' 0164 697 Bl Description The present I nvention relates to novel am ne
derr vatives having the general fornula (I) indicated below, processes for
preparing the same and fungicides containing the same as well as the use of
amne 5 derivative of the follow ngrgeeglggogy! a (1') as an effective
conponent fﬁr t he manuf acture of a nedi canent havr ng antifungal activity.
According t eHetdspect the present invention relates to novel amine -

deriwatives hajle NRestREBREERT Blatel ¥ M3leParkihd ertiv

~ [:err] wher ebélow précessed REproshrihg hash arﬂrf@déﬂzrceﬁQgéﬂfs it t&fmgfgvzéo% #ﬂa ':fd :r:'raxfﬁg
[‘err] , s wheiveive of @hd followiry general Sarrnhlar(l D&s & bﬂfda@}&nconﬁ:bﬁﬁiit fo?3he manufacture of a
.and med‘came"‘ having antifyggal astivity. Q as above; Y is selected fromthe

 group consi ﬁ,@.ﬂj 'f‘g PR SRsER theprasent 'Bt?"['%rfﬁ!rtewwehaogweammsd\awag thie geraral
ar branched group having 1 to 6,carbon atons, preferably having 1 to
4" carbonatons; [err] is hydrogen atra a2 |inear ,or branched al kyl group
having 1 to 6 carbon atons, prei;ér_gbb)g ﬁaﬁ 1R85 to 4 carbon atons; 3

- EP 0164 697 Bl [err] is hydrogen atom a hak geﬁ‘latom such as fluorine, (1)
chlorine, brho H}r}g and iodine, or a linear or branched al kyl group having 1
‘to 6 car por"tS 'sSB'F‘é‘F‘eff%F'VQFP&W?@SE"QQS 4 carbon atons; [err] is hydrogen
atom a linear or branched akkyl group havi ng to 10 carbon atons, _
preferably having 1 to 7 car g > pup having 3 to 7
tarbon atons, preferably havi

group sugh as trifluoro rreth : or a ha ge tom such as fluorine,
chlorine, bromne and iodine; [err] is hydrogen atom a linear or branched

aI kyI group having 1 to 6 car atQns, prefrably having 1

', wherein Q is oxygen,

30

g

sulfur or nitrogen atom,

35 and g, wherein Q is as above;

G

“ Y is selected from'the group consisting of

45

50

585

and

e

@39@
@888

' 60

R‘ is hydrogen atom or a linear or branched alkyl group having 1to 6 carbon atoms, preferably having
1 to 4 carbon atoms;
R? is hydrogen atom or linear or branched alky! group having 1 to 6 carbon atoms, preferably having 1
65 to 4 carbon atoms




' [err] i S5 aalcyRRN& alldP gro

: '; and [err] bromingpad @dingbove (2) the derivative of the general for

¥ wherein 40 @r 1s ygrggen atom, a linear or branched alkyl grouly having/i5o0 6 calbdnaatanys, preferaamlltafleg T]

¥ are hydrog8SHi o °T2f "Pﬁé%?é?ﬂiﬂ?&talke’é' a5y hﬁ\é"q{eﬁércaﬂbmf YemePeefarat)y haying i &9 4
- 50 ’

. . and

. |--.-|4: m L

to 4 carbon atons, a_.linear or branched al koxy group having 1 to 6 carbon
atons, preferably havi ng 1 to 4 carbon atons, a hal ogen atom such as
fluorine, chlorine, brom ne and iodine, nitro group or hydroxy 10 group;
[err] is attached to an arbitrarye=g0 and [err] or [err] is
attached to an arbitrary position gfa\’tdé)ﬁa?tﬁ& r acid addition salts, -

. proyinded thatR’fISd’!vldtmpm gomoFrhaleged stoar @icie xCHiuceife] chibrine, Brofing @hd lodink, e s lméartdae
gene_UaI fo rﬁT&i‘ls A I\E,QTOWhE?V gﬂ tg_g carbon atoms, preferably having 1 to4carbon atoms,

N a Cl i Igro p i 1 rb
X- 1S 107 carbon a ﬁ, JY'@(&. H 3? m cargon%g:fo?rgsl, prewfbly aving 5 to ge car %MO él n
u 3U

hyl group, or a_halogen atom such as ﬂuonnT chlz; e,

oden atom such as fluorine, ¢ onne

10 group, romine and lodlnT g}trro]gr L@r?r]hyplgxy
c[err] s RSis attfched b ah @fbitlany SosRVASO08RY AL BY is 34En&Pro an arbitlaB) J oLmb %ﬁ%h&/l

d group (4) théieacitcadditien saite.pravidet Ihet Riavenigdonipoirite b ekdi)dedivher-ei n [err]
1 is [err] (1) thejdedivatives of the general formula (1), wherein or [err] is hydr ogen atom or .
an al kyl . group; and 65 [err] is methyl group 4. EP 0164697 Bl (5)

‘_.

t he derlvatlvesof the ge rnul a 98 in[err] 5 [err].
_ o . ' RG

20 \wherein R® is an alkoxyl group, or

6

9 | .

wherein R® is as above;

B a0 o

R', R? R? aré as above .
(2) the derivative of the general formula (l), wherein
40

Nl e Rt Y
—

45
and

R!, R?, R® and R* are hydrogen atoms
= (3) the derivative of the general formula {n, wherein

.' . RY=-X- is H -Y\Rd'. is-@—_-Cl;

: R! is hydrogen atom; and
55 R? is methyl group
{4) the derivatives of the general formula (1), wherein

R! is hydrogen atom or an alkyl group; and
65 R? is methyl group




[F i s hydrogen atom and [err] is ethyl group 10 ~ (6) the.derivatives
o] he general formula (1), wherein X- is [err]; Y is [err]
[err] is hydrogen atomor an al kyl group; [err] is hydrogen atom or -an

“ak kyI group; [err] is hydrogen at 1@@ itom or an al kyl group;
[&rr] is hydrogen atom an al kyl ﬁg %E | kyl group, a hal ogenated
akkyl group orlbighedarivesive obthe agrembiogmida {”eM‘ﬁ'e'Fs hydrogen atom a hydroxy
gﬁo&pj an al koxyl group or a halqgen atomand their acid addition salts;

(7) the derivatives of the g@neral S6Ful a (1) g3wherei g [err]
Yi is [erq] Ro-x- [@&rr] err] a}re-lgﬁgli}og@g d 30,
[err] is hydrogen at om or a kg~ gr oup, and Rheir a ion Salts.

The acid addi teh RMhy&@RbdrSaréth; a$,a| d am ne derivatives havi ng general formul a
(I) are, for m&teaﬂc@mumyd'rochl ori de, hydrobrom de, sulfate, nitrate,

atet at e, 'oxal d8)ahe deavattwatqé;hememdﬁmmulaﬂ'aweawd met hane- sul fate, which are
par macol ogi cal | y acceptable. Accordjng to another aspect the present

i pvention relates to a process? pRepari ng amn i vatives 35 having
the general formula (1)x-[#sr & n )gigsse@ifromthe gr oup :
-cgnsr stirmg of 45 50 55 wherein Q
i§ oxygen, s@!fsmwdregeﬂmnmpw@ﬂwlﬁomn 60 and ,  Wherein
Q is as abov% 's$5d®93“ atqopoy IEP&‘V@\{?“"Bl s,sgl.ected fromthe group

alogen atom or an alky gro

drogen atom, a
COI’]SI sti ng of R5 5drogen atom, an alkyl group, a cycloalkyi group, a[h%roﬁlna?eg alkyl group or a halogen atom;

hd 20 and

3 R® is hydrogen atom, a hydroxy group, an alkoxyl group or a halogen atom and their acid addition
saits; .
P/ (7) the derivatives of the general formula (1), wherein

Waint

| RS-x- is ;Y is \® ;

R', R* and R* are hydrogen atoms; and
30 R? is. hydrogen atom or an alkyl group, and their acid addition saits.
The acid addition salts of said amine derivatives having general formula (I} are, for instance,
hydrochioride, hydrobromide, sulfate, nitrate, acetate, oxalate, tartrate, benzenesuifate and methane-

sulfate, which are parmacologically acceptable.
According to another aspect the present rnventron relates to a process for preparing amine derivatives

35 havmg the general formula (1}

i gl r2 3
5_x-CH-1 -R - (1)
_ R-X-CH-N-CH,-Y] 4 _ |
- - TSR - -

40 wherein
X is selected from the group consisting of

55 E:i:ﬂ:?jﬂ + wherein Q is oxygen,
- Q© - sulfur or nitrogen atom,

60
¢+ wherein Q is as above:

65
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atom such as fluorine, chlorine,
:branched al kyIYnglsejeqdeapmnhggmuwmr@smwbon atoms preferably having 1 to 4
:cam~9n atons; [err] is hydrogen atom a Ilnear or branched al kyl group
‘having 1 to 10 carbon atons, pref
cycl oal kyl group having 3 to 7 ca
@8 carbon atons, hal ogenated al kyl g
i@ hal ogen atom such as fluoriney_,
Jhydrogen atom a linear or bre&R

é'haV|ng 1 to 6 carbon atons,

[err].is hydrogen atom or a linear or branched al kyl groUp having 1 to 6
carbon atons, preferably having 1 to 4 carbon atons; 25 [err] is

hydrogen atom or '|inear or branched al kyl group having 1 to 6 carbon atons,

preferably having 1 to 4 carbon at hydrogen atom a hal ogen
gg‘rsnon{eglaﬁg |ne or a linear or

to 7 carbon atons,

Bly having 5 to 6
ro*nethyl group, or a
iodine;, [err] is

g 1 to 6 carbon atons,
anthed al koxy group
pr~ 35 carbon atons, a
hal ogen at om such as quorln-. hI- [ ne, broyine and iodine, nitro group or
hydroxy group; [err] is atta : ytion of X, and [err]
or [err] ;is attached to an arR{ UAg /,Jnd'their acid addition
salts, provided that follomﬁng conpounds are ded: (1) the derivatives

gof t he general formula (1), mhereln 40 OH [err] is [err] 45
M\wherein [err] is an al koxyl ¢ or SQngher rr] is as above; [err]
g060 or 66,5 EP 0 164 697 B1 [err] apd [J¢rr] ate as above. (2) the
: derlvatlve of the general fornuﬁa (l), wherein@err] is [err]

Y- is

%[err] and [err] and [err] are hydrogen atons

v R' is hydrogen atom or a linear or branched atkyl group having 1 to 6 carbon atoms, preferably having
~ : .1 to 4 carbon atoms;
25 R? is hydrogen atom 6r linear of branched alkyl group having 1t0 6 carbon atoms, preferably havmg 1
to4d carbon atoms;
"R? is hydrogen atom, a halogen atom such as fluonne. chlorme, bromine and iodine, or a linear or
branched alkyl group having 1 to 6 carbon atoms, preferably having 1 to 4 carbon atoms;
R*is hydrogen atom, a linear or branched alkyl group having 1 to 10 carbon atoms, preferably having 1
30 to 7 carbon atoms, cycloalkyl group having 3 to 7 carbon atoms, preferably having 5 to 6 carbon atoms,
halogenated alkyl group such as trifluoro methyl group, or a halogen atom such as fluorine, chiorine,
bromine and iodine;
R® is hydrogen atom, a linear or branched alkyl group having 1 to 6 carbon atoms, preferably having 1
to 4 carbon atoms, a linear or branched alkoxy group having 1 to 6 carbon atoms, preferably having 1to 4
35 carbon atoms, a halogen atom such as fluorine, chlorine, bromine and iodine, nitro group or hydroxy
group; -
RS is attached to an arbitrary position of X, and R® or R* is attached to an arbitrary position of Y and
their acid addition salts, provided that following compounds are excluded:
_ (1) the derivatives of the general formula (1), wherein
40
CH
_Rs_x . :
- is
. ) OH _ : : Rs
'\_/’ 45 . c
o . wherein R® is an alkoxyl group, or

[}

wherein R® is as above:

' 55
‘60

or H
65



(3) the derivative of the general fornula (l), wherein [err] is

[ el ] Is [err}] is hydrogen atom and [err] is nmethyl group (4). the

deli vatives of the general formula (1), wherein [err]

S [err] ' or 25 [err kg nge atom or an al kyl group; and
[e§r] is nethyl group (5) the deri?&g?’vggg thg1general formula (1), :
whegrein 30 and err IS [err] [err] is hydrogen atom and [err]
i s§&thyl groul'dd: 3?“"&67’??\&“&@ jvatiyes of the general formula (1),
whérein X is ‘Pdpggerivatiye ptt ef’%‘re?i opH' g’rY”Te”F'g hydrogen atom or an al kyl
grpup; [grr] is hydrogen atom or zg? ¥ oup; [errd~ds hydrogen atom a
hagogen atom or an al ky&Sg,E,QuPs' [le hydr,omg@n;al kyl group, a

| oal kyl "group, a hal ogenated aMN: £6up or a hal atom 45 and [err]
hydr ogenast om a hydgoxy (gr oup, an al koxyl group or a hal ogen atom and

thkir ‘acid ad tioﬁ %‘ﬂlﬂtéffe“ geniaomser j vat i ves of the general fornula (1),
wher ei n 50 [ erPythe dervgijvp pt the general formuila ), whereiny i 5 o] and [err] are

hygirogen atons; and [err] is hyg(og&Q atom or élBl al kyl oup, and their :
acgd addition salts, \yrl'kgh. o i he , prece 2 (pd éya, process (b),
--whé&rein the process Ba) coﬁ% [ ¢t i hg tTreRconpou ving the general

fofmula (%1): R'SL FylarddBn W .g{ﬂ: err and X are as above, A is an

el minating grmzupmgm(%&ewpﬁ erein [err] is as above, with the conpound
‘?hagi ng the gen@rié dériyntived of thd ddnpral fotmula (1), wherein :

[eEr] 7 EP 0 164 697 BL wherein [err] and Y are as above, Ais an

‘el §m nat #hg group or [er ein [er/rh3i s as , and X4 .
¥ ‘R3-X- is i Y g4 is or :

: E 25 R! is hydrogen atom or an alkyl group; and
2 g
§ R* is methyl group -
' (5) the derivative of the general formula (1), wherein o

. - CH, e . CH,
30 R%-x- is P mYRd s 3

R! is hydrogen atom; and
R? is ethyl group _ _
35 (6) the derivatives of the general formula {1}, wherein

X~ is : Y is @

3 - ® R! is hydrogen atom or an alkyl group; .
R? is hydrogen atom or an alkyl group;
. R? is hydrogen atom, a halogen atom or an alkyl group; .
U R* is hydrogen atom, ani alkyl group, a cycloalkyl group, a halogenated alkyl group or a halogen atom;
’ 45 and ’

"~ R¥%is h'ydrbgen atom, a hydroxy group, an alkoxyl group or a halogen atom and their acid addition
salts; . ’
{7) the derivatives of the general formula (I}, wherein

. 50 - R3-x- is @ ; X is D H

R', R® and R* are hydro.gen atoms; and ) ] _
R? is hydrogen atom or an alkyl group, and their acid addition salts, which comprises the process (a) or

55 the process {b), wherein the process {a) comprises reacting the compoun'd having the general formula (il):
Rl'
LY

R”-X-CH-A

Hoe e

(11}

60  wherein . .
R?, R® and X are as above, A is an eliminating group or R%—NH—, wherein R® is as above, with the

compound having the general formula (lll):
3

-R ' (I1D)
o A-CH,-¥(_4

7




different ‘fromthat of forrmula (I1) and the process (b) conprises reducing. -

t he conpound having the general formula (IV): 5

[err] wherein 10 [err] X and Y are as above, Wis [err] or 15

wherein [err] and [err] are as ab , the process (a) or the

process (b), the process of coll eg?n%qt%ﬁe@éc?b?au ned product fromthe

" process (a)NhenemtRh doCars as dbbye, A aa elimigginh gRap 6 R2aNHac whereid 81 it ascaboenarnd Aighe

abovg-rﬁent diaent fﬁ’ @S’éfég"l(‘ﬁa‘}” ang the ptopess thh cdmprisesiredueitg the compeupdhiaving the general

conventlonéﬂ H‘ﬁﬁ' The process (a) can be carried out in the

_reactionssol vent of aromatic hydrocagbon sugid as benzene and tol uene, ether

i such as diethyl ether and di oxane, %r"&ﬂ’i-bb,x#q,l c acid al kyl am de sucKIug

" di met hyl formam de at a reaction tenperature ranging fromroomtenperature

to boiling.poi.nt of the solvent, preferably fromroomtenperature to [err].

- Exanpl es00Y eilgﬂﬁaa;umgggy;}mee #¥ & a hal ogen atom such as chl orine and

- brom ne, organic sulfonyl oxy group having 1 to 10 carbon atoms such as

. tosyl oxy and mesyl oxy. The 25 ré*élctﬂzon |s advant ageously carried out in the

- presence of reagent binding wt cN giude of alkali netal or

- al kal i nggearth netal, or carbonaile of aI ﬁall metal or al kaline earth netal

- such as sodinergncar bonate and potassium carbonate. The process (b) can be

~carried out iRl aan R? a@&Cdsiaveves advaitat the foraebdsds) o thehpra®siibk theydro@sshafrepliecting the

tet r ahydr oPbifiae ripdhctiren theeragess (a) gmihe eregess &) @s @ fren bage pramcrid gAdYaamaRr at ur e

' rangi ngzj,rom 66 ‘Fé’[?éf'@f’ﬁ?@esf ‘%laﬂﬂ)fq)f’ﬁ‘i'c‘f’efﬁr“ ?‘Hf”:ﬁ]c‘ﬂ’@“’%"‘l' % aag
|e

‘ e carried out jn the reactlon lvent mati drocarb suc
-I|th|umalmeng higé

| éthel &rid\dfoxhie xylic fd alk#i @ Hegt'ﬂ:h difnet I?o?
. conpound oftd daamarr RFPEEturd YRy From JaaMItéigoeHa&e BHHRhG poiht@F thdlsavent, pr erramp frdrs
freée’base - rqwhotembwatawltd 667G dExamples stgliminating ﬁnommlatesa aajegien ateh suchas s)artrtnelan@ 0

its f re? brgé“"e C &t afbe%fawwqfqygutraww le;ng fh?éﬁ'P ??3 cE’P‘V a"ljae P?p Ed
- havi n.g :he i% Im fortjrlbon qﬁ]kall t?c‘\ésll éngcfa?y
materi al s silh @6kbb ke, prepar e conpoun he present I nventi on
havi ng t he gmebahesémmlmc4r+néd cmaxn ab&atﬁiﬁrﬁ)ﬁhﬂ@ﬁ(bf&tﬁ&lshgh as Qiethiicette0 Mar@nyidraitrah

manner vxhe@Wedw@ne N aeonm temperauee d(raomticmrtemmmurec@speﬁmmsoorﬁemppﬂaelse tofe boiling

_ f olvent n inum hydride as a reduci
pr epar | ﬁog égrﬂe gg:éﬁoﬁ 1%%&1 (%ggt corﬁﬂp‘gnnd of the present mventlo'l-g vu:'g theegrelm\a/ra tfc':r\é\%ﬁa (S)Iror(\ l|ts )
d n

{ 45 derivat *ré/eeo%se ifilo its alt, or from its acid addition salt into its free base, can be carried out in the
conventional manner. '
The compounds having the general formula (1), (1), (IV) or (V) which are the starting materials and
35 used for preparing the compound of the present invention having the general formuia (I) can be produced
easily in the conventional manner whether or not they are known or novel compounds. Examples of
preparing them are as follows:

- 1
| . R
0 s . RYCHO,HCI g _ |
R7-X > R°-X-CHCl
derivatives of (II).
o CO.H : 2 |
3] 24 1) soci, CONH-R LiAlE, ?HZNH-RZ
<@ R™-¥-R ——-2——--> R3-y-r4 N R3-y-g4
0 2) RU-NH; | CoIIn
. 1) soc1, _
s RO-X-CO,H  ———> R3-%-coNB-R?
| --2) R*-NEH
2
60 - LiAlH‘
————> R°-X-CH,NH-R?

2
derivatives of (II)

&5




EP O 164697 Bl [err] .derivative of (1V) wherein [err] = X and
are as above. 20 .The reaction may be carried out under such conditions as
usual |y enpl oyed in such reaction and various internedi ates can be

subj ected to further reaction with ' ' In case that isolation is
necessary, it can be carried out b%w Idefgéﬁgoﬁ1onal process. According to
a further
anilng derivatives ormul 2)(sdcs)ated above armaceugically

accept abl e salt 3L e éof e 28°CQ Dbo-¥S fo the

di sclaimefs (1) to (7) in the bve general forrrula (I') YR7is referred to
JP-A-50-89 352 (f.i. the cl |m3| relaying to the disclainmed part (1)),

" Jour nal

aspect t resent I nvention rel ates to fgngr ci des containing the

of Og. Chem " 2)yBI-39CERBTRA07 to 415(198d)i¢4dtive tde (Mpound

Il1la at page 407, relating to the disclained part (2)). "Chem cal

Abstracts_,
t he di scl ai ned pgrt (3)), "J. lAnSOCnfm Soc. ",
(1943) (f.i

vol. 42, pp. 3341 to 3342 (1947) (f.i. pa%le23341|, rel ating to
voI > pp 1%@1 to 30 1992

er ﬂa-x-ncd’ab#cm 4y relating to

t he”e ®md o

t he di scl ai ned part (4Y), "Beplstein", wob. 12, E Il 12, pp. A1l and 745
. bis- [err] napht hyl net hyl aﬁh)nb -REtCF L= ‘Qi 4[err] napht hyI et hyl am ne,

bi s- [err] napht hyl net hyl am ne, and net hyT - bi s- errhepgpg{m/éngfhwem ne,
relating to the disclainmed part (4)), US-A-3 127 447 (f.1.

bi s[ ( #hereinhy| napht hy I rreth I amne in lines 10 to 19 in colurm 4

et hyl -
relating to tHg 'Efr%c?aﬁ e B2 093

relating?f o, gs g‘f
met hyl i ndange aswynagcarn cmearuh@y He condebchb digketsd th

er m dcéir h cﬁ'

i 4 3080ch 3% eactldn and
& et L

I scl ai rre par

Accgrdi ng to aActardibil@s adfapIee tasfdaethp rpe&seitt invanti@n tdlated to cluiadic@des tdnthing UBE arafne
am ne deri vderivetives of fqrhglad@m@| abfoye v pbardh@ceutically acceptable salts thereof as an effective

[err] 4526r °°é"ﬁ9f}%fﬁ‘rr%l

corponent oo R RIS Sniom i e R LD AR

wherein X |son$abn&cr'l pab4v7]

RBtirtyt6 tHe d?s@l'ﬂeabhr’ﬂ@))o’ Chérqlcai Abstracts”, vol. 42, pp. 3341 to

[err] 55 whegdeiieaaD(f.ii mgo33stiermiatitg o fwr disc@imedrpatt (3))) &N Ama Closm. saat vol. 65, pp. 1984 to
wherein 3Q 15193 (1943) dfjotpe copBound of repgetion gUMIBE 714 1 Taplg I rejatingde ¢he disclgimedinart (4)),

group consi

35

40

45

50

55

60

65

trhﬁgm voI 12, E Il 12, pp. 741 and 745 (f.i. bis-a-naphthylmethylamine, methyi-bis-a-naphthyi-
(R bis-B-naphthyimethylamine, and methyl-bis-B-naphthylmethylamine, relating to the
disclaimed part {4)), US—A—3 127 447 {{.i. ethyl-bis[(2-methylnaphthyl)methyl]amine in lines 10 to 19 in
column 4, relating to the disclaimed part (5)), GB—A—2 093 837 (f.i. the “abstract”, relating to the
disclaimed part {6)) and GB—A-—1 394 859 (f.i. 1-amino methyllndans having the formula (i), relating to the
disclaimed part (7)).

According to a further aspect the present invention relates to the use of amine derivatives of the
general formuia

_ope /“‘3
RO~-x- -CH-N- CH2-Y\ . an
R l -

or a pharmaceutrcallv acceptable sait thereof, as an effective component for the manufacture of a

- medicament having antifungal activity, wherein X is selected from the group consisting of

wherein Q is oxygen,
sulfur or nitrogen atom,

and wherein Q is as above;

o o
20 WD
9%



10 15 20 - [err] and 25 [err] is
hydrogen atomor a |inear or branched al kyl group having 1 to 6 carbon
atons, preferably having 1 to 4 carbon atons; [err] is hydrogen atom or
Ilnear or branched al kyl group ha\gp%ﬁ %@7@1 bon atons, preferably

8 Havi ng 1 to 4 carbon atons; [err ygrogen atom a hal ogen atom such as
Cf uorine, chl Jr% seiected framithRorayRFONEHPAEY or a Iinear or 30 branched al kyl

o or up having 1 to 6 carbon atoms, preferably havi ng 1'to 4 carbon atons;

¥ hal ogenat ed al kyl group such as t

4 preferably having 1 to 4 car b stons a |inely

§ [er I s hydrogen atom a |inear Qr, branched al kyl grpoup having 1 to 10
- carbon afons, preferably having 120 car bon 3 ycl oal kyl group
@ having 3 to 7 carbon atons, prefe havi ng D / ar pon atons,

g glip, or a hal ogen atom
& such as fluorine, chlorine, ) ne and I odi N> . Lerr] is hydrogen
§ atom a o near or branched al ' tar pon atons,

¥ having 1 to 6 carbon atons, pre eraly havi ng to Z carbon atons, a

- hal ogen at om such as quorin ne, bron\ps aptd odine, nitro group or
B hydroxy mgroup; [err] is atta arbitr iop of X, and [err]
; or [err] is attached to an arRy 9] S A The conpounds of
~the present invention show an excel | ent anti fungal act ivity. They show an
3 antlfungal activity at the concentratlon of 0.003 to 100 [err]/m in vitro
i especi alhy agai nst such fungi I choglgt on grophyt'es, Trichophyton
" interdigitale, Trichophyton r M cr ospor us_cawi s, crosporum gypseum
- Epi derm)phyton fl occosum Crypt (§cossus neof or man§, Sporothrl X schenekii,
rgillus fum gatus and Candida al bicans. In vivo test of der rratorryc03| S

§ rodel ergpl Oy Rs BMkdAER atBmiola f aro(-ﬁﬁﬁchgf&'gtkﬂ%;%@é(ﬁdvmg P é‘é%td%nl'&m§mrﬂe9t§l§mmg

- vol. 1, pagac 45a&bonldley: al so ascertai ned t he”conpounds of present
i nvention hasRédshywixageh stemtor b dr tiragebled alkyi groug yavingh e mrqooamds pméferb&tehavmm
present inveh rma&w. r ovi de f ungi ci des in the f or m of UId |Joaratlon

o u s chiorin lj
oi nt rrent Orbra ﬁé%&!{gl rou 5{:@\}2}? tog?ca gtomrs? éie r 't hall?/ft %ﬁ:@fc‘r% Hﬁé
may var B br rk! REH atky \é rtg fomsS rtRéerS‘y ﬁgvmrghe
corrpound empt e ,ataﬁu;l \;imsmg@r uen«m:nggﬂaercatb cyaﬂbh@ godlerablg RERIQLENE S corbort ft6ms,
present i n\pelnganeted ety qumvsudeas‘ tuﬂ'g:r@ métbsl satbunaoca) hciawmaatm sn:h @fs ﬂ@cr@i. ¢hipribéo

The presen for stine; s f rther b the fol l rence

Cuanbl o8 g e i S e S ok Sl
§ NWR SpeCtrUﬁFbérSatSlh@%aﬁd@erV%Mesuﬁﬁé’sgﬂUo , lchlorir sr]omm @Yd p or hydroxy
- st andar ds. gMebi i ng points in each Exanple are those of hydrochl oride of the .

g conpound and 'NIW@@ tt<P mratfewFDESlt!qnm%eafoR’br% sm&es@eddt) an hféitfed ammlon

- Ref erené® LS a’gﬁ“fy é Vil Y f‘ly
mixture of v e ad °“b"£ﬁ?atita°t1 é"nteré‘ " AN e a&a@&%& Qan .

L of acetic Mdrdspor §ypsdund) fEphabrmopRRGE St C )s sths :(HofonaﬁJ ixDscertkii, Of
phosphori cAsnBrgillumsmsatusrane@araﬁda&ﬂmhns [nadvibjtesasfdietnipeam@icasismadehempi@hgrguined pig
- corcent Fat ég Pée'tﬂ Shinkin e Beinkanshoaydli dcpagp 257, 1960)elsp AtpeRinel fes tha ompaieds/d| s

i : tion has an excelient antifungal activity.
_ of 1 hout Flgérﬁffnﬁﬁ of the present invention can provide fungicides in the form of liquid preparation,

_ . ointment or cream for example. Though an amount of an effective component may vary depending on
S species of fungi, a degree of disease, a kind of the compound employed, and dosage form, generally the
: " s0 compounds of the present invention can provide fungicides at a concentration of 0.01 to 5%.
The present invention is further explained by the following Reference Examples, Examples,
Preparation Examples and Test Examples '

The following NMR spectrum is shown in value measured in CDC!, employing TMS as standards.
Melting points in each Example are those of hydrochloride of the compound and NMR spectrum are

55 those of free base of the compound.

. Reference Example 1
[Preparation of 4-iodo-1-chloromethylnaphthalene]
A mixture of 17.8 g of 1-iodo-naphthalene, 4.4 g of paraformaldehyde, 10.4 mi of acetic acid, 14.6 mi of

¢o concentrated hydrochioric acid and 6.6 ml of phosphoric acid was stirred at 80 to 85°C and thereto another
: 20 mi of concentrated hydrochloric acid was added with stirring 8 times at intervals of 1 hour. The reaction

mixture was poured into water and was extracted with benzene. After dustnllmg away benzene, 18.5 g of 4-

iodo-1-chioromethyinaphthalene was obtained.

. Nuclear magnetic resonance spectrum & (CDCl,):

g5 8.08 10 6.86 (m, 6H) and 4.78 (s, 2H)

10




e

]
mkture was poured into water and was extracted with benzene. After _
dlstllllng away benzene, 18.5 g of 4- iodo-1-chloronethyl napht hal ene was

obt ai ned. Nucl ear magnetic resonance spectrum/[err] 65 8.08 to 6.86 (m

6H) and 4.78 (s, 2H) 10 EP 0164697 Bl The fol |l owi ng conpound was al so
pr\epar ed by the sane procedures. 4EBr0m$641697hBdr onet hyl napht hal ene Mel ting
poj 82 t o [TRE foliowibg tAiboumBAUEliso pr pQQQBﬁ{EQ%arﬁp%QI:JdUQL[e”] 8.33 to 7.15
(m an4-Brof6-1{cBlprofidjhymagitiaenence Exanpl e reparati on of :
N-‘met hyl - 4-Melfing.neoint\828eBX§Cani ne] A ni xture of 178 g of 4-tert-Butyl

benzoi ¢ aci YEATAREBNGetNancA SRATTHM EHERA:FS3 0B 15m. PHlcand 486 [se?h)] for 5
hburs After distilling away an exce§e§er81 Eﬂ:m Qy) chl ori de under reduced
priessure, tiPRpdréifor ok RMet RS terMlGHeddiamiNeP P Se to 300 m of 40% agueous

sol ution of nAteiythemf nzs gadifd-térhmtjﬂe:sntbfcaélﬁ aﬁH 360 I thidhG! dhiokitid WL dhifbd & 56@UESs
Aci di fi Cat |§H'svﬁftehd' ¥hoguny ar dxeessief ttiopyl ehtdride tiadee chddced pgsaife, the resultant was added

1”2 ¥ t“‘"e d the %’#F t nixtdtg was giinredifore
2? "Soh g o ‘%Wi’ "ﬁ"ﬁgﬁrﬂm e é‘gggﬁ"g o8 Nay sl Bs TR (mainG
Was added t hET@bInadtd’iedf PAIGHE iR dMenilRRGidde @néﬁ MfUﬁi@d%§dlEﬂ?\{llLtHé%s aQJethe

' “haurs. Aft @Ptamd)lamrdg analtheemawssmoduré whdieliiRed For 6ohdurE. AN BYIMNG) S#EexdRS of lithium

decorrpoé%d a o u q;@oqu byztiding drapiviserd watehand thasll tar lagerovas egaraddeThe
The et her vereﬂq Us sepiym-guifate qthgng away ether,
d

“sadi um sul fda%t.ﬁ‘.o,ﬁf. R re 'm'b"t‘(}\t/ée"zy "‘["F'l'éer oiXng RSITF Ve 9? P P! wes obtained by

Nimet hyl - 4M1€!9¢rﬂﬁuhgdcbeaaaﬁ aem(bwou,m 20@] 4, 3.883s, 20), .85 (5] 4 ot KL, RS
obt ai ne bMelting ppint efthivdrpchiamidesr208.8 throR.E°Cpr essur e. Nucl ear magnetic resonance

s.p.ec:trum[err] . 7.26 (s, 4H), 3. 68% , 2.42 (s, 3H) and 1.29 (s, 9H)

20 Mel ti ngor@ibn o 9% Ry E?"%e E(xﬁmf"éﬁr] Ref er ence Exanple 3
[ Preparati gpn%bfn h larhé\rl%y NM@AJ&%EE)&Q z%'ﬁ‘oﬁ‘%aﬁﬁ%o@:ﬂcﬁlofbt@;ndﬁﬁeorgéﬂltg‘rmm
added d?@pwassurrzsfcg 3d{ourk- Thap kHeltB)lal folrhdarbyGicidmcys foRE heid Wvas! ehitk fte d

was stirre¥a§ U?Shsd w@uwster ‘thenect 268 gwfy‘eprabvl i-paphtchmide vmladdeﬂlt@athew 14l g of
hydr ochl oriytﬁ'” rcoom? gl e§‘a @umghséethvwﬁtdmmaemon gﬂmrameceﬂ@@dao;g
of N-pr Op)’llvat'lr Q\%REE (5 r§ ﬁnﬁrﬁ déet‘;'ms m%‘f’ _p(?y ﬂ?_ y{wlse;-
af um nusa hyring d:emaﬁlﬁlm&e 3% 131 436Btafhk louﬁisg' %}E uoﬁ ﬁéﬁy

m xt ure wapressefel uxed for 11 hours. After cool i ng, an excess o

al um num h ?36% §°G memumy (GREH: B tel7-D r7E24.27 (s)2éit, @169 a,nlelﬂtmemet $exb
i

:\fﬁfgp\;,\fslsﬁﬁm ""e'l Wi e p’?ﬁ?’%ﬁ'bet %gﬁre f“%g%g%? tgf[err]lo 2 kPa)

-

was obt ai ned hashwoinepmrhwﬁgh\}mnqm d by di stillation under reduced pressure.
N-Butyl-1-naphthylmethylamine :

Reference Exampie 4 .
40 [Preparation of N-methyl-N- (1-naphthylmethyl)-4-|sopropyl benzamide]
A mixture of 0.99 g of 4-isopropyl benzoic acid and 3.6 g of thionyl chloride was stirred at 50°C for 4
: hours and then an excess of thionyl chloride was removed under reduced pressure. Obtained acid chloride
\\j‘-s was dissolved into 5 ml of anhydrous benzene and the solution was added dropwise to mixture of 1.03 g of
N N-methyi-1-naphthylmethylamine, 2 ml of triethylamine and 15 mi of anhydrous benzene and the resultant
45 was stirred for 3 hours. The mixture was then poured into water, extracted with benzene and washed
. -successively with 5% aqueous solution of hydrochlonc acid, 3% aqueous solution of sodium bicarbonate
= - and water. After distilling away benzene, viscous N-methyl-N-({1-naphthyimethyl)-4-isopropylbenzamide
: was obtained.
Nuclear magnetic resonance spectrum & (CCl,, TMS standard): 8.0 to 7.0 (m, 11H), 5.03 (s, 2H), 2.80 (s, 3H),
50 3.1to 2.6 {m, 1H) and 1.18 (s, J=7Hz, 6H)
: ' ~ The following copounds were also prepared by the same procedures.
N-Methyi-N-(1-naphthylmethyl)-4-ethylbenzamide
Nuclear magnetic resonance spectrum 5 (CCl,, TMS standard): 8.0 to 6.95 (m, 11H), 5.07 (s, 2H), 2.78 (s, 3H),
2.75 (g, J=7.6Hz, 2H)} and 1.15 (t, J=7.6Hz, 2H)
55 N-Methyi-N -(1-naphthylmethyl)-4-butvlbenzamlde
Nuclear magnetic resonance spectrum 5 (CCl,, TMS standard): 8. 0 to 6.9 {m, 11H), 5.02 (s, 2H), 2.79 (s, 3H),
2.79 (s, 3H), 2.54 {t, J=7Hz, 2H), 1.7 to 1.156 {m, 4H) and 0.88 (t, J=7Hz, 3H)
N-Methyi-N-(1-naphthylmethyi)-3,4-dimethylbenzamide
Nuclear magnetic resonance spectrum & (CCl,, TMS standard): 8.0 to 6.8 {m, 10H), 4.99 (s, 2H), 2.76 (s, 3H)
6o and 2,13 (s, 6H) :
N-Methyl-N-{1-naphthylmethyl)-3, 5-d|methylbenzamlde
Nuclear magnetic resonance spectrum 8 (CCl,, TMS standard): 8.0 to 6.8 {m, 10H), 5.00 (s, 2H), 2.72 (s. 3H)
and 2.15 (s, 6H) .
N-Methyl-N-(1-naphthyimethyl)-4-icdobenzamide
65 Melting point: 136.5 to 138.5°C

1
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Nucl ear, magnetic resonance spectrum/err] 8.2to 7.2 (m 7H), 4.20 (s,

- 2H), 2.69 (t, J=7Hz, 2H), 1.86 to 1.15 (m 2H) and 0.90 (t, J=7Hz, 3H) The
foll owi ng conpounds were al so prepar ed by the sane procedures. 35 '
N- Met hyl - 1- napht hyl met hyl ami ne N- Egdgy ?g | met hyl am ne N-Butyl -

Ny ¥%§%ﬁ9§ﬁ%§%§?§s%a%g‘r%r§ sencriaiy 2Rl ey 2 35‘62 5

4-@opropyl enzm c acid and 3.6 g of thionyl chloride was stirred at [err]
8% for 4 hours and then an excess of thimfncctnampiede was renoved under

g1 reduced ps esigrepaeat'ocjst Nil4rtebutglbehzy iN-grethatie2-ethaxyeirbosy ) vm!ithamiclgl 5 of
81 anhydrous b EF°G‘ oluty T‘Gftﬁ°6‘ m\M%m €3€IPfo°15 '6"' é"% f“‘f‘ﬂg“’g
~of N-net hyI t:,ro t or

: 5 to water,
- anhydr ous bew&&amn ertzbe n@sﬁ muat ndmosetrlamrya d.u& oy %odtIrElQulfate was
. m Xture was réerheed pralthed. zagbnhw eﬂqrndewbsaaécemameatchorbmzanei aunagt 40%a &dn @ ours and
- successi vel thbtalmeswe Uayawﬂmdrm'wo hpixruoedil” 88 9 ef f‘h@ﬁfdyMS% laeq-a\éawae and 8
: SO' ut I on of gStrt'rjzene foa (!fowa Fdre:mﬂé\rérwre&w;‘}lqaor‘ﬁ s solutio ﬁ:ﬁdsroc r;:?:
SPscous N il D i S R e i 2 ik
- Nucl ear ' Ieg Ry oily N-ESOR-BiRtGIBerzARG-Fethgl3-&hdxca t{oer-r haphthbfids ixal BRkifgd. to :
t (m.1 1H), 5.03 (s, 2H), 2.80 (s, 3H), 503 t026(m1H)and118(s
B J=7Hz, 6H) The follown co ounds Were %ﬂéar ed b

o G S i zg#ggﬁ%&*kg{éﬁ e

1 esonance,spgRlde W
@ 2H), 2. 78 ( svated H)ftrer stmﬁ'rg(ﬂl,ay denterfoHES . m?bb coﬁé’&i‘trﬁte&ﬁy&&chloﬂ&?cuﬁhlis a 355xcess of

&drkd into rth

N- Met hyl - N- C%ncgfa i detl Ia tddzlvabuut Vbengm' zﬂhevt\:leultpcds?ae ansuep i f@t?ic:ntrcé?ml oeas
i spe trum[e ed an ta 2 cHacde 1B At cmyste)oo uty N
e Lo %-1,;"2, A g e 3P orghen B g AP OB

i (t J=7Hz, &hme wes éspéaanhsrerémtsmlﬁnasﬁsdmmtsbw mrtznrg §8 aiiCdsear
@ magnetic resenance spectrum[err] , TMS standard): 8.0 6.8 (m 10H),

' 4.99 (s, 2HMasspa@rum(im/@yi7 60’ WAd 76 113 1¢%anddpy (base)
3 N- Met hyl - N—(l napht hyl met hyl ) - 3, 5-di rretryl b ;am de Nucl ear magnetic_

r esonancé’ specy.k Wi dukidehayi- N%yﬁﬁ%ﬂ%ﬁ% m’ﬁn tafin (4878} wh® Bhtaingt Hnd Sacti

2H), 2. 72 ( 8f 1.23K) ofa0Riodordethyl-B-1i phehdWbHe Y4 1.06 g’l fN:VlethyI-4 tert- buty!b'enzylamme on

|l - napht hyl net hyI) 4-1 odobenzam de 65 Meltl ng point: 136.5 to [err] EP O

B 164697 Bl Nucl ﬁ% netic resonance s TMS st andard 8.0 to
-'Ch ro

) 3 zyl- {1 hyl L {1 331‘;) was obtained by the reaction 0§ 1:20 g
/- 01 ( m 1 g!f apht P%hb ?5 g eth -tert-butylbenzylamine.

Example 12
N Methyl N-4-tert-pentyibenzyl-1-naphthylmethylamine (1.65 g) was obtained by the reaction of 1. 11 g
40 of 1- Chloromethylnaphthalene and 1.15 g of N-Methyl-4-tert-pentylbenzylamine.

-~ . Example 22 .
" N-4-I1sopropylbenzyi-N- methyl- -naphthylmethylamme {1.47 g) was obtained by the reaction of 1.11 g
_of - Chloromethylnaphthalene and 0. 98 g of N- -Methyl-4-isopropylbenzylamine.

I TR .
/ ) Example 29
o N-&ten-Buwlbenzyl-N-methy|-3 -benzo{b]-thienylmethylamine (1.4 g) was obtained by the reaction of
5 - 0.89 g of 3»Chloromethylbenzo[b]throphene and 0.91 g of N- Mehtyl 4-tert-butylbenzylamme
§ : 50 ' Examples 2 to 71
33 : The procedures. of Example 1 were repeated to give hydrochloﬂdes of various derivatives. Meltmg
1 points of each compounds are shown in Table 1.
I
3
E 55

60 .

85
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erence Exanple 5 5 [Preparation of . .

4-tert-butyl benzyl)-N-net hyl - 2- et hoxycar boxy- 1- napht ham de] Into an

eous sol ution of sodi um hydroxide (3.63 g of sodi um hydroxi de and 71.5

of water) was dissolved 7.52 g of 2-hydroxy-1-naphthoic acid and thereto

9 g of ethyl chloroformte was %ﬁld@d%’@%ﬁ‘é at cooling. After the

xture was stirred at roomtenperature for_1 hour, it was poured into

e/, extracted with benzene, washe ter and dried over anhydrous
ium sul fate. Sodiumsulfate was 10 renoved and then 5.24 g of thionyl
ori de was added. The reaction was ghrr2ed out at [err] for 3 hours and

%ropwi se t,q;3d m xture of 7.08 g of

S
c
1
N-'Enst hyl - 4-tert-benzyl-ani ne and R tXofHpYTEBT& _ahd then stirred for 3

‘haurs. The reaction m xture was poured into water, extracted with benzene,
arkd the benzene sol ution was washed successi vel y wth 3% aqueous sol ution

obt ai ned acid chl ori de was adgled

off hydrochl ofic acid, subsequently W th water, and dried over anhydrous
S(gji umsulfate. After-distilling away benzene, 6,18 15 ¢ M1 ©idy point
N-§ 4-tert-bulNplbenzyl - R=Ret hyl -B- et RXxycar boxy¥ I-gapht hani de ¢igs obt ai ned.
- BE@nmple 1 A mixture of 1.94 g of 1-chloronet hyl né‘bht hal ene, 1 g of .
L N-gret hyl - 4-t €rt- butyT benzyram ne, 1. 17 g of sodiam carponate and 10— of

~digmet hyl f or mam de $as sflirred for 14 hours / err]. The reaction 20
~mixture was paéuref H Wat er andHextcmgt € @v mgszetne, ard 4dhellenzene
1 =50 awdy benzene, 1.5 nl of

sd& ution was washigg pater. After disti
cancentrated hydroctil or¥C acid was added, an excess of concentrated
hydrochloric acid was renpved under reduced pressure, a snall amount of
agerone was added rred white crystal (2.75 g) was filtrated. Wite
pgat-e crystal ,of -batyl bgnzyl ) - N- et hyl; 1- napht Iér_e‘{ h§ i ne
hydrochl ori de was@blaj nedl by recrystallization fromaceto el ethdifol . 25
MElting point 211 to [eFr] Nucl ear nmagnetic resonance spectrum[err]: 8.3
ta 7.3 (m 11 H 3.91 ($, 2H), 3.56 (s, 2H), 2.19 (s, 3H and 1.33 (s, 9H
Mass spectrun13(n1 TRy err], 190, 176, 170, 147 and 14|]‘R/ZY(b§'éE) 332 :
Exanple 4 N-4-ter gnzyl - N-met hyl - (4-f 1l uor o- 1- napht ]) ?r?ﬁ m ne
(2.0 g) was obt ai N by<Fhe reaction of 1.23 g of
1-Chl or onet hyl - 4-f | uor oggpht hal ene and 1. 15 g of
N:Met hyl -4-tert-butyl benzyl am ne. Exanple 9 35
N:4-tert-Butyl benzyl - N-net hyl - 1- (1- napht hyl ) et hyl ami ne (1.33 g) was
obtai ned by the reagtiog of 1.20 g of 1-(1-Chloroethyl)naphthalene and 1.15
giof N Met hyl 44-t F 'benzyl aun ne. s Exanpl e 12, 37 to 239
N Met hyl -N—4-tert w nzyI -1 -napht hyl net hyl am ne (1. g) was obt ai ned
by the reaction of XX 1I¥0 40 of 1-Chl oronet hyl napht hal ene and 1.15 g of
N-Met hyl -4-tert-pentyl benzyl am ne. Exanple 22
-N: 4- 1 sopr opyl benzyl - N- et hyl - 1- napht hyl met hyl anmi ne (1.47 g) was obtai ned by
the reaction of 1.1 1 g,of 1 -Chloronethyl naphthal ene and 0.98 of
_ l\_lf‘Me"t-hyI -4- i.sop-r-o p2y| am ne. 45 Exanpl e 29 :
N-4-tert-Butykben hyl - 3- benzo[®] -t hi enyl net hyl am re3d kgt 298 Was
obtained by the r% J '

6 . v " ' 240 to 242

Br

- continued -~
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0.89 g of 3-Chl oronet hyl benzo[ b] t hi ophene and 0.91 g of

N-Mehtyl -4-tert-butyl benzyl am ne. 50

Exanples 2 to 71 The procedures of Exanple 1 were repeated to give

hydrochl ori des of various derivatiERsO 1641697dBpoi nts of each conpounds are
shown in Table 1. 55 60 65 12 EP 0164 697 Bl Table 1 [err] Melting point

No. [Eﬂr&ontinJégtj [err] [err] [err] 1 [err]
H{_J [err] [err] 211 to 213_2 [err] " " .
" 7 218 to 220 218 to 220 3 R Brr] g3 I "
231 to 233 4 [err] R5-X-CH-N-CH_~¥ " 237 to 239 5
Jerr] o " 236 ?0'2%8 6 [err] - "

" " 240 to 242 - continued - 13 EP 0164 697 Bl conti nued
[err] N@|tlng'purﬂt No™ fermi —fterTi fermi Terr]
[err] 7 [err] H - [err] [errg3- 22 ;

[err] NG. - 'X-R° rRY  r%223 to 265 9 5“%%?%5 lé3°mt[err]

| " 222 to 224 10 [err] "(7C) "

228.5 to 2305 [U..I 4 4 +$6—to 198

12 [err]
7 .

" o 191 to 193
| | B CHy <Z;:>~c4ng -t 225 to 227
I -2
Y | '
8 E:;]I:i:j . | " 223 to 225
cHy " " 222 to 224

10 H ' =  228.5 to 230.5

: OCH, | . _
11 8 " " LI 196 to 198
E::]I:j:j " " "<Z::>*Csﬂll‘t 191 to 193
" " o 213 to 214

- continued -~
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13 " S " [err] "213 to 214 - continued

- 814 EP 0164697 Bl -continued - [err] Melting point No . [err]

[err] [err] [err] [err] 14 [err] H [err]

[err] 197 to 199 15 = . _ [err] . 192

td 194 16 . EPO164 6[%7r B1 205 to 207 17 "
[err] - 211 to 212.5 18 - " " Jerr]

[eﬁ%f " 4$9000nbin08d19 " " Jerr] " 174 to

176.5 20 " " [errlgl g2 " 165 to 170 -

cdntinued - 15  EP 0164697 BL s contilued - J&¥r] Meiting point*No .

[érr] [err] [err] [er?]'x'cn‘N’CHszﬂﬁq 21 [err] H

[@rr] [err] 211 to 213 22 S "

[érr] 195.5 to 197 23 " ) " . Jerr]

2@2 to 203.5 24 " [err] . 190 to 191 25

"3 " " [err] 2197 5 tO 1«983 26 Melt.mg point '

" g [ er Np. 183'80 189 BY <? " °c) [err]

2%5 to 217 - continued - 16

14 H CH, _@ - 197 to 199
15 S " " —@—CH3_ 192 to 194

: } 16 M w . " —@—O 205 to 207
| o o c1 |
17 " " " —@Cl 211 to 212.5

LR -(. { R PR
i

v ; " T} " -
U 18 - C, 8, '@%% t 190 to 195

19 " % C.H. " 174 to 176.5

20 . “ C,H . " 165 to 170 -

- continued -

15




B8 £P 0 164697 BL - continued - [err] Melting point No. [err] [err]

ad [err] [err] o [err] 28 [err] H Jerr] [err]
&4 181 to 183 29 ° [err] " " " 216 to 217.5 30
B " ferr] : EF; P 164687 A1 " "
[err] [err] 223 to 224 32 " " " [err]
237 to 238 33~ conkthied - " " [err] 219 to 221 34

[S:rTj] " _ " D 221 - continued - 17 EP 0164
6 Bl - continued [err] 3 I\/Eltingspoi t ,33 [err] [err] [err]

i3 [err] ' [err] 35 [errR -X-CH-N-Cﬂz-‘Y\R_.a [err] 36

8 [err] " " " 37 [err] " L
" 220 to 221.5 38 [err] " " " 210

g to 212 (dec) 39 [erT] " B ———189.5 to0 190.5
3 40 [err] " ! ! ,&37 to 28814ing poiherr]

" Ne. " =- X-R232.5Rb 23 (dec) ~¥igatinued - 180, EP 0164

1697 Bl

21 H CH Br 211 to 213

-

22 " J " C.H

G

-i 195.5 to 197 -

377

202 to 203.5

190 to 191

: | CH,

25 m . . -'-<Z;S;-c33 1197.5 to 199
o S _ CH,

s . 26 . . " ™ @ 188 to 189

27 " - " -<Z;:>»z ' .. 215 to 217

- continued -
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-'-ontin.ued - [err] Melting point No. [err] [err] [err] [err]

[efr] 42 [err] H [err] [err] 237 to 239 43

g " [err] 243 to 243.5 44 [err] " "

[efr] 233 to 234 45 " - N " [err] 247 to

24% 46 [err] " ~ EP 0164697, B1 553 {0228.5 47 "

"3 " [err] 235.5 to 236.5 - continued - EP 0164697 Bl
o\prtlnued-doeﬂtrihd&at-lng Poi nt No. . [err] [err] -[err]

[egrr] [err] 48 {{kr 2 H [err] [err]

219 to 220 49 [err] & i _r3 [err] 238 to 239

50 [err] " R -X- H-N-CHZ-Y 4 233 to 236 51

[err]" [err] " " 215 to 217 52 "

f " [err] 192 to 194 53 ! " "
[&Fr] I76 to 128 (dec) - continued - 20 EP 0 164 697 BI -
continued - [err] No. : [serr] 1 2[err] [e;p;} [ eMdlting poid ting
po=|nt [err]m [ er KR R™ HR" [err] =Y Jerr] '/pto 200 55

" [err] 194 to 196 56 ¢
" " [err] 6;{4 TO I/9

28 H CH3 -—@-C4H9ft 181 to 183
29 @‘\—/[( o
| s | |

216 to 217.5

i -.:u.:awmwa;( T W SR RS B A AR A R

30 " " C,Hg 173 to 175

237 to 238

f 31 w " CH, E::]I:j:j 223 to 224

; 33 57 - -{Z;:>~caag-t 219 to 221

34 . e n " 219 to 221

- continued -~
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57 - - . " [err]  [err] 163 to 169 58. "
" " [ert] 183 to 186 59 " [err]
[err] 173 to 176 60 " [err] -
continued - 21 EP 0 164 697 Bl 0, [err] Mel ting point No.
[err] [err] [err] [err] EP%%A%é?d?f [err] H
[err] [err] 62 " [err] [err] 214 to 215
63\~/ < continued"- " [err] 194 to 195 64 "
" [err] [err] 193 to 1%4 QQ " "
[err] 206 to 208.5 66 5 k3 Jerr] [erT]
156 to 158 67 " R"K“CH'N'"CHfY 4 [err] 177 to 179 -
continued - 22  EP 0164697 Bl - continued [err] 10 Melting point No.
[err] ' [err] Jerr] = [err] _ [err] 15 68 [err]
H [err] [err] 102 to 103 20 3
(base) 25 69 - 5 2 " " R [ermgliPAgtpoir®l. 5 30
70 No. = X-R" v R]H R™ [err] =¥ g4 203 to 268,
|
" " -@-C4ﬁg—t
.o . 220 to 221.5
" " - 210 to 212
' (dec)
"= . "  189.5 to 190.5 °
" " " . 237 to 238
" " ™ 232.5 to 233
(dec)_
-~ continued -
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71 - . [err] " [err] " 40 45 The follow ng are
NVR and M5 (nmfe) data of each conmpound of Exanples 2 to 71. Exanple 2

cl ear magnetic resonance spectrum [err] 8 35to 7.23 (m 10H), 3.97 (s,
*H), 3.54 (s, 2H), 2.57 (s, F?JJ £nd 1.28 (s, 9H) 50 Mass
gpectrum (me): 331 [err], 176 2 (E)aseGS and 147 Exanpl e 3 Nucl ear
magnetic resonance spectrum[err] 8.4to 7.3 (m 10H), 3.88 (s, 2H), 3.53
(IS\_2H), 2.83:ésvimbda 2. 13 (s, 3H) and 1.28 (s, 9H) 55 Mass spectrum
(rrle) 331 [err] 184, 176, 152 (base apd 147 Exanple 4 Nucl ear nmagnetic
rresonance spectrumiferr]: 8.3t ( 10H), R3 84 (s, 2H), 3.52 (s, 2H),
2 18 (s, 3H) and 1.30 (s, -9H -Meeu-srpea FYM gme): 335 [err], 188, 176,

~ "154 (base) and 147 Exanple 5 Nucl ear magnefi c™Resonance spectrum[err]: 8.3

~, Bucl ear magneti ¢

tto 7.3 (m 10H), 3.83 (s, 2H), 3.53 (s, 2H), 2.17 (s, 3H) and 1.30 (s, 9H
@5 Mass specrrmrrtm“ej-—eﬁi—rerﬂ—-zeﬁ—ﬁﬁ—ﬁs—tbasej—mwd—ﬁﬁe— EP O

£64 697 Bl Exanple 6 Nucl ear net i c resonance spectru 3 (m
10H), 3.77 g6, 2H), 3.B&RIS, 2rg)% 2RE3 (s, 3y~ a d 1. 29“%§t‘§?4)?%1%s
pectrum(rrle) 3.97 [err], 395 [err], 250, 24’8R 219, 201 7@) (base) and

f47 Exanpl
. EOH), 3.82 (s,
) dpectrum (nfg) :

(s, 2H), 2.17 (s, and 1. 30 (s 9H) 10 I\/ass
. 296, R67,c5217. @aﬁe).tandzgw?tgxg le 8
e spectrum 63 8. 4 Pm 10H), 3. 91575()3 2H)

( H) and 1.29 (s, 9H) '15 Mass spectrum(rﬂe) 3.62
6 ahd 147 (base) Exanple 9 Nucl ear magnetic resonance
4

to 7.22 (m 11H), 4,36 (q, *J=6.6Hz, 1H), 3.63 (d,

3.54 (s, 2H), 2.
[terr], 215, 186, 17
gpectrum[err]: 8.5

=3He, 1H), |
% 43 n : " L] @j 243 to 243.5
" 44 " » 233 to 234
cl
45 " " " @:j 247 to 249
46 . " 228 to 228.5
47 " " . @Kj 235.5 to 236.5
- éontinued -
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3.34 (d, J=13Hz, 1H), 2.19 (s, 3H), 1.53 (d, J=6.6Hz, 2H) and 1.28 (s, 9H) !
20 Mass spectrum (me): 331 [err], 316, 204, 176, 152 and 147 (base) _
Exanpl e 10 Nucl ear magnetic resonance spectrumferr]: 7.9 to 7.3 (m 11H)
3.63 (s, 2H), 3.53 (s, 2H), 2.21 (gp ?"96{‘5371 1 (s, 9H) 25 Mass spectrum
(me): 3.17 [err], 176 (base), 170, 147, and 141 Exanple 11 Nucl ear
magnet i c resqpanc%is%egtrun16: 8.3to 7.1 (m 10H), 3.98 (s, 2H), 3.88 (s,
3 3.55 (s, fﬁw; pdwds) Us, 3H and 1.28 (s, 9H 30 Mass spectrum (nfe):
347 [err], 200, 176, 171 (base), 147 mnk441 Exagple 12 Nucl ear magnetic
resonance spectrumiferr]: 8.3 t ngiaﬁn'_ ~R3.88 (s, 2H), 3.54 (s, 2H), i
2.17 (s, 3H), 1.61 (q, J=7.3Hz, 2H), 2%?% 68/ and 0.67 (t, J=7.3Hz, 3H)

: 35 Mass spectrum (me): 331 [err], 190, 170, 155 and 141 (base) Exanple 13
‘Nucl ear magnetis—+esonance -spectrumlerr]: 8 3 to 7.1 (m 11H), 3.90 (s, ok
2H), 4.55 (s, 2H), 2.33 (s, 3H) and 2.19 (s, 3H 40 Mass spectrum(ne): ‘
275 [err], 13, 141 (bage)5 134 gid JF{E Exa_rrpl_§/$ Nucl edel tinghepdint

resonance spectrun1[er?f: 8.3to 7.3'(m 11H), SR87 (s, 2H) ,(&P3 (s, 2H.
and 2.16 (s,-3H-Mss spectrum (nmje): 329 [err], 202 188, 154, 142 and 141
(base) 45 Exanple 15 Nugl ear magnetic resonance spectrum6: 8.3 to 7.0 (m

11H), 3.87 (S 2HZ2RARAN(S, 2H) .. 2. s, 3HNaat2. 15 (s, 3H) Mass
o |38 @ 170,H)f‘4 (%%a(se), 115 g@%@?‘rﬁ?ﬁo 16
hagee spectrumerr]: Q0 (m 11H), 3.89 (s,

' spectrum (me):

Nucl ear magnetic ™ = S
2H), 3.54 (s, 2H), 2.5 ¢ 1H), 2.17 (s, 3H) and 2 to 1.1 (m 10H Mass
- spectrum (mle): 343 [err]3 202, 173,. 170 and 141 (base) 55 Exanple 17
" Nucl ear magnetic resonance spectrum|[err]: 8.3 to 7.0 (m 10H), 3.87 (s,
2 3.43 (s, 2H) apd 2|15 (s, 3H) Mass spesﬁ,un1\f1e):’329 [err], 202,

188, 170, 143gandeX: ﬁélcgﬁggr}%?:?ﬁ;ctrum

[err]: 8.3 to 7. , 3.97 (s, 2H), A Z
2H), 1.24 (s, 9H) (t, J=7THz, 3H) spectrum (me): 331 [err],
316, 190, 147 and 141 (dmge) | '
50 " " " 233 to 236
NO2

215 to 217

2 - = L w2 e

53 " " " 126 to 128
' : : (dec)

. = continued -~
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65§24 "EP 0164 697 Bl Exanple 19 Nucl ear magnetic resonance spectrum
[efr]: 8.3 to 7.2 (m 11H), 3.91 (s, 2H), 3.53 (s, 2H), 2.59 (t, J=7Hz,

2

. 1.74 to 1.47 (m 2H), 1.25 (s, 9H) and 0.78 (t, J=7Hz, 3H) Mass
11 H), 3.94 (s, 2H), 3.53

snggctrum (me): 345 [err], 316, 14Epa9d1é£§9gb?§]e) 5 Exanpl e 20 Nucl ear

netic resonance spectrum/jerr]

(5%2)—0, 2. 48~ (édon¥imid¥g 2H) and 1.24 (s, 9H) Mass spectrum (me): 359
[ ef
spectrum[err]: 8.3 to 7.06 (m 11H,R

316, 147 and 141 (base) Exanpl e%213NucI ear magneti c resonance
2Hj 3.47 (s, 2H) and 2.15

(s§, 3H) Mass spectrum (me): 3413[5e§{r. H- 33H£§§r 200, 198, 171, 169 and

141 (base) 15

Exanpl e 22 Nucl ear .

r’rﬁgnetrc resonance spectrum[err] 8.3to 7.0 (m 11 H), 3.90 (s, 2H), 3.54

~

N Uy

(§, 2H), 3.80(q, T =T#rr—t++H—234Fs—3H)—and 1 .22 (d_ J=7 4Hz 6H)
Mdss spectrum (nfe): 303 [err] 170, 155, 141 (basg) and 133 20

Exanpl e 23 NMd.ear nagngti resog&nceR%pectrum RG. 3 toMelting pblit 3.88
(4, 2H), 3.54 (s, 2H), 2.59 (q, J=7Hz, 2H), 2.1Bg%, 3H) and P (t,

7Hz, 3H) NHSS_SPECfoﬁFfﬁ+€+——289 rnrr] 170, 148, 141 (base) and 119 25
‘arrpl e 24 Nucl ear_=» i ¢ resonance spectrum 6: ' 8.3to 7.0 (m 1IH), 3.88
5, 2H), 3.554(s, 38 (t, Jg7 2H) , 3H) and 1.9 to 1.2 (m
) Mass spectru 317 [err], , ‘ﬁ (badd)y %@ 200

xanpl e 25 Nucl ear fagnétic resonance spectr 8.3 to 7.05 (m 10H),
86 (s, 2H), 4.51 (s, 2H), 2.22 (s, 6H) and 2.16 (s, 3H) Mass spectrum

Ahm;

Esgg/rrpl e 26 Nggl ear magnetic resonance spectr

“de) 289 [err], 170, 148, 141 (base) and 119 35
P ©8.31t0 6.9 (m 10H),
3H) 1g/hsgqsp'§gt Fum

8 (s, 2H)773.53 (s, 2H), 2.29 s, % ang
e) 289 [err], 170, 148, 141 (base) and IR

_arrple 27

EERRLE E1 ¢ S Ttet L L ILIRR T

) ) 58 '! L} »n 183t
U o -o. 18_6

56 " " "
174 to 179

57 n n
- 163 to 169

‘173 to 176

60 .

- continued -
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Nucl ear. magnetic resonance spectrum/[err]: 8.3 to 6.89 (m 11H), 3.83 (s,
2H), 3.39 (s, 2H and 2.10 (s, 3H) Mass spectrum(me): 387 [err], 260,

246, 217, 170 and 141 Exanple 28 45 Nuclear nagnetic resonance spectrum
[err]: 7.9 to 7.15 (m 10H), 4.16 &p ¢ B{s, 2H), 2.30 (s, 3H and
1.31 (s, 9H) Mass spectrum (me): 333 err 176 (base), 153, 147, 128 and
LZO Exanpl e 29 50° Nucl ear magnetic resonance spectrum[err]: 8.0 to 7.2
(WL/QFD 3. 74~(sonbipued w4 (s, 2H), 2.21 (s H and 1.30 (s, 9H) Mass

8 spectrum (me): 147 (base), 148, 1765&ﬂ¢_232 [erg] Exanple 30 55 Nucl ear
@8 nagnetic resonance spectrum [err] %%gib n'ﬁ 9H), 3.76 (s, 2H), 3.55
B (s, 2H), 2.54 (t, J=7.2Hz, £ dﬁiO?(t 'J=7:2Hz, 3H) Mass
B8 spectrum (me): 147 (base), 148 190, 322 and 337 [err] Exanple 31 60

B% Nucl ear nagneiic resonance spectrumlferr]: 8.2 to 7 1 {m 12H). 390 (s,

g 2H), 3.73 (s, 2H) and 2.20 (s SFD Mass spectrunr( 141, 147 (base)

i 148, 170, 176_and 317 | As 1e 32.2Nucl ear §net|c rM%bhEMQeP%p@%trun1
3 [err]: 8.0 t N9+ 2 (m 1;%5 3. 73 , 3.65 ?ZR 42H) and 2. @cfs, 3H) 65
@ Mass spectrum (mle): 141, 142, 147 (base), 148, 170, 176 and 317 [err] 25
B EP 0 164697 Br-Exmmmﬂ?ﬁﬁ?ﬂwn#15w—ﬂagner+t-resUnaHUEﬂﬂmajTTnnTTHTTT—ﬁ?9 to
7.4 (m 8H, 3.72 (s, 2H), 2.52 (s, 3H), 2.20 (s, 2H) and 1.29 (s, 9H) Mass

spectrum (nfe): 16 bade), 162, 176, 190 and 37 err] 5 Exanple 34°
g Nucl ear magne.kzc /.!@\F spectrz_,m %] %l@ (m 9H), 3.78 (s,
o 2H), 3.53 (s, ‘\» g, 3H) and 1 (s, t8 spectrum (me): 147
8 (base), 148, 176,

g0 atd 323 [err] 10 Exanple 7. NOC| ear magnetic
resonance spectrumi[err]: 7.64 (m 8H), 3.73 (s,2H), 3.57 (s, 2H), 2.15 (s,
B 3K and. 1.31 (s, 9H) Mass spectrum (mfe): 147, 176 (base), 225, 227, 254,

8 256 401 [err] and 403 [err] 15

'E'Exanple 38 62 " C,H 214 to 215

63 " m n 194 to 195

64 " “C.H 193 to 194

206 to 208.5

66 " " C,B

489 156 to 158

= 67 . . m 177 to 179

8 e@e@

- ' _ _ - continued -
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(4;.__

" s,ectrum[errg]s'

NEear -magneti c resonance spectrum/|[err]: 7.28 to 7.12 (m 7H), 3.47 (s,
4H), 2.88 (t, J=7Hz, 4H), 2.17 (s, 3H), 2.02 (t, J=7Hz, 2H) and 1.30 (s,
OH) Mass spectrum (me): 131 (base), 132, 147, 160, 176 and 307 [err] 20
Exanpl e 39 Nucl ear magnetic reson C 1s br?ug[err]: 7.27 to 6.93 (m 7H),
3§48,3.45 (s, s, 4H), 2.95 to 2. ﬁ1 fﬂ?&q’ B13 (s, 3H), 1.88 to 1.67 (m
4H)--and 1.32 (s, 9H) Mass spectrum(n1e) 129, 144 (base), 145, 147, 176,
19

N

nd 321 @ontinged - : - Exanpl e 40
cl ear magnetic resonance spectrum gér ?: 7 27 {s, 4H), 7.03 (s, .3H),
- 3148,3.45 (s, s, 4H), 29t0265(ml4 16K 3H), 1.88 to 1.67 (m
4H) and 1.29 (s, 9H) Mass spect RURRTHE 'iggY\Rmo 141, 174 176 (base)
d 321 [err] 30 Exanpl e 41
E;:I ear magnetic resonance spectrum [err] 8.15 to 6.83 (m 13H), 3.91 (s,
2 L (s, 2H) and 2.19 (s, 3H) Mass spectrum(nfe): 137, 149 (base),

170, 188 and 327 [err] Exanple 42 35 jlucl ear tic rasitaime myesd rum
[érr]: 8.15N% 6.83 (‘r’r?“'% , 3RO1 (§ﬁj 2H), 3Rg4s, 2H) and(] 19 (s, 3H)
V\/gss spectrum . (me): 147, 154 (base), 176, 188 ‘and 335 [err anpl e 43
Niicl ear gne+hc—Fesenaﬁee—s-peet+um+eH-]~8~36+e—6—8¥—+m—;3#9—3—go (s,
2H), 3.71 (s, 2H) and 2.19 (s, 3H) 40 Mass spectrum (nfe): 137, 138, 149
(base), 170, 188 and 329 [err] Exanple 44 Nul@I ear magneti c resonance:

1 (m 13H) 3. 94y |$ .87 (102 4 @y 2.21
S

(6, 9H) Mas$ e): 137B(baSHy, 133,

175 204 and err]
45 Exanfl e 45 NucCrR riigneti c resonance s Rv? 8.35to (%%%e[)lm—b
. 384 (s, 2H), 3.66 (s, 2H) and 2.16 (s, 3H) Mass spectrum(rﬂe) 137
(base), 138, 170, 175, 204 and 345 [err] 50 :
Exanpl e 46 Nucl ear -nmagnetic resonance spec [err]: 8.32 to 7.11 (m
1BH), 3%%92 (%, 2H), 3.83 (s, 2H) =and £.19 H) Mass spectrum (nfe): 137
(base), 138, 170, 219, 221, 248, 250, 389 [&rr] 5
Nucl ear nmgnetic resonance spectrum[err] (i eterr])@ga@{ 2?%% 45 (m

18H), 3.92 (s, 2H), 3.72 (s, 2H) and 2.16. (s, 3H) Mss spectrum (me): 137
(base) 30138, 170, 219, 221, 248, 250, 389 and 391 [err] Exanple 48 60

Nuicl { t O ’ b
T TS TR L e ek e $ibase]

147, 170, 184 and 325 [err] 65 26

35

- | CH3
_ . 40
V - 45 The f_ollovying are NMR and MS (m/e) data of each compound of Examples 2 to 71.
Example 2

Nuclear magnetlc resonance spectrum &: 8.35 to 7.23 (m, 10H), 3.97 (s, 2H), 3.54 (s, 2H), 2.57 (s, 3H), 2 17 (s,
- 3H) and 1.28 (s, 9H)
50 Mass spectrum (m/e): 331 (M"), 176 152 (base) and 147

Example 3 '
Nuclear magnetic resonance spectrum &: 8.4 to 7.3 {m, 10H), 3.88 (s, 2H), 3.53 (s, 2H), 2.63 (s, 3H), 2.13 {s,
3H) and 1.28 {s, 9H)
&5 Mass spectrum (m/e): 331 (M*), 18_4, 176, 152 (base) and.147

Example 4 '
Nuclear magnetic resonance spectrum &: 8.3 to 6.8 (m, 10H), 3.84 (s, 2H), 3.52 (s, 2H}, 2.18 (s, 3H) and 1.30
(s, 9H)
6o Mass spectrum (m/e): 335 (M*), 188, 176, 154 (base) and 147

Example 5
Nuclear magnetic resonance spectrum 3: 8.3to 7. 3 {m, 10H), 3. 83 (s, 2H) 3.53 (s, 2H), 2.17 (s, 3H) and 1.30
(s, 9H)
65 Mass spectrum (m/e): 351 (M*), 204, 176, 175 (base) and 147

23




EP. 01 64 697 Bl Exanple 49 Nucl ear magnetic resonance spectrum/|[err]: 8.44
to 7.3 (m 13H), 3.95 (s, 2H), 3.74 (s, 2H), 2.66 (s, 3H and 2.22 (s, 3H)
Mass spectrum (nfe): 137 (base), 138, 146 (base), 147, 170, 184 and 325
[err] 5 Exanple 50 Nucl ear magnet ighy I, ectrum[err]: 8.57 to 7.23
(m 13H), 3.85 (s, 2H), 3.66 (s, 5!1): ﬁga?@eﬁ 3H) Mass spectrum(rﬂe)
- 137 (base), 138, 170, 186, 215 and 356 Hxemplp 610
le 51 1 E SBAGNSHS G1PARANES PELTIALE 68 1S R (it 3E s PH). B50HS 24 2:33 &5 FHhpnd1 LS |

4.40 (q,, 3 and 1.59 (d,
 J=6. 5Hz, 3 ssr‘éﬁ"?:"t”rﬂ‘zr’%o‘?"nf %3("'{ g%’sos %?9 2%41§’&‘t{a§eﬁa§%5 184, 198, 310
. -and 325 [err] 15 Example 7 Exanpl e 52
# Nuclear ma 'F#rcnagegtsmn@eec@mwwpeq?](m 80*973%5.2“)0252((9(12*'&@#{7 (s 3 g8l 139,
- 2H), 3.47 H) and 2.01 (t, J=7Hz,
& -2H) Mass'ospe ?pt?%ﬁm(mnf"%%) %:W g {d\é{’z?"’GZ'bas’ fg‘biﬁbg"dffg and 301 [err] 20
§ Exanple 53 Nuclear magnetic resonance speepegm[err]: 8.0 to 6.8 (m 10H),
| 3 73 (s ZPPDuFles n%n(ts;esarhé)npe@e@rum &6501mm,4elﬂl,352(92H)(354 (31), anglis13HBarkdon.2B. 5
- oy ectrum% % 37, 139 (base), 172 and 315 [err] 25

Exarrpl e ’54 T rReru et PeM églﬁﬂé%c?a"'s?ﬂ%&‘p BasfY err]: 8.26 to 6.86 (m
‘ 10—|) 3.80 (s, 2H), 3.42 (s, 2H), 2.8 t@Q,@nee(m 4H), 2.11 (s, 3H and 1.9
to 1.6 (m NbklparMagsetis pR6idntsBpbdidi)s: 83&37(2b&6,6)H), 4589q, JLE 8Nz, 1ds.een6] 9313Hz[ w1 ]
30 3.34 (d, J=13Hz, 1H), 2.19 (s, 3H), 1.53 (d, J=6.6Hz, 2H) &Add2BkseoB5 Nucl ear nmagnetic
resonance SMpsTtRectiiny ©e)] 3314MD0316 206136 16Hh3ndlIdTfbase. 91 (s, 2H), 3.54 (s,
2H), 2.9 to 2.5 (m 4H), 2.51 (q, J=7 "%é 19t016(m4|—|)and105
(t, J=THz, h@kﬁarmﬁﬁeﬁﬁ%gﬁaﬁ%é&%ﬁob 79 81+(>bsa@,¢9 21)18b (s, BAF 2.01d, 3pRshalien T ]
é§/ {s, 9H) Exanplte 56 Nucl ear magneti c
r esonanee %etineetrwfﬁ(mle 3y %).wmas(emwmwz a@®d (s, 2H), 3.56 (s, 2H),
2.9t02.38 (m 6H, 1.9to 1.6 (m 4 1i,l‘él)m(tJ7|—|z,3|—|)|\-/tass

spectrum ( W(J@lar n;]aénzetl(: ha@&%)me sl:g’c?mmjéggs t fé’hqs?zﬁ?%.&@(s!%n,%%s é)s H), 2.20 és

Exanpl e 57 spjusbaas (mgnet 1 ¢ resonance spectrum err]: 8.12 (m 1 H§ 3.94

(s, 2H) z0 3Me6s fpestrui-im/e) 3340 (MO, 20,336,117 (b6del), 147ar@ 8D 1.28 (m 6H) and 0. 77
(t, J=THz, 3H) . :

Example 12

Nuclear magnetic resonance spectrum &: 8.3 to 7.3 (m, 11H), 3.88 (s, 2H), 3.54 (s, 2H), 2.17 (s, 3H), 1.61 (q,
J=7.3Hz, 2H}, 1.26 (s, 6H) and 0.67 {t, J=7.3Hz, 3H)
35 Mass spectrum {m/e): 331 (M*), 190, 170, 155 and 141 (base)

' Example 13 _
Nuciear magnetic resonance spectrum 5: 8.3t0 7.1 {m, 11H), 3.90 (s, 2H), 4.55 {s, 2H) 2.33 (s, 3R) and 2.19
{s, 3H)
4o Mass spectrum (m/e): 275 (M ). 170, 141 {base), 134 and 105

Example 14
Nuclear magnetic resonance spectrum &: 8.3 to 7.3 {m, 11H), 3.87 {s, 2H), 3.53 (s, 2H) and 2.16 (s, 3H)
Mass spectrum {m/e): 329 (M*), 202, 188r 154, 142 and 141 (base)

445

MRFRIEIE

Example 15
:Quclear magnetic resonance spectrum &: 8.3to 7.0 (m 11H), 3.87 (s, 2H), 3.53 (s, 2H), 2.29 (s, 3H) and 2.15
: s, 3H)
- Mass spectrum {m/e): 275 (M”), _170 141 (base), 134 and 115

: . . Example 16.
= . Nuclear magnetic resonance spectrum 5: 8.3 to 7.0 {m, 11H), 3.89 (s, 2H), 3. 54 (s, 2H), 2.5 {m, 1H), 2.17 (s,
- 3H) and 2 to 1.1 {m, 10H)
- ~ Mass spectrum (m/e): 343 {M*), 202,. 173, 170 and 141 (base)
55
Example 17
Nuclear magnetlc resonance spectrum 5: 8.3 to 7.0 {m, 10H), 3.87 (s, 2H), 3.43 (s, 2H) and 2.15 (s, 3H)
Mass spectrum {m/e): 329 (M*), 202, 188, 170, 142 and 141 (base)

.
e Tt TR
" 1

60 ' Example 18
Nuclear magnetic resonance spectrum &: 8.3 to 7.2 (m, 11H),. 3.97 (s, 2H), 3.54 (s, 2H}, 2.56 (q, J=7Hz, 2H),
1.24 (s, 9H) and 1.02 (t, J=7Hz, 3H)
Mass spectrum {rm/e): 331 (M™), 316, 180, 147 and 141 {base)

65

24




1

ss spectrum (me): 137 (base), 139, 198, 200, 314 and 343 45
anpl e 58 Nucl ear magnetic resonance spectrumfferr]: 8.35 to 7.03 (m
H, 3.98 (s, 2H), 3.57 (s, 2H), 2.9 to 2.34 (m 6H), 1.9to 1.3 (m 6H

ahd 0.78 (t, J=7Hz, 3H) Mass specéﬁtﬁn‘ea‘l@7 61’%7 (base), 139, 314 and 343

,L}agnetr,e MESHTPSATE UL TP 6 1 o YA 035%7 04 (m 14H), 3.95 (s, 4H),
‘b54 (q, J=7.5Hz, 2H) and 1.07 (t, J=Exaphple21:3H) Mass spectrum (me): 137

4

A(.ﬁ/\

rr] 50 Ex anpl e 59 Nucl ear

,grgetrc resonance spectrum err] Exartmhsm 3.92 é H; 3.55
asms pectméragb taé 197 1HB 1%%!*’@ 53¢ g, %Hz,mzm

Ss spec ﬁ(m/él) 52%'36 i ga 214 314 and 357 [err] 55

anpl e56 ear magnetlc resonance spectrum [err]: 8.35t0 7.04 (m

H) , 395(s 2H), 3.54 (s, 2H), 2.9Ekémpled’ (Mm 6H), 1.9 to 1.0 (m 8H)
d 0.79 @mcleerr@azetlcsﬂpnm-wegpmé r8frte 742/(m) 11HL 3794 (Sb@we’.}m (4.28), 234 4, JrTtiz, 38V
rr] 60 and 1.24 (s, 9H) Exanpl e 62 Nucl ear.

ase), 13Bcledt Bhgnalit Cesanthcsactiudt §:18.36b 728 (m, 11HP3.8d.6/42H), B47 | 28xmE218 (53H)

cl ear nﬁ@ﬂ%i*@f%@dﬁamwslp@@wﬂnﬂpewﬁ]17186%?ﬂdt161 asd (m 14H), 3.90 (s,
Hy, 3.,60 (s, 2H), 2.49 (q, J=THz, Fge 00 (t, J=THz, 3H)5Nass

ect rum Nhigar magnedd résS3R&)sp i&rﬁﬁua §§€£7 Uit 5‘@ 93’%5&[) & A?El)sgg c?J-644 uglear

gnetic pas@eaHIGRd S.PEE} J4H] to 7.06
.59 to 2Me8s dpestru-m/e)1308 (M), nmsrssmm Gbla’ée)ammaG 71 (t, J=THz, 3H) 10  Mass

'pectrugn (n1e) 137 (base) 310 and 339 err npl e 65 NucI ear nagnetic

L L ot o5 Rt

13¥aé ﬁr)um (]r&s 23&9@*) 390148nd1 B3) bs 11D Exarrpl e 66 Nucl ear magnetic
esonance spectrum|[err]: 8.11 to 7.0 (m 14H) 3.93 (s 4H) 2.46 (t,
Mass spe_'ctr m

me) 1351’_%%:%??3&0?;‘&59 %Qnaqiaségéwfr&gr]n,sssrs, ), 3 6 (s 0 TE %,

Mass spectrum (m/e): 317 (M*), 176, 147 and 141 (base)

30 Example 25
Nuclear magnetic resonance spectrum 5:8.3to0 7.05 (m, 10H), 4.86 (s, 2H), 4.51 (s, 2H), 2.22 (s, 6H) and 2.16
{s, 3H)
Mass spectrum (m/e): 289 (M™), 170, 148, 141 (base} and 119

35 Example 26 -
Nuclear magnetic resonance spectrum &: 8.3 to 6.9 (m, 10H), 3.88 (s, 2H), 3.53 (s, 2H), 2.29 (s, 6H) and 2.19
{s, 3H)}
Mass spectrum (m/e}: 289 (M*), 170, 148, 141 (base) and 119

40 ' ' Example 27 - '
Nuclear magnetic resonance spectrum S: 8.3 to 6.89 (m, 11H), 3.83 (s, 2H), 3.39 (s, 2H) and 2 10 (s, 3H) _
Mass spectrum (m/e}: 387 {(M*), 260, 246, 217, 170 and 141

Example 28

N 4 Nuclear magnetic resonance spectrum &: 7.9 to 7.15 {m, 10H), 4.16 (s, 2H), 3.63 (s, 2H), 2.30 (s, 3H) and 1.31

{s, SH)
Mass spectrum {m/e): 333 (M*), 176 (base), 153, 147, 128 and 120

Example 29
50 Nuclear magnetrc resonance spectrum &: 8.0 to 7.2 {m, 9H), 3.74 (s, 2H), 3. 54 (s, 2H), 2.21 (s, H) and 1.30 (s,
9H}.
Mass spectrum {m/e): 147 (base), 148, 176 and 232 (M*)

Example 30 .

s5 Nuclear magnetic resonance spectrum 8: 8.0 to 7.2 (m, 9H), 3.76 (s, 2H), 3 55 (s, 2H), 2.54 (t J=7.2Hz, 2H),
1.28 (s, 9H) and 1.07 {t, J=7.2Hz, 3H) .
Mass spectrum {m/e): 147 (base), 148, 190, 322 and 337 (M*)

’ Example 31
60 Nuclear magnetic resonance spectrum &: 8.2 to 7.1 (m, 12H), 3.90 (s, 2H), 3.73 {s, 2H} and 2.20 (s, 3H)
Mass spectrum {m/e): 141, 147 (base), 148, 170, 176 and 317 (M*)

Example 32
Nuclear magnetic resonance spectrum &: 8.0 to 7.2 {m, 12H), 3.73 {s, 2H), 3.65 (s, 2H) and 2.20 (s, 3H)
65 Mass spectrum {m/e): 141, 142, 147 (base), 148, 170, 176 and 317 {(M*)

25




q Exanpl-e 67 Nucl ear magnetic resonance spectrumerr]: 8.4 to 7.35 (m 14H),
4.06 (s, 2H), 3.77 (s, 2H), 2.54 (t, J=7THz, 2H), 1.8 t0 0.9 (m 4H and
0.77 (t, J=6Hz, 3H) 25 Mass spectrum (me): 137 (base) 138, 212, 310 and
353 [err] Exanple 68 Nucl ear magnet gpggfegqpectrum [err]: 8.44 to 7.2
(m 13H), 4.02 (s, 2H), 3.91 (s, I%ﬁ 6§xample33 , 3H) Mass spectrum (nife):

132 ( F:Sgé ’ﬁZI?ar magne%c res%n%nce]s eg:g’tr:]é 810769 tgpe él’{l 8HI)_hS[72 (s, ﬁH). 2§2 Qf , 3H), 2620175 %H) and 1|_69 {s, .

g4 3-95 (s, ZHNasBspZ&ru(—rS(m/éH-l)m (bRsed D16£,976, 389 anarsd7 (M*33 (s, 9H) Mass spectrum
A (me): 137, 141 (base), 144, 182, 190 and 323 [err] npl e 70 Nucl ear

4 _magnetic re nance spectrum [ err 3Ex P‘F:’Z 3
4 (s, 2H), 1. pACesreeey '§'esiﬁé\5’°ea?ﬁ?f"§m£97 ?13é°7 3 R)S@%%?E%ﬁ%s%ﬁ% é% ts %E)z”“"el £
g (base), 138Ma ectrifh! (m/ehOtk7 Riack) 348 15@ﬁ§danﬁ@2ﬂ~ﬁ'ﬂ)|e 71 Nucl ear magnetic -

.resonanceespectrum6: 8.82 to 7.26 (m 1 OH), 3.85 (s 2H), 3. 54(5 2H)

2. 17 (s, 3H) %pqg ]égféZlclgegonarglcl;Dspel\égﬁg iSS;)Getlc(rEr:réB“I-?;,i g??(s ;H) 3.57.(s gH) 215) (s EQWL@ (-;QQH-}-
# 190 and 318N : ’ Ay ' I o]
4 a nmixture o ISR 198 188 P25l B33 At §T4n 801 W A 4B ™7y of sodium
car bonat esand 10 m of di nethyl formam deawpt sgdded 1.3 g of
M 4-tert- pent Wudean mapnetititesdriatke sparttum@s?.28 tb 71120, dH), 8.4005)4HE 2P tak=akz 40)02.1716 3H),
3% hours. The R&xltd=dHzatkandr180¥smBHpoured into water and extracted with
"§ benzene, anifPERReBURABYRY Qél“ﬁf‘i’dﬁz 8% 1900 4100 Wt M hat er . After distilling
| away benzgne, 1.5 m of concentrated hygga Blsgri c acid so was added and
then an excasaeaefnagms@mn@a&eeﬁbcbmdvsox:ivlz@sas:mam)pbw@memmdssmsamhjm),z13 '
8 amount of abGedtinesétag.catad) avdd.32(B8H)g of fornmed white crystal was
§ fitrated. Wasxseegrupsimé): 8P 18 (asel. 445 14e by 178and JATIMR:
§ net hyl - 1-,papht hyl met hyl am ne hydr.ochi orbgg‘p{e nmpound of Exanple 12) was.
obt ai ned Dy NLGGE Madrilid dedAbic Spekindis @%Rsoﬂ-ﬁ 7,08, 3¢) Qs 2045 Y, s,4l1)9:191ToQ eli@raH), 236
@ Nucl ear nmagResH)C1.88a6 0BAGS @HB#Ac2e W eerr]: 8.3 to 7.3 (m 11H), 3.88 (s,
B 2H), 3.54 sMagidpectrdmlif/e):s139,34), 14111131117(6qbase)=a7id31-12(M PH), 1.26 (s, 6H) 0.6.7
(t, J=7. 3z, 3H). Mass spectrum(rﬂe) éer 190, 170, 155 and 141

8 (base) Exa”ﬂg ZE};;Q 03 391 [5, 2H) 381 (5; 2H4) and 2.19 (5, 3H)
R N- et hyl - nag ;ji)g E%A%{qg‘:?é&kﬁ a4,d BEX (v Blzjty senz)yi (FI oralmde é 33 g
| of anhydrous sodi um car bonate and 20 of di methyl formam de was st| rred

& at [err] for 16 hours. The reaction menarne'e\fbas oured_ into water

an
8 oxtract ed® vfg:bg;@ggg@es pcegﬁgtrgﬁrf%égg (bpg "3 ol et
After distilf Un74ne CORceEn ted hydrochloric aC|d was
'dded at cooling. An Example 43

Nuclear magnetic resonance spectrum &: 8.36 to 6.87 {m, 13H), 3.80 (s, 2H), 3. 71 (s, 2H) and 2.19 (s, 3H)
40 Mass spectrum {m/e): 137, 138, 149 (base), 170, 188 and 329 (M*) -

Exam le 44
Nuclear magnetic resonance spectrum &: 8.3 to 7.1 (m, 13H), 3.94 (s, 2H), 3.87 (s, 2H) and 2.21 (s, SH)
) Mass spectrum (mle) 137 (base), 138, 170, 175, 204 and 345 (M")
i . Example 45
Nuclear magnetic resonance spectrum &: 8.35 to 7.2 (m, 13H), 3.84 (s, 2H), 3.66 (s, 2H) and 2.16 (s, 3H)
Mass spectrum (m/e): 137 {base), 138, 170, 175, 204 and 345 (M*)

- _ S0 : - Example 46
== ’ Nm.lear magnetic resonance spectrum 3: 8.32 to 7.11 {m, 13H), 3.92 (s, 2H), 3.83 (s, 2H) and 2.19 (s, 3H)
: Mass spectrum {m/e): 137 {base), 138, 170, 219 221, 248, 250, 389 and 391 {(M*)

Iy
l' y

)

|
|
!li:[lt

Example 47 .

55 Nuclear magnetic resonance spectrum 3 {in DMSO0-dg): 8.47 to 7.45 (m, 13H), 3.92 (s, 2H), 3.72 (s, 2H) and
. 2.16.(s, 3H)

Mass spectrum (m/e): 137 (base), 138, 170, 219, 221, 248, 250, 389 and 391 (M")

!

Example 48
so Nuclear magnetic resonance spectrum 3: 8.21t0 7.1 {m, 13H), 3.90 (s, 4H)}, 2.61 (s, 3H) and 2.19 (s, 3H)
Mass spectrum (m/e): 137, 146 (base), 147, 170, 184 and 325 (M*) _
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T

xcess of hydrochloric acid was removed under reduced pressure and a

ui tabl e anount of acetone was 65 added. Wite crystal (5.9 g) was

recipitated and was filtered. N-(4-tert-butyl benzyl)-Nnethyl-1-naphthyl -

8 EP 0164697 Bl net hyl am ne r | <QL f white plate crystal

({Conpound of Exanple 1) was obt a!g?eiaﬁgg‘loé%ffgfal lization from

cetonel/ et hanol . Meltin oi nt: 210 téx 9 The rocedures of Exanple 73
e po VBB riSoRS PRI 97 SUrh e 36 GuZdl YLl b 2R 8 2 1

tio 71. Exaum; $peditim (m/e): 137 (base) 138, 146 #base),147 170, 184 and 325 (M*)

N-(4-test- Butylsulfonyl N- et hyl (4 I'uor o-'1- napht hy[") met hyl ami ne (1.94 9)

(Conmpound of Exampl e 4) was obt ai ned Erarmplecd0r eacti on of 1.14 ();;

N- Met hyl -Huq'qaaﬁﬁa@l cf? t‘ gﬁ &8 1o-Bo. 13H2@8§(50¥H>43§€e(ﬁ.t2H grgi 2.16 (s, 3H)

éutyl benzylﬁss(’sﬁfcgmn gl/e feé, 198170, 186, 215 and 356 (M%)

ﬂ\l-4 tenp- Butyl benzyl - N—rret hyl - 1- (1- napiiiilsh et hyl amine (1.61 g) (Corrpound

: d)f Exanpl| RudSer wagneabiesériang spyctuies: BSS 7 @mm,oim;u 4bliq.y=8f5Hz, 1H), 3.70, 3.63 (s, s, 2H),

Met hyl - 2.2 (8- pivt 18I (Y, SISt 8 ne and g-of 4-tert-Butyl benzyl 15

hl ori de. Mpse£RestrEmAm/ep 137 1@%r‘6§99§2@é?9z§ﬂ4 Na-n%? Y4 3254MApht hyl net hyl ami ne
1.75 g} (Conpound of Exanple 22) vvaggp;g gped by the reaction of 1.03 g of
- Vet hyl - Radiaphbdnlid PeddRydca Shedfurnd &b 47 « mo Hﬂshe(stnﬁlauylsbﬁn%1 (tzp-7Hz aH),
Ehl or i de. 2.8«(@ar8pll endr201 (t, J=7Hz, 2H)
N- 4- t er t - Beasybastramfin/eN-18b 118/ lbadsl 1500 [ 19]and ROVl et hyl ami ne (1. 78 q)

Conpoy Pd of Exanple 29) was obtai nedEb E_, reaction of 0.98 g of
- N-Met hyT - BsdReng Q&Jr@éo%%la DREA) ﬁ@o’l@ggﬁg )2347395 ), f%et(se?ﬁ) 2.9%3 2.5 BHIAN), ggpzyl
Ehl ori de. (sfasm S50, 4y M Xt Ur € of I'thiumalum num hydri'de and

10 of Maﬂs)sdafctrws (ndteét1bg¢|1313n39ebaswa$72adde1$ (erpvm se a solution of 3.0 g of
N- et h I-N—(l napht hyl met hyl ) - 4- |sopropyl benzanmi de in 10 nl of 30 anhydrous
jlethy her actio I d.,f.0 4

ool i ng, %@}inge ¢ rés n%lcafpecpum%ﬁ%ét%gcoép &Bﬁ‘?é)%%)éﬁsgﬁofznf’%?ozﬁm 4H),

hl umi num MysdrspeieumTrhe) NMeAldhdef) 1391120 WARNNAT (fvurt her diluted with water and
=xtract ed with diethyl ether, and the ether solution was washed wth water.

Lo 3&??’2;,%;@%;5?@ i Eﬁcen”aﬁ@‘q@% i e e P 20K Lo o

anmount ofmas ny\lgggtm prystal (1.5 g)- was filtrated.
Mhite plate 35 crystal of
N—(4 | %pro yI benzyl ) - N-net hyl - 1- na | am ne rochlorid ound

of Exanpl 26 8 ol & é‘iaml‘i"z 89 ﬁsr%:’é é*t%fﬁ'/%gctﬂéﬁ 1’“
Eﬁ% 2}0 }q& %""5%

ME' ting Wés@%pe del, 139, 184, 188, 314 and 329 (M*)

©4c. Example 57
Nuclear magnet:c resonance spectrum &: 8.12 {m, 10H), 3.94 (s, 2H), 3.56 (s, 2H), 3.0 to 2.33 {m, 6H), 1.9 to
1.28 (m, 6H) and 0.77 {t, J=7Hz, 3H)
‘Mass spectrum (m/e): 137 (base), 139, 198, 200, 314 and 343

1 e 45 : Example 58

S Nuclear magnétic resonance spectrum &: 8.35 to 7.03 (m, 10H}, 3.98 (s, 2H), 3.57 (s, 2H), 2.9 to 2.34 (m, 6H),
o - 1.9 to 1.3 (m, 6H} and 0.78 (t, J=7Hz, 3H) _

e - Mass spectrum (m/e): 137 (base), 139, 314 and 343 (M*)

50 d Example 59 .
Nuclear magnetic resonance spectrum &: 8.1 to 6.8 {m, 10H), 3.92 {s, 2H), 3.55 (s, 2H), 2 910 3.33(m, 6H), 1.9
to 1.0 {m, 8H) and 0.76 {t, J=6Hz, 3H)

Mass spectrum (mle) 137 (base), 139, 212, 214, 314 and 357 (M*)

55 Example 60 :
Nuclear magnetlc resonance spectrum 5:8.35107.04 (m, 10H), 3.85 (s, 2H), 3 54 {s, 2H), 2.9 to 2.37 {m, 6H),
1.9 to 1.0 (m, 8H) and 0.79 {t, J=6Hz, 3H)
Mass spectrum (m/e): 137 (base), 139, 314 and 357 (M*)

50 Example 62 =
. Nuclear magnetic resonance spectrum 5:8.14107.04 {m, 14H), 3.95 (s, 4H), 2.54 (q, J=7. 5Hz, 2H) and 1.07
H (t, J=7.6Hz, 3H)
Mass spectrum {m/e}: 137 (base), 138, 184, 310 and 325 (M*)
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9 Exanple 79 40 A mxture of 1.03 g of 1-naphthoic acid and 4.86 g of
.thl onyl chloride was stirred at [err] for 2 hours. An excess of thionyl
@ chloride was renoved under reduced ressure to give 1 -naphthoyl chloride.

A A solution of 1-naphthoyl chloride ER @364 6987 génzene was added dropwi se
g4 to mxture of 1.06 g of N-nethyl-4-tert-gQutvlgzbenzylamne, 2 nml of

BA pyridi ne andnldleabinagtetichesonHR ZROCUNMES.INAST. skg inl 1481 3506, 281, BB0I(sS2H), Blag (g, J=7Hz, 2H)
. ‘@JI tant wasndpuagried=THat3)wat er and extracted with benzene, and the benzene
| ution yasMageshetrusimick SIS (Ress), 1AP.11R4 398 ard 32aitidous sol ution of sodium

bi car bonate, 3% hydrochloric acid and wahtxs e@pd then dried over anhydrous
sodi um sul f algeieafInhghels Q%Qﬁceéﬂect?é}n 8 5. 3% (rr\/\@&-n%ﬂé a2 B0 dias tnh, l2hi, MY 10 1.3
'avvay benzene(mand) Ma®.76 iy sdmk,ls3Hged by leaving as it was. Melting point: 106
to [err] () eMesssbedrumZeat):f1BDivedel 2enantisehiMshe) A solution of 1.33 g of the
.above amide in 10 nl of etherwas added dropwise to a mixture of 0.38 g of
20 ot P e o b e A0 14 o35 s, shek o, s, 1E kL%
§ for 12 hours17,§ g.qf(i ? ropW| &% deconpose an excess of “T1thi
“al uni num j}ydmsdepectnﬁ‘rﬁ(rﬁﬂﬁulimaﬁb),m$198)d1oaﬁd339(W)th et her and washed Wlth

water. To the ether solution was added 1 m of concentrated hydrochloric
acid. Sol vent sdlstllled avva

r |
of acetone l_%qaﬂe%fdﬁs %E W’ﬁ ?g#‘&ry@ 3635‘;% fﬁ?'?ﬁég'g'&% ?’?‘?{?mg%
N (4-tert-B gggéggy ggg,-éaqaptgwgmwuu@m ne hydrochl oride of white
§g 55 pl at® crystal (Corrpound of Exanple 1) was obt a| ned by
iR recrystal li zatl on from acet one/ et hanol . Exémplé % to ;er ]
i Exanpl e 80 legr Eﬁ" st :8idye 7.0y '(9=°§-(sn%{'8h?t7ﬁé§'r?'de b ip B
&/Exarrpl e \gég %as?)aw? f‘%‘idﬂﬂsssﬂn?] _ |
i N"24-tert-Butylbenzyl - ‘I"uor o- 1- napht yl) met hyI am ne. Exanpl e 81
A N- Vet hyl -N-4-tert- pentyl benzyl 1- napht hykaretid§d ami ne ( Conpound of Exanp '
BN 12) was obt dyusieer magneticresonange speREUh Y &%tﬂ?émwbbﬁf’%%?é%z%ﬂ’Jﬂ*f‘n’aﬁﬁﬁ?ﬁ%#ﬁ%f@
@ 65 29 Ep Npsq gppe (mig): 138 Fﬂ?ﬁ’e”@?“"aum
| N\-4-tert-Butyl benzyl - N-met hyl - 3- benzo[ blgxihiiosy | et hyl ami ne (Conpound of
8 Exanpl e 29) Mikarhigatidesioiticd Sadiumays.4 to 6.7 {m, 9H), 3.95 (s, 2H), 3.76 (s, 2H), 2.26 (s, 3H} and 1.33 (s,
B \-4-tert-Butdl benzyl - N-met hyl - 3-benzo[ b] t henanmi de. The procedures of
W Exanpl e 73 Wiasespeetieatrele): 13 i Jhosely U oi8HI 189 Pnde23 BY ) ani ne derivatives of
@Exanples 5 1 to 71. Exanple 83 To a m Xigytf,Q% 6. 07 g of lithium al um num
B hydride and p8QiesH maghetRMENMASHRY Spetthph 88,1364 h@e'(nwsm A00e3HIBEPW 28, 1a36rbaH <, M
of 6.5 g of ahd (49 tsesH)- but yl benzyl ) - N- et hyl - 2- et hoxycar boxy- 1- napht ham de
RN 20 nl of M®s sreatyd frofels 135dpaseln B38alid. WaI5t efd X f or 3 hours. At cooling,
';-,-v- waswpadded dropwi se to deconpose argxam e 71
4 Nuclear magnetic resonance spectrum 5: 8.82t0 7.26 (m, 10H), 3.85 (s 2H), 3.54 (s, 2H), 2.17 (s, 3H)and1 27
s, 9H)
f\/lass spectrum (m/e): 141 (base), 171, 176 190 and 318 (M*)

u'm

g c;::lji’:ét":’q‘*ﬂr}\‘@}m!-x{.’-fﬁ,‘)ﬁ“fm

FENE g i

45 Example 72

o To a mixture of 1.03 g of N-methyl-1-naphthylimethylamine, 0.7 g of sodium carbonate and 10 mi of
dtmathylformamlde was added 1.3 g of 4-tert-pentylbenzyl chloride and was stirred at room temperature
for 16 hours. The reaction mixture was poured into water and extracted with benzene, and the benzene
solution was washed with water. After distilling away benzene, 1.5 m! of concentrated hydrochloric acid
was added and then an excess of concentrated hydrochloric acid was removed. A small amount of acetone
. was added and 1.33 g of formed white crystal was filtrated. White crystal of N-(4-tert-pentylbenzyl}-N-

. methyi-1-naphthylmethylamine hydrochloride {Compound of Example 12) was obtained by
* recrystaliization from acetone.

Melting point: 191 to 193°C

55 Nuclear magnetic resonance spectrum 5: 8.3t0 7.3 (my; 11H), 3.88 (s, 2H), 3.54 (s, 2H), 2 17 (s, 3H), 1.61 {q,
J=7.3Hz, 2H), 1.26 (s, 6H} 0.67 {t, J=7.3Hz, 3H) -
Mass spectrum (m/e): 331 (M*), 190, 170, 155 and 141 (base)

Example 73
A mixture of 3.43 g of N-methyl-naphthylmethylamine, 3.65 g of 4-tert-butylbenzy! chioride, 2.33 g of
anhydrous sodium carbonate and 20 ml of dimethyl formamide was stirred at 50°C for 16 hours. The
reaction mixture was poured into water and extracted with benzene, and the benzene solution was washed
with water. After distilling away benzene, 3 m! of concentrated hydrochloric acid was added at cooling. An
excess of hydrochloric acid was removed under reduced pressure and a suitable amount of acetone was
65 added. White crystal (5.9 g) was precipitated and was filtered. N-{4-tert-butylbenzyl)-N-methyl-1-naphthyl-
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ess of lithiumalum num hydride and the ether |ayer was separated. To
et her solution was added 3 m of concentrated hydrochloric acid and an
cess of hydrochloric acid was renoved under reduced pressure. Then a
|1 anmount of acetone was added and fornmed white crystal (2.12 g) was
ifl trated. Wiite crystal of P 0164 697 Bi
@t er t niekHylahidN Aydrdchldria® tdh Wihied- Pidr Qyetal LeBARSUnBYdMBlahpleaR) Was obtained by
chl orecdetallizatiof Compoatord/ettfandixanpl e 28) was obt ai ned by
rgcryst al Mejtingipeint: 2ZIGM21BEhanol / acet one. Melting point: 181 to [err] The
pocedur eg tg?‘e%ﬁﬁ'lr%* of Bxampled3 wersdepeaqd togivgihydrosiiasidexdi poine derivaives af Bramples
rivat] ved® of Exanples 1 to 71. 20 ' _ _ _
anple 84 A mixture of 1.06 g of 4-t @kdmdmiidy| benzoi c acid and 4.86 g of
i onyl chl oN-4dtert-Batyissifdnyiretleth@4-fRortoaitraphtyi)njetylamineAN9£N (EEGpohd b ExaANE 4)
.Chl ori de w&%méﬁ"g'c‘q by el reagiiop of ihires of N-Mathelat-uoeossnapbthyimethyomingendi1.24¢ of 4-we;
whi ch WAs SHYLRENF8PTiA%t 0 10 M of dry benzene and the suspension was added
opwi se to a mixture of 1.03 g of I\l-rggatnl;whsl- napht hyl net hyl am ne, 2 nml of
ridi ne andN-a@erfButbentyiN-hatiE-eEnapihfiRthyBinide! (189 d) OEoRpdiAlT & Blmale g)f RN
brrper at uebtainediy the aeattionnf il K¢ off N> Methgl-0nspthyi) Rthglanitie @hd apalg eid-leaBUG eyt h
bnzend® &MHeridehe benzene sol uti on was washed successi vel y wth 3% aqueous
bl.uti on of sodi um bi carbonate, 3% hyrg(ﬁ)m;:;m%ri c acid and water and then
i ed over anbydpRpabenAfiNRMhaHhyindihyanlihed BUG! o) ofiBofhd HTELRIBS w
bt.ai ned bitaided by i 2n o Bhrfryridkytemiiho ﬁ;i%&mvmiéﬁeﬁ i
anhydr ehleridst her was added dropwise to a mixture of 0.57 g of 30 :
t hi um al um num hydride and 40 m of anhgdrous ether and refluxed for 12

E . )
a2 lﬁe ?9? &Q%Eou%‘é';k %}am téé?%was

| réegticNGEY1 .08 §Not N ethyM1 @pHflyIrRdth

but . Af t erN.@M-a%m&ﬁ.hiad;mmnﬁme

um num bydinedl By th Feabtfoh Uof LR g \BEL N-Wtatilyi-3.65 =000 i ikt %4 -tert-
pl ut i e Beglbevasivbrivg.t h water. At cooling, m of concentrated
drochloric acid was added to the ether solution. Solvent was distilled

y. “_”der rﬁ%&fgrggf%.stfuro Et f?} Sall]uI tiaubﬁﬁa%‘g})wmmon ?acit frnl?s g\{arsvyl gtqgrevgasaagged
ecCl pi t abRPwishd SolGtfohS fg .0 gTo -ﬁ‘%&yﬁﬂ'—( - h?lﬁilm ﬂlyﬁ-ﬂ:izoé_o vib ?ami e in 10 ml of
t y| b&nz yhnyddusigibiyiletnbr SRR daydtia?ehhadrame|m§foe@hmﬁs. EcoBling!\htbEwdl aabidd
ystal ( donwise fecHeodmiosaapéeesi pf litkiem altrdiumetd/diie. Treoeacgbramixtiuzadvasdartifer Ginated

et one/ et W(an%ﬁf’q%,ﬁé%bpiﬁ‘w srepandghg har polution aapivesh@witQvater. After adding 1.5
4-t.er.t-§14§ %ﬁﬁ'ﬂfér&’

ric agjd er s t as disti e
ol or eb U0l orls HAPR T detee LUt TRN 0T XU e
) Was;300EQdth e NOM-ido I%Q&lbé’%N-methyH-naphtylmethylamine hydrochioride {Compound of Example
(4-t ert 2wy bbreinay by dkrp@iifytion(fdonf dce@hethdnonapht hyl ) met hyl am ne. Exanpl'e 86
4-t er t - Balktipg beintz j35-MNort8T Gy | - 1- (1- napht hyl ) et hyl am ne (Conpound of Exanple .

i) was obt ai ned by . 45 reacting ’%’ME hyl - N-1 _ :

-i( 1- napht yI ) et hths g8 § b RN BE RS Hgs pb(é | Sl irred at 50°C far 2 hours.

KNG T - e b St SE S Lo A o SO Sl wpnstirss s o 2pour g

12) was Obhalhﬂwl chipridecia ¢0 inhgf benzene was added dropwise to mixture of 1.06 g of N-methyl-4-tert-butyl-

. Met hyl -\\F"H’d{gﬂ'ﬂh miexf ipyfiding- and 119 mh ehery [bbrerreydnd vad etirresiiorEs . @hg@sultant was
1L

red. ﬂe_r d with d nlzeyde ohio UGoRSSF ith 3%
L oot B e e R M A e

i Meiting point: 106 to 108°C {recrystallized from hexane/benzene)

: A solution of 1.33 g of the above amide in 10 ml of ether was added dropwise to a mixture of 0.38 g of
so0 lithium aluminium hydride and 40 ml of anhydrous ether and was refluxed for 12 hours. After adding water
: dropwise to decompose an excess of lithium aluminum hydride, the resuitant was extracted with ether and.
washed with water. To the ether solution was added 1 ml of concentrated hydrochloric acid. Soivent was
distilled away under reduced pressure, a suitable amount of acetone was added and precipitated white
crystal (1.3 g) was filtrated. N-{4-tert-Butylbenzyl)-N-methyi-1-naphtylmethylamine hydrochloride of white

55 plate crystal (Compound of Example 1) was obtained by recrystallization from acetone/ethanol.

. Melting point::210 to 212°C : :

o0V 3000 WTTTOQ

. Exampie 80
N-4-tert-Butylbenzyl-N-methyl-4-fluoro-1-naphthamide {Compound of Example 4) was cobtained by
60 Treacting N-4-tert-ButyIbenzyl-N-methyl-(4-fluoro-1-naphthyl)methy_lamine.

: Example 81 :
N-Methyl-N-4-tert-pentylbenzyl-1-naphthyimethylamine (Compound of Example 12) was obtained by
reacting N-Methyi-N-4-tert-pentylbenzyi-1-naphthamide.
65 -
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5 , - Exanpl e 89

N-4-tert-Butyl benzyl - N-net hyl - 3- benzo[ (b] t hi enyl met hyl am ne (Conpound of
Exanpl e 29) was obtai ned by reactin

N- 3- Benzo[ b] t hi enyl met hyl - 4- t er t - bUER| BdSA89BB1Pr epar ati on Exanpl e 1
(l'iquid preparation) 60- To 500 m of ekkawpd sanvas added to di ssolve 50 g of
macr ogol 400 aNd@-tdrBBgylbdnzfiiN(rdethyd-B-berzalblsthioeyimythylarhine n(sbrhydund_ of Example 29) was
"~ napht hy| mechipinasby eas dNGCIt By lenadiit methd - terroltitbang tlj fg n
was gradugl by FEFAIE G EFmPSP Meredereaist '@rg“’eﬁ’bd’?%@"?eé‘é’ i f‘?l‘be"g?ﬂ" ’r‘\amp es.
& et hanol was further added so as to become 1000 ml as a total anount. 65 30
4 EP 0164697 Bl Preparation Exanple 2 (oi mkampnigs To a m xture of 400 g of

whi te petrol at'[m?mii@" Ofcﬁ‘07cge¢famrn altﬂﬁn bfdrlge)arbﬂaoarn OS!ﬂb p!@lf&&i’n\éethé'vgseﬁded

4 | aur omacr 0gd ° "‘tﬁ‘f°f EYS'&I‘* E’P(‘\NE htharpje i§ 0 ol of
] vater bat'h @Ece seaf d[&% g,geﬂ paratad *‘Tf,“’"SL‘:EZZ‘ZZ.‘&,O“SJL‘EZZZZZ .
4 N-(4-tert- blstrmdﬂemy rrc c. 16 d24db R GEHRVRE LR reduced
obt ai ned i n ptessurx angl £srﬂall amu&&iﬁa@tdaé whdlidded edifumteemmaryaﬂ dl wgs fifrated.
il net hyl parah delesefﬁtzbaf eN-{d teoit-ttarl ez i) Nom gt -2 Sy drityel -nabthy i mestlviaroine) t Hydiechipride

- gradual | y%a %:H %’?{ﬁa'ﬁq? wag efpteipeddty '%95‘6‘%‘??‘?? M HNBRAGRINNS Heat i ng was
g stopped and ldiah R redbbtkd PocfiigRde o ShniHBdrivarivbs of Examples 1
i@ congeal ed. Elf!ep;r ation Exan{)r{p 8% %grr%gn% ‘ g:vW\Jd R m xe ure o? e sofx%p%se
petrolatum 200 g of liquid paraffin, 50 g of stearyl al cohol 40 g of

2

gl yceryl 2fronost ear at e 145 of propyl efvample®o|l and 1 g%ﬂﬂg ?h hours at

par ahydr oxy acig 3pgy fapipnvl ¢ ”

 Precnlo o BEATE ”"if" “&m bt ﬁi%” e e O
g \hydro- chi O'N"dﬁh'pbtﬂabm éthyidn I o y‘y‘iﬁﬁe l'fof)drdb&ﬁéﬂe\/ﬁfter?tﬂn@fogs Rdurs at
pol yoxyl 240 rmm@ttaﬂdhelregctoh miguda\as ran@d y @mgebemwrbeed/\ush belded, 4@8;’9

f fiedb solyiipn gd stee BV With @@P%so'the ghicatbpnate
2ol Ot on %ﬁgﬂﬁﬁg Sty R gfgg e v Tt e i

8 stirring, the Aeswiohafthe TGS ik by SuseRaF 4:0RkeH dmwset&.qﬁwu%fwswof
B chilled vat éthiumiluhinuin Wgaiugaad wlma diabiydlouaepéraind rdilied\fod 12 @o@Rt | T ungal

activity test ]Afpadding Wit deapivisk emdpadmimse ansxtass offlithilre algoimpoimdridsf the tesultant was.
vl s @ndr e

e e Sl ﬁ?ﬁ‘iﬁfwgm Tt s%wé%}é?j%’%??

1.t

medi um  EACBulyBShzyf-RIRQMR cHR8d |o$$tmlt¥e atk Nderf und of
et hanol and Exdmeiet)ovad IoBﬂainbd mdrevwitaﬁzawmroafhiadnémhaadl} ust to the

concent r at i Metties PAODBIqCR2APEN . In this way twofold diluton series was
made, 1 m of which was respectively taEen |;§so shale and therewith-9 m of

Sabour aUQ; S ag@ﬁ-t%tﬂﬂanmﬁ rﬁ‘atﬁﬂ}?ﬂ fl& o-?ﬁapfmﬁw otm@% léggmdl@4)twpéssoﬂpg rﬁatdeoy
medi um was  daptnatne@d-tbh-Babdhbyl Rim@Re A fluet1- ablrlilgmh lashing. [ €r '] spores/
Zthe microplanter M P— 2 (Sakuna Sel sakusho Co., Ltd.) and was incubat ed at
-[err] for 7 days.. e results wer Example 86
-tert-Butylbenzyl-N-methyl-1 (1 naphthyllethylamine {Compound of Example 9} was obtained by
i 45 - reacting N-Methyl -N-1-{1-naphtyl)ethyl-4-tert-butyibenzamide. )
’L/'
i Example 87 - ' '
N-Methyi-N-4-tert-pentyibenzyi-1-naphthyimethylamine (Compound of Example 12) was obtained by
reacting N-Methyl-N-naphthylme_thyl-4-tert-pentylbenzylamide. _

\

50

Example 88
N-4-!sopropylbenzyI-N-methyl -1-naphthyimethylamine (Compound of Example 22) was obtained by
reactmg N-Methyl-N-1-naphthylmethy!-4-isopropylbenzamide.

55. Example 89
N-4-tert-Butyibenzyl-N-methyi-3-benzo{(blthienyimethylamine (Compound of Example 28} was
obtained by reacting N-3- Benzo[b]thnenylmethyM tert-butylbenzamide. .

Preparation Example 1 ({liquid preparation)
60 To 500 mi of ethano! was added to dissolve 50 g of macrogol 400 and 10 g of N-{4-tert-butyibenzyi}-N-
methyi-1-naphthyimethylamine hydrochloride obtained in Example 1. To the solution was gradually added
400 g of purified water. To the resulting solutmn, ethanot was further added so as to become 1000 mias a
total amount. .

TR

1
'
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spown in Table 2 as the mnimal growth-inhibitory concentration (MC,

[Brr]/m). 30 _ Table 2 Test fungus
Test conound 35 : gaéOB , (8)2
(F) Exanple 1 0. 0125 0. 006 : :
of 1 0.1 40 3 0.EP 0164 697 B1os 0.025 4
0 0. 006 0. Oﬂ@pa%tion Examplecb (liintmerit 0.1
0] gzig 45 6 To a mixtlredf 400 g of white fbtrdlatum 180 g of cetaQel,OgJ g of sorbitan Sesquioleate, 5 § of’ S
ol 39 lauromagraggl and 8 g of propyl padahydroxybenzoate, whzh @Bs kept on a water Bath 280 )was'addé&d
025 to disspl g of N-{4-terthutyibenzyipN-methy!-1-naphtyylmethylamine hydrggholoride obtained §h 39
s E amg‘ ;o 363 ¢ of@ug‘f water was addedg‘ gqcé eml parahydrexybenzoate and warm2d5to 80°C.

irted solution Wa ;2&% -added to the orgI f |?#lti and stirred tl'tj)mfghly. Heating was
12.5 14  stoppédZand the mixture was f stirred with coolinﬁu iPit gealed. ;

3. 13 0.39 60 - " 1 3.13 .
-t 56 1.56 17 1. S5@reparation Example 3Gcream) 1.56 18 0.1

d. o5 10 A mI;Qureq

monoste.

ahite Petgotum. 3?49 gquigsaratiin, 5p giohsteatyl alcahol 40 g of giyceryl
go

Bxanpl e  tRloride obtained ifExéMple 1 was added ssolve. To 40 g of polyoxyl 40 stearate an\gﬂ f methyl

4. 25 parahydBoxpbenzoate was addedi 4B8 g'of purified watéand was kept @t $025to dissolve. Thdobtained
d. 0125 74 5 solution was added to the former solutionDd@id was stirredGhdroughly. After stirridg,2he resultant was
d 1 furtherzsdlrred thorouglyjy while cooling with chilled water until it congealgd.

Test Example 1
[in vitro antifungal activity test]
20 ) The antifungal activity of the compound of the present invention against Trichophyton metagrophytes,
. Trichophyton interdigitale and Trichophyton rubrum was tested employing Sabouraud’s agar medium.
W, - Each test compound shown in Table 4 was dissolved into 1 mi of ethanol and thereto distilled water
was added to adjust to the concentration of 1000 ug/ml. In this way twofold diluton series was made, 1 ml
- of which was respectively taken into shale and therewith 9 mi of Sabouraud’s agar medium was mixed to
25 form plate medium. _
’ In this plate medium was implated 0.005 m! of each test fungus at 2 x 10® spores/mi- by the
microplanter MIP—2 (Sakuma Seisakusho Co., Ltd.) and was incubated at 27°C for 7 days. The results were
shown in Table 2 as the minimal growth-inhibitory concentration (MIC, Hg/mi).

30 ' Table 2

Test fungus
Test comound

35 (a) (b) ()
Example 1 0.0125  0.006 0.003

' 0.2 0.1 . 0.1
“ =3 0.1 0.05 . - 0.025
_, -y 0.025  0.006 10.006
~ "5 0.1 0.1  0.025
! “ " 0.2 0.2 0.05
f L 0.78  0.39 0.39
g LI 0.1 0.05. 0.025
% S "~ 9 0.025 0.025 0.003

" 10 1.56 1.56 0.39
- " 12 . 0.0125  0.0125  0.006

%8 = 13 25 25 - 12.5

~ 14  12.5 6.25 6.25

» 15 0.78 3.13  0.39

%0 | " 16  3.13 1.56 1.56

| - 17 1.56 1.56 1.56
~ 18 0.1 0.05 0.006

65
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==

" . 25 . 0.78 0.78 ° 0.39 20 ° "

26 12.5 12.5 6.25 " 28 25
12.5 6.25 " 29 0. 05 0.05 25
" 30 0.78 78 33 0.2
0.1 " 34 0.025 EP 0164 697 BY 0.025 30
- 35 0.7 . _ 0.78 " 39 0. 39
ad - 43 Foptinued ~ 0.2 .35 | |
z 49 0. 39 Cra i 51 0.39
: " Test £ .
0.2 " 565 54 0 2’1'e§1:- ‘omouna 5 gxbs 1 40 . 0. 39
0.1 " 69  _0.05 (a) (5 0.025‘E§ (a) Trichophyton

ment agr ophytes (b) Trichophyton interdigitale (c) Trichophyton rubrum 50:

d As the result of Test ExafAle {38t conPedidds sho@in Tabl®& 2 were proved to

have antifungal activitw Teslg Exanples?2 [Tes§,.»n treatpws of

& trichophytosis] 55 I,h the back of | e 'ty ey gui i wei ghi ng 600
§ to 700 g, four portions -vverega -gdogg aanlﬁ 2@3:1@5

8 rubbed lightly with sandpape3 to wlith the s@ecdnd genetdtion of
B Trichophyton nentagrophyt es iopcubat gdy i nver sepyz from anptiher gui nea pig was
j§ infected at 1 x [err] spores per portion. The t(igt corrpotllsI ds obtained in

. Exanple 1 was dissolved in effanol 9nd80.2 ni%v

- solution aas applied to"he i2%f ect@d.porti onk20fice in &by for ten days

- since 48 hours after tha infegtion,s60 Testyanimal wasgldd | ed 2 days after
' the last treatment and 10 tissue specinmens fromeach infected portions were
I pheced on Sabouraud's plates 28ont ai ArR§ cycl ohexi i de Xananyci n, which

. were incupated at 27C for 7. gays. AbLes incubation, exi®Gid@nce of fungi was
§ observed and inhibitory 4 atiqqcal cul a%ed according to tng fol | ow ng

- equati on showed high val ue of "82% in

" speci nens found fungi/ndiber 3% tis84828peci nens i ncubal ¥ %5

nhai r of 4 "éspectively and

t he re% ant 0.1%

ibitory ratio = {1-(nunber of tissue

__ inversel y} x 100 32 n 35 0.78 0.78
: ' " 39 0.39 o 0.39
" - 43 0.2 0.2
35 " 49 0.39 0.39
N 51 0.39 : 0.2
" 54 0.1 : ) ) .001_". .
w0 " 56 0.2 : 0.2
" 63 0.39 0.1

" 69 0.05 ' 0.025

(a) Trichophyton mentagrophytes
- (b) Trichophyton interdigitale

o (c) Trichophyton rubrum

As the resulit of Test, all test compounds shown in Table 2 were proved to have antifungal activity.

. Test Example 2
{Test on treatment of trichophytosis}

55 I;‘I the bac-k of male Hartley guinea pig weighing 600 to 700 g, four portions were unhaired in an area of
4 cm” respectively and rubbed lightly with sandpaper, to which the second generation of Trichophyton
mentagrophytes incubated inversely from another guinea pig was infected at 1 x 10° spores per portion.
The test compounds obtained in Example 1 was dissolved in ethanol and 0.2 mi of the resultant 0.1%
solutior_: was applied to the infected portions once in a day for ten days since 48 hours after the infection.

60 Test animal was killed 2 days after the last treatment and 10 tissue specimens from each infected portions
were placed on Sabouraud’s plates containing cycloheximide and kanamycin, which were incubated at
27°C for 7 days. After incubation, existence of fungi was observed and inhibitory ratio calculated according
to the following equation showed high value of 82%.
inhibitory ratio = {1-{number of tissue specimens found fungi/number of tissue specimens incubated

65 inversely)} x 100
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HEP 0164 697 Bl Test Exanple 3 [Side effect test] Two portions in the back
of male Hartl ey guinea pig weighing 600 to 700 g were unhaired in an area
of 4 cnR respectively in order to exam ne si-de effects of the test
conpounds. The next day unhai re% par..t gg 5§qere lightly rubbed with
sandpaper. The test conpounds oDt al ne I'n Exarrpl e 1 was dissolved in
ffﬁtﬁhanol and 0 nf/day of the resul testfixa@pi8d soI ution was appl ied to one of

€ unhé %wo 0 lons(lwf?xébggg alQ artlgn/gnae ‘Of 0 tog & Q&m%gateo Fhe
Bther Daih R s e et agtehal §te§Q:§ g Eat-ﬁga/ &«E\ﬁarfe@ Blcbnot
t est, 5 Swdee IghtlehibBedSM aﬁ@apérﬁThelt&S&ﬁﬁ&Gn&I’o}ﬁahﬁm Eacaelpuaaw dissi/ed lrﬂélﬁanol
' obser vednd Q-9 miZfiayi qfrﬂ\elesuwam n&%delutioravas\aesiiel toane 9f thhengierbpaations ovhife 0.2 mddy:
flerr] vvl‘?é?g pthang %,‘3;6 ef‘i"bmf’?ﬁ n PB?? in @ gpsiostep QYSGFSPEG'VZ% 30
“ierr] wher WeC?sf"é 3 TOHNTIEYHEN YR BR] PapHg were not obseryeg, |
wher gpNefdnhs as above Y I's selected fromthe group consisting of 45 50 55
0 and [err] is hydrogen atom or an
al kyl gr oupAnfiie derivativeliaving ittse deyiehaidgedutamom or an al kyl group; 33 EP
0164697 Bl Test Exanple 3 [Side effect test] Two portions in the back of
mal e Hartley guinea pig weighing 6(}01-10 700 g svere unhaired in an area of 4
cn respectlvely i n order togéga;m ts of the test conpounds.
The next day unhaired portions 5 were Ilg"ht Im‘fubbed wi t h sandpaper. e
t est coppedindsisebbatdesh tHa giuprephsistihg whs di ssol ved in et hanol and 0.2
nf/da of the resultant 0.5% solution was applied to one of the unhaired

portlons while 0.2 m/day Qi.only et hanol \yss applied to the other
gpartions, once in a day @lg respeg :
Hlde effects such as, for iggt dhcepry henyg

As the result of test,
25

Jul a were not observed.
30 )
: m - wherein Q is oxygen,
% sulfur or nitrogen atom,

wherein Q is as above;
40 .

Y is selected from the group consisting of

o . | @;7
7

60 and

S
g
G

R! is hydrogen atom or an atkyi group;
65 R? is hydrogen atom or an alkyl group;
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'0 Clains 1. Am ne derlvatlves ‘having the general fornmula (1): [err] 15
erein X is selected fromthe group consisting of 20 25 herein Qis
xygen, 35 sulfur or nitrogen atom and [err] , wherein Q

ifs as above QY is selected frqspt§qed €8P gq)n3| sting of 45 55
err] nd [err] is hydrogen atom

an aI Z‘é'ﬁ'e%ﬁ ‘E&éisqn [err] |sTeﬁfd?'6€j%ﬁ atom or an al kyl group; 33

Y HERIFN 18 Ty gf ig WEilni oig%%?eldﬁ}ﬂ, ;;3‘ er s
ydr ogen SénPbspdivay 1)5rded toQblbmindsie e tedd & n@s. |IHegRBAl Yons
roup @r werbbdghtigeubbed with sahdiyapdr. The tdsydamgmsabmmd i Bxaahdie/1 wap dwsayecamemhriwxy
_group, a aI*i'sll0 amf@?ﬁfewif!rrt©5 150l nmaSInMﬁ@}o ngvfawnhfl@dpymp@uh'teé?ezhewavo
. &n arbltr‘ﬁt" ere h ["Gh3 t'e ;é?fl'l‘d j;g é“r? ag’lf%” ReCcHYSVa ar%trary
" posi tion of TeARS" e derty KA At ‘?’é’ﬁ‘ E1R emr%\?u"&%“ VHEOT B
EONMPOURASAhSE excl uded: (1)the derivatives of the general -formula (1),

pherein [err] is [err] wherein [err] is an al koxyl group, or 15
err] wher eft.rAnhiee drivativesisavinb theggen&l f@ueri):30 and R, R2, R3 and R4 are as
hbove _ 1.2 .
' 15 5 }f ' 1“ ,R3

: R7-X-CH-N-CH,-Y__4 (1)

wherein X is selected from the group consisting of

20

Q0 - QO

, wherein Q is oxygen,
sulfur or nitrogen atom,

30

35

g

and - ’ wherein Q is as above;'

G

40

Y is selected from the group consisting of

45

- 50

§5

60 and

880

S5
o0
v
&

R' is hydrogen atom or an alkyl group;
65 R? is hydrogen atom or an alkyl group;

= | ) O B R
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(2) the derivative of the general formula (1), wherein [err] is

[err] ; Y-is and. 40 [err] and [err] are hydrogen
atons (3) the derivative of the general fornmula (1), wherein [err] is [err]
is hydrogen atom and [err] is netgpl gof648974B1t he derivatives of the

- general formulg %,g" I rogen atom or an al kyl
graqup; and [erﬁ‘]:é r{’y)g:o \Qpﬁtrof: Db acpﬁt]éal %Mﬁgéﬂa‘@e&iedtaﬂﬂ JdIRIPRF ahaldgeh Bloma
- ( wher ei n Gﬁlshydrogen atom, analkyl group, an alkoxygroup,ahalogen atom, nitro group or hydro{y@fp\]p,
60 [err] is hyRf i)gtamedtt@m arbutretv@ésmon of X[ and AT oif RS iseatiastied g an asbisary positiop ofyY.gind
#1 697 Bl (63 f’??éaﬂﬁ Bf‘ f [ comenuael e ieyd diherein X- is [err]
8 [crr] is hydrog¥ 3?'8?6“’8?" He%ﬂnﬁﬁ ﬂﬁ WeIM 1 is hydrogen atom or an
“alkyl group; [err] is hydraogen tom adml ggen lat om or -an .al kyl

[y .

ro'up 10

e

Bl [err] is hydr ogiSuxat pg1 afa i NRyroup, ¥y kyl gr oup 4 ' Rxgenat ed
B al kyl groap or a hal ogen RGO _3ab ['err] RS, gen'ator’sq @; y droup,
“an al koxyl group or a ht / .

2 ogEn atrom and t herr 2t (7) the

derivati ves wakreinl® iOfnModh glolp, Bl @ (1), wherein 15 [err] is [err] Yis
20 [err] and [err] are hydrogen atons; and-[err] is hydrogen atom or

an al kyl sgroup, and their acid addiglon sajts. 2. A process for preparing
am ne derivatives having the genera (I) [err]

wherein R® is as above;

20
25 _ _ ' :

and . '
RY, R?, R® and R* are as above

{2} the derivative of the general formuia (1}, wherein

35
—x- is

and.
" .40 R, R, R® and R* are hydrogen atoms

SXa%
»‘ ) (3) the derivative of the general formula {l), wherein ' |

_53.= . 3 .
N S oo ey ce;
o s R7-X- is S S '

R' is hydrogen atom; and
5 - R? is methyl group
. Th _ {4) the derivatives of the general formula (!), wherein

50 . .
D0 O D
R =-X- 1s ’ QR

R' is hydrogen atom or an alkyl group; and
R? is methyl group
(5) the derivative of the general formula (l), wherein

60 .x_ is @’ ; -Y 4 is @

R‘ is hydrogen atom; and
65 R? is ethyl group

30

55
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o1 h\}\/nervei n Xis selected fromthe group consisting of 30 35 40. wherein Q

i oxygen, 45 sul fur or nitrogen
atjom and , Wherein is as above; Y is selected from
group consisting of 55 60 65 8 66 697 B1 5 10 and
rr] O [err] is hydrogen atom or oé'lés?% a [err] is hydrogen atom or

| kyl gr ot the[defivativéssof inecienga foratia ), whedabl ogen atom or an al kyl group;
[err] is hydrogen atom an al kyl--group, a cycl oal kyl group, a
Iogenat ed al kyl group or a tom [err] irogen atom an al kyl
oup, gn al koxy group, ¥a hal dg ;nityo igsou hydraxy group; Ris
tached to an arbitrary positnrg , and R3 or RFTs attached to an .

O
bittrary po§ tsthWOQﬁ“ aem a'm!' atlﬁvéqrpupam d addition salts, provided that
2I | owi ng co@pg §9§§§ ogena "é e derivatives. of the gener al
ol a 1), A QT Skl brou @,rjoa g%s"fa%mg&n%{ea]amy.am%pO?A K5 S6AUP.
err ?éad\/\hereln [err] |s as - a ove; 40 45
R® is hydrogen atom, a hydroxy group, an alkoxyl group or a halogen atom and thelr acld addition _

salts;
(7) the derivatives of the general formula (I) wherein

15

QO _"_“QJ QT
oo :

20 R', R® and R* are hydrogen atoms; and
: R? is hydrogen atom or an atkyl group, and their acid addition salts.
(W} 2. A process for preparing amine derivatives having the general formula (l):
R]' R2 3
25 5 { i ”, R
, : R7-X-CH-N-CH,~Y_ 4 ()
. R

wherein X is selected from the group consisting of

30

J

40

3

()"
U @—/U wherein Q is oxygen, :
45 - - sulfur or nitrogen atom,

L]

s ¢+ vwherein Q is as above;

Y is selected from the g'roup consisting of

55

RN PR S

65

" el




(2) the derivative of the general forrrul.a

B ] “and [err] are as above. _
#4)., Wwherein 50 _ [err] [err] is
fY-is 55 and [err] and [err] are hydrogen atonms (3) the derivative of
ye general formula (1), wherein 60 EP 0164697 Bilerr] is
[err] is nmethyl group 36 EP

ormulg (1), wherein 5
or [err] is

brr] [err] is hydrogen atom and 65 _
184 )697 Bl (4) the derivatives t gener al
rr

S [err] . ; [erm
g8/ drogen atom or an al kyl . gr oups r] up 10 (5) the
$ikri vative of the general formula (1), wherein IS IS
@xcrr] is hydrogen atom and [err]_is ethyl group (6) the derivatives of the
bilcneral fornula (1), wherein ZOM % Y -is 25
@err] is hydrogen atomor an al roup; 'f rr] /dr ogen atomor an

=1 kyl group; [err] is hydrogen atBm a hal ogen a or an al kyl group;
group, a hal ogenated

err] I s hydroge zﬁthéi 9eRrptemh klydn aljyiogagup; 2 cycl oal kyl
[err] is hydrogen atom a hydroxy

;4| kyl group or aghgl agratkyi3poup;
=&roup, an ak koxyh*.gﬁgu,lggggrié? ﬂ,é;f" ARG ermnarmr grevpi 1 aci d addition salts;
E® 7) the deri | Vat [ ﬂias hﬁ:‘roge etoBERE tﬁfiﬁ)ﬂ"@a' '°“%é?'@enatsr5alkyr group ora halogen atom;
Merr] is [e th ® is attached to an arbitrary po ionl 'Lp’ e" at°a'hﬁlm' @fopp orrydroxy group;
eir ﬁTﬁ E@P? | Sajts; phoy dﬁd)@molm-r@ceﬁ‘pmdg 53) fblgﬁla PP$itignyof Y, and
t he process (b),

ydrogen- atom; !
Fcid additipn salts wal'CVeE BB sevess! formeipiiosiessn ( a) or 4
eral

é_ erein the process (a) conprrse reactrBH the c npound havrng t he gen
i ormul a (I1): [eT X~ is -
. ’

25
wherein R® is an alkoxy group, or

R
30 ' ' .
wherein R¢ js as above; '
-2 _ ' '
. | | - i \./:

35

_ g o 45 and
= ‘F;‘) R%, R® and R* are as above,
the derivative of the general formula (1), wherein

A 50 |
o | S_x- is @ﬂ ; Y-is @

D : 55 .and-
_ R', R?, R3 and R* are hydrogen atoms
(3) the derivative of the general formuia (1), wherein

60 5 : - 'R3
R?-X- is . v .
- ; Y\Rd- 1s—©_c1:

_ R! is hydrogen atom: and
65 R?is methyl group

- T AN




4% wherein [err] and X are as above, Ais an elinminating group or [err],
erein [err] is as above, with the conpound having the general fornula

(111): 50

[err] wherein [err] and Y

afe as above, A is an elimnati nxgrg%psgfegn] NH, wherein [err] is as

agove,

c
63%
on 37

and A s different. fromt

a (Il) and t he process (b)

i ses red A priyiives %ﬁ%eoqfﬂ?fa'h%mupd”t‘%greg'g"eneraI 55 formula (1V): [err]

erein [err] , X apd Y are as above, Wis [err] 65 _
EP 0 164 697 B WHEN®}{n [err],a?nd [err as abgx after
:)e pr.ogess @é)_;@.r tilze Q! (b) -th protes ol PEct bbt ai ned
. product fromthe process™a)<or the process (b) a free Zan acid

addl tion sal tp* iShydFdgBRbteindRSn G GALPi dAg the ami ne derivates of claim1 or
phar nmaceut i cat*liymapepduabl e salts .thereof as 5 an effective conponent. 4.
. Use of ani ne (Biethe detivitiveof the geneeal fpomdle H) WheiPiful a [err] 10 or a

phar maceutical |y acceptabl e sal tythereof, as an.effective crrp

nuf acture of a_medi canent A 2 j
s¢l ected from t R€-gLOURSCO
[grr]. ) 4
erein Q is Ras hyalvgeresto85and i s sel ected fromthe group consisting of 40 45

5

and 60

25

30

35

40

45

50

55

60

&5

ent for the
rz]l>$|s

el ungal ’Cti vit
of 15; 20-25 whedsi
rogen atom and

sul fur

[Pérsrgth%' 8oy dr ogen at gm or an al r‘yl group;
{6) the derivatives of the general formula (i), wherei
Y is @

R' is hydrogen atom or an alky! group;

R? is hydrogen atom or an alkyl group;

R? is hydrogen atom, a halogen atom or an alkyl group;

R*is hydrogen atom, an alkyl group, a cycloalkyl group, a halogenated alkyl group or a halogen atom;
and

RS is hydrogen atom, a hydroxy group, an alkoxy! group or a halogen atom and their acxd addition

salts;
{7) the derivatives of the general formula {l), wherein

e QO 0

R, R® and R* are hydrogen atoms; and '
R?is hydrogen atom or an alkyl group, and their acid addition salts which comprises the process (a) or
the process {b), wherein the process {a) comprises reacting the compound having the general formula (H}:

P |
-X-CH-A : 1

X- is

-0
as

RS

wherein
. R', R® and X are as.above, A is an eliminating group or R>~—NH—, wherein R? is as above, with the

.compound having the general formula {in):

g3
A=CH,~¥__4 (I11)

wherein R® R* and Y are as above, A is an eliminating group or R?*—NH—, wherein R? is as above, and A is
different from that of formula (ll} and the process (b) comprises reducmg the compound having the general

formuia (IV):
R7-X-W-Y\ ¢ (Iv)
wherein ) ' ' : :
R3, R4, RS, X and Y are as above, Wi is |
. . . R1 _ Rz . Rz

--Cl:H—-—N--CO—— or —CO—N—CHz—

K TR AR R R
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&
2
%
E}:;
4

v

T UL T s o

.or hydr oxy e

- Sauerstoff-, Schwe- 25

7

[err] is hydrogen atom or an al kyl group; [err] is hydrogen atom -a hal ogen
atomor an al kyl group: [err] is hydrogen atom an al kyl group, a

cycl oal kyl group, a hal ogenated al kyl group or a hal ogen atom [err] is
hydrogen atom an al kyI group, an JdERRVIGH 699, BA hal ogen atom nitro group
[err] is attached to an arbitrary position of X

[err] or (ﬁq'ra]n IR afdl 380G adPs arbltr or 'the process ollectin
0 64697 Bl <obtained :roduct fre &:a %Q‘?eﬂﬁsﬁr( Et? #iré)'g %'?rié’ ﬁfs@(ggﬁ? c%ﬁdeéﬁmis 9 the

Formel ( l) - f i . Funglsides contarmng the amine denvates of claim 1 or pharmaceutrcallls_lZ cceptable salts thereof as
3| 5 | anReffeRtvElqompEIdRt. y cl)
worin X ausgewdhtge ofiamine d&ﬂ‘@"&@ﬂf@’-@ﬂ?ﬁéﬁ' famglabest eht aus 20 worin Q fur ein
a fel- oder

Sti ckst of f at om steht, 30.. Rl ﬁmd /Rs %~ wrin Qw e oben
g definiertroist; Y ausgewahlt W rRJS-aueCid-eN 1d: 4 e, die besteht aus 35 40 (45
3 50 U7 ' und S 55 R steht fur ein Wassargt of fatom oder ei ne

8 Al kyl gruppe; R2 steht fur ein V\asserstoffatom oder eine AI kyI rup

¥ steht fuir ei‘ N;%;g; av“‘ﬁ?f“f aunS‘I’fl?b'%Fﬂt eﬁfﬁgﬁét‘& ﬁ%ﬂ%f’m@? g‘ %ﬁf?&“‘"’R"f a
2 steht flvr:sern CSRYEYSP FATGIR STV SIS P R &S gfrep gruppe

®1 sine halogenierte 60 Al kyI grupoder n HaI e; atom R steht fM ein
g Wasserstoffatom sine Al kyl grup Al,koxy i N HaI ogenat om
d esine Nitrogruppe oder sine HydRexys(uppe;, Rs .~<\ pel i’ebi ge Position

B von X gebsnden i st und R3 oder R “an sine beliebrge Position von Y gebunden
8 ist, und ihre Saureadditionssaize, nit der MaBgabei da8 65 die fol genden
: Ver bi ndungen ausgenomen si nd:

25

,. . wherein Q is oxygen,
36 Q . i

sulfur or nitrogen atom,

and m , wherein Q is as above;
35 ' e” |

Y is selected from the group consisting of

40

50

55
and

-

' aggs

60 R! is hydrogen atom or an alkyl group;
R2is hydrogen atom or an alkyl group;
R? is hydrogen atom, a halogen atom or an alkyl group;
R* is hydrogen atom, an alkyl group, a cycloalkyl group, a2 halogenated alky! group or a halogen atom;
R® is hydrogen atom, an alky! group, an alkoxy group, a halogen atom, nitro group or hydroxy group;.
65 R® is attached to an arbitrary position of X, and R® or R* is attached to an arbitrary position of Y.

*  C L L H *
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39§l 11~1111 112121 1 *HI! 11 | EP 0 164 697 Bl 1) die Derivate der
al fgenei nen Fornel (1), worin R5-X- steht ftr
ORfworin R6 ei ne Al koxyl gruppe darstellt, oder 10 1.S worin R5 w e oben

definiert ist; Y- steht fU *FX % R2, R3 und R4 wi e oben
definiert sind; 2) das Derivat de%q’aqugéﬁm ner%'-':orrrel (1), worin R3-X-

st; f Ur Patentanspriche Y- steht fir and 35 R, R, R3
ung-R4 st ehen, fur er st )ndas Derivat der aligenei nen Fornel
(1}, worin -~1~51"~'"~d~e"~"—'~aie~g~ei3~9~eﬁ"eﬂﬁg’%rmé M-""p5%- st eht fur

- Y R34 steht f fir (EIéI&RFstegt_,,fur ei n Wasser st of fat om und
-R2{ steht fur die Methyl gruppe,, “D@' der aligeneinen Fornmel (1),
wofin 45 R X- steht fur Rk R 1 Y 4 steht fur3 (fJ
oder M- wofdin R steht fOr sin Wasser stoffatom oder eine Al kyl gruppe;
und R2 sbeht Krausgewahitwstdaus genpras. @3 bestebt usri vat der all gemew nen For nel
(19, worin CE3~~~~~~ C5 R5-X-_steht fuUr , YR4

R2 steht fOr sine

steht fur R steht fO ein Wag _
§, worin 65

Ethyl gruppe; 6) die Derivate
X-1steht, fUr

. 0
. ' '
\ '.
F/ worin Q fiir ein Sauerstoff-, Schwe-
25 ’ fel- oder Stlckstoffatom steht,
@:5 worin Q wie oben definiert ist;
30

Y ausgewihit wird aus der Gruppe, die besteht aus

L 3. a2

. Qo O

- .QKD' Elb
J = F

45

50

und
S _

55

R! steht fir ein Wasserstoffatom oder eine Alkylgruppe;

R? steht fiir ein Wasserstoffatom oder eine Alkylgruppe;

R? steht fur ein Wasserstoffatom, ein Halogenatom oder eine Alkyigruppe;

R* steht fiir ein Wasserstoffatom, eine Alkyigruppe, eine Cycloalkylgruppe, eine halogenlerte
so Alkylgruppe oder ein Halogenatom;

Nitrogruppe oder eine Hydroxygruppe;
RS an eine beliebige Position von X gebunden ist und R® oder
R* an eine beliebige Position von Y gebunden ist, und ihre S&ureadditio
65 die folgenden Verbindungen ausgenommen sind:

nssalze, mit der MaBgabe; dall ..

T A

RS steht fur ein Wasserstoffatom, eine Alkylgruppe, eine Alkoxygruppe, ein’ Halogenatom eine




40, EP,0 164 697.BI R steht fOr ein Wasserstoffatom oder eine
Al kyl gruppe’ KU ’ R2 steht fur ein Wasserstoffatom oder eine
Al kyi gruppe; R3 steht fM ein V\asserstoffatom ei n Hal ogenat om oder ei ne
Al kyl gruppe; ‘R4 steht far ein Wasgep klfaé?)fn Bfi ne Al kyl gruppe, eine
q/cl oal kyl grup5‘>I ei ne hal ogeni erte 5 Kyl'gruppe oder ein Hal ogenat om
R steht fYifieDefivateses gllaemeipandiopng! (b wqan Hydr oxygr uppe, eine
xyl gruppe oder ein Hal ogenatorng und i Bhe Saur addl tionssal ze; 7) die
Derivate der al kge |£1tend: r gt Ny Wor i NT4eFRE steht f
;Y stehs R % IRf tnehen $erstof f at

: steht fOr ein \asser st of f s : s
" Saur eaddi tiggesal ze. 2. Ver f ahren zur Her st eI l'ung von Aminderivaten der

al i gemei nen Fee 9‘% Alkdyigrubge Barstelfoder 31 I .0 20 _

R -X-CHp-CH 2-Y R4 _6 - . I worin X

“ausgewi hit wird aus der G uppe, die a.- us 25 30 35 worinfl steht fUr

ei n Sauerstoff-, Schwef- 1- oder Sti om ,40 und L

yorin Qw e oben definiert ist; 46 t vvi rd aus der Guppe, die

best eht gusw(z's@r 55 60 -

t und Q:J- Rwiepben definiertist; : |I||||| Hhl | | 1!

Y- steht fir @ @ @ m '
\— . ' oder @ i
25 _

und
R', R, R® und R* wie oben definiert sind;
2) das Derivat der aligemeinen Formel {l), worin

” - | oH |
R>-%- steht fir , Y- steht flr @ :

and
R?, B2, R? und R* stehen fir Wasserstoffatome;
3) das Derivat der allgemeinen Formel (1), worin

35

3

40 R -X~- steht fir s steht fiir C1;
\R :

R' steht flir ein Wasserstoffatom und
B _ R? steht fir die Methylgruppe;
&\ 5 4) die Derivate der aligemeinen Formel {1}, worin

_ : ' - /R3
'Rs-x-— steht fir . =Y steht fur oder
PN

50

R' steht fiir ein Wasserstoffatom oder eine Alkylgruppe, und
R? steht fir die Methylgruppe;
_ B) das Derivat der aligemeinen Formel (1}, worin :
' - CH
o . cH, /R3 : 3
: R =X~ ir ' -Y steht fir H
R -X- steht fir _ ; \R4 |

y R? steht fur ein Wasserstoffatom; und
so R stent fur eine Ethylgruppe;
6) die Derivate der aligemeinen Formel (l), worin

o x-. steht fir . : Y steht fur @ ;
) | O

L a e




t. =0 _C EP 0164697 Bl Rl steht fOr ein Wasserstoffatom
er eine Al kylgruppe; R2 steht fM ein Wasserstoffatom oder eine
kyl gruppe; R3 steht fM ein Wasserstoffatom ein Hal ogenat om oder eine
kyl gruppe; R4 steht fO ein W r@t g‘ﬁf r% ei ne Al kyl gruppe, eine
cl oal kyl gruppe, eine hal ogeni e 1 @% 'bpe oder ein Hal ogenatom R5
et M eiRi sihstiiesis MakienhtaifatontadaceiMd Kiigrungape, ei ne Al koxygruppe, ein

_ genatomR’@FQ'rerNﬁm tood@#efenm@kwmmx ruepe R5 an e| ne bel i ebi ge

Bosi ti on vong Rt FéS"'GH ny
gebunde, |A§(§,,g, egﬁodeb Eﬂ%‘nt«%ﬂ cENAaer; SIS s%"f&%’”ppﬁ te‘"aec""'%TW B%% ‘falogghdyr%
.fol genden Veg=atehtkd mewas%&sgammm m;uaaﬁi,grula):e,dinexxmryngvmeoateam ah:b@aaremnm

For mel W Mihre\Bduread@hibdsSald: steht fir - A1 160 R
air OH 7) dig Deriyigse tier aF@P"@meFmUiQWQWUppe dar st el It, oder 20

6 25 w%mR6 W|e oben definiert i y -~ steht fUr * o

9 35 agder, yn . R4 wi e oben
definiert sind; 4 x St%’tdﬂlr 14 & alg'l gte:ﬁ%ltng F(l) “worin
45~~~V u4 d R5- X- {Ir ;Y- steht
fli~r  und R r', RRynd®® stéhsh RAWSIsEBRRabAE: J@sserstof fatone; 3) das Derl vat der
al i gen® nen Rostanetir bit Was¥epstofRatdnbodér eifd ARigrisde, sowie inrer Saureadditionssalze. -Y

4 steht fUr 2 Verfahren zur Her@ellung Bon AminRrivateredidr afld@@meimem FapssiBr st of f at om und R2
gteht fur die Methyl gr uppe; 4) di ?tlD'i'z vat e de3r al | genei nen Fornel (1),

Worin 5 ) R (1)
i ' . R7-X- cn-n-cnz-y at |
worin '
X ausgewsdhit wird aus der Gruppe die besteht aus

30 _
35
worin steht fiir ein Sauerstoff-,
m ' SChwefgl oder Stickstoffatom,

40

und @ yorin Q wie oben definiert ist;

45

Y ausgewihit wurd aus der Gruppe, die besteht aus

50

5§56

50

< gg g

3.
Qo
@O
F -

65 S




60 Rb- X- ‘steht fUr -Ysteht fir : )

ode R steht fM ein Wasserstoffatom oder eine Al kyl gruppe; und 65 R2

steht fM die Methyl gruppe; 42 1 11111111 111 S 1 EP 0164 697 Bl 5)
das Derivat der aligenei nen For mgEP (0 164897 Bb~——~——~~~~~~~~~ R5- X- steht fUr

4 steht fUr R steht fOr e|n V\asserstoffatom und R2 steht far eine

myl gruppe,Rz j:r::n RN %ﬁg’%‘é‘ﬁ’ei:ornel (1), worin 10 X- steht

R steht far ein i?i:ﬁﬁ?’mr ui T3 SidwifRapEst of f at om oder eine
Al Kyl gruppe;r* EentSfif fn aseamatms%ﬁa@sm ] raapenhaadecryclealmwp&ye'gg WBIDGEnid3
steht far Alvigriddserder sib dblogérerimoder sine Al kyl gruppe; R3 steht f~r sin

Wasser st ON{?& oftght sﬁ"ne'HaW vieffanm. oner A'éY'QTSPPAI R'y? dikaperPRei Halpgenpigm. ing

© Wasser st of 1 Egﬁf’ '"ﬁ il ofsof ne g/ Laalky! gruppe, eine hal ogenierte
bofen D
20 Al kyl grumneesfesiﬁeb.' teaeamafﬁe nce IR, £ i S codoiofRbili§ 801NRL Gtk Ao M
ei ne Wdrabéyﬂﬁél'ﬁBIEVerBihﬂL&sg Keyarbgmepgad:oder ei n Hal ogenat om und re .

a Saur eaddi t i otigizdlerieste dor atigegneden Farmbldl).0@rinal | genei nen Fornel (J), vvori n 25

R

~A R5- X steht fur 30
stehen fa 5V\§sser shgffatoms st eht Nyasser st of faPs
Al kyl gr,-_up& hF8% Sauj pngsal z af 3t das

oder das Verfahren (b), vieh f
Ver bi ndung,ger al | gemei nen Fornel (11): 35 RS- X—CH-A

(11 worin g einRlaibRigrdppbidgrsitesiedef i niert sind, A eine elimnnierende
G uppe,pder R2-NH darstellt, woringR2 40 W e oben definiert ist, mt der

Ver bi ndung der al | genei nen Forrrel L) : A- CH2-Y
N\ " !

25
worin

R® wie oben definiert ist;

_ 35- oder@ ;

und _
R, R%, R® und.R* wie oben definiert sind;
. 40 2} das Derivat der allgemeinen Formel (I}, worin

o _ _ OH ' _ .
O e Rs_x_ steht fﬁr® ; Y- steht fir @ :

und
R', R%, R? und R* stehen fir Wasserstofiatome;
3} das Derivat der aligemeinen Formel {l), worin

50 R3
5.%- steht fu mvd ht £l
: R™-X- steht fiir : \R4 steht fir Ci;

55 R' steht fir ein Wasserstoffatom und
- R? steht fir die Methyigruppe;
4) die Derivate der allgemeinen Formel (l), worin

60 5 | | / R |
R"=-X~- steht fiir R 4 'steht £fiir- oder .
’ \R o ;

_ R' steht fiir ein Wasserstoffatom oder eine Alkylgruppe; und
65 R? steht fiir die Methylgruppe;

[P
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or i n’

R2--NH darstellt, "'worin R2 wie oben definiert ist, und A'von

j eni gen der Fornel (I1) verschieden ist, und das Verfahren I'b) unfallt
Redukti on der Verbindung der aligeneinen Fornel [1V): 50

R3, R4 und:Y w e oben definiert si nd, A eine elimnierende G uppe

R3JR5- X- WY EP "0 164 697 B1 (IVy R4 worin 55

R3, 34, R5, B dasOendaniie amndenrmeﬂntw&innd Wsteht far FR1 R2 'R2

60 N- C0- oder,-CO- N-CH2, worin

- fR und R2 g e oben definj i, Cgd VE?‘ dem Verfah L @er dem

Vel fahren (B ds stehfeflse o fahpeﬁ'\éa,) geht dibin @f 3 .

er hal t enen Pr odukts I n For Y en Ba - Saur eaddi t\Rgp- Jes. 43

EPi 0 164 697 |§| Fun id I chg di e Aminderivate nach Anspruch 1, oder

fur in . .

phar mazeut i sc,lg‘: E Fﬁztga}ée n als eine wirksame Konponente

ent hal tep. e;\&rm.e: UBQ- @Jmemhdwevmt@ord\er al | genei nen Fornel 5

R R2 R3 R5- X-CH N-CH2-Y

(It \'R4- i 0 oder eines phar mazeut hschlakzept abl en Sai zes_davon als w rksane

Kopponent e zur Her§<tel t%h% %ﬁ'} A m{tg{gh{nf £l .

Ak i fungi - Aktivitdts Wworin u\o W rd aus c}ier e,” di e besteht

-a 15 28 , worrn Q fr ein

Sajuerstoff-, [, Eﬂ WA@frsm“amm oder e'"e Af"éﬂgfuRS'éler St | ckstof fatom steht, 30

R stefit fur ein erstoffatom odgr l lgr d f t t: Y :
u R? steht fir ein Wasserstoffatom, ei der el e I ni er s
ausgewahi t  WR* Gstebtl Furd @i ﬁéé&l@@@ﬁatgﬂne @US alkylgruppe, eine halogenierte
20 Alkylgruppe oder ein Halogenatom; und
_ R® steht fiir ein Wasserstoffatom, eine Hydroxygruppe, eine Alkoxylgruppe oder ein Halogenatom, und
| ihre Saureadditionssalze;
7) die Derivate der allgemeinen Formei (1), worin .
25 . o : : ' :
RS-X steht fiir ; Y steht fiir @ -3
30° R', R* und R* stehen fiir Wasserstoffatome; und :
" R? steht fir ein Wasserstoffatom oder eine Alkyigruppe, sowie ihre Saureadditionssalze, das umfaft
das Verfahren (a) oder das Verfahren (b), wobei das Verfahren (a) umfaBt die Umsetzung der Verbindung
der aligemeinen Formel (ll):
35 l’ll .
RS-X-CH-A - . (I11)
worin
R', RS und X wie oben definiert sind, A eine eliminierende Gruppe oder R —NH-— darstelit, worin R? .
" 40 Wie oben definiert ist, mit der Verbindung der allgemeinen Formel {iny:

’ R3 | - |
o A~CHy-Y 7 | . (I11)
\.{' ) -~ 4 .

a8 R
worin

. - R?, R* und Y wie oben definiert sind, A eine eliminierende Gruppe oder R2—NH— darstellt, worin R? wie

oben definiert ist, und A von demjenigen der Formel (Hl) verschieden ist, und das Verfahren (b} umfai3t die
. Reduktion der Verbindung der allgememen Formel (IV):
50 _ R3 :
RO-X-W-Y (IV)
™~ R6
worin
55 R®, R*%, R% X und Y wie oben definiert sind, W steht fir
ROR R?
[ | |
60 —CH—N—CO— oder —CO—N—CH,,
worin :
R! und R? wie oben definiert smd und nach dem Verfahren (a) oder dem Verfahren (b} das !
des bei dem Verfahren (a) oder dem Verfahren {b) erhaltenen Produkts in Form emerfremn BascOd!l‘
65 Saureadditionssalzes.
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45 50° 57 . und FJ; 55 S R
steht fM ein Wasserstoffatom oder eine Al kylgruppe; R steht fO ein
Wasser st of f at om oder ei ne Al kyl gruppe; RS steht fur ein Wasserstoffatom

ei n Hal ogenat om oder elne AIkngruEpe steht fur ein
19 gél | g

'vasserstoffat ruppe elne ruppe, . eine
gmde % Ch% 3L N9efefnsoweh 1, R@ersbahbzeﬁuuth &lizéptable Saize davon

Uzkégenle;ﬁe? emaemhmm Al k uppe, ein Hal ogenato ei ne
Sserstoffa Omleraaleﬁtﬁm rﬂHé#QPc@der%ju eemengﬁ);(rﬁ-,g[ pp g m
Ni t rogruppe oder eine Fydroxygruppe bel i ebi ge Position von X '
gebunden i st und R3 oder 65 - RhRrine b ’FhBeblge Position von Y

gebunden ist. | 1!11111] BIIILI % EP 0164 697 Bl (1
Revendi cations 1. Derives d' amne;ko‘gnl &%ﬁ Q\aneraIe (1): 5 1
dans

Rl R2 R5-X-CH N-CH2-Y Ro4 10.

oil"S sst S S a&f o ey “%2%@ g
g

gue ci-dessus 35 Y est ch0|5| dans e roup conprena

T o oo

% . :
25 '
worin Q fiir ein Sauerstoff-, Schwe-
fel- oder Stickstoffatom steht,
30
und ¢ worin Q wie oben definiert ist;
Y ausgewahit wird aus der Gruppe, die besteht aus
35
w0
\/ 45
II EB und " a’
55 ' S 0

R! steht fiir ein Wasserstoffatom oder
eine Alkylgruppe;
R? steht fiir ein Wasserstoffatom oder eine Alkylgru::e,
o 2‘ s;f:l:tfufr ein Wasserstoffatom, ein Halogenatom oder eine Alkylgruppe;
ur ein Wasserstoffatom, e
Alkyllagruppe oder ein Halogenmen2 ine Alkylgruppe, eine Cycloalkylgruppe,- eine halogenierte
steht fOr ein Wasserstoffatom, eine Al |
Nltrogsruppe oder o Hychroayonamon: kygruppe, eine Alkoxygruppe, ein Halogenatom, eine
R® an eine beliebige Position von X gebunden |st und R® oder
65 R* an eine beliebige Position von Y gebunden ist.
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est un atone -d' hydrogene ou un groupe al kyle; R2 est un atone

60
d' hydrogene ou un groupe al kyle; R3 est un atone d' hydrogene, un atone
d' Hal ogene ou un groupe al kyle; R4 est un atone d' hydrogene, un groupe

a a: ggeﬁg gzgu!oe cycl oal kyl e, wun @ﬁoﬁﬁ%ﬁé&)"ﬁha' ogen6 ou. 65 un atome
}\QPJ EP oHwandigtiony R5 est un atone d' hydrogene, un groupe al kyle, un
g pe al coxy,; Hgmwal § roupe nitro ou un groupe hydroxyl e;
R fest fixe en un'e\é%oog;lﬁ'tnlg%%aijgrb eger?{e;“g r X, et R3 ou R est fix6 en une
pOSItI onsarbitraire sur Y, et |eurs s&t ®2d' addition d' acides, a condition

. gué | ea conposes suivants soi ent - exclps] 5 (1) les derlves de formule
generale (1), dans laquelle R5-X- A3 OH 70 ob 3-
est un groupe al coxy, ou J5 R ‘x’CH‘“‘CHZ‘Y\ . R6 ou 2

.R6 est tml que ci-dessus; Y- est 25 30 R4 QU et
Rl} R2, R3 s fRgualgnt tels que ci-dessus; 35 (2) te derive de formule

general e (1), XfEheoisugane e asours comprenept | : Y- eat

etiR, R2, R3 et R4 sont des

_ at ones _d' hydrogepg (3) |le deriv6e de formule
g6heral g,(1), dans |aquelle .

-YR

ea : cl; R est| d* hyd gt 'R2 est un- -groupe
met hyl e; 50 (4) les db6riv genget mnul e geme e (1), dans l|aquelle
R54 X- est ' D eat ou '

20
- ) [ ’
N S
25
| @:_] , ol Q est un atome d'oxygéne, de
Q soufre ou d'azote, et
30 ' ' : ' B
@ ot Q est tel que ci-dessus
35 Q

Y est choisi dans le groupe comprenant:

40

L ooan.
T Qo Qo
F

50

85 -

x:

60
R' est un atome d‘hydrogéne ou un groupe alkyle;
R? est un atome d’hydrogéne ou un groupe alkyle;
R® est un atome d'hydrogéne, un atome d’halogéne ou un groupe aikyle;
R* est un atome d’'hydrogéne, un groupe alkyle, un groupe cycloalkyle, un groupe a
65 un atome d’halogéne;

T
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B

R -eat un atone d' hydrogene ou un groupe al kyle; et R2 est |e groupe i
met hyle; (5) le derive de fornule generale (1) dans | aquelle 60 ?
-, R 60 ~~R5-X- es t e : Y es t t R4

65 46 | I11111J 1111111111 111'1 Igplg 164559P14697 B1 Rl est un atone

d' hydr ogene; R2 est | roupe 6t hyl e; | es dérives de formul e

gerébal g (lr;gtrﬁ;ﬁfé‘ugrgm d&%gx.eng,élgtgfo%e al’kylt-(:.,un groupe alcoxy, un atome d’halogéneyun grgtipd 1
wst "un at onme @ &y QR @R positidh a Bk APEr /1 KM SireRE sest un atone d hydr ogbne
OCi U gr oLses dakikigbredacidds, a condfiondb |eﬁeéra,;da°§£u§%ﬂ§e gt aﬁbﬁrab'%/%'ﬁ%ge' fours
~al kyl o; B3 est? lgn dérivénee idrinyelginghled), durs ladueie d' hal ogene ou un groupe

al kyle; R4 est un atone d' hydrogene, -.un groupe al kyle, un groupe

- cycl oal kyl e, wi-g¢ Qype al e lhal ogenediu alone d' hal ogene;
at ome d'bigydr ogene, un gr '@I® oxyl e, @'@ al coxy o

- d' hal ogbfie, et leurs 15 3% aidition Wadldeal (7) les

- formule geperale (1) dgﬁsaqul e 1 20 < R5-a§

-, Yest R, Rggt des at onmes d" hydrogene; et R2 est un atone
d' hydr ogene ou eunungﬁ}%uz’ggk%’iyk% e, et leurs sels d' additions d' acides. 25

2. Proc6B86 de preparation. des derivg® d' amines de formule generale (1) Rl
- R2 30 RRICH NC2Y ' -

. () R4 dans laquelle X est choi si @l@ pe conprenant 35 40 X

oui Qeat yp atome d' oxygene, de 50 RN 4 .
20

R® est tel que ci-dessus:
Y- est . ’ e !
25 .

et

R', R?, Ifta_ et R* sont tels que ci-dessus;
35 (2) le dérivé de formule générale {I), dans laguelle

: On
RI-X- est ; Y-est
40 _

et

R, R?, R® et R* sont des atomes d’hydrogéne
(3) le dérivé de formule générale (1), dans laquelle

N\ - : : -
45 g3
85-}!- est @ -x” est ‘@Cl.
\ ?
. R

R' est un atome d’hydrogéne, et R? est un groupe méthyle;
50 (4) les dérivés de formule générale (I), dans laquelle '

| . . . 23
R7-X- est m i Y est ou H
55 . g

R; est un atome d’hydrogéne ou un groupe alkyle; et
R? est I? groupe méthyle;
(5) le dérivé de formule générale () dans laquelle

60

RI-X- est : , -7 est 73

65
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re ou d azote, et. 55 : out Q
eat] tel que ci-dessus; 60 65 47. EP 0164 697 B1 (9 Y est

chqgi si dans | e groupe conprenant: 10 "1 ol 15 20

et R est un atone.d" hydrogene ou r | e; R2 est un atone

d' ydrogene ou un groupe al kyl e; §B %'Péggg?t n atonme d' hydrogene, un

d' hal og@hestgmammeg!rmdqogenai &yl e; R4 est un atone d' hydrogene, un
grgdpe al kyl e 6 ?\?ﬂ BiRgethylee | oal k Ie| un groupe al kyl e hal ogene ou un atone
d' hal ogene; ) {g8 f8y s&‘ff?ﬁ‘@“'ﬁg?f%’ aens ladqilleqr oupe al kyl e, un groupe

al ¢oxy, un atone d' hal ogene, un_gr olpe nitro ou un grou-- hydr oxyl e; 30

R5:est fixe en une posgi4d on aht p sur X, &t eI%%ou t fixe en une
s dés, a cbndition

p05|t|on arbitraire sur Y. et Is d* addi't i

. qué | es conposes, sul vant ) I'es derlves de formule
Qaer al e 1) gL :amzesi@:z RS

ou . Re est estlOn gloRid Athyéro g&zmnawn :Q&Rﬁ. F&lpebRYleque ci - dessus; 50
" Yiet est, R* est un atome d’hydrogéne, un groupe alkyle, un groupe cycloalkyie, un groupe alkyle hai¢géb&owet
Ri R, R3 ‘é’ta“gme%wgeﬂ‘é que ci - dessus; 60 2) -1e deriv6 de fornule

Wdé° 8‘53 un groupe hydroxyle, yRgroup élgctxy ou un atome d'halogéne, et leurs

TV st 4t d%?:ﬂig@ ime 1kt (1 ardd 1akdile

R3-X- est @ ;3 Y est @ 3
20__ :

N R', R? et R* sont des atomes d’hydrogéne; et
4 R? est un atome d’hydrogéne ou un groupe alkyle, et leurs sels d'additions d'acndes
25 - 2. Procédé de préparation des dérivés d’amines de formuie générale (1)
Rl p2 .
' ! r3 .
L ) 30 Rs °X~_CH-N-CH2-YI . . : (1 )
\
R4

dans laquelle
X est choisi dans le groupe comprenant

35

40

L mw

QO - 8O
- @U
Neo)

45

ot Q est un atome d'oxygine, de

50
soufre ou d'azote, et

55 ol Q est tel que ci-dessus;

60

65
[
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EP 0164 697 Bl et R, R2, R3 et R4 sont des atones d' hydrogene (3) |l e ”‘!

dérive de fornmule generale (1), dans laquelle -" - R5- X- |
est -Y est C R est un atone i
d' hydrogene, et R2 est un group. ) s d6rives de fornule
gébnerale (l), dans |laquelle R5-X- S?;VJ‘&; 564’ F R3
esgﬂ) Y est choisiidang le groupe comprenant: R1 est un at one d' hydrogene ou un
grotpe al kyle; et R2 est ie groupe nethyle (5) le derive de fornule _
generale (1) dans laquelle 20 < o
03 st 25 Rl est un at hydro 2 est | e groupe ethyle;

.(6) les derives de formule genergle (1) daRg Js | er 30 ea
X- est un aoY est o u R2 un atone d' orogene ou un groupe al kyle; 35

~ R2 est-un atome d' hydrogeng™®
.d" hydrogene, un atone d' ha ‘ ‘R4 est un atone
d' hydrogbne, un groupe al kylhe7 gr oupe o e, un groupe al kyle
hal ogen6 ou un atone d' hal et Rs esh un atgne d hydr ogbne, un groupe
hydroxyl e, un groupe al coxg< Rt one d' leurs 40 sels
. d' addi tipn d' acides; (7) |l i @s de f ge erale (1) dans laquelle
.V 45 R5- X- - Y est Rt, R3 et R4
sont des atones d' hydrogene; et R2 est un atone d hydrogene ou un groupe
al kyle, et leurs sels d' addjt+ d' aci des, L. .conmprend | e proced6 (a) ou
|l e procgde (b), le procéde Baiigonprenant IE?#%Fbtion-du conpos6 de fornulo
generale(ll) 51 R5-X-CH A t ( I'l) dans
| aq gelle R1, Rs et X sont tels gue ci -dessus, A est un groupe d' elimnation
ou off’ ﬂﬁuespﬂpeﬂwgmgw@wuUdgssmsdhmwec | e conpos6 de fornul e:
gen6r al e ( 11 E) g:: Rga:eo'te g nydrogene ou un group’e atkyle; A- CH2- Y
( L1 ) 25 Re oor :l: :tgrr::d hyd rogéne, un atome d’halogéne ou un groupe alkyle;
ydrogéne, un groupe alkyle, un groupe cycloalkyle, un groupe alkyle halogéné ou
un atome d’halogéne;
R® est un atome d’hydrogéne, un groupe alkyle, un groupe alcoxy, un atome d'halogéne, un groupe
nitro ou un groupe hydroxyle;
30 R® est fixé en une position arbitraire sur X, et R* ou R* est fixé en une position arbitraire sur Y, et leurs
sels d'addition d'acides, & condition que les composés suivants soient exclus:
{1} les dérivés de formule générale (1), dans laquelie
ou
R est un groupe alcoxy, ou

40
RS

a5 .
- QU
"R® est tel que ci-dessus;

| - THec om0 w0

55 o
ou - H

et . o
R', R%, R® et R* sont tels que ci-dessus;
(2) le dérivé de formule générale (1), dans laquelle

. oK ' |
RI-X- est ;3  Y-est @ ' H
65
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Rj cdans laquelle 85 R3, R4 et Y sont tels que ci-dessus, -A est un
gr*oupe 6limnation ou R2-NH, ou R2 est tel quo ci-dessus, 49 |
L%11111111111 1111 EP O 164 697 Bl et A est different de celui de la
formule (11), et |le procede (b) cgppoemmsg?ag-leductlon du conpos6 de
formul e gen6rale(|\/) R3 5 . R5- X-Wy

( R' R R, éne dans laquelle R3, R4, R5, X-et
visdh 1ets LI fgg%; 3 RIANCS o
-CO- N-CH2, 15 o0i 1s gue ci-dessus, et apres |le procede (a)

ou le pﬁocede (b), Ie proce ' on5|ste 3 recueil li e produit obtenu

du procede (a) ou gq%pg cedg S Ja fo_rmeRd e idg e ou d' un sel
~d' addition d' aci d& ong ont 'enant i\e dériv am nes selon la

revendication 1, ou leurs sel S 20 phar rraceuthpuerrent acceptables a titre de
constit want e festercaome d hydredens at R*cst whasowpemicdge; d' am nes de fornul e

gener ale R1L F&) les dérivés de@n’ﬂle génerale ") dang!;quelle
R5X-CH N. . H2. . Y \

sel s phar nacepfxqugrent
| a fabrjscation d' un medi &g ant une-activite
|l aquel I e X est choisi dans™|e' groupe corrprénant. 3
est un at ome RYeshipghame, d'derogénefquain gmupd'ala\ae)tee, et

L_, L Ou%)g §'|vr:d ;?lgq\ézgnlera% (ﬁ dans laquelle

: 20 .

: | R3 CH3
\/ . RS -X- est est ’ H
' S gé

25

es a, t.lgtfr‘éz dgeCoN

R' est un atome d'hydrogéne; et -
R? est le groupe éthyle;
{6) les dérivés de formule générale (l) dans laquelle

© 30 : _ :
X- est H Y est @ ;

R' est un atome d’hydrogéne ou un groupe alkyle;
35 R? est un atome d'hydrogéne ou un groupe alkyle;
- R® est un atome d’hydrogéne, un atome d’halogéne ou un groupe alkyle;
. R* est un atome d'hydrogéne, un groupe alkyte, un groupe cycloalkyle, un groupe alkyle halogéné ou
2 un atome d'halogéne; et
R® est un atome d'hydrogeéne, un groupe hydroxyle, un groupe alcoxy ou un atome d'halogéne, et leurs
40 sels d’addition d'acides;
{7) les dérivés de formule générale (1) dans laguelle

A - _R5_ﬁ-'x- est @ i Y est @ ;
: 45 :

_ R, Rs et R* sont des atomes d'hydrogene, et :
’ R? est un atome d’hydrogéne ou un groupe alkyle, et leurs sels d‘additions d’acides, qui comprend le
.{ procédé (a) ou le procédé (b), le procédé (a) comprenant la réaction du composé de formule générale (11}

a————

50
gl
l .
RO-X-CH-A ( 11 )
dans laquelle
55 R', R® et X sont tels que ci-dessus, A est un groupe d'élimination ou R2--NH—, ou R2 est tel que ci-
- dessus, avec le composé de formule generale {y:

R3
, : -~
60 : A-CHpy-Y _ (I11)
R

dans laquelle
65 R% R* et Y sont tels que ci-dessus, A est un groupe élimination ou R? NH—, ol1 R? est tel que ci-dessus,

49
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& est choisi, dans I'e groupe conprenant: 55 60 65 50 | 1 1111 H11111111
P 0164697 Bl 70 R1L est un atone d' hydrogbne ou un groupe al kyle; R2 est un

@@t ome d' hydr ogene ou un groupe al kyl e; R3 est un atone d' hydrogene, un

Bt one d' hal ogene ou un groupe al kyl EP @465697¥nBdt one d' hydr ogbne, un

g oupe al kyl g A Wik dHerdAPEe Eo1if! ! ! iof? du Lompldls d
sa tome d' hal ogener gEﬁZrﬁs(qs)ué{n g??ﬁéﬂdﬁ 71&/"5%08 g&é@&u@ %ﬂ&ﬁeﬁgﬂe{?%@f}‘g’? ulr11 gr%ul}f)ee

un atome d' hal ogene, un groupe nitro ou, un groupe hydroxyle; Rs est
421 xe en une position arbitraire sur X, et R3/0&3R4 est fixe en une position
R bitraird sur Y. 20 25 30 35 40 45 FEFYQ 65 | Can

dans laquelle
R®, R*, RS, X et Y sont tels que ci-dessus, W est

10 .
R1 Rz ’ Rz
| |
4 —CH—N—CO— ou —CO—N—CH,,
4
v § 15 ol '
- R_‘ et R? sont tels que ci-dessus, et aprés le procédé (a) ou le procédé (b), le procédé qui consiste 3
£ recueillir le produit obtenu du procédé (a) ou du procédé (b) sous la forme d'une base libre ou d'un sel
& d’addition d’acide. :
;,g . 3. Fongicides contenant les dérivés d'amines selon la revendication 1, ou leurs sels
i, 20 pharmaceutiquement acceptables 2 titre de constituant efficace.
’ { 4. Utilisation des dérivés d'amines de formule générale
= 8
: D% Rl g2 r3
2 ) 5_v 1 /
5 25 R2-X-CH-N-cHy-Y .
2 : (1*)
) Ré

g'l:.: : rl:‘n‘ ge leurs sels pharmacept.ic!uerr!ent acceptables 4 titre de constituant efficace, pour la fabrication
30 edicament ayant une activité antifongique, dans laqueile X est choisi dans le’groupe comprenant:

et I

40

a5 : \
. : o 0 ou Q est un atome d'oxygine, de

. soufre ou d'azote, et
g ¢+ ou Q est tel que ci-dessus

s Y est choisi dans le groupe comprenant:

4
60 ' @
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85

EP 0 164 697 B1
[}
R! est un atome d’hydrogéne ou un groupe alkyle;
R? est un atome d’hydrogéne ou un groupe alkyle;
R? est un atome d’hydrogéne, un atome d’halogéne ou un groupe alkyle;
R* est un atome d'hydrogéne, un groupe alkyle, un groupe cycloalkyle, un groupe alkyle halogéné ou
un atome d'halogéne;
R® est un atome d’hydrogéne, un groupe alkyle, un groupe alcoxy, un atome d’halogéne, un groupe

nitro ou un groupe hydroxyle;
R® est fixé en une position arbitraire sur X, et R® ou R? est fixé en une position arbitraire sur Y.
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