the form of chemotherapeutically acceptable
acid addition salts. Such salt forms exhibit the same order of activity as
the free base forms. Suitable salt forms are e.g. hydrochloride, hydrogen
fumarate or naphthaline-1,5-disulphonate. The compounds may be admixed with
conventional chemotherapeutically acceptable diluents and 35 carriers, and,
optionally, other excipients and administered in such forms as tablets or
capsules. The compounds may alternatively be administered topically in such
conventional forms as ointments or creams or parenterally. The
concentrations of the active substance will of course vary depending on the
compound employed, the treatment desired and the nature of the form etc. In
general, however satis- factory results are obtained e.g. in topical
application forms at concentrations of from 0.05 to 5, in 40 particular 0.1
to 1 wt%. Such compositions also form part of the invention. Examples of
preferred compound groups are (i) compounds of formula I wherein [err]
represents alkyl, alkenyl, alkynyl, cycloalkylalkyl, phenyl or phenalkyl
and all other substituents are as defined under formula I: 45     (ii)
compounds of formula I wherein a) [err] represents a group of the formula
IIa, IIb, IIe, R2 represents hydrogen, R3 represents hydrogen, R4
represents lower alkyl, 50 [err] represents hydrogen or lower alkyl, or
[err] together form a group [err]-or a) wherein [err]together represent a
group of the formula IIh, R3 represents hydrogen. R4 represents lower
alkyl, 



55 Rs represents lower alkyl and [err] is as hereinbefore defined, whereby
within these groups [err] is preferably a group of formula IlIa as
hereinbefore defined and/or [err] is preferably a group of formula IIa.
Preferred meanings of the substituents in the compounds of the formula I
are such as set out 60 hereinbefore. Compounds of formula I are generally
preferred wherein the double bond between [err] and the nitrogen atom is in
trans-configuration. Particularly preferred individual compounds are:
N-methyl-N-( 1 -naphthylmethyl)-non-2 (trans)-en-4-ynyl- 1-amine and
N-methyl-N-( 1 -naphthylmethyl)- 65
6,6-dimethyl-hept-2(trans)-en-4-ynyl-1-amine, and their hydrochlorides. 8
0024 587 EP-A-000896 discloses compounds of formula [err] wherein [err]
represents a radical of formula IIa, IIb, IIc, IId and IIe as defined
above,[err]are as 10 defined above, [err] is (i) an aromatic, five-membered
heterocycle containing one oxygen, sulphur or nitrogen hetero-ring atom and
optionally an additional one or two nitrogen hetero-ring atoms and being
optionally substituted on a carbon ring atom by halogen of atomic number
from 9 to 53, hydroxy, lower alkyl or lower alkoxy, and any nitrogen ring
atom present being optionally substituted when possible, by lower alkyl,
(ii) a radical 15 of formula IIIa, [err] 20 wherein [err] is as defined
above, (iii) a radical of formula IIIb, [err] 25 wherein [err] (iv) a
radical of formula IIIc, IIId or IIIe, [err] wherein [err] independently,
are hydrogen or lower alkyl, m is a whole number from 1 to 4, n is a whole
number from 0 to 3, and v is a whole number from 0 to 5, (v) a radical of
formula IIIf, 40 [err] 45 wherein [err] independently, are hydrogen or
lower alkyl, and q is a whole number from 0 to 5, or 



(vi) a radical of formula IIIg [err] 55 wherein [err]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
[err] is other than hydrogen, and with the general proviso that [err] is
not a radical of formula ha when [err] is a radical of formula IlIg or
phenyl, R2 is hydrogen and R3 is hydrogen or lower alkyl, exhibiting
chemotherapeutic activity, in particular antimycotic acitvity. 60       The
following Examples illustrate the invention whereby all temperatures are in
degrees centigrade. 65 9    0024587 Example 1:
trans-N-(3-Benzolb]thiophenemethyl)-N-methyl-non-2-en-ynyl-1-amine and
cis-N-(3-Benzo[b]thio- phenemethyl)-N-methyl-non-2-en-ynyl-1-amino [process
a)] 12 g I -Bromo-2-nonen-4-yne (cis/trans mixture) are added dropwise to a
mixture of 10.5 g N-(3- 5  Benzotbl-thiophenemethyl)-N-methylamine, 8.2 g
[err] and 100 ml dimethylformamide and stirred overnight. The reaction
mixture is filtered and the solvent removed under vacuum. The residue is
parti- tioned between ether and saturated aqueous [err] the organic phase
dried, concentrated under vacuum and chromatographed over kieselgel using
toluene/ethylacetate 4:1 as eluant. The trans isomer is eluted first
followed by the cis isomer. Both are oils. 10 Example 2:
trans-N-Methyl-N-(1-naphthylmethyl)-6-hydroxy-6-methyl-hept-2-en-4-ynyl-1-a
mino [process b)] 10.7 ml of a 15% butyllithium solution in hexane are
added dropwise to 3 g of trans N-methyl-N-
(1-naphthylmethyl)pent-2-en-4-ynyl-1 -amine in absolute tetrahydrofuran and
reacted after 30 minutes with a solution of 1.79 g of acetone. The reaction
mixture is stirred for 24 hours at room temperature, poured into ice and
extracted with chloroform. The organic phase is washed, dried and
concentrated under vacuum. After chromatography over kieselgel (eluant
toluene/ethyl acetate 4:1) the title compound is obtained as an oil. 20
Example 3 a) trans-N-Methyl-N-(l -naphthylmethyl)-non-2-en-4-ynyl-1 -amine
[process c)] 72 ml of a 1.2 M solution of DIBAH in toluene are added
dropwise to a solution of 5 g N-methyl-
N-(l-naphthylmethyl)-2,4-nonadiynyl-1-amine in dry toluene and the
resulting mixture stirred under protective gas overnight at [err] and then
for 24 hours at room temperature. 



25  The excess reagent is broken down with 2N NaOH under cooling and the
reaction mixture extracted with ether. The organic phase is dried,
concentrated under vacuum and chromatographed over kieselgel (eluant -
toluene/ethylacetate 95:5). The title substance is isolated as an oil. b)
Hydrochloride salt 30      The compound from a) is converted to its
hydrochloride in conventional manner e.g. by treating with 4N ethanolic HCI
and melts after recrystallisation at [err] Example 4: N-Methyl-N-( 1
-naphthylmethyl)-deca-2(trans), 6(cis)-dien-4-ynyl-1 -amine 35      1 g
trans-N-Methyl-N-(1 -naphthylmethyl)-6-hydroxy-dec-2-en-4-ynyl-1 -amine are
refluxed 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 [err] dried and
concentrated under vacuum. The residue is chromatographed over kieselgel
(eluant- toluene/ethylacetate 9:1) to give the title product. 4
40 Example 5: N-Methyl-N-(1
-naphthylmethyl)-4-cyclohexyl-2-(trans)-4-pentadienyl-1 -amine (A) and
N-Methyl-N-( 1- naphthylmethyl)-4-cyclohexylidenyl-2-(trans)-pentenyl-1
-amine (B) 1 g
N-Methyl-N-(1-naphthylmethyl)-4-hydroxy-4-cyclohexyl-2-pentenyl-1-amine  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 [err] dried and
concentrated under vacuum. The residue is chromatographed over kieselgel
(eluant- toluene/ethyl acetate 9:1) to obtain first title product (A)
followed by title product (B) as oils. 50
Example 6: trans-N-Methyl-N-(
-naphthylmethyl)-4-cyclohexylidenyl-2-buten-yl-amine [process e)] 3 g
(1-Naphthylmethyl)methylamine and 2.86 g 4-cyclohexylidenyl-2-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 [err] and stirred for 2 hours at room 55
temperature. The reaction mixture containing the secondary amine thus
obtained is taken directly for reductive 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 [err] and stirred for 16 hours at
room temperature. The resulting mixture is concentrated under vacuum, the
residue partitioned between saturated NaHCO3 60 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
oil. The following compounds of formula I can be obtained in an analogous
manner. 65 10  
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0024587 In the following table NMR data are given. Data comprises peaks in
ppm relative to TMS as standard in CDCL3. Types of peaks are m = multiplet
5 dt = double triplet dm = double multiplet 10            s =singlet d =
doublet t=triplet 15 ps.t = pseudo triplet dd = double doublet 20
dbr = double broad br= broad qua = quartet 25 mbr = multiple broad sext =
sextuplet 30           ddd = double double doublet sbr =single broad 40 45
50 65 18    Example    Isomer           spectrum 1,7       trans
=7.7-8.0 (m, 2H); 7.15-7.45 (m, 4H); 6.14 (dt, J= 1 and 2 x 6.5 Hz,1 olef.
H; 6.65 (dm J = 16 Hz, 1 olef. H); 3.72 (s,2H); 3.10 (d, J = 6.5 Hz, 2H);
2.3 (m, 2H); 2.24 (s,3H); 1.2-1.7 (m, 4H); 0.9 (ps.t., 3H). 1,8       cis
[err] = 7.7-8.0 (m,2H); 7.15-7.45 (m,4H); 6.0 (dt, J = 11 and 2 x 6.5 Hz, 1
olef. H); 5.64 (dm, J = 11 Hz. 1 olef. H); 3.66 (s, 2H); 3.35 (d, J = 6.5
Hz, 2H); 2.34 (m, 2H); 2.28 (s, 3H); 1.2-1.7 (m, 4H); 0.9 (ps.t., 3H). 9
cis        8=8.2-8.4 (m, 1 H); 7.7-7.9 (m, 2H); 7.3-7.6 (m, 4H); 6.05 (dt,
J = 10.8 + 2 x 7 Hz, 1 olef. H); 5.65 (dm, J = 10.8 Hz, 1 oief. H); 



3.92 (s, 2H); 3.38 (dd, J = 7 u. 1.5 Hz, 2H); 2.34 (m,2H); 2.25 (s, 3H);
1.2-1.8 (m, 4H); 0.94 (m, 3H). 10        trans     [err] = 6.9-7.2 (m, 3H);
6.12 (dt, J = 16 and 2 x 6.5 Hz, 1 olef. H); 5.64 (dm, J = 16 Hz, 1 olef.
H); 3.4 (s, 2H); 3.05 (d, J = 6.5 Hz, 2H); 2.7-2.9 (m, 4H); 2.2-2.4 (m,
2H); 2.18 (s, 3H); 1.65-1.9 (m, 4H); 1.3-1.7 (m, 4H); 0.92 (m,3H). 11
cis         = 6.85-7.2 (m. 3H); 5.97 (dt, J = 11 and 6.5 Hz, 1 olef. H);
5.60 (dm, J = 1 1 Hz,1 olef. H); 3.45 (s, 2H); 3.30 (d, J = 6.5 Hz, 2H);
2.7-2.9 (m, 4H); 2.2-2.4 (m, 2H); 2.22 (s, 3H); 1.7-1.9 (m, 4H); 1.3-1.7
(m, 4H); 0.95 (m, 3H). 12    trans     [err] = 7.1-7.8 (m, 5H); 6.14 (dt, J
=16 and 2 x 6.5 Hz, 1 olef. H); 5.65 (dm, J = 16 Hz, 1 olef. H); 3.63 (s,
2H); 3.1 (d, J = 6.5 Hz, 2H); 2.2-2.4 (m,2H); 2.25 (s,3H); 1.2-1.7 (m,4H);
0.9 (m,3H). 1 3       cis       [err] = 7.1-7.8 (m, 5H); 6.0 (dt, J = 11
and 2 x 6.5 Hz, 1 olef. H); 5.64 (dm, J = 11 Hz, 1 olef. H); 3.66 (s, 2H);
3.35 (d. J = 6.5 Hz, 2H); 2.2-2.4 (m, 2H); 2.30 (s, 3H); 1.2-1.7 (m, 4H);
0.9 (m, 3H). 16  trans  [err] = 8.2-8.35 (m, 1 H); 7.7-7.9 (m, 2H); 7.3-7.6
(m, 4H); 6.18 (dt, J = 17 and 2 x 7 Hz); 5.65 (dm,J= 17 Hz,1 H); 3.9
(s,2H); 3.12 (dd, J = 7 u. 1 Hz, 2H); 2.22 (s, 3H); 1.25 (s, 9H). 17
cis       [err] = 8.2-8.35 (m, 1 H); 7.7-7.9 (m, 2H); 7.3-7.6 (m, 4H); 6.03
.(dt, J = 11 and 2 x 6.5 Hz, 1H); 5.65 (dbr,J=  11 Hz, 1H);3.92 (s,2h);3.38
(d, J=6.5 Hz, 2H); 2.26 (s, 3H; 1.27 (s, 9H). 18     trans     [err] =
8.2-8.35 (m,1 H); 7.7-7.9 (m, 2H); 7.2-7.6 (m, 9H); 6.36 (dt, J = 16 and2
6.5 Hz. 1H): 5.9 (dm,J= 16Hz, 1H); 3.94 (s,2H); 3.22   (d,J= 6.5 Hz, 2H);
2.28 (s. 3H). 19       cis        [err]= 8.2-8.4 (m, 1 H); 7.7-7.9 (m, 2H);
7.2-7.6 (m, 9H); 6.20 (dt, J = 11 and 2 6.5 Hz,1 H); 5.85 (d, J  11 Hz,1
H); 3.98 (s,2H); 3.50 (d, J  =6.5 Hz, 2H); 2.30 (s, 3H). 20        trans
[err]= 8.2-8.4 (m, 1 H); 7.7-7.9 m, 2H); 7.3-7.6 (m, 4H); 6.20 (dt, J = 16
and 2 x 6.5 Hz, 1 H); 5.80 (dm, J = 16 Hz, 1 H); 3.90(s, 2H); 3.14(dJ=6.5
Hz,2H); 2.5 (m,1H); 2.24 (s,3H); 1.2-1.7 (m, 2H); 1.18 (d, J   7 Hz, 3H);
1.0 (t, J = 7 Hz, 3H). 21        cis       [err] = 8.2-8.4 (m, 1 H); 7.7
-7.9 (m 2H); 7.3-7.6 (m, 4H); 6.05 (dt, J = 11 and 2 x 6.5 Hz,1H ); 5.67
(dm, J =  11 Hz,1 H): 3.94 (s,2H); 3.40 (d, J = 6.5 Hz, 2H); 2.55 (m, 1 H);
2.28 (s,3H); 1.2-1.8 (m, 2H); 1.20 (d,J= 7 Hz, 3 H; 1.02 (t, J = 7 Hz, 3H).
22     trans   [err] = 8.2-8.35 (m, 1 H); 7.65-7.9 (m, 2H); 7.3-7.6 (m,
4H); 6.20(dt, J = 16 and 2 x 6.5 Hz, 1 H); 5.68 (dm, J=16 Hz,1H); 3.88 (s,
2H); 



3.13 (d, J = 6.5 Hz, 2H); 2.22 (s, 3H); 2.2 (m, 2H); 1.6-2.1 (m, 1 H); 1.0
(d. J=7Hz,6H) 19    0024 587 Example   Isomer
Spectrum 23        cis       8 = 8.2-8.4 (m, 1 H); 7.7-7.9 (m, 2H); 7.3-7.6
(m, 4H); 6.04 (dt, J = 12 and 2 x 7 Hz, 1 H); 5.65 (dbr, J = 12 Hz, 1 H);
3.90 (s, 2H); 3.38 (d, J = 7 Hz. 2H): 2.24 (s, 3H); 2.2 (m, 2H); 1.6-2.0
(m, 1 H); 1.0 (d, J = 7 Hz, 6H). 24         trans    [err]= 8.2-8.4 (m, 1
H); 7.65-7.9 (m, 2H); 7.3-7.6 (m, 4H); 7.15-7.3 (m, 2H); 6.95 (m 1 H); 6.36
(dt, J =16 u. 2 x 6 Hz, 1H): 5.9 (dbr, J =16 Hz,1 H); 3.92 (s, 2H); 3.20
(d, J =6 Hz, 2H); 2.28 (s, 3H). 2,25       trans     = 8.15-8.35 (m, 1 H);
7.6-7.9 (m, 2H); 7.3-7.6 (m, 4H); 6.22 (dt, J= 16and2 x 6.5Hz, 1H);
5.67(dt,J= 16and2 x 1.5Hz,1H);3.88 (s, 2H); 3.13 (dd, J= 6.5 u. 1.5 Hz);
'2.22 (s, 3H); 2.15 (br. -OH); 1.5 (s, 6H). 26         trans    identical
with Ex. 2,25 exceptS = 1.8 (br, OH); 1.65 (qua, J = 8 Hz, 4H); 1.0
(t,J=8Hz,6H). 27      trans    [err] = 8.2-8.35 (m, 1 H); 7.6-7.9 (m, 2H);
7.3-7.6 (m, 4H); 6.26 (dt, J= 16 and 2 x 6 Hz, 1 H); 5.7 (dm, J = 16 Hz, 1
H); 4.46 (mbr, 1 H); 3.90 (s, 2H); 3.15 (d, J = 6 Hz, 2H) 2.25 (s, 3H); 2.0
{br, OH); 1.2-1.8 (m, 6H); 0.9 (m,3H). 28         trans     5 = 8.15-8.35
(m, 1 H); 7.7-7.9 (m, 2H); 7.3-7.6 (m, 4H); 6.25 (dt, J = 16 and 2 x 6.5
Hz, 1 olef. H); 5.70 (dbr, J = 16 Hz,1 H); 3.9 (s,2H); 3.14 (d, J = 6.5 Hz,
2H); 2.24 (s, 3H); 2.1 (br, OH); 1.72 (qua, J = 7 Hz, 2H) 1.50 (s,3H); 1.04
(t, J = 7 Hz, 3H). 29         trans    [err] = 8.15-8.35 (m, 1 H); 7.7-7.9
(m, 2H); 7.3-7.6 (m, 4H); 6.22 (dt, J = 16 and2 x 6.5Hz, lH);5.70(dm,J=
16Hz,1H);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);
7.7-7.9 (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 = 6.5
Hz); 2.21 (s, 3H); 2.2-2.4 (m, 2H); 1.2-1.8 (4H); 0.8-1.05 (m, 3H). 31
trans    identical with Ex. 3,30 except: [err] = 2.28 (t,2H); 1.55 (sext.,
2H); 1.0 (t, 3H). 32         trans    identical with Ex.3,30 except: [err]
= 1.2-1.8 (m, 6H). 33   trans    identical with Ex. 3,30 except: 8= 1.2-1.8
(m, 8H). 



34         trans     [err] = 8.5 (br, 1 H); 7.3-7.9 (m, 6H); 6.02 (ddd, J =
5, 8 + 1 6 Hz, 1 H): 5.46 (dbr. J = 16 Hz,1 H); 3.80 (br,1 K): 3.1-3.35 (m,
2H): 2.52 (dd, 8 + 14 Hz, 1 H); 2.0-2.35 (m, 3H); 1.6-2.0 (m, 6H);1.54
(sext, J  7 Hz, 2H); 0.97 (t,J=7Hz,3H). 35         trans    identical with
Ex. 34 except:[err] = 1.3-1.7 (m, 4H); 0.9 (ps.t, 3H). 4,36       trans
[err] = 8.2-8.35 (m,1H); 7.7-7.9 (m, 2H); 7.3-7.6 (m, 4H); 6.26 (dt, J =
15.5+2x6.5Hz,1H);5.9(dt,J=11 +2x7Hz);5.85(d,J=15.5 Hz,1 H); 5.58 (dbr, J =
11 Hz); 3.92 (s,2H); 3.18 (d, J = 6.5 Hz, 2H); 2.35 (t. 2H): 2.26 (s, 3H);
1.2-1.7 (m, 2H); 0.95 (ps.t. 3H). 37        trans      [err] = 8.15-8.35
(m,1H); 7.7-7.9 (m,2H); 7.3-7.6 (m,4H); 6.25 (dt, J= 16 + 6 Hz,1 H); 5.86
(d, J = 16 Hz,1 H); 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 Hz) und 1.7 (d,
J = 7 Hz); [err] 3H, in ratio 6/11; 1.06 (t, 3H). 38         trans    [err]
= 8.2-8.35 (m,1 H); 7.7-7.9 (m, 2H) 7.3-7.6 (m, 4H); 6.30 (dt. J = 16 + 2 x
6 Hz,1 H); 5.86 d, J = 16 Hz,1 H); 5.75 (m,1 H);3.92 (s,2H); 3.18 (d,J =6
Hz,2H); 2.26 (s,3H); 1.87 (s,3H); 1.8 u. 1.7 (2 d,3H). 20    0024 587
Example    Isomer                              Spectrum 39        trans
[err] = 8.2-8.4 (m, 1 H); 7.7-7.9 (m, 2H); 7.3-7.6 (m, 4H) 6.28 (dt, J = 16
+ 2 x 6.5 Hz, 1 H); 5.84 (dm, J =16 Hz, 1 H); 5.30 (m, H =C    [err]; 3.92
(s, 2H); 3.18 (d,.J = 6.5 Hz, 2H); 2.26 (s, 3H); 1.18 (s, 9H). H 5,44
trans     [err] = 8.2-8.35 (1 arom. H); 7.7-7.9 (2 arom. H); 7.3-7.6 (4
arom. H); 6.22 A                    (d,1 olef. H,.J = 16 Hz); 5.93 (dt, 1
olef. HJ = 16 + 2 x 6.5 Hz); 4.87 u. 4.83 H (  =C   ); 3.90 (s, 2H); 3.19
(d, 2H, J = 6.5 Hz); 2.25 (s, 3H); 1.0-2.4 (11 H, Cyclohexyl). B      trans
= 8.2-8.35 (1 arom. H); 7.7-7.9 (2 arom. H); 7.3-7.6 (4 arom. H); 6.79 (d,
1 olef. H.J = 16 Hz); 5.80 (dt, 1 olef. H, J = 16 + 2 x 6.5 Hz); 3.92 (s,
2H); 3.24 (d, 2H, J = 6.5 Hz); 2.2-2.5 (m, 4H); 2.26 (s, 3H); 1.88 (s, 3H),
1.58 (br,6H). 40        trans      [err] = 8.15-8.30 (m, 1 H); 7.7-7.9 (m,
2H); 7.3-7.6 (m, 9H); 6.51 (d, J = 18 Hz, 1 H); 5.82 (dti  =18+2 x 7.5 Hz,1
H); [5.26 (sbr, 1 H) + 5.14 (d, 



J =2 Hz,1H) H =C    ]; 3.88 (s, 2H); 3.20 (d, J = 7.5 Hz, 2H); 2.22 (s,
3H). H 41        trans     [err]=8.2-8.35 (m,1 H); 7.7-7.9 (m,2H); 7.3-7.6
(m,4H); 6.24 (d, J =16 Hz, 1 olef. H); 5.85 (dt, J = 16 + 2 x 6.5 Hz.1
olef. H); 4.95 (dd, J = 11 + 2Hz, 2 olef. H); 3.9 (s, 2H); 3.18 (d, J = 6.5
Hz, 2H); 2.24 (s, 2H); 2.13  I (d,J=6.5Hz,2H); 1.6-2.1 (m. 1H);
0.9(d,J=6.5Hz,6H). 42        trans     [err] = 8.2-8.35 (m, 1 H); 7.65-7.9
(m, 2H); 7.3-7.6 (m, 4H); 6.26 (d,J = 16 Hz, 1H); 5.86 (dt,J=16+2 x 6.5 Hz,
1H); 4.95 (s, =C    ; 3.90(s,2H); 3.18(d, J =6.5 Hz,2H); 2.24 (s,3H); H
2.15-2.35 (m, 2H);1.1-1.7 (m,4H);0.9 ps.t, 3H). 43        trans     [err] =
8.2-8.35 (m, 1H); 7.7-7.9 (m, 2H); 7.3-7.6 (m, 4H); 6.30 (d,J = 15.5 Hz,1
H); 6.02 (dt, J = 15.5 Hz + 2 x 6.5 Hz,1 H); [5.07 (sbr,1 H) + 4.80 (d, J
=2 Hz, 1H ), H =C    1; 3.9 (s, 2H); 3.16 (d, 2H); 2.25 (s, 3H); 1.1 (s,
9H). H 21    0024587 Example    Isomer
Spectrum 6,45     trans     8 = 8.2-8.35 (1 arom. H); 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);
3.20 (d, J = 6.5 Hz, 2H); 2.25 (s, 3H); 2.1-2.4 (m, 4H); 1.6 (br, 6H). 46
trans      [err] =8.15-8.35 (m, 1 H); 7.7-7.9 (m, 2H); 7.3-7.6 (m, 4H); 6.3
(dt, J = 16 + 2 x 6.5 Hz,1 H); 5.7 (dm, J = 16 Hz,1 H); 4.34 (d, J = 2
Hz,2H); 3.9 (s,2H); 3.16 (d,J= 65 Hz,2H); 2.24 (s,3H); 2.2 (OH). 47
trans     [err] = 8.2-8.35 (m, 1 H); 7.65-7.9 (m, 2H); 7.3- 7.51m, 4H);
6.17 (dd, J =16 + 7 Hz, 1 H); 5.58 dm, J = 16 Hz, 1 H); 3.9 (AB-System,
2H); 3.25 (m, 1 H); 2.1-2.3 (m,2H); 2.14 (s, 3H); 1.3-1.6 (m,4H); 1.18 (d,
J = 7 Hz, 3H); 0.85 (m, 3H). 48        cis        = 8.2-8.35 (m, 1 H);
7.6-7.9 (m, 2H); 7.3-7.6 (m, 4H); 5.98 (dd, J = 11 + 9 Hz, 1 H); 5.6 (dm, J
= 11 Hz, 1 H); 3.96 (AB-System, 2H); 3.8; 



(m, 1 H); 2.1-2.3 (m, 2H); 2.16 (s, 3H); 1.2-1.6 (m, 4H); 1.26 (d, J = 7
Hz, 3H); 0,82  (m, 3H). 49       trans     8 = 8.15-8.35 (m, 1 H); 7.6-7.9
(m, 2H); 7.3-7.6 (m, 4H); 6.14 (dt, J=  16+2 x 6.5 Hz,1H); 5.66 (dm,J =
16Hz,1H); 3.86 (s,2H); 3.10 (d,j = 6.5 Hz, 2H); 2.2 (s, 3H); 1.4 (qua, J  7
Hz, 2H); 1.15 (s, 6H); 0.9 (t,J = 7 Hz, 3H). 50       cis       [err]=
8.2-8.35 (m, 1 H); 7.6-7.9 (m, 2H); 7.3-7.6 (m, 4H); 6.0 (dt, J = 11 + 2 x
6.5 Hz,1 H); 5.64 (dm, J= 11 Hz, 1 H); 3.9 (s, 2H); 3.35 (d, J = 6.5 Hz,
2H); 2.22 (s, 3H); 1.45 (qua, J = 7 Hz, 2H); 1.18 (s, 6H); 0.95 (t, J = 7
Hz, 3H). 51  trans  [err] = 8.15-8.35 (m, 1 H); 7.6-7.9 (m, 2H); 7.3-7.6
(m, 4H); 6.16 (dt, J = 16 + 2 x 6.5 Hz, 1 H); 5.66 (dm, J = 1 6 Hz, 1 H);
3.86 (s, 2H); 3.10 (d, J = 6.5 Hz, 2H);2.7 (br, 1H); 2.2 (s, 3H); 1.4-2.1
(m,8H). 52       cis       [err] = 8.15-8.35 (m, 1 H); 7.6-7.9 (m, 2H);
7.3-7.6 (m, 4H); 6.0 (dt, J =  1 +2 x 6.5 Hz, 1H); 5.64 (dm,J = 11 Hz, 1H);
3.9(s, 2H); 3.36 (d, J =6.5 Hz, 2H); 2.75 (br, 1H); 2.22 (s, 3H); 1.4-2.1
(m,8H). 55        trans   i  = 7.8-8.1 (m, 2H); 7.25-7.5 (m, 3H); 6.50 (dd,
J = 17 + 12 Hz, 1 H); 5.85 (d, J = 12 Hz,1 H); 5.74 (dt, J = 17 u.2 x 7 Hz,
I H); 3.77 (s,2H); 3.14 (d, J = 7 Hz, 2H); 2.0-2.4 (m, 4H); 2.25 (s, 3H);
1.55 (sbr, 6H). 56       trans   [err] = 8.2-8.4 (m, 2H); 7.25-7.7 (m. 3H);
6.74 (d, J = 8 Hz, 1 H); 6.2 (dt, J=18+2x7Hz,1H);5.67(dt,.J=18u.2x15Hz,1H);
4.0(s,3H);3.82 (s, 2H); 3.10 (dd, J = 7 u. 1.5 Hz); 2.2 (s, 3H); 1.24 (s,
9H). 57       cis       [err]  8.2-8.4 (m, 2H); 7.2 5-7.7 (m, 3H); 6.74 (d,
J = 8 Hz, 1 H); 6.05 (dt, J =12 x 2 x 7.5 Hz,1 H); 5.65 (dt, J = 12 u.2 x
1.5 Hz,1 H); 4.0 (s,3H); 3.85 (s, 2H), 3.35 (dd, J = 7.5 u. 1.5 Hz, 2H);
2.24 (s, 3H); 1.26 (s, 9H). 58       trans   [err] = 7.2-7.8 (m,6H); 6.44
(dd, J + 17 + 12 Hz,1 H); 5.80 (d,J= 12 Hz,1 H); 5.66(dt,J=17+2 x7Hz,1H);
5.0(t,J=6Hz,1H);3.33(d,J=6Hz,2H); 3.14 (d, J=7 Hz,2H; 2.0-2.4 (m,4H); 2.12
(s,63H); 1 .5 sbr,6H). 59  trans   = 7.1-7.7 (m,6H); 6.04 (dt, J= 16 + 2 x
6.5 Hz, 1 H); 5.6 (dm,  J = 16 Hz, 1H); 4.9(t,J = 6 Hz, 1H); 3.22 (d, J
6Hz, 2H); 3.0(d, J  6.5 Hz, 2H); I    2.1 (s, 3H); 1.18 (s, 9H). 53
trans     [err] = 8.15-8.35 (m, 1 H); 7.6-7.9 (m, 2H); 7.3-7.6 (m, 4H);
6.15 (dt, J= 16 +2 x 6.5Hz, 1H);5.65 (dm,J= 16Hz, 1H);3.85(s,2H);3.10(d, J
= 6.5 Hz, 2H); 2.2 (s, 3H); 1.8-2.1 (br, 9H); 1.6-1.8 (br, 6H). 22    



0024587 The required starting materials can be obtained e.g. as follows. 1.
Compounds of formula IV: 5  A) (3-Benzotb]thiophenemethyl)methylamine (for
Ex. 1) 3-Chloromethylbenzo[B]thiophene is dissolved in benzene, added
dropwise to a ca. 10-fold excess of methylamine in ethanol at [err] and
then stirred for 16 hours at room temperature. The crude mixture is
concentrated under vacuum, the residue partitioned between
methylenechloride and 1N NaOH and the organic phase dried and evaporated
under vacuum. The purified product is obtained 10 by vacuum distillation
b.p. [err] Pa. B) (3-Benzo[Blfurenmethyl)methylamine (for Ex. 12 and 13)
Obtained analogously to Example A) b.p. 105-110/5.3 Pa. 15 C)
2-(l-Naphthyl)piperidine (for Ex. 15, 34 and 35) A Grignard complex is
prepared by adding 43.4 g of 1-bromonaphthalene in absolute ether dropwise
to 5.1 g of magnesium in 50 ml of absolute ether. The ether is removed from
the reaction mixture and replaced by absolute 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  HCI-solution. After
neutralisation  and  working  up  the  2-(1-naphthyl)-3,4,5,6-
tetrahydropyridine is dissolved directly in methanol and. reduced with
NaBH4. After normal working up the product is converted with alcoholic HCI
solution to its hydrochloride. M.p. 287-289 (after intensive drying under
high vacuum [err] 25 25 2. Compounds of formula V:.
S D) 1-Bromo-6,6-dimethyl-2-hepten-4-yne (for Ex. 16, 17, 56, 57 and 59)
30. (a) 6,6-Dimethyl-1-hepten-4-yn-3-ol 38 ml 3,3-Dimethyl-1-butyne are
dissolved in abs. tetrahydrofuran and 172 ml of a 20% solution of
n-butyl-lithium added dropwise under protective gas at a temperature of
-20. The reaction mixture is then cooled to -75 and 19.3 g acrolein in 20
ml of tetrahydrofuran added dropwise. The mixture is warmed to room
temperature, reacted with saturated aqueous [err] 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 50 ml 48% HBr and 10 g [err] 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
100 and stirred for [err] 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 [err] dried and
concentrated. NMR-spectrography shows that the oily product comprises a 3:1
mixture of trans- and cis-l-bromo-6,6-dimethyl-2-hepten-4-yne and is taken
directly for alkylation. 



45      NMR: [err] 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-CH2Br], 1.20 (m, 9H). Analogously to D) above
the following compounds of formula V can be obtained. 50 55 60 65 23
0024 587 TABLE II [err] 40 The remaining compounds of formula V can be
obtained analogously to D) above. 3. Compounds of formula VIII 45 M)
N-Methyl-N-(1-naphthylmethyl)octa-2,4-diynyl-I-amine (for Ex. 31) 9 g
1,3-Heptadiyne, 16 g N-methyl-(1 -naphthylmethyl)amine, 2.8 g
paraformaldehyde and 1.3 g [err] (anhydrous) are heated for 3 hours at
[err] in absolute dioxane. After cooling the solvent is removed under
vacuum, the residue partitioned between chloroform and aqueous [err] 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-nonadiynyl-1-amine (for Ex. 3) 8.25 g
1 -Bromohexyne are added dropwise to a mixture of 16 g N-methyl-N-(1
-naphthylmethyl)- propargylamine, 0.5 g [err] 0.25 g [err] and 20 ml 70%
ethylamine. The reaction mixture is 55 stirred 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 NaCI, dried 'and evaporated. The title substance is obtained as an
oil after chromatography over Kieselgel (eluant toluene/ethyl acetate
95:5). 60 0)
N-Methyl-N-(l-naphthylmethyl)-4-t.butyl-pent-2-yn-4-enyl-1-amine (for Ex.
43) 933  mg
N-Methyl-N-(l-naphthylmethyl)-4-hydroxy-4,5,5-trimethyl-2-hexynyl-1-amine
are dissolved in abs. pyridine, warmed to [err] and 0.4 ml [err] added.
Stirring is carried out for one hour at 9Q0, 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). 55
Analogously to M), N) and 0) above, the following compounds of formula Vill
may be obtained. 24  



0024 587 TABLE III [err] 30 The remaining compounds of formula VIII can be
prepared analogously to M), N) and 0) above. 4. Compounds of formula If 35
U) N-Methyl-N-(1 -naphthylmethyl)-4-hydroxy-4-cyclohexyl-2-pentenyl-1
-amine (for Ex. 5) a)
N-Methyl-N-(1-naphthylmethyl)-4-hydroxy-4-cyclohexylpent-2-ynyl-1-amine
10.7 ml 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 solution of 1.79 g cyclohexylmethyl
ketone. Stirring is continued for 24 hours at room temperature and the
mixture poured onto ice and extracted with ether. The organic phase is
washed, dried and concentrated under vacuum. Chromatography over kieselgel
(eluant toluene/ethylacetate 4:1) yields the title product as an oil. 45 b)
N-Methyl-N-(1-naphthylmethyl)-4-hydroxy-4-cyclohexyl-2-pentenyl-1-amine 10
g of the substance obtained under a) are dissolved in tetrahydrofuran and
added dropwise to a suspension of 1.4 g UAIH4 in abs. tetrahydrofuran and
the mixture refluxed for 3 hours. Excess reagent is destroyed with ethyl
acetate/[err]. After extraction with ether, drying and evaporation under
vacuum followed by chromatography over kieselgel (eluant [err] 95:5) the
title product is obtained 50 as an oil. Analogously to U) above the
following compounds can be obtained. 55 60 65    0024 587 [err]
TABLE IV Compounds of formula IX can be prepared analogously to Example 6
above and are preferably taken directly without further purification or
isolation .for the final step. 45 50 60 65 26 



0024 587 Example                                        Spectrum N)
[err] = 8.2-8.35 (1 arom. H); 7.7-7.9 2 arom. H); 7.3-7.6 (4 arom. H): 3.97
(s, 2H); 3.37 (s, 2H); 2.40 (s, 3H); 2.2-2.4 (m, 2H); 1.2-1.8 (4H);
0.8-1.05 (m, 3H). M)                 identical with N) except: 8 = 2.28 (t,
21); 1.58 (sext., 2H); 1.0 (t, 3H). P)                 identical with N)
except: [err] = 1.2-1.8 (m, 6H). Q)                 identical with N)
except: [err] = 1.2-1.8 (m, 8H) R)                 [err] = 8.1-8.25 (m, 1
H); 7.6-7.85 (m, 2H); 7.2-7.5 (m, 4H); 3.92 (s, 2H); 3.33 (s, 2H); 2.35 (s,
3H); 1.22 (s, 9H). S)                 [err] = 8.5 (br, 1 H); 7.3-7.9 (m,
6H); 4.05 (br, 1 H); 3.24 (s, 2H); 3.12 (m, 1 H); 2.5-2.8 (m. 1 H); 2.26
(t, J = 6.5 Hz. 2H); 1.6-2.0 (m, 6H); 1.56 (sext., J =7 Hz,2H); 0.99 (t, J
= 7 Hz,3H). T)          identical with S) except: [err] = 2.28 (ps.t, 2H);
1.3-1.7 (m, 4H); 0.91 (ps.t, 3H). U)       a)        [err] = 8.2-8.35 (1
arom. H); 7.7-7.9 (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 (11  H). b)       [err]  8.2-8.35
(1 arom. H); 7.7-7.9 (2 arom. H); 7.3-7.6 (4 arom. H); 5.76 (m, 2 olef. H);
3.91 (s, 2H); 3.13 (m. 2H); 2.25 (s, 3H); 1.23 (s, 3H1); 0.8-2.0 (11H). V)
a)        [err] = 8.15-8.35 (m, 1 H); 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, 1 Hi; 2.0 (s; Oft;
1.62 (d, J  6.5 Hz, 2H); 1.53 (s,3H); 1.04 u. 1.02 (2 d, J =6.5 Hz,  6H).
b)       6 = 8.2-8.4 (m, 1 H); 7.7-7.9 (m, 2H): 7.3-7.6 (m, 4H); 5.78
(AB-portion of an ABX2-system, 2 olef. H); 3.90 (s, 2H); 3.12 (m, 2H); 2.22
(s, 3H); 1.3-2.0 (m, 1 H); 1.5 (s, OH); 1.4 (d, 2H); 1.3 (s, 3H); 0.92 u.
0.90 (2d,J=7Hz [err]6H). a)        [err] = 8.2-8.35 (m, 1 H); 7.7-7.9 (m,
2H); 7.3-7.6 (m, 4H); 3.98 (s, 2H); 3.36 s, 2H1); 2.38 (s, 3H); 2.1 (br,
OH); 1.2-1.9 (m, 6H); 1.56 9s, 3H); 0.95 (ps.t., 3H).
, b)        [err] = 8.2-8.35 (m, 1 H); 7.7-7.9 (m, 2H); 7.3-7.6 (m, 4H);
5.85 (AB-portion of an [err]-system, 2H); 3.90 (s, 2H); 3.12 (m, 2H); 2.25
(s, 3Hj; 1.2-1.7 (m, 6H + [err] 1.28 (s, 3H); 0.9 (ps.t., 3H). X)       a)
[err] = 8.2-8.35 (m, 1 H); 7.7-7.9 (m, 2H); 7.3-7.6 (m, 4H); 4.0 (s, 2H); i
3.38 (s, 2H): 2.4 (s, 3H); 1.96 (br, OH); 1.54 (s, 3H); 1.14 (s, 9H). b)
[err] = 8.2-8.4 (m, 1 H); 7.65-7.9 (m, 2H); 7.3-7.6 (m, 4H); 5.6-6.1 



(AB-portion of an ABX2-system, J = 15 + 2 x 5.5 Hz, 2H); 3.92 (s, 2H); 3.16
(d, 2H; J = 5.5 Hz); 2.25 (s. 3H); 1.4 (br, OH); 1.26 (s, 3H); 0.96 (s,9H).
Y)       a)        a = 8.2-8.35 (m, 1 H); 7.6-7.9 (m, 4H; 7.2-7.6 (m, 7H);
4.0 (s, 2H); 3.4 (s, 2H); 2.65 (br, OH); 2.4 (s, 3H); 1.85 (s, 31). b)
8.15-8.35 (m,1 H); 7.65-7.9(m,2H); 7.2-7.6 (m,9H); 5.6-6.1 AB-portion of an
ABX2-system, J = 15 Hz + 2 x 5.5 Hz, 2H1); 3.88 (s, 2H); 3.13 (d, J= 5.5
Hz. 2H); 2.24 (s. 3H); 2.0 (s, OH); 1.65 (s, 3H). 27    Claims for the
Contracting States: BE CH DE FR GB IT LI LU NL SE 1. A compound of formula
1, .10 wherein                              [err] a) [err] represents a
group of formula 15 [err] and R2 represents hydrogen or [err] together
represent a group of formula 45 whereby.in the formula Ila to IIi, [err]
represent, independently, hydrogen, fluorine, chlorine, bromine,
trifluoromethyl 50 hydroxy, nitro, [err] [err] represents hydrogen,
fluorine, chlorine, bromine, hydroxy, [err] represents oxygen, sulphur
imino, [err]or a radical of [err] p is 1, 2 or 3, r is 1, 2 or 3, 55
s     is 3,4  or 5, t is 2, 3 or 4, and v is 3, 4, 5 or 6; R3 and Rs
represent, independently, hydrogen or [err] and R4 represents
[err]cycloalkyl-[err] and 60 i 65 28   



0024587 [err] represents a group of formula [err] wherein [err] represents
hydrogen, optionally [err]-hydroxy substituted [err] 15 cycloalkyl,
cycloalkylalkyl, phenyl, phenalkyl or thienyl, [err]represent,
independently, hydrogen or [err] and =C   Z represents a
[err]cycloalkylidene radical optionally containing a double bond; or b)
[err] represents a group of formula IIa to IIg as defined under a), 20
[err] represents hydrogen or [err] [err] together form a group [err]
wherein u is an integer of 1 to 8, and [err] have the meanings given under
a). 2. A compound as claimed in Claim 1 wherein a) [err] represents a group
of the formula IIa, IIb, IIe, 25    [err] represents hydrogen, [err]
represents hydrogen, -R4 represents [err] Rs represents hydrogen or [err]
[err] together form a group [err] or
I 30 b) wherein R, and R2 together represent a group of the formula IIh,
, R3 represents hydrogen,
) R4 represents C,-4alkyl, R5 represents C1,4alkyl and Rs is as defined in
Claim 1.
- 36      3. A compound as claimed in Claim 1 or Claim 2 wherein R.
represents a group of formula Ilia 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     L4 Ha as defined in Claim 1.
0 5. A compound as claimed in any one of Claims 1 to 4 wherein the double
bond between the 4C group R. and the nitrogen atom is in the trans
configuration.                                           !4 6. A compound
as claimed in any one of Claims 1 to 5 wherein RA, represents C,-,2alkyl,
C3s6alkenyl, C3..6alkynyl, cycloalkylalkyl, phenyl or phenalkyl and all
other substituents are as defined in Claim 1. 7. A compound as claimed in
any one of Claims 1 to 5 wherein RA, represents C2.4alkyl,; 45 C34alkenyl,
C3 4alkynyl, cyclopentyl, cyclohexyl, cyclopentyl(C,.2)alkyl,
cyclohexyl(C1.2)alkyl, phenyl, phenyl(Cl.2)alkyl or thienyl. 8.
N-Methyl-N-(1-naphthylmethyl)-non-2(trans)-en-4-ynyl-1-amine. 



9.
N-Methyl-N-(1-naphthylmethyl)-6,6-dimethylhept-2(trans)-en-4-ynyl-1l-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 claimed in any one of
Claims 1 to 9 in the form of its hydrochloride. 12. A chemotherapeutical
composition comprising a compound as claimed in any one of Claims 1 to 9 or
a chemotherapeutically acceptable acid addition salt thereof in admixture
with a chemothera- peutically acceptable diluent or carrier. 55       13. A
compound as claimed in any one of Claims 1 to 9 or a 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
chemotherapeutically acceptable acid addition salt thereof for use as an
antimycotic agent. 15. A process for the production of compounds of formula
I as defined in Claim  1 which 60 comprises 65 29    0 024 587 a) when
[err] represents a group of formula IIIa, as defined above, (compound
Ia),reacting a compound of formula IV, 5
~~~~~~R2-.C-NH-R4 R3 wherein [err] are as defined above, with a compound of
formula V [err] wherein A is a leaving group, [err] is as defined above,
and [err] stands for a group of formula IIIa, as defined above, or b) when
[err] represents a group of formula IIIa, wherein [err] represents [err]
(compounds lb), reacting a metalated compound of formula Ic, 20 25
[err] wherein [err] are as defined above, with a carbonyl compound of
formula VII, [err] 30 wherein [err] represent independently hydrogen or
[err] or 35     c) when the double bond between [err] and the nitrogen atom
is in trans configuration (compounds Id) reducing a compound of formula
VIII, [err] 



wherein [err] are as defined above, with dii so butylaluminiu,hydride, or
45      d) when [err] represents a group of IIIb of IIIc as defined above
or a group of formula IIId, [err] wherein [err] are as defined above
(compounds le) splitting off water from a compound of formula If [err] 60
65 30    0024 587                        L wherein [err] are as defined
above, and [err] represents a group of formula IIe, IIIf, or IIIg OH
wherein [err] are as defined above, or e) when [err] represents hydrogen or
[err] and [err]represents [err] [err]compounds 1g), introducing, in manner
conventional for the hydrocarbylation of secondary 20 amines. the group R4'
into a compound of formula IX, wherein                         [err] [err]
are as defined above, [err] represents hydrogen or [err] and 30      [err]
represents  [err] Claims for the Contracting State: AT 35     1. A process
for preparing a compound of formula I wherein
[err] a) R, represents a group of formula 45 [err] [err] 50    and R2
represents hydrogen or [err] together represent a group of formula 10
whereby in the formulae IIa to Ill, [err] represent, independently,
hydrogen, fluorine, chlorine, bromine, trifluoromethyl, hydroxy, nitro,
[err] 



R9 represents hydrogen, fluorine, chlorine, bromine, hydroxy, [err] X
represents oxygen, sulphur, imino, [err] imino or a radical of formula 15
p is 1, 2 or 3, r is 1, 2 or 3, s is 3, 4 or 5, t is 2, 3 or 4, and v is 3,
4, 5 or 6; 20      [err] represent, independently, hydrogen or [err] and
[err] represents [err] and [err] represents a group of formula -C   C -R11
IIIa            -C   CH2            Illb wherein
[err] [err] represents hydrogen, optionally a-hydroxy substituted [err] 35
cycloalkyl, cycloalkylalkyl, phenyl, phenalkyl or thienyl, [err] represent,
independently, hydrogen or [err] =C   Z represents a [err]cycloalkylidene
radical optionally containing a double bond; or b) [err] represents a group
of formula IIa to IIg as defined under a), 40    R2 represents hydrogen or
[err] R3 and R4 together form a group -[err], wherein u is an integer of 1
to 8, and [err] have the meanings given under a), which comprises a) when
R, represents a group of formula IIIa, as defined above, (compound la),
reacting a 45 compound of formula IV, wherein [err] to R4 are as defined
above, with a compound of formula V, [err] wherein A is a leaving group,
[err] is as defined above, and [err] stands for a group of formuia IIIa as
defined above, or 60 65. 32    0024587 b) when [err] represents a group of
formula IIIa. wherein [err] represents [err] (compounds lb), reacting a
metalated compound of formula Ic, [err] to wherein [err] are as defined
above, with a carbonyl compound of formula VII, 



[err] wherein [err] represent independently hydrogen or [err] c) when the
double bond between [err] and the nitrogen atom is in trans configuration
(compounds 20 Id) reducing a compound of formula VIII, [err] wherein [err]
are as defined above, with diisobutylaluminiumhydride, or d) when [err]
represents a group of Illb or IIIc as defined above or a group of formula
IIId, 30 [err] wherein [err] are as defined above (compounds le) splitting
off water from a compound of formula If [err] 45 wherein [err] are as
defined above, and [err] represents a group of formula Ille, IIIf or 111g,
OH                               OH      R13 60                      [err]
wherein [err] are as defined above, or e) when [err] represents hydrogen or
[err] 65 33    0024 587 [err] (compounds Ig), introducing, in manner
conventional for the hydrocarbylation of secondary amines, the group R4'
into a compound of formula IX, [err] 10 wherein [err] are as defined above,
[err] represents hydrogen or [err] and [err] represents [err] 2. A process
according to Claim 1, wherein t5 a) [err] represents a group of the formula
IIa, IIb, lie, [err] represents hydrogen, [err] represents hydrogen, [err]
represents [err] [err] represents hydrogen or [err] 20    [err]together
form a group [err] b) wherein [err] together represent a group of the
formula IIh, 



[err] represents hydrogen, [err] represents [err] [err] represents [err] 25
[err] is as defined in Claim 1. 3. A process according to Claim 1 or Claim
2 wherein [err] represents a group of formula IIIa as defined in Claim 1.
4. A process according to any one of Claims 1 to 3 wherein R, represents a
group of formula Ila as defined in Claim 1. 30      5. A process according
to any one of Claims 1 to 4 wherein the double bond between the group [err]
and the nitrogen atom is in the trans configuration. 6. A process according
to any one of Claims 1 to 5 wherein [err] represents [err] [err] and all
other substituents are as defined in Claim 1. 7. A process according to any
one of Claims 1 to 5 wherein [err] represents [err] 35 [err]  cyclopentyl,
cyclohexyl,  cyclopentyl[err]  cyclohexyl[err],  phenyl, phenyl[err]alkyl
or thienyl. 8. A process according to Claim  1, wherein the compound
obtained is N-methyl-N-( 1- naphthylmethyl)-non-2(trans)-en-4-ynyl-1-amine.
9. A process according to Claim  1 wherein the compound obtained is
N-methyl-N-(1- 40 naphthylmethyl)-6,6-dimethyl-hept-2(trans)-en-4-ynyl-1
-arhine. 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. 11. A
process according to any one of Claims 1 to 9 wherein the compound is
obtained in the form of its hydrochloride. 45      12. A compound of
formula I defined in Claim 1, whenever prepared by a process according to
any one of Claims 1 to 11. 13. A chemotherapeutical composition comprising
a compound according to Claim 12 or a chemotherapeutically acceptable acid
addition salt thereof in admixture with a chemotherapeutically acceptable
diluent or carrier. 50      14. A process for preparing a chemotherapeutic
composition which comprises admixing a compound of formula I [err] wherein
60 65 34    



0024 587 a) [err] represents a group of formula [err]` and R2 represents
hydrogen or [err]together represent a group of formula 30 [err] whereby in
the formulae IIa to IIi, R7 and R8 represent, independently, hydrogen,
fluorine, chlorine, bromine, trifluoromethyl, hydroxy, nitro, [err]
. 40      R9 represents hydrogen, fluorine, chlorine, bromine, hydroxy,
[err] X represents oxygen, sulphur, imino, [err] imino or a radical of
formula [err] p is 1, 2 or 3, r is 1, 2 or 3, s is 3 4 or 5 45      t is 2,
3 or 4, and v is 3, 4, 5 or 6; R3 and Rs represent, independently, hydrogen
or [err] and R4 represents [err] R6 represents a group of formula 50 -C   C
-R11  Illa             -C    CH2          Illb or 55 [err] 60
14 wherein [err] represents hydrogen, optionally [err]-hydroxy substituted
[err] cycloalkyl, cycloalkylalkyl, phenyl, phenalkyl or thienyl 65 35 .
0024 587 [err]represent, independently, hydrogen or [err] and =C   Z
represents a [err]cycloalkylidene radical optionally containing a double
bond; or 5 b) [err] represents a group of formula Ila to lig as defined
under a), 



[err] represents hydrogen or C1_4alkyl, [err] together form a group -(CH2)
-, wherein u is an integer of 1 to 8, and [err] have the meanings given
under a), in free base form or in the form of a chemotherapeutically
acceptable acid-addition together with a 10 chemotherapeutically acceptable
diluent or carrier. Revendications pour les Etats contractants: BE CH DE FR
GB IT LI LU NL SE 15      1. Un compos6 de formule 1, R1 R4 Rs R2-C-
N-CH--CH=CH-R6                              I 20 R3 dans laquelle ;::    U
a) R, repr6sente un groupe de formule t  "   25 30
Iha ~7  Iib i !,            ~ ~~~~Ra=
9ilb A9                         llc          (CH         Rg
lid ,-.s ~ ~ 3 l)
1 40       R8    ~         (2)t        lie          R7~ [(l R8 ou 45
Rg-(CH2v    lH2)v   ig 50 et R2 represente l'hydrogdne ou C,-C4-alkyle, ou
R, et R2 representent ensemble un groupe de formule 65 ~~~~~(CH)p C2p 55
~2P                    2h l~~~~~~~~~~~h ~ ~ ~  I 60 dans les formules Ila a
Illi, R7 et Ra representant, independamment, I'hydrogene, ie fluor, le
chlore, he brome, trifluoro- methyle, hydroxy, nitro, C, 4-alkyle ou
C,_4-alcoxy, 65 .    R. representant l'hydrogene, le fluor, le chlore, le
brome, hydroxy, C1-4-ahkyle ou C -4-alcoxy, 36    



-  0248711 111111 ii( X repr6sentant l'oxygene, le soufre, imino, C,
,,-alkyl-imino ou un radical de formule -(CH2)f p signiflant 1, 2 ou 3, r
signifiant 1, 2 ou 3, signifiant 3, 4 Cu 5, 5      t signiflant 2, 3 ou 4,
et v signifiant 3, 4, 5 Cu 6. R3 et R. representent, independamment,
Ilhydrogene ou C1.4-alkyle, et R4 represente C,..-alkyle ou
C3.,-cycloalkyl-(C,-.6)-alkyle, et R6 represente un groupe de formule to -C
C-R11  lIla              C   CH2         Illb ou R1 2          R13 l
~~~~~~~~Ii -C =C   sZ              Illc 14 20 dans lesquelles R.1
represente l'hydrogene, C_1,2-alkyle eventuellement substitue en a par
hydroxy, C3.6-alcdnyle, C3_0-alcynyle, cycloalkyle, cycloalkylalkyle,
phenyle, ph6nalkyle ou thi6nyle, R1i2 R13 et R14 repr6sentent,
ind6pendamment, I'hydrogene du C1.4-alkyle, et 25~~~~~~~~~~~~~~~~~~~~~~~~p
J~ 25.=C   Z represente un radical C5s-g-cycloalkyliddne contenant
eventuellement une double liaison, ou b) R' represente un groupe de formule
Ila A 1Ig tel qua defini sous a),                          .i R2 represente
l hydrogene ou C,_-alkyle, R3 et R4 forment ensemble un groups -(CH2),--,
dans lequel u est un nombre entier de 1 a 8, et 30   R5 et Rs ant les
significations donnees sous a).   -- 2. Un compos6 tel qua revendiqu6 A la
revendication 1, dans lequel ;       a) R, represente un groups de formule
Ila, llb, lle,                                             P R2 represente
l'hydrogene,
.1 R3 represente l hydrogene,
4 35    R4 represente CI-4-alkyle,     - R5 represente l hydrogbne Cu
C,14-alkyle, Cu R3 et R4 forment ensemble un groupe -(CH2)U- ou
- b) RI et R2 representent ensemble un groupe de formule llh, R3 represente
l'hydrogene, 4c    R4 represente C1_4-alkyle, 



Rs represente C1.4-alkyle et R6 est tel que defini A la revendication 1.
:ii 3. Un compose tel quo revendiqu6 A ia revendication 1 ou 2, dans lequel
R6 represente un groupe de formule Illa tel quo defini a la revendication
1. 45      4. Un compose tei quo revendiqu6 a lAune quelconque des
revendications 1 a 3, dans lequel R,  F^jj represente un group. de formula
Ila tel quo defini A la revendication 1. 5. Un compose tel quo revendique a
l'une quelconque des revendications 1 A 4, dans lequel la double liaison
entre le groupe R, et l'atome d'azote est de configuration trans. 6. Un
compose tel quo revendique a lAune quelconque des revendications 1 a 5,
dans lequel R,1 50 represente C1_.2-alkyle, C3-,-alc6nyle, C36-alcynyle,
cycloalkylalkyle, phenyle ou ph6nalkyle et tous les autres substituants
sont tels que dMfinis A la revendication 1. 7. Un compos6 tel quo
revendique A Iune quelconque des revendications 1 A 5, dans lequel R1,
represente C2. 4-alkyle, C3-4-alcenyle, C3-4-alcynyle, cyclopentyle,
cyclohexyle, cyclopentyl(C,-,)alkyle. cyclohexyl(C1-2)alkyle, phenyle,
phdnyl(C1-2)alkyle ou thienyle. 55      8. La
N-m6thyl-N-(1-naphtylmethyl)-non-2-(trans)-Ane-4-ynyl-1-amine. 9. La
N-methyl-N-(1-naphtylm6thyl)-6,6-dim6thyl-hept-2(trans)-Ane-4-ynyl-1-amine.
10. Un compos6 tel qua revendique A lune quelconque des revendications 1 A
9 sous forme dTun sel d'addition dTacide de ce compose. 11. Un compose tel
que revendique A i une quelconque des revendications 1 A 9 sous form de son
6o chlorhydrate. 12. Une composition chimioth6rapeutique comprenant un
compos6 tel que revendique a ldune quelconque des revendications 1 A 9 ou
un sel d'addition d'acide chimioth6rapeutiquement acceptable de ce compos6,
en melange avec un diluant ou v6hicule chimiotherapeutiquement acceptable.
65      13. Un compose tel quo revendiqu  a lAune quelconque des
revendications 1 A 9 ou un sel 37    11111 *11111 11111 IIIID1 11011 0024
587                                S  *    .          U d'addition d'acide
chimiotherapeutiquement acceptable de ce compose, pour l'utilisation comme
agent chimiotherapeutique. 14. Un compos6 tel quo revendiqu6 a lune
quelconque des revendications 1 a 9 ou un sel d'addition d'acide
chimioth6rapeutiquement acceptable de ce compos6, pour l'utilisation comme
agent 5  antifongique. 1 5. Un proced6 de preparation des compos6s de
formule I tels quo d6finis a la revendication 1 qui comprend 



a) lorsque R5 represente un groupe de formul Ilila, tel que dMfini plus
haut, (compose [a) la reaction d'un compose de formule IV, to RI R2-C-NH-R4
IV 75                                        R3 dans laquelle Rj a R4 sont
que definis plus haut, avec un compose de formule V, 20
V A-CH-CH=CH-R6' *     dans laquelle A est un groupe eliminable, Rs est tel
quo defini plus haut, et R.' signifie un groupe de formule Illa, tel 25 quo
difini plus haut, ou b) lorsque R, represente un groupe de formul Ilila,
dans laquelle R,1 represente C,12-ra- hydroxyalkyle (composes lb), la
reaction d'un compose resultant de la metallation d'un compos6 de formule
Ic, R, R4 Rs 30 R2-C-N-CH-CH=CH-CCH R1        '
'     Ic 35 dans laquelle R, a R5 sont tels quo d6finis plus haut, avec un
compose carbonyl6 de formule VII, R16 R,5.CO.CH
Vll R.7 dans laquelle R,5, R16 et R1, repr6sentent independamment
iNhydrogdne ou c1_4-alkyle, ou c) lorsque la double liaison entre R. et
I'atome d'azote est de configuration trans (compos6s Id), la 45 r6duction
d'un compos6 de formule Vil, R1 R4 Rs R2-C-N-CH--C=C-RVI 50
.Vlill R3 dans laquelle R, a R6 sont tels quo d6finis plus haut, avec
i'hydrure de diisobutylaluminium, ou d) lorsque R. represente un groupe de
formule Illb ou Ilic tel que defini pius haut ou un groupe de 55 formule
hId, \  Ild 60                                           RI5   R17 65 38 



0 024 587         *       '~~'~~c r -~L -- M   5  *    \ dans laquelle RIG,
R16 et R1, sont tels que d6finis plus haut (composes le), I'elimination
d'eau a partir d'un compos6 de formule If RI R4 Rs S
R2-C-N-CH-CH=CH-R6                                    if .R3 dans laquelle
RI a R. sont tels que definis plus haut, et R."' represente un groupe de
formule Ille. Illf, ou to 111g, OH                          OH
R13 -  -C  -CH3    Ille;         -C-CH         Z      Illf 15
R12            4 OH 20                                                   16
-C= C -CH                 1119 I   R17 R15~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~0
25 dans lesquelles R,, A RA, et Z sont tels que definis plus haut, ou
i e) lorsque R3 repr6sente I'hydrogene ou Cl4-alkyle et R4 represente
C1.6-alkyle ou C3_,-cyclo- alkyl-(C1_6)alkyle (compos6s Ig) I'introduction,
selon les methodes habituelles pour l'hydrocarbylation d'amines
secondaires, du groupe R4' dans un compos6 de formule IX, 30
R,      Rs R2--C-NH-CH-CH=CH-R6                               Ix I        :
.   A R3. 35 dans laquelle R., R2, Rs et Rs sont tels que definis plus
haut. R3' represente i'hydrogene ou C, 4-alkyle, et
j R4' repr6sente C,1.-alkyle ou C3_,-cycloalkyl-(C,..)aikyie. 40
.1 Revendications pour i'Etat contractant: AT    . 1. Un procede de
preparation d'un compos6 de formule I
- 45 R, R4. Rs R2-C-N-CH--CH=CH-R6 50                                    3
dans laquelle 



a) R, represente un groupe de formule 55 R7      It J              lla
A9 RA8                                                   1- Jb 60 65
Rg llc                  (CH2-R9                     lid 39    RS~~~~C H)t.
lie                  R7        33llf R9                .2
If ou Rt-o(CH                             ll g et R2 repr6sente I'hydrogbne
ou C,.C4-alkyle, is ou R1 et R2 representent ensemble un groupe de formule
(CH Pf                       (CH 20                                      I
Ih dans les formules Ila a Ili, 25      R7 et Ra repr6sentant,
independamment, I'hydrogene, le fluor, le chlore, le brome, trifluoro-
m6thyle, hydroxy, nitro, C,.4-alkyle ou C,.4-alcoxy. Rg repr6sentant
l'hydrogene, le fluor, le chlore, le brome, hydroxy, C,_4-alkyle ou C -a
coxy, X representant l'oxygene, le soufre, imino, C1,4-alkyl-imino ou un
radical de formuls -(CH2)-,- 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. R3 et R5 representent, independamment, l'hydrogdne ou
C1-4-alkyle, et 35      R4 represente C,,6-alkyle ou
C3.,.-cycloalkyl-(C,-6)-aIkyle, et R6 represente un groupe de formule -c
~C-R1,  lIMa               -C =CH2            Illb 40
R ou ,>                         R1 9          ~~~~~~~~~R1 3 I 45
-C =                    .hIlc Rt 



dans lesquelles R,1 repr6sente l'hydrogene, C-12-alkyle eventuellement
substitue en x par hydroxy, C36-alcenyle, 50 C3 6-alcynyle, cycloalkyle,
cycloalkylalkyle, phenyle, phenalkyle ou thienyle, R12, R13 et R14
representent, ind6pendamment, I'hydrogene ou C1.4-alkyle, et =C   Z
represente un. radical C.8--cycloalkylidene contenant 6vefituellement une
double liaison, ou b) R1 represente un groupe de formule Ila a hIg tel que
defini sous a), 55    R2 represente I'hydrogene ou C1,4-alkyle. R3 et R4
forment ensemble un groupe -(CH2)u-, dans lequel u est un nombre entier de
1 a 8, et R. et R. ont les significations donn6es sous a). qui comprend a)
lorsque R6 represente un groupe de formule IlIla, tel que defini plus haut,
(compos6 la) la 60 reaction d'un compos6 de formule IV, R, R2-C-NH-R4
IV 65                                            R3 40    0 024 587
I 11111! 111111 11111 11111 111111 dans laquelle RI A R4 sont que dMfinis
plus haut. avec un compose de formule V, Rs .A-CH-CH=CH-R63'
V *    .   dans laquelle A est un groupe eliminable, R. est tel.que d6fini
plus haut, et R.' signifie un groupe de formul Ilila, tel to quo dMfini
plus haut, ou b) lorsque Rs represente un groupe de formule Illa. dans
laquelie R,, represente C,1-2-cr- hydroxyalkyle (compos6s Ib), la r6action
d'un compose resuItant de la metallation d'un compos6 de formule Ic, R, R4
Rs R2-C-N-CH-CH=CH-C=CH                             Ic |
~~~~~~~~~~~R3. 20 dans laquelle R, a Rs sont tels quo dMfinis plus haut,
avec un compose carbonyle de formule VII, I
.~~~~~~~~~~~~~~~~~I R1s.CO.CH                              Vl] R17 .  dans
laquollo R15, R1, et R1, representent ind6pendamment l'hydrogene ou
C4-aikyle, ou* 



c) lorsque la double liaison entre Rs et I'atome d'azote est de
configuration trans (composes Id), la 30. reduction d'un compose de formule
Vill, R1 R4 Rs R2-C- N-CH-CaC-R8                           VIill
. R3 dans laquelle R, a R6 sont tels qua dMfinis plus haut, avec l'hydrure
de diisobutylaluminium, ou d) lorsque R, represente un groupe de formule
Ililb ou Ilic tel que defini plus haut ou un groupe de o 40  formule lid,
* -                          ~~~~~~~~~~~-CaC--C=C                      llid
.JI %> 45   -1R5   R17
: dans laquelle R15, R 1 et R17 sont tels que dMfinis plus haut (cormposes
le), I'elimination d'eau A partir d'un compose de formule If R1 R4 Rs so
R2-C-N-CH-CH=CH-R8"                            If R3 55 60 65 41    dans
laquelle RI A R5 sont tels que d6finis plus haut, et Rs"' repr6sente un
groupe de formule Ille, Illf, ou 111,g OH
OH      R13 51 -C---CH3   Ille;              -C-CH          Z      Illf R11
R12    R14 10                                        O ro
~~~~~~~OH -C     C -CH              lIg 1 ~R17 15
R15 dans lesquelles R., A R,, et Z sont tels que dMfinis plus haut, ou e)
lorsque R3 repr6sente I'hydrogene ou Cl-4-alkyle et R4 represente
C1_8-alkyle ou C3.8-cyclo- alkyl-(C _6)alkyle (composes Ig) I'introduction,
selon les methodes habituelles pour I'hydrocarbylation 20 d'amines
secondaires, du groupe R4' dans un compos6 de formule IX, 



R.      R8 R2-C-NH-CH--CH=CH-R. 25 S
~~~~~~~~~~~~~~R3' dans laquelle R1, R2, Rs et R6 sont tels que definis plus
haut, R3' represente l'hydrogbne ou C,,4-alkyle, et 30      R4' repr6sente
Cl-6-alkyle ou C3-,-cycloalkyl-(C d6)alkyle. a)   2. Un proc6de selon la
revendication 1, dans lequel a) R, represente un groupe de formule lla,
llb, lie, R2 represente I'hydrogqne, R3 represente I'hydrogene, *        3S
R4 represente C_-4-alkyle, Rs represente l'hydrogdne ou C1.4-alkyle, ou R3
et R4 forment ensemble un groupe -(CH2)u- ou b) R. et R2 representent
ensemble un groupe de formule lIh, ;               R3 represente
l'hydrogene, 4G    R4 repr6sente C1_4-alkyle, Rs repr6sente C1-4-alkyle et
Rs est tel que defini a la revendication 1. 3. Un procede selon la
revendication 1 ou 2, dans lequel R6 represente un groupe de formule Ilila
tel que defini a ia revendication 1. 45      4. Un proced6 selon l'une
quelconque des revendications 1 A 3, dans lequel R, represente un groupe de
formule Ila tel que defini a la revendication 1. 5. Un procede selon l'une
quelconque des revendications 1 a 4, dans lequel la double liaison entre le
groupe R, et l'atome d'azote est de configuration trans. 6. Un compose
selon l'une quelconque des reveridications 1 A 5, dans lequel R, represente
C1,-2- 50 alkyle, C3-7-alcenyle, C3-6-alcynyle, cycloalkylalkyle, phenyle
ou phenalkyle et tous les autres substituants sont tels que definis A la
revendication 1. 7. Un compose selon l'une quelconque des revendications I
a 5, dans lequel R1, represente C2-4- alkyle, C34-alc6nyle, C3-4-alcynyle,
cyclopentyle, cyclohexyle, cyclopentyl(C1 2)alkyle. cyclohexyl-
(C1.2)alkyle, phenyle, phenyl-(C.,-)alkyle ou thienyle. 55      8. Un
proc6de selon la revendication 1, dens lequel le compose obtenu est la
N-methyl-N-(1 - naphtylmethyl)-non-2(trans)-ene-4-ynyl-1 -amine. 9. Un
procede selon la revendication 1, dans lequel le compose obtenu est la
N-methyl-N-(1- naphtylmethyl)-6,6-dim6thylhept-2(trans)-Ane -4-ynyl-
1-amine. 10. Un procede selon l'une quelconque des revendications 1 a 9,
dans lequel Is produit obtenu est .60 sous forme d'un sel d'addition
d'acide de ce compose. 



11. Un procede selon l'une quelconque des revendications 1 A 9, dans lequel
le compose est obtenu sous forme de son chlorhydrate. 12. Un compose de
formule I defini A la revendication 1, prepare par un prdcede selon l'une
quelconque des revendications 1 A 11. 65       13. Une composition
chimiotherapeutique comprenant un compose selon la revendication 12 ou 42
0 024 S87        0 ~~11111111 111111 11111 111l11 111111 0024 587
* C   L   N   S                (~ un sel daddition d'acide
chimiotherapeutiquement acceptable de ce compose, en melange avec un
diluant ou vehicule chimiotherapeutiquement acceptable. 14. Un proc6d6 de
preparation d'une composition chimiotherapeutique qui comprend l'admixtion
d'un compos6 de formule I *       5                                    !RI
R4 R5 R2-C-N-CH-CH=CH-R8 !                                               !0
i   to                                   R3 dans laquelle a) R. represente
un groupe de formule 15                        I R- I   f   n~~~~~~z  =
l~~~~la     R 9                              l 20 '   9
I; lc        (CH            R9                                   sk9s A
2i  N                        lid 25~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~.
-         ;~~~~S 35                                          -
. Ft~~~~~~~~~~~~~~~~. 0'                       ~~R9(C(H2)v  hg
. <~~                                                                 ~
~~~ Ile       lit 35~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~5 j *    45
(CH2)pR                           2                           .ig 50 -
dans les formules lla a lii, -.:  1 R.~~P et R8, representant,
independamment, I'hydrogbne, le fluor, le chlore, he brome, trifluoro- 



|.          methyle, hydroxy, nitro, C1.4-ahkyhe ou C1..4-alcoxy, R2
representant h'hydrogbne, le fluor, le chlore, le brome, hydroxy,
C,_4-alkyle ou C1.4-alcoxy, 5       65  X  representntt loxygnem le soufre,
imino, Cu 4-alkyl-imino ou un radical de formule-(CH2), p signifiant 1, 2
ou 3, r signifiant 1, 2 ou 3, - ~~s signifiant 3, 4 ou 5,: :        ~~~t
signifiant 2, 3 ou 4, et . 60      V signifiant 3, 4, 5 ou 6, -: :R3 et Rfl
representent, independamment, h'hydrogbne ou C1_4-alkyle, et ..-..R4
represente: C,.-alkyhe ou C3...8-cycloalkyl-(C16)aikyle, et 65 , s.
.    ~~~~~~~~~43 I.    0024 387-           llpill   Iiiiili lla (11 1 Rs
represente un groupe de tormule -C   C -R11   Ila           -C= CH2
Illb 5                                 ,  ~~~~~~~~~~~~R11 ou. R,112  ..
R13 tO                             -C =    C t             fillt 14 dans
lesquelles R.1 represente l'hydrogene, C1.12-alkyle 6ventuellernent
substitu6 en ac par hydroxy, 03.6-alc6nyle, C3_,-alcynyle, cycloalkyle,
cycloalkylalkyle, phenyle, ph6nalkyle.ou thienyle, R12? R13 et R14
repr6sentent, independamment, I'hydrogene ou C1_4-alkyle, et =-C   2
repr6sente un radical C.-sacycloalkylidene contenant everituellement une
double liaison,. ou b) R1 repr6sente un groupe de formule Ila A Ng tel que
dMfini sous a), 20    R2 represente l'hydrogene ou C1..4-alkyle, R3 et R4
forment ensemble un groupe -4CH2)4-, dans lequel u est un nombre entier de
1 A 8, et R5 et R. ont les significations donn6es sous a), sous forme de
base libre ou sous forme. d'un sel d'addition d'acide
chimiothkrapeutiquement acceptable, ensemble avec un diluant ou vehicule
chimiotherapeutiquement acceptable. 25 Patentansporche fOr die
Vertragsataaten: BE CH DE FR GB IT LI LU NL SE 1. Eine Verbindung der
Formel I 



-20 R, R4 R R2-C-N-CH-CH=CH-R--R 35                                  R3
worin a) R1 eine Gruppe der Formel i.~~~~~~~~~~~~~~~~~            . : K
4'        ~~~R7Z~6Sh -. 4R8 .
llb L       45:.                                                         1
R8    L      I I G        (       C    ~~~~~~~Rg      II d 50 R9
F"'KH2)t        lle          C                             If oder 60 Rg
(CH22)v    fig 65 44    0 024 587                      C   L    M   s *
darstellt und R2 Wasserstoff oder C1,4AIkyl darstellt, oder R. und R2
zusammen eine Gruppe der Formel {G2 IT                      (CH2)p 70
darstellen, wobei in den Formeln Ila bis 11: R7 und R. unabhingig
Wasserstoff, Fluor, Chlor, Brom, Trifluormethyl, Hydroxy, Nitro, C,-4Aikyl
oder C,_Alkoxy darstellen, R, Wasserstoff, Fluor, Chior, Brom, Hydroxy,
C1,.4AIkyl oder C,4Alkoxy darsteilt- 'X Sauerstoff, Schwefel, Imino,
C,_4AIkylimino oder einen Rest der Formel -(CH2)r darstellt, 1c      p ist
1, 2 oder 3, r ist 1, 2 oder 3, s ist 3, 4 oder 5, t ist 2, 3 oder 4, und v
ist 3, 4, 5 oder 6; 20      R3 und R. unabhangig Wasserstoff oder C,_4Alkyl
darstellen, und R4 C,.6Alkyl oder C3.8Cycloalkyl-(C, 6)-Alkyl; darstellt
und R. eine Gruppe der Formel -C - C-R11   lIla             -C    CH2*
Illb 25 



*Rs                  R1R , }    .                  .  - R1~~~~~~~12     913
30                                  I              R N
C = C    ,Z          ,  ~~~~~~~~~~~~~~~~~Illc 14 darstellt, worin R1,
Wasserstoff, gegebenenfalls a-Hydroxy substituiertes C,_,2Alkyl;
C3_,Alkenyl, C3.6Alkinyl, Cy- 35  cloalkyl, Cycloalkylalkyl, Phenyl,
Phenalkyl oder Thienyl, 'R12, R13 und R14 unabhangig Wasserstoff oder
C,_4Alkyl und =C   Z einen C5.8Cycloalkylidenrest darstellt der
gegebenenfalls eine Doppelbindung enthalt oder 40  b) R, eine Gruppe der
Formel Ila bis fig wie unter a) definiert darstellt, R2 Wasserstoff oder
C,_4AlkyI darstelit, R3 und R4 zusammen ein -(CH2),-Gruppe bilden, worin u
eine ganze Zahl von 1 bis 8 ist und Rs und Re die unter a) aufgefiuhrten
Bedeutungen haben. 2. Eine Verbindung wie im Anspruch 1 beansprucht, worin
4   a) R eine Gruppe der Formel 1a1, lb. le, darstelit, R2 Wasserstoff
darstellt, R3 Wasserstoff darstellt, R4 C, 4AIkyl darstellt, R5 Wasserstoff
oder C,.4Alkyl darstellt, oder 50     R3 und R4 zusammen eine
-(CH2).-Gruppe bilden oder b) worin R, und R2 zusammen eine Gruppe der
Formel llh darstellen R3 Wasserstoff darstellt, R4 C,_4AlkyI darstellt, Rs
C,_4Aikyl darstellt und j   55  Re wie im Anspruch 1 definiert ist: 3. Eine
Verbindung wie im Anspruch 1 oder Anspruch 2 beansprucht, worin R6 eine
Gruppe der Formel Ilia wie im Anspruch 1 definiert darstellt. 4. Eine
Verbindung wie in einem der Anspruche 1 bis 3 beansprucht, worin R, eine
Gruppe der Formel Ila wie irn Anspruch 1 definiert darstellt. 60       5.
Eine Verbindung wie in einem der AnsprOche 1 bis 4 beansprucht, worin die
Doppelbindung zwischen der Gruppe R. und dem Stickstoffatom in
Trans-Konfiguration ist. 6. Eine Verbindung wie in einem der Anspruche 1
bis 5 beansprucht, worin R., C,1_2AIkyl, C3_6AjkenyI, C3..6Alkinyl,
Cycloalkylalkyl, Phenyl oder Phenalkyl darstellt und alle anderen
Substituenten wie im Anspruch 1 definiert sind. 65       7. Eine Verbindung
wie in einem  der Anspruche 1 bis 5 beansprucht, worin. R,1 C2 4Alkyl, .
.     45 .... 



C3-4Alkenyl, C3-4AIkinyl, Cyclopentyl. Cyclohexyl, Cyclopentyl(C0028alkyl,
Cyclohex7l(C,-2)alkyl, Phenyl, Phenyl(C,_2)alkyl oder Thienyl, darstellt.
8. N-Methyl-N-(l-naphthylmethyl)-non-2(trans)-en-4-ynyl-1-armin. 9.
N-Methyl-N-( 1-naphthylmethyl)-6,6-dimethyl-hept-2(trans)-en-4-ynyl- 1
-amin. 5       10. Eine Verbindung wie in einem  der Anspruche 1 bis 9
beansprucht in Form  eines Saureadditionssalzes derselben. 11. Eine
Verbindung wie in einem der Anspruche 1 bis 9 in Form ihres Hydrochlorids.
12. Eine chemotherapeutische Zusammensetzung enthaltend eine Verbindung wie
in einem der Anspruche 1' bis 9 beansprucht oder ein chemotherapeutisch
annehmbares Salz derselben in Beimi- to schung mit einem chemotherapeutisch
annehmbaren Verdiinner oder Trager. 13. Eine Verbindung wie in einem der
AnsprOche 1 bis 9 beansprucht oder ein chemotherapeu- tisch annehmbares
Salz derselben zur Verwendung als chemotherapeutisches Mittel. 14. Eine
Verbindung wie in einem der AnsprOche 1 bis 9 beansprucht oder ein
chemotherapeu- tisch annehmbares Salz derselben zur Verwendung als
antimycotisches Mittel. 15      15. Verfahren zur Herstellung von
Verbindungen der Formel I wie im Anspruch 1 definiert be- stehend aus a)
wenn R. eine Gruppe der Formel Ilila wie oben definiert darstellt
(Verbindung la), Umsetzung einer Verbindung der Formel IV. R, 20 R2-C-NH-R4
IV R3 25 worin R, bis R4 wie oben definiert sind mit einer Verbindung der
Formel V Rs A-CH-CH=CH-R6'                                 V 30 worin A
eine abspaltbare Gruppe ist, R. wie oben definiert ist und Rs' fur eine
Gruppe der Formel Illa wie oben definiert, steht, oder b) wenn R. eine
Gruppe der Formel Ila darstellt worin R, C1-12ac-Hydroxyalkyl (Verbindungen
lb) darstellt, Umsetzung einer metallierten Verbindung der Formel Ic 35 R,
R4 R5 R2-C-1N'-CH-CH=CH-CaCH .                            IC 40
R3 worin R, bis R5 wie oben definiert sind, mit einer Carbonylverbindung
der Formel VII 



RIG 45/ R15.CO.CH                                  Vil R17 50 worin R15,
R16 und R7 u nabhangig Wasserstoff oder C-,4Alkyl darstellen, oder c) wenn
die Doppelbindung zwischen R, und dem Stickstoffatom in Trans-Konfiguration
ist (Ver- bindungen Id), Reduzierung einer Verbindung der Formel VilI R1 R4
Rs 555 R2-C-.N-CH--CC-R                               Vill R3 60 worin R,
bis R6 wie oben definiert sind mit Diisobutylaluminiumhydrid, oder 65 46
I I11Ij11111! IIIJI 11111 11|1111 1|| 0024 587                   c    L
M    S d) wenn R6 eine Gruppe der Formel Illb oder Ilic wie oben definiert
oder eine Gruppe der Formel Il Id dlarstellt '$  5
-CaC--C=C                                      Ilid R15    R,7 worin R1,,
R16 und R17 wie olben definiert:sind, (Verbindungen le), Abspaltung vom
Wasser aus elner 10 Verbindung der Formel If RI Ri R5 R2-C-N-CH-CH=CH-R6
If 15                                    3 worin R, bis R5 wie oben
definiert sind und R.". eine Gruppe der Formel lile, Illf, oder 111g,
darstellt OH                                  OH   tR13 20 -C  -OH3
life;              -C -CH    Z           Illf i   '  R11               .
R12      R14 *   25 OH }                         -    C--   C    -    CH
1119                                 ,~~~~~~~111 -C~~C-CH
Ilug 30                                                     R17 



R15 worin R,, bis RI, und Z wie oben definiert sind, odor e) wenn R3
Wasserstoff oder C,-4AIkyl und R4 C1_.Aikyl oder C3.8Cycloalkyl-(C1 6)alkyl
(Verbin- 35 dungen Ig) darstellt, Einfuhrung, auf eine for die
Hydrocarbylierung von sekundaren Aminen Obliche Weise, der Gruppe R4' in
eine Verbindung der Formel IX R.      Rs. 40
R2-C-NH-CH-CH=CH-R6                                  IX R3' worin R1, R2,
Rs und R6 wie oben definiert sind, 45      R3' Wasserstoff oder C,-4Alkyl,
darstellt und * R4' C,.6Alkyl oder C3 6Cycloalkyl(C1 6)alkyl, darstellt.
Patentanspruche fOr den Vertragsstaat: AT 50 1. Ein Verfahren zur
Herstellung einer Verbindung der Formel I R1 R4 Rs 55
R2-C-N-CH-CH=CH-R6 R3 worin a) R1 eine Gruppe der Formel 60 66 ~~R8
I la          R9 1 R
IIlb1 II a 65          A8
lb 47    0024587                                   S * Rg              (CH
lic              (CH                 Rg         lld oder 15 Rg-I(CH2)v
2v       g 20 darstellt und R2 Wasserstoff oder C,-4AIkyl darstelit, oder
R, und R2 zusammen eine Gruppe der Formel (CH2)
CH2) 25 30 darstellen, wobel in den Formeln Ila bis 11 *.                R.
und Rs unabhangig Wasserstoff, Fluor, Chlor, Brom, Trifluormethyl, Hydroxy,
Nitro, C1-4Alkyl 



oder C_4AIkoxy darstellen, R. Wasserstoff, Fluor, Chlor, Brom, Hydroxy,
C1.4AIkyl oder C1, Alkoxy darstellt, X Sauerstoff, Schwefel, Imino,
C,_4AIkylimino oder einen Rest der Formel -(CH2) -darstellt, 35      p ist
1, 2 oder 3, rist 1,2 oder 3, Sist 3,4 oder 5, tist 2, 3oder 4, und ,,
vist 3, 4, 5 oder 6; 40      R3 und R5 unabhangig Wasserstoff oder
C1_,Alkyl darstellen, und R4 C,_6AIkyl oder C3 8Cycloalkyi-(C,_6)-AlkyI;
darstellt und R6 eine Gruppe der Formel -.. p"-l                         -C
C-R11  Ilia               -C  =CH9           Illb 45 R11 R12          1R13
50                                  1        _ -C =      s          - Ilc C
R 14 darstellt, worin R,1 Wasserstoff, gegebenenfalls ca-Hydroxy
substituiertes C1-12Alkyl: C3-,Alkenyl, C3_,Alkinyl, Cy- 55 cloalkyl,
Cycloalkylalkyl, Phenyl, Phenalkyl oder Thienyl, R12, Ri3 und RM4
unabhangig Wasserstoff oder C1,4AIkyl und =C   Z einen
Cs58Cycloalkylidenrest darstellt der gegebenenfalls eine Doppelbindung
enthalt oder 60  b) R, eine Gruppe der Formel Ila bis lig wie unter a)
definiert darstellt, R2 Wasserstoff oder C1_4AIkyl darstellt, R3 und R4
zusammen ein -(CH2).-Gruppe bilden, worin u eine ganze Zahl von 1 bis 8 ist
und Rs und R. die unter a) aufgefuhrten Bedeutungen haben, bestehend aus 65
48    0024 587                           S                (2) a) wenn R6
eine Gruppe der Formel Illa wie oben definiert darstellt (Verbindung la),
Umsetzung einer Verbindung der Formel IV 5 



R2-C-NH-R4                               IV R3 to worin R, bis R4 wie oben
definiert sind mit einer Verbindung der Formel V Rs A--CH--CH=CH-RG'
V .5 worin A eine abspaltbare Gruppe ist, R. wie oben definiert ist und R.'
fur eine Gruppe der Formel Ilila wie oben definiert, steht, oder b) wenn R6
eine Gruppe der Formel Ila darstellt worin R1, CP12ac-Hydroxyalkyl
(Verbindungen Ib) darstellt, Umsetzung einer metallierten Verbindung der
Formel Ic 20 R, R4 Rs R2-C-N-CH-CH=CH-CaCCH                       Ic -*
25                                    R3 i       worin R, bis R5 wie oben
definiert sind, mit einer Carbonylverbindung der Formel VilI 30
/                                                     a R,5.CO.CH
Vil R,, R.,                                   i~~~~~~~~~~~~~~~~~~~~~. * 35
worn R1I, RI6 und R1, unabhingig Wasserstoff oder C,_4AIkyl darstellen,
oder                    j c) wenn die Doppelbindung zwischen R6 und dem
Stickstoffatom in Trans-Konfiguration ist (Ver- bindungen Id), Reduzierung
einer Verbindung der Formel Vill R4  R4 Rs 40
.. R2-C-N-CH--C -c-R6                          Vill R.
. 45 worin R, bis R, wie oben definiert sind mit Diisobutylaluminiumhydrid,
oder                        d) wenn R. eine Gruppe der Formel Illb oder
Illc wie oben definiert oder eine Gruppe der Formel Illd darstellt R6 50
-Cmc-C=C                                  Ilid R15   R, worn R,,, R16 und
R17 wie oben definiert sind, (Verbindungen le), Abspaltung vam Wasser aus
einer 55 Verbindung der Formel If R1 R4 Rs R2-C- N--CH-- CH=CH--R61.
,           If 60 R3 



65 49    i.C   L   M   S * 0 024 587 worin R. bis Rs wie oben definiert
sind und R6"' eine Gruppe der Formel life, Illf, oder 111g, darstellt OH
OH 5 -C  -CH3    Ille;             -C-CH           z       llf Rl
R12     R14 OH -C     C -CH  'lig 15
R15 worin R1, bis R17 und Z wie oben definiert sind, oder e) wenn R3
Wasserstoff oder Cl-4Afkyl und R4 C,..6Alkyl oder
C3,8Cycfoafky1-(C1_6)afkyl (Verbin- dungen Ig) darstelIt, Einfuhrung, auf
eine fOr die Hydrocarbylierung von sekundiren Aminen ubliche 20 Weise, der
Gruppe R4' in eine Verbindung der Formel IX 3!i^Z&_ji._-
~~~~~~ ~~~RI  Rs.: ;: E;   25                       R2 --C-NH--CH--CH=CH-R6
R3' worin R., R2, Rs und R6 wie oben definiert sind, 30      R3'
Wasserstoff oder C1.4AfkyI, darstellt und R4' C1...Alkyl oder
C3_8Cycfoafkyl(C1 6)afkyl, darstellt 2. Ein Verfahren gemass Anspruch 1
worin * "^   a) R, eine Gruppe der Formel Ila, lib, lie, darstelit, !
R2 Wasserstoff darstellt, F *   35    R3 Wasserstoff darstellt, R4
C,-4Alkyl darstelIt, Rs Wasserstoff oder C,1.4AIkyl darstelft, oder !  S
R3 und R4 zusammen elne -(CH2).-Gruppe bilden oder ,  ^    b) worin R, und
R' zusammen eine Gruppe der Formel 1lh darstellen 40    R3 Wasserstoff
darstelit, j- Dl            R4 C,_4Alkyl darstellt, R5 C,-4AIkyl darstelit
und R, wie im Anspruch 1 definiert ist. 



4 .                  3. Ein Verfahren gemiss Anspruch 1 oder Anspruch 2
beansprucht, worin R, eine Gruppe der I P'        45 Formel Ilia wie im
Anspruch 1 definiert darstellt. 4. Ein Verfahren gemass einem der AnsprOche
1 bis 3 beansprucht, worin R, eine Gruppe der Formel Ila wie im Anspruch 1
definiert darstellt. 5. Ein Verfahren gemass einem der Anspruche 1 bis 4
beansprucht, worin die Doppelbindung zwischen der Gruppe R6 und dem
Stickstoffatom  in Trans-Konfiguration ist. 50      6. Ein Verfahren gemass
einem  der AnsprOche 1 bis 5 beansprucht, worin R11 Cl-12Afkyl,
C3-,AfkenyI, C3_6Alkinyl, Cycloalkylalkyl, Phenyl oder Phenalkyl darstelit
und alle anderen Substituenten wie im Anspruch 1 definiert sind. 7. Ein
Verfahren gemass einem  der AnsprOche 1 bis 5 beansprucht, worin R,,
C2z4Aikyl, C3.4Alkenyl, C3_4Alkinyl, Cyclopentyl, Cyclohexyl,
Cyclopentyl(Cld2)alkyl, Cyclohexyl(C,,2)alkyl, Phenyl, 55 Phenyl(C,_2)alkyl
oder Thienyl, darstelit. 8. Ein Verfahren gemass Anspruch  1, worin die
erhaltene Verbindung N-Methyl-N-i1- naphthylmethyl)-non-2
(trans)-en-4-ynyl- 1 -amin ist. 9. Ein Verfahren gemass Anspruch  1, worin
die erhaltene Verbindung N-Methyl-N-(1-
naphthylmethyl)-6,6-dimethylhept-2(trans)-en-4-ynyl-1-amin ist. 60
10. Ein Verfahren gemass einem der AnsprOche 1 bis 9 worin das Produkt in
Form eines Saure- additionssaizes derselben erhalten wird. 11. Ein
Verfahren gemass einem der Anspruche 1 bis 9 worin die Verbindung in Form
deren Hydrochlorid erhalten wird. 12. Ein Verbindung der Formel I wie im
Anspruch 1 definiert wenn nach einem Verfahren gemiss 65 einem der
Anspruche 1 bis 11 hergestellt. 50    0024 587                * i  !
M1  S 11 13. Eine chemotherapeutische Zusammensetzung enthaltend eine
Verbindung gemass Anspruch 12 oder ein chemotherapeutisch annehmbares Salz
derselben in Beimischung mit einem chemothera- peutisch annehmbaren
Verdunner oder Trager. 14. Ein Verfahren zur Herstellung einer
chemotherapeutischen Zusammensetzung bestehend aus 5 die Beimischung einer
Verbindung der Formel I R1 R4 Rs R2-C-N-CH-CH=CH-RI ro R3 worin a) R. eine
Gruppe der Formel 15 



Ila~~~~~~~~~~~~~~~i R 8      =I1Rgl1b 20 .
.~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~a II l  lc    (CH
~       9Rg            lid oder 35                        N RC         lie
H2)v    IIg 40
i dlarstellt und R2 Wasserstoff oder C,_4ly  aseloe  .udR zusammen eine
Gruppe der Forme -,ly  aseloder    A  n2e 45                ( 1~~~~2)P
(CH2)t, 11h ~ ~ ~ ~ h [         ~~~lih                         lii 50
darstellen, wobei in den Formeln Ila bis 11; R, und R8 unabhangig
Wasserstoff, Fluor, Chlor, Brom, Trifluormethyl, Hydroxy, Nitro, C _4alkyl
oder C,.4Alkoxy darstellen, RA Wasserstoff, Fluor, Chlor, Brom, Hydroxy,
C,,4Alkyl oder C,.4Alkoxy darstellt, 55      X Sauerstoff, Schwefel, Imino,
C,_4Alkylimino oder einen Rest der Formel -(CH2)r- darstellt, p ist 1, 2
oder 3, r ist 1, 2 oder 3, sist 3, 4 oder 5, tist 2, 3 oder 4, und 60
vist 3, 4, 5 oder 6; R3 und R5 unabhangig Wasserstoff oder C-,4Alkyl
darstellen, und R4 C,-_6Alkyl oder C3_,CCyloalkyI-(C,_s)-AlkyI; dlarstellt
und. 65 51    0024 587                t    L R6 eine Gruppe der Formel -C
C -R111 lia              -C    CH2          IIIb :~~~ R 12         FR13 10
C                      Illc 



:  .     -Px       14 darstelit, worin R1, Wasserstoff, gegebenenfalls
az-Hydroxy substituiertes Cl1.2Alkyl; C3-6Alkenyl, C3_6Alkinyl, Cy- 15
cloalkyl, Cycloalkylalkyl, Phenyl, Phenalkyl oder Thienyl, R12, R13 und R14
unabhangig Wasserstoff oder C,-4AIkyl und =C   Z einen
C5saCycloalkylidenrest darstellt der gegebenenfalls eine Doppelbindung
enthalt oder 2o  b) R, eine Gruppe der Formel Ila bis Ng wie unter a)
definiert darsteilt, R2 Wasserstoff oder C_4Alkyl darstelit, R3 und R4
zusammen ein -(CH2)u-Gruppe bilden, worin u eine ganze Zahl von 1 bis 8 ist
und in Rs und R, die unter a) aufgefuhrten Bedeutungen haben, in Form der
frelen Base oder in Form eines chemotherapeutisch annehmbaren
Saureadditionssalzes zu- 25  sammen mit einem chemotherapeutisch
annehmbaren Verdunner oder Trager. I.' ,O .~ "30 kSA I. -S '-"     ~35 40
,: F * , 45 50 55 60 65 52 ''1    


