1% Benzam:di ne derivatives and their use as nedi caments jhi=twdmad

LTB4- ant agoni stic activity The present invention relates tpTHIS\SHEET HAS BEEN
benzam di ne derivatives, processes for preparing themand their LRE@LAUED '

‘Phar ngeq70643PCaVROPsi ti ons. The new benzani di ne deri vati veS™torrespomi~to
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2- to general igmnabayet hoxy, 2-nor phol i noet hoxy, d, F OH or CF[err] or

. together denote a fused- on mono- or dinucl ear ri ng system which
may be wholly or partially conjugat ﬁd and may optionally contain
one or. nore heteroatomsR§eI ected fromm the group conpri sing
oxygen, sulphur or nitrod JAch ay be identical or different,

. which may optlonallylge % OH, Cerr]al Kékxy or

- Jerr]-Cerr]-alkyl; "R ¢ s hydrogen, aryl, preferably phenyl,
-O phenyl, -CRerr] R[err] ptfeny C( O phenyl, -SJ err]phenyl,
-CH(O—|)phenyI wherein tRg phe ring.ng ¢ _NR, substituted by OH,
-Cerr]-al koxy, or -C(ONR[err]Rerr];

REPLACEMENT SHEET NH,
wherein
A denotes -O-C2-4-alkylene-O- or -C4-3-alkylene-O-
R1 denotes branched or unbranched C1-g-alkyl, branched or unbranched C3-5-

alkenyl, preferably allyl, or F, Cl, Br, |;

R2 denotes hydrogen, branched or unbranched C4-g-alkyl, branched or unbranched
C3-g-alkenyl, preferably allyl, or F, Cl, Br, |;

R3 and R4, which may be identical or different, independently of one another denote
hydrogen, branched or unbranched C4-g-alkyl, branched or unbranched C3-g-
alkenyl, preferably allyl, C4-g-alkoxy, (C1-4alkyl)OC(0)O, OH or CF3 or together
denote a fused-on mono- or dinuclear ring system which may be wholly or partially
conjugated and may optionally contain one or more heteroatoms selected from
the group comprising oxygen, sulphur or nitrogen, which may be identical or
different, which may optionally be substituted by OH, C1-4-alkoxy or C1-C4-alkyl,

Rsg denotes hydrogen, aryl, preferably phenyl, -O-phenyl, -CR7Rg-phenyl,
-C(O)phenyl, -SO2phenyl, -CH(OH)phenyl, wherein the phenyl ring may be
substituted by OH, -C4-4-alkoxy, or -C(O)NRgR10;
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Rerr]- denotes hydrogen, (err]al koxycarbonyl or ([ err]alkyl)carbonyl
or -C(O-0O (CJerr]alkylene)-NRlerr]Rerr]; HRerr] and Rerr],
“which may be identical or different, denote2hydrogen or branched or

“unbr anched C[ err] al kyl; Rerr] and Rlerr] which may be
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“hydrogen, branched or unbr anched Cerr]-alkyl; optionally in the form of
the i ' I |
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hydr ogen; Bydfogen, b myrhkrapehed @i‘lleﬁﬂa]kybl kyl, OCHerr],
C[err]H[err]OC(O)O OH, CI F CFlerr]; HRerr] denotes hydrogen

r nd R4 to r d oteafused nzene n a
. 4 AR B WHIH e s RERigaTor diftSrent, indsbafidsl it ene Arehenie ARt ay
be substi t ut etiytisogar, bfgrchedd 6 unbranehéd Cqeg-alfplis; RS denot es
hydr ogen, phenyl, O phenyl, -CRlerr]R err]-phenyl, wher ein the phenyl r| ng
may be substitut ed by OH or OCH3, or it denotes - errJ Rl err]
denot optmqallwgéhedonm[q; the individualanpticabispmers, mlxtures of the individual enantlomers
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may be |dent|cal fer I ndependent | one anolher denote
hydr o§BAMagpl QBICF )5?0@? fq acid

- 3- Rlerr] and R err], which may be i dentical or different, denote
hydr ogen or branched or unbranched Cerr]-Cerr]-alkyl.

Preferred compounds of general formula 1 are those wherein

A denotes -OCH2CH20-, -CH20-, -CH2CH2CH20-; -

R1 denotes branched or unbranched C4-g-alkyl or allyl;

Ro denotes hydrogen;

R3 denotes hydrogen, C4-g-alkyl, OCH3, C2H50C(0)O, OH, Cl, F, CF3:
R4 denotes hydrogen, -OCHg, OH;

R3 and R4 together denote a fused-on benzene ring, a 3,4-dihydrocumarin system or a 1,3-
dioxolane system which may be substituted by OH, C4-C3-alkyl or OCHg;

Rs ~ denotes hydrogen, phenyl, O-phenyl, -CR7Rg-phenyl, wherein the phenyl ring
may be substituted by OH or OCHg3, or it denotes -C(O)NRgR1¢:

Re denotes hydrogen or C1-4-alkoxycarbonyl or -C(0)-O-(CH2)2-N(C2Hs)2;

R7 and Rg, which may be identical or different, independently of one another denote
hydrogen, CH3 or CF3.



Unl ess-specifically stated otherwi se the general definitions are used as
follows: ({err]-alkyl, (Qerr]-alkyl and Cerr]-al kyl generally denote a
_branched or unbranched hydrocarbon group hawhg 1 to 4-or 5 or 8 carbon
“atons, which may optionally be substituted with one or nore hal ogen atons -
preferably fluorine - mhlch may be the sane as or different from each

ot her., The follo o] ment.i oped b xanpl e:
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for nulgteferfdde characterised by their wi de range of possible appli cat | ons in
the therapeutic field. Particular nmention should be nade of those

-4- applications in which the LTB4-receptor-antagonistic properties play a
part . Aocaongingly, alilerdedenctesar branched 'or unbrémdhedsdoublebondedyairocarbon bridge
obstr j I
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| euk aeanddgr one or more halogen atoms, which may be identical to or different from one another;
the preferred aryl group is an optionally substituted phenyl group, whilst the preferred
substituents are halogen - such as fluorine, chlorine or bromine - and hydroxyl.

Alkoxy generally denotes a straight-chained or branched hydrocarbon group having 1 to 8
carbon atoms, bound via an oxygen atom. A lower alkoxy group having 1 to 3 carbon atoms
is preferred. The methoxy group is particularly preferred.

As has been found, the compounds of formula 1 are characterised by their wide range of
possible applications in the therapeutic field. Particular mention should be made of those



The new conpounds may al so be used in conbination with other active

subst ances, e.g. those which are used for the sane indications, or for
“exanple with antiallergics, secretolytics, -[4err]2-adrenergics, inhaled
“steroids, antihistam nes and/or PAF-antagoni sts. They may be adni ni stered

by. t opj i whi L | i ' i on.
The afa:P Iﬁ@éa%t;?i’i;sgtl iﬂ)ﬁléﬁaﬂi&%mnpveggP Frgaat'ggggﬁg?@nggfoqﬂ (%?%g%a?yé)gﬁgybl ocC e%gcal |y
usi ng'qcé%‘*% '@@@ﬁt"'d@art'hose described in WD 93/ 16036, pp. 15 to 17 - the

contents of which are referred to herein. The therapeutic or prophylactic
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i1 ?eyk:.erauye colitis, gastrapathynrienterapathivinduced hytnansterogial aptifdlanmyatories,
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subst 8REdnultiplesglamsis.sol uti ons general Iy contain between about 0.5 and 5 %
of active substance. The new conmpounds may be adm ni stered in conventi onal
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granu
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@ ucoshronic myeloid leukaemia). 474 parts by weight The
i ngredients are processed in the usual way fo formtablets weighing 500 ng.
If desired the content of active substance nmmy be increased or reduced and

the qdRgthaw compauRdsIBay alsrbe usediincombinationwith ethayiagtive supstances, e.g.

Suppogids® whith are usePfoR¥i¢ kbR indications! oMver %ﬂéﬁip%‘ﬁ/ﬁh%‘fﬁi@ﬂdig?és,ts‘écretggﬂics,
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The activity ratios may be investigated pharmacologically and biochemically using tests such
as those described in WO 93/16036, pp. 15 to 17 - the contents of which are referred to
herein. :

The therapeutic or prophylactic dose depends not only on the potency of the individual
compounds and the body weight of the patient but also on the nature and gravity of the
illness. For oral administration the dose is between 10 and 500 mg, preferably between 20
and 250 mg. For inhalation the patient is given between about 0,5 and 25 mg, preferably

" between about 2 and 20 mg of active substance.

Inhalable solutions generally contain between about 0.5 and § % of active substance. The
new compounds may be administered in conventional preparations, e.g. as plain or coated
tablets, capsules, lozenges, powders, granules, solutions, emulsions, syrups, inhalable
aerosols, ointments or suppositories.

The Examples which follow show some possible ways of formulating the preparations:



3= Powder for Inhalation M croni sed active substance powder
(compound of fornula 1; particle size about. 0.5 to 7 [err]m is
‘packed into hard gelatin capsules in a quant®ty of 5 ng, optionally with
"t he addition of mcronised | actose. The powder is inhaled from
conveForufation &a@rfpkes €- - according to DE-A 33 45 722, which is
referre o0 herern. e new conpounds nmay be prepared using the follow ng
conventional nethods, which are known fromthe prior art: 1. Reduction
of an am doxi me of general fornula 2
- 6- 1. . Tablets [err] wherein Rlerr] to Rlerr] and A are as
her ei nbef fined. The reduction of the am doxi nme of general fornula 2
may converGQiﬁPO?ltIQE carried out by catalytic hydrogenation, especially with
Raney i Clggltive Bubsta adtdialif) to iAventidtPt N Bhrts by doxi me of general
formula 2 s convgall ently dissolved in rn::t(?an'c_)t W|th {;ﬁ addi tion of the
cal cul at e®P@RBGACIDf the particul ar acid, @ REMERYWRIENhi ch is the desired
end produd@jucesel hydrogenated at anbient t4Fppans byaveighter gentle pressure,
e.g.at 5 bar, until the uptake of hydrogen has ceased. 2. Reaction of
| m noesters of general formula 3 [err] wherein
R[ er r [Thedingfedientszare progessed imtheaisuat wayfodfefmitabletsweighing: 660anyif desiveds
a Io [
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in an ani ¢ so eratures etmee
reduced or mcreased accordingly. .

2. Suppositories

Composition:

Active substance according to invention 100 parts by weight
Lactose, powdered 45 parts by 'weight
Cocoa butter _ 1555 parts by weight

The ingredients are processed in the usual way to form suppositories weighing 1.7 g.

3. Powder for Inhalation

Micronised active substance powder (compound of formula 1; particle size about. 0.5 to
7 um) is packed into hard gelatin capsules in a quantity of 5 mg, optionally with the
addition of micronised lactose. The powder is inhaled from conventional inhalers, e.g.
according to DE-A 33 45 722, which is referred to herein.

The new compounds may be prepared using the following conventional methods, which are
known from the prior art:

1. Reduction of an amidoxime of general formula 2



O[err]C.and the boiling tenperature of the reaction mxture, preferably
bet ween anbi ent tenperature and about 100[err]C or boiling tenperature, if
this is lower. Suitable solvents are polar s®#vents such as nethanol,

et hanol and propanol s. 3. Reaction of a phenol of general fornula 4
IR AT [err] wherein Rerr],
Rerr], Rerr] 2 ef ore defined, wth a conpound of fornula 5
[err] wher grn , Rlerr] and Rl err] are as hereinbefore
defined and L[ &r ot es cl eof ugal | eav@hg group such as a hal ogen

atom or a sul phoni p~aci d Rjr 0¥y” 2 eaction is carried out in aprotic

sol vents such as B'bmet hyl sul phox di JN@Hthy! f or mami de, acetonitrile or

al cohol s such as net hanol, ethanol™or” pfopanol with the addition of a base
(preferably an alkali nmetal or alkalin arth netal carbonate, hydroxide or
hydri de) at tenperatures of between about 0 and 140[err]C or the boiling
tenperature of the reaction m xture. 4. Reaction of an am di ne of

gener al, ik 5 18 R5 and A are as hereinbefore defined! ¢ "}

The reduction of the amidoxime of general formula 2 may conveniently be carried out by
catalytic hydrogenation, especially with Raney nickel in a lower alcohol, e.g. methanol.

The amidoxime of general formula 2 is conveniently dissolved in methanol with the addition
of the calculated amount of the particular acid, the salt of which is the desired end product,
and hydrogenated at ambient temperature under gentle preésure, e.g.at 5 bar, until the
uptake of hydrogen has ceased.

2. Reaction of iminoesters of general formula 3

Rg R,

' A
L X
’ B NH ©
.R5

OR

wherein R4 to R5 and A are as hereinbefore defined and R preferably denotes a lower alkyl
group, with ammonia. '

The reaction is conveniently carried out in an organic solvent at temperatures between about
0°C and the boiling temperature of the reaction mixture, preferably between ambient
temperature and about 100°C or boiling temperature, if this is lower. Suitable solvents are
polar solvents such as methanol, ethanol and propanols.

3. Reaction of a phenol of generél formula 4



wherein R err] to Rerr] and A are as hereinbefore defined, wwth a conpound
of fornmula 7 Llerr] - Rerr]’ (7)

wherein R err] has the same neani ngs as F{EJF] with the exception of H
"and L[err] denotes a nucleofugig | eavi ng group such as a hal ogen atom (such
as C or Br) or acyl oxy The action is conveniently carfied out in a

sol vent such as tetrahydrghura net hyl ene chl ori de, chl arof orm or

di et hyl f or mam de, preferably t he presenceyupf a base such as sodium

car bonat e, potassi um car bonat sodlun1hydr% i de solution or in the
presence of a tertiary orgEg ™ as triethyl am ne, _

N- et hyl - di i sopr opyl am ne, Pl i or pyridine, which may

si mul t aneously serve as sol vents, pET al'ur es bet ween -30 and

100[ err]C, but preferably at tenperature§ﬂhﬁtmeen -10 and 80[err]C. The
conpounds according to the invention may be prepared from conpounds known
fromthe prior art, inter alia using the nethods described in the follow ng
ExanpikeereiV/Ryi, Ris Ry ars as heseinbefore defined ewith @cstimpound bf fdmmtas appar ent

to the skilled person fromthe specification. However, it is expressly

poi nted out that these Exanples and the associ ated description are intended
solely as an illustration and nust_not be regarded as limting the

i nvention. Ami doxi me: X C(=NOH)NH[ err] 5.3 g of the nitrile
of the above formula (X = CN) is re xetJogetfaer with 98 m of ethanol,
3.65 g of hydroxylam ne x HC, Na[ énr ] err] and 21 m of water
for 5 hours. Then the m xture |% Ol |l ed to dryness and the residue is
stirred with water and suction filkfefed. 5.7 g are suspended in 25 m of
acetonitrile and mixed with 0.85 m® of met hanesul phonic acid, heated and
cool ed again. After suction filtering 6.4 g of the nmethanesul phonate are
obtained in the fornlof white crystals Am dine: X =C(=NH)-NH2 6.4 g of

t he anmj doxi e NH[err]] the formof the nethanesulphonate

bre. avBeI e R R Rofarhaisharbinbsterei jefinaGian b densten, RiRESTIGRIe s

cat al gavingwréap such as a halogen atom or a sulphonic acid group.

The reaction is carried out in aprotic solvents such as dimethyl sulphoxide,
dimethyiformamide, acetonitrile or alcohols such as methanol, ethanol or propanol with the
addition of a base (preferably an alkali metal or alkaline earth metal carbonate, hydroxide or
hydride) at temperatures of between about 0 and 140°C or the boiling temperature of the
reaction mixture.: |

4. Reaction of an amidine of general formula6

©®

wherein R4 to Rg and A are as hereinbefore defined, with a compound of formula 7

L2 - Rg’ (4



9-. : normal conditions, until 100% hydrogen uptake has occurred.

After suction filtering, the filtrate is evaporated down and the
residue is recrystalled fromnmethanol. Yiel™®-3.8 g of the am di ne
‘compound as the met hanesul phonate. M. 228 - 30[err]C.

Et hoxycar bonyl am dine: X = C(NCOOC[err]H err])-NH err] ' 2.6 g of

t he am,dj t ul phonate_are s ended with 1.6 of i-ef hyl am ne in
50° . WwirerBih R B0 i SRMEAeSn 08 45 BB M the bichrion dhin and [adebotse s s 1
of - et Inyiclenfugaltleavinggraup suichrasta halogen atomafsuehiaise®itort Brper agyloxy. over
about 15 m nutes. The reaction mxture is then washed three tinmes
with water, dried wth Na2SO4 and evaporated down. After recrystallisation
from The reactiopiscenyeniently camies olhin asalventisieh@asietrabygiofuran, mathyleneed,

np. 14Rlorided ¢hforbidem or dirrf)ethylforcrinar}nidé? bi’éfé’lfal"lﬂy M@ e rBseres Bf 8baskich as
Eglrr:ogvé”ﬁaﬂm% calsonste, ;"%cr)t%\sg|utrr‘%l ‘carbonate or Sodium ﬁydroggge[ sqlytion or in therpreseace pfp
[ err] tertiary organic base such as triethylamine, N-ethyl-diisopropylamine, N-methylmorpholine or

rrm’; Eg:@ridine, which, Tﬁy%ﬁi@ﬁﬁtaneously serve as solvepfs, af temperatures%é@%%ﬁﬁgﬁaﬁrgj
10 1 00_°C, but preferably at temperatures between -10 and 80°C.

The compounds according to the invention may be prepared from compounds known from
the prior art, infer alia using the methods described in the following Examples. Various other
embodiments of the processes will become apparent to the skilled person from the
specification. However, it is expressly pointed out that these Examples and the associated
description are intended solely as an illustration and must not be regarded as limiting the
invention.

O/\/o ‘

5.3 g of the nitrile of the above formula (X = CN) is refluxed together with 98 ml of ethanol,
3.65 g of hydroxylamine x HCI, 2.9 g of NaoCO3 and 21 ml of water for 5 hours. Then the
mixture is distilled to dryness and the residue is stirred with water and suction filtered. 5.7 g
are suspended in 25 ml of acetonitrile and mixed with 0.85 ml of methanesulphonic acid,
heated and cooled again.

After suction filtering 6.4 g of the methanesulphonate are obtained in the form of white
crystals.

X
Amidoxime: X = C(=NOH)NH»>

Amidine: X =C(=NH)-NH»

6.4 g of the amidoxime [X = C(=NOH)-NHg] in the form of the methanesulphonate are
dissolved in 100 m! of methano! and hydrogenated, using Raney nickel as catalyst, under



3 [err] met hane

219- 222 sul phonaée nmet hane
_>230 - “Sul phonat e

met hane 185-188 [err]

sul phnoratad conditions, until 100% hydrogen uptake has occurred. Aftensuctiorefiltering, the
228- . e Ly

e h;ﬂ:ﬁg.atfa is evaporajed dpyn and ’fhe resndlfee is ﬁecrystallecd‘fr%%éﬁﬁnol. Ylélsdljl3|m8_I g.of the
[ er r |Jamidine compound as the methanesulphonate. Mp: 22f=30°C. 206- 208

sul phonat e
Ethoxycarbonylamidine: X = C(NCOOC2H5)-NH2

‘2.6 g of the amidine methanesulphonate are suspended with 1.6 ml of triethylamine in 50 ml
of ethyl acetate and 0.6 m! of ethyl chloroformate in 5.5 ml of ethyl acetate is added thereto
at ambient temperature over about 15 minutes. The reaction mixture is then washed three
times with water, dried with NapSO4 and evaporated down. After recrystallisation from
acetonitrile the ethoxycarbonylamidine compound is obtained, mp. 142 - 144°C. .

Following these procedures, the following compounds are obtained, for example:

No. Compound ' salt form A Mp. [°C]

] ocH,
@(‘/ methane 221-223
0™~° sulphonate

methane 212213
o ™~~° ‘ sulphonate




[err] met hane 2L i BB
sul phonat e 10 [err] THIS SHEET HAS BEEN |
met hane 207- 211 -10- sull phoneREPLACED
Jerr] met hane 21 2. Beiguhoie .
sul pHapate |HQ li [err] ' met hane
225- 27 ul phonate
[err] Pt ba 198-20d l"‘eﬂ"am:"sul phon 261399,222
14 met hane sulphorzte [err]
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shock, reperfusion damage/ischaem a, atherosclerosis and mult |'|ims SHEET H, S?EEN
scl er osi s, including the step of admnistering to a subjfect :
thereof a conpound 10 according to any one2df- clains 1 or 2. e

conpound as clainmed in clains 1 and 2 substantially as herei nbefore

descri bed. 37. A process as clainmed in any one of clains 3 to 29
substantiahl hereiri before described. 15 38. A pharnaceutical
prepar at i oh®& téﬂﬁ“ﬂ%d in claim30 substantially as

descri bed. 39. The use as clained in any one of clains 31 to
substantla ly as her.ei npef o

5 1Y 2 Benraniife Hethalved of A u ulllll! iy lllM "lll I
[err] wherein A represents CH err] or O err]
represents n-propyl or aIIyI Rl err] represents

benzyl oxy, . 2- hydr oxyet hoxy or 2-nor ol i noet hoxy; and Rlerr]
represents hydrogen, n-pghkopyl or netffioxy; opt fonally in the formof the
free bases or the correspyps Ci I addition salts with pharmacol ogically

acceptabl e acids. 41. according to-@aim1 selected from
thefollowingforrr_ulaef‘ 29 [err]

NRg

wherein
A denotes -O-C2-4-alkylene-O- or -C4-3-alkylene-O-

R1 denotes branched or unbranched C4-g-alkyl, branched or unbranched C3-g-
alkenyl, preferably allyl, or F, Cl, Br, I;

R2 denotes hydrogen, branched or unbranched C1-g-alkyl, branched or unbranched
C3-g-alkenyl, preferably allyl, or F, Cl, Br, I;

R3 and R4, which may be identical or different, independently of one another denote
hydrogen, branched or unbranched C4-g-alkyl, branched or unbranched C3-g-
alkenyl, preferably allyl, Cq-g-alkoxy, (C1-4alky)OC(O)O, OH or CF3 or together
denote a fused-on mono- or dinuclear ring system which may be wholly or partially

~ conjugated and may optionally contain one or more heteroatoms selected from
the group comprising oxygen, sulphur or nitrogen, which may be identical or
different, which may optionally be substituted by OH, C4-4-alkoxy or C4-C4-alkyl;

Rs denotes hydrogen, aryl, preferably phenyl, -O-phenyl, -CR7Rg-phenyl,
-C(O)phenyl, -SOzphenyl, -CH(OH)phenyl, wherein the phenyl ring may be
substituted by OH, -C1-4-alkoxy, or -C(O)NRgR1;

Rg denotes hydrogen, C4-g-alkoxycarbonyl or (C1-5alkyl)carbonyl or —C(0)-O-
(C1-galkylene)-NR11R12;
/
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31 [err] 32 [err]  [iusSHEET HAS BEEN
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R7 and Rg, which may be identical or different, denote hydrogen or branched or
unbranched C4-g-alkyl;

Rg and R1g, which may be identical or different, independently of one another denote
hydrogen, branched or unbranched C1-g-alkyl;

R11 and R42, which may be identical or different, independently of one another denote
hydrogen, branched or unbranched C4-g-alkyi;

optionally in the form of the individual optical isomers, mixtures of the individual

enantiomers or racemates and in the form of the free bases or the corresponding acid
addition salts with pharmacologically acceptable acids.

2. Compounds of general formula 1 according to claim 1, wherein

I —
A denotes -OCH9CHoO-, -CHo0-, -CHpCHoCH20-;

Ry denotes branched o unbranched Crs.aptoratyr | NI WAL
Ry denotes hydrogen; - | |
Rs denotes hydrogen, C1-g-alkyl, OCHg, CoH50C(0)O, OH, CI, F, CFs.

R; denotes hydrogen, -OCHg, OH;

R3 and R4 together denote a fused-on benzene lring, a 3,4-dihydrocumarin system or a
1,3-dioxolane system which may be substituted by OH, C4-C3-alky! or OCHz3;

Rs denotes hydrogen, phenyl, O-phenyl, -CR7Rg-phenyl, wherein the phenyl ring
may be substituted by OH or OCH3, or it denotes -C(O)NRgR10:

Rg denotes hydrogen or C1-4-alkoxycarbonyl' or -C(O)-O-(CHé)z-N(CzH5)2;

R7 and Rg, which may be identical or different, independently of one another denote
hydrogen, CH3 or CF3.

Rg and R4q, which may be identical or different, denote hydrogen or branched or
unbranched C1-Cg-alkyl.
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3. Process for preparing compounds 6f general formula 1, characterised in that an

amidoxime of general formula 2

Ré @ T
2 o I

wherein R4 to Rg and A are defined as in claim 1, is reduced in a manner known per
se.

4, Process according to claim 3, characterised in that the reduction is carried out
catalytically, preferably in the presence of Raney nickel.

5. Process according to claim 3 or 4, characterised in that the catalytic reduction
of the amidoxime is carried out in a lower alcohol, preferably in methanol.

6. Process for preparing compounds of general formula 1, characterised in that

w ©
R5

OR

wherein R4 to R5 and A wherein R4 to Rg and A [sic] are defined as in claim 1, is
reacted with ammonia.

7. Process according to claim 6, characterised in that the reaction is carried out in
an organic solvent at temperatures between about 0°C and the boiling temperature of

is Sheet Has Been Replaced .
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salts with pharnmacol ogically acceptabl e apids.
caccording to claim40 selected fromthe fold7ow ng formnul ae

optionally in the form of the free bases or the correspond g@gn'%eﬁﬁgsl I:a
. REPLACED

“Jerr] _
- the reaction mixture, preferably in a temperature range of between ambient
temperature and about 100°C or at the boiling temperature, if this is lower.

8. Process according to claim 6 or 7, characterised in that the reaction is carried
out in a polar solvent, preferably methanol, ethanol or a propanol.

9. Process for preparing compounds of general formula 1, characterised in that a
phenol of general formula 4

@)

wherein R4, Rg and Rg are defined as in claim 1, is reacted with a compound of
formula 5 '

A\L1 (5)

wherein A, R3, Rq and R5 are defined as in claim 1 and L1 denotes a nucleofugal

leaving group, preferably a halogen atom or a sulphonic acid group, in an aprotic
solvent.

10. Process according to claim 9, characterised in that the solvent
is dimethylsulphoxide, dimethylformamide, acetonitrile or an alcohol, preferably
methanol, ethanol or a propanol.

/____

Sheet Has Been Re] ‘p‘laced

HII\I\\ L



“[err]- [err]

39 ' THIS SHEET HAS BEEN
: - -28- L. REPLACED )
1. Process according to claim 9 or 10, characterised in that the reaction is carried

out in the presence of a base, preferably in the presence of an alkali metal or alkaline
earth metal carbonate, metal hydroxide or metal hydride.

12. Process according to one of claims 9 to 11, characterised in that the reaction is
carried out at a temperature in the range between 0 °C and the boiling point of the
reaction mixture and preferably in the temperature range from 0 to 140°C.

13. Process for preparing compounds of general formula 1, characterised in that an
amidine of general formula 6
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wherein R1 to Rg and A are defined as in claim 1, is reacted with a compound of
general formula 7 '

L2 - Re' @)
wherein Rg' denotes C4-Cg-alkoxycarbonyl or C41-Cg-acyl and L2 denotes a

nucleofugal leaving group, preferably chlorine, bromine or acyloxy.

14. Process according to claim 13, characterised in that the reaction is carried out
in a polar solvent.

15. Process according to claim 14, characterised in that the solvent is
tetrahydrofuran, methylene chloride, chloroform or dimethylformamide.
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16. Process according to claim 14 or 15, characterised in that the reaction is camied
out in the presence of an inofganic base, preferably sodium carbonate, potassium
carbonate or sodium hydroxide solution, or in the presence of a tertiary organic base,
preferably triethylamine, N-ethyl-diisopropylamine, N-methylmorpholine or pyridine.

17.. Process according to one of claims 14 to 16, characterised in that the reaction
is carried out in a temperature range of between -30 and 100°C, preferably in a
temperature range of between -10 and 80°C.

18. Pharmaceutical preparation, characterised in that it contains a compound
according to one of claims 1 and 2 and the acid addition salts thereof together with
excipients and/or carriers.

19. Use of combébnds according to one of claims 1 and 2 as pharmaceutical

compositions.
20. Use of compounds according to claim 19 as pharmaceutlcal compositions with

an LTBg4-antagonistic activity.

21. Use of compounds of general formula 1, the stereocisomers and the acid
addition salts thereof for the preparation of a medicament for the therapeutic treatment
of arthritis, asthma, chronic obstructive lung diseases such as chronic bronchitis,
psoriasis, ulcerative colitis, gastropathy or enteropathy induced by nonsteroidal
antiinflammatories, cystic fibrosis, Alzheimer's disease, shock, reperfusion
damagef/ischaemia, atherosclerosis and multiple sclerosis.
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