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(57) Abstract: The invention relates to benzoylguanidines of for-
mula (I}, wherein R2 stands for ~Y-p-(CgH)-R11, -Y-m-(Cs-H)-R11
R1 or -Y-o{(CgH)-R1L; R11 represents (C;-Cs)-heteroaryl, which
. is bonded by C or N and is substituted or unsubstituted with 1 to
R2 3 substituents selected from the group consisting of E Cl, CF,,
CH;, methoxy, hydroxy, amino, methylamino, dimethylamino
N NHZ ([) and benzyl; Y represents oxygem, -S- or NR12; R12 represents
R3 Y H or (C;-Cy-alkyk; R4 F, QL Br, I or C;-Cy-alkyl; R1 and R3 are
defined as per the claims. Said benzoylguanidines are suitable for
R4 O NHz use as anti-arrhythmic medicaments containing cardioprotective
comporents for the prophylaxis and treatment of infarcts and for
the trearmenit of angina pectoris. They also preventively inhibit the
l pathophysiological processes associated with the origination of defects caused by ischaemia, in particular during the triggering of
i ischaemically induced cardiac arrhythmia. :

6 Al
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m (57) Zusammenfassung: Benzoylgnanidine der Formel (I), worin R2 ~Y-p(CH)-R11, -y-m-CsH,)-R11 oder -Y-o{(CH-R1I;
“~ R11 (C,-Cy)-Heteroaryl, das tiber C oder N verkniipft ist und das unsubstituiert oder substituiert ist mit 1 bis 3 Substituenten ans-
5‘ gewihlt aus der Gruppe bestebend aus F, Cl, CF;, CH;, Methoxy, Hydroxy Amino, Methylamino, Dimethylamito und Benzyl: Y
Sauerstoff, -S- oder NR12; R12 H oder {C-Cy)-AlkyL; R4 F, (T, Br, I oder Ci-C-Alkyl; R1 und R3 die in den Anspriichen ange-
QO sebenen Bedeutungen haben, sind als antiarrhythmische Arznefmitta] mit cardioprotektiver Komponente znr Infarkiprophylaxe und
B der Infarkibebandlung sowie zmur Behandlung der angina pectoris geeipnet. Sie inhibieren anch priiventivs die pathophysiologischen
Vorginge beim Entstehen ischiimisch indwerierter Schiden, insbesondere bei der Ausl ischimisch induzierter Herzarch i




2 5 JUN 2004 WO 01/53256 Description PCT/EP01/00137 Substituted

. benzoyl guani di nes, process.for their preparation, their uskd asiNaz004

medi cament or di agnostic, and nedi canent cont ai ni ng themlin a first aspect
of the invention, there is provided a benzoyl guani di ne of the for rruI al R
NNH (1) Y NH2 10 in which: Rl is hydrogen, F, -Cl, Br, I, ‘
-XQ(CHZ)pWCFQ]/@SQEB,, R5-SOm, 15 . . 20 25 30 R6 CQOT/BQBHB- C@Zro o 1

R6R7N- S02-;" "X is oxygen, -S- or NR14; mis zero, O1lS
pis zero, or. 2, qis zero, 1, 2, 3, 4, 5 or 6; R5 and R6 |ndependently

of one anot@féﬁcrlpﬁq?fkenyl _CnH2niR8 or CF3;

Substituted benzoylguan:dmes process for their preparation, their use as a
medicament or diagnostic, and medicament contammg them

5 In a first aspect of the invention, there is provided a benzoyiguanidine of the
formula |
Rt
R2 '
‘ N NH, O
R3 ~
R4 O NH,
10  in which:
R1 is hydrogen, F, CI, Br, I, NOs, CN, —Xo-(CHg)p (CF2)q-CFsg,. RS-SOm—,
R6-CO-, R6R7N-CO- or R6R7N-SO0»-;
X is oxygen, -S- or NR14;
15 m is zero, 1 or 2;
) is zero or 1:
P is zero, 1-or 2;
q iszer0,1,2,3,4,50r6;
: R5 and R6
.20 : independently of one another are (C1-Cg)-alkyl, (Cs-Cg)-
| alkenyl, -CpHon-R8 or CF3;
n . iszero, 1,2 3or4:
R8 s (C3-C7)-cycloaliyi, or phenyl
. which is not substituted or [lacuna] substituted bytto3
25 - substztuents selected from the group consisting of F,
' Cl, CF3, methyl, methoxy and NRIR10;
R9 and R10 are
Hor (Cq -Cq)-alkyl;
S of - T '
30 - . R6 s hydrogen; _
: .R7 s hydrogen or (C1-Ca)-alkyl;
or

R6 and R7




nis zero, 1, 2, 3 or 4; R8 are (C-Cg)-alkyl, (C3-C6) is .

(C3-C7)-cycl oal kyl , qr phenyl which is not substituted or 2[4 dunrags
substituted by 10 3 substituents selected fromthe group consisting of F,
a, CF3, nethyl, methoxy and NROR10; R9 and Rio are H or (Cl-C4)-alkyl; or
R6 is hydrogen; R7 is hydrogen or (Ct--C4)-al kyl; or “R6 and R7 2 5 JUN
2004. 2-toget her can be 4 or 5 nmethyleng groups, of which -one CH2 group
can be replaced by oxygen, S, -NH, N-CH3 or N-benzyl; R2 is -Y-p-(C6H4-R11,

- Y-m (C6H4) - RL1 or- Y cto(€b¥iambé;4 Bts msttyfdreCbupst 87 RAlH sl i s
Iinkeél via C or N and ghch llflng ur‘lsu%zéi ttﬁygd (()ai‘bs%stltut edoeé%bﬁz-to 3
substituents ., sel ect e§oW FRIPEIRPGFEBY OoyRans & A AN-Gtls or N-temeyt; s,
AN il e iy W v A A e S SR
oxygen, -S- or . RIS, | - CA) - al | ed. ;
or ngS‘..i s (G - %‘? al Iggl%ébr(%} _ 9%10%?‘ ‘i{g'é%o‘s i'RK?Q VBKGgeniN and vdiichnigi4:  R14
is Hord(d -Ca)-al kylunsuRitButed df, ssStitut€s byal kgl 3 substit@htsC¥6leBRIKY! OF
- CoH2b-R15 ; from the group consisting of F, Cl, CF3, CHa, methoxy,
hydroxyl, amino, methylamino, dimethylamino and benzyl;
Y is oxygen, -S- or NR12;
- Ri2  isHor (Ci-Cy)-alkyl;
10 ‘A3 is defined as R1;

or
R3  is (C1-Cg)-alkyl or -X-R13;
' X is oxygen, -S- or NR14;
_ . R4 s :
15 H or (C1-Cg)-alkyi;
: R13 is ..
H, (C1-Ce)-alkyl, (C3-Cg)-cycloalkyl or -CyHop-R15 ;
biszero, 1,2, 3 or4i :
_ Ri5is . . :
.20 . phenyl which is unsubstituted or substituted by 1-3
substituents selected from the group consisting of F,
Cl, CFgz, methyl, methoxy and NROR10;
R9 and R10 are
, _ ‘Hor (C1-Cy)-alkyl;
25 or :

-R13 andR14 _
T together aie 4 or 5 methylene groups, of ‘which one CHo
_ group can be replaced by oxygen, S, NH, N-CHz or N-benzyi;
. R4 - isF,CLBr,lor (C4-Cq)-alkyl;” _
- 30 as well as phannaéeutically tolerated salts thereof.
) In a second aspect of the invention, there is provided a compound of the
formula | as defined in the first aspect in which:
R1  is .hydrogen, F, ClI, CN, CFg, R5-SOy-, R6-CO-, R6R7N-CO- or
R6R7N-S0s-; ' |
35 m  iszero,10r2;
RS and R6 L
independently of one another are (C1-Cg)-alkyl, (C3-Cq)-
alkenyl, -CqHan-R8 or CFa; '



b is zero, 1, 2, 3 or 4; R15is phenyl which is unsubstituted or substituted
by 1'- 3 substituents selected fromthe group consisting q?ﬁuﬂsﬂ% CF3,
met hyl, methoxy and NROR10; RO and R10 are H or (C-C4)-alkyl; R13
andR14 together: are 4 or 5 nethylene groups, of whi ch one CH2 group can
be replaced by oxygen, § NH, N-CH3 or N-benzyl; R4 is F, &, Br, | or
(C.1-C4)-alkyl; 30 as well as pharmacegtically tolerated salts thereof. In
a second aspect of the invention, there is provided a conpound of the
formula | as defined im thegskbfssér pspect i an g(hjz R13:53 hydr ogreg, E 09 . C
N, CF3, R5-SCS,-, 116- . .R6R7 gO or. - mis zero, _ :
''R5 and R6 i ndepende'é?y dﬁ@?\‘gl’-ﬁ 'ﬁ}ﬂ?lﬂgﬁlwgi?fd)wcg)_m kyl, (C3-C4)-

al kenyl , -CnH2n-RfS or CI;3; i2 5 wiibh 29adk éi{b&titd??bf[i%%ﬁ%(})r%h?%fggigﬁay

C3- C6}-cycl oal k or enyl’, ch | 0 ubst i o
gubsti%'ut )éd by Y to 3psUb}s/tit\tlJ¥r(;1’ﬂgsu§3 'télgf'%d‘?ﬁ?'? tirRm dhe grou onsi st i ng

of F, CP, CF3, nmethyl, . methowjstiagdof NRORED; CRY, amethiR, onmtkody indet hyl ;
or - -10 R6 is hydrogen; NRSRI10; ‘
R9 and R10 are
H or methyl;
or
10 R6 is hydrogen;

. R7 is hydrogen or methyl;
R2 s -Yp-(CoH4)-R11, -Y-m-(CgHg)-R11 or -Y-0-(CgHg)-R11;.
R11  is (C1-Cg)-heteroaryl which is linked via C or N and which is
unsubstituted or substituted by 1 to- 3 substituents sélected
15 from the group consisting of F, Cl, CFs, CHg, methoxy,
hydroxyl, amino, methylamino, dimethylamino and benzyl; =
Y is oxygen, -S- or NR12; -
R12 -is Hor (C1-Cgq)-alkyl;
R3 is hydrogen, methyl, CN, CF3, F or Cl;
20 R4 isF,ClorCi-Caalkyl; .
as well as pharmaceutically tolerated salts thereof.

In a third aspect of the invention, there is provided the use of a compound | as
25  defined in the first aspect for the production of a medicament for the treatment

or prophylaxis of illnesses caused by ischemic conditions.

In a fourth aspect of the invention, there is provided a use of an effective
.. amount of a compound | as defined in the first aspect with the customary
30 additives and administering it in a suitable administration form in the
manufacture of a medicament. for the treatment and for the prophylaxis of

- ilinesses caused by ischemic conditions.



R7 is hydrogen or nethyl; R2 is -Y-p-(C6H4)-R 11, -Y—m(C6H4) R11 or

-Y-0-(C6H4) -R 11; fRi 1|s (Ct-Cg)-heteroaryl V\/mchls Ilnk &g@g

and which is unsubstituted or substituted by 1 to 3 substlz Iected
15 fromthe group consisting "of r, O, CF3, CH3, nethoxy, hydroxyl, am no,
met hyl ami no, .di net hyl anmi no and benzyl,, Y is oxygen, -S- or NR12; R12 - is’
H or (Cl=C4)-al kyl; R3 is  hydrogen, nétahyl, CN, CF3, For d; 20 R4 is F,
G or G-C4-alkyl; as well as pharmaceutically tolerated salts thereof. In

athird asﬂmalﬁftbfaspé@t of theintérition, tHies & providedd Hedichint! ishgGPound |
as 25 defi ﬁ@gﬂ in the first asgect for l!t) he pr OdUCt[ICOI’l 8 %%W@Jela%garrent for

the treat mEHECUVERAMOWR Y P seMpoynd i ps defied indhe fisst aspettscheni ¢ condi ti ons.

30 In-a fourth aspect of the invention, there is provided a use of an
ef fect’i ve Particulzkly prefarréd 0oREdAnds Bﬁredﬁf)g@ﬁ-ﬂwh&ht he first aspect with the

custonﬁry ddi d rin in a suitable adm nistration form
in the rranﬁf ac{sﬁ@?@ﬂ F:é%%ﬁo ggré(?‘ﬁe treat nent -and for the :

prophyl axi s of mi || ndsgem,daarsEd by ischemic conditions. 2 5 JUN 2004 3a 5
10.15 In a fiftygaspggt of the invention, there is provided a nedi canment’,
conprising an e?f ectl ve anount of a corrpound | as defined in the first
aspect. Particularly 'B?@V‘é? (é'as-corrpounds | "are those.in which: Rl is

@égrogenl sﬁ%- S‘S %{) 1R5Y Eﬁl_l pr—?{w-icg?g 1§ill SRﬁt |h>s/I : o

(G - Cg) het'er o \MW& 1‘p§)%ﬁﬂ€%ﬂ/ ich srlinked vin ch argl whichuibst i t ut ed

or substituted by | tmsdbstiReH SrusiistinaeH a5} 0o 2 substituents selected
from the group consisting of F, Cl, CF3, CHg, methoxy,
dlmelhylammo and benzyt;

- is oxygen;

‘R3 s hydrogen, methyl, CN, CFs, F or Cf;

R4 is C1-Cg-alkyl; i

as.well as pharmacedatically tolerated salts thereof.

156

Especially preferred cqmpbunds of the formula { are those in which:



fromthe group consisting of F, d, CF3, CH3, nethoxy, =dingth | )no and
benzyl ; Ygis gxygen; R3 is hydrogen, nethyl, CN, CF37 F or g% ytlﬁzgﬂﬂg

. Cl1-C4-al kyl; as.well as pharmaceutically tolerated salts thereof. .
Especial |y preferred conmpounds of the fornula | are those in which: 2°5 JUN
2004 4 Rl is hydrogen, F, 4, CN, CF3 or,R5-S02-; R5 is nethyl or CF3; R2
s -Y p-(C6H4) -R11, -Y-m (C6H4)-R11 or -4{-0-(06H4)-R11; R11 is

(C1- %)-hetermryl;s%@eh,s ,'CPW Oii_aaor(h@% _?nd which is 5 unsubstituted’
to 2

or substituted by 1 supstituént s select fromthe group consisting

of F, d, CF3, CH3MOnet HEMEWYIArisny| ani no and benzyl; Yis oxygen; R3 is
L9 ther eof |15 20 ey kol A Y o1 °t e o mul a
salts thereof. 15 Very ~p l,.cul ar referr C 0 he .

| are those in whi'éi? Rl’si@%é‘;he@i’@’\/y\wgﬁ?'(@d'ﬂ%d ViR, or-N-and whidys R11 or

-Y-0- (C6HA -R 11; RI1lis unsubistioleyl oosubistiuted byl 1vibi Z Bubstitaests sas@ed S

' ' ' | n e d fromthe grou
Con- sisting of Fr o, nfchey plouilelndall of {EOLS Eharoi etfiban”i o
oxygen; R3 is hydrogen; dimathylamige gpd benzyl;
Y . isoxygen;
R3  is hydrogen;
10 R4 is Cq-Cy-alkyl

as well as pharmaceutically tolerated salts thereof.

Very particularly preferred compounds of the formula I are those in which:
Rt is CFg; .
15 R2 is -Y-p~(CgHa)-R11, -Y-m-(CgH4)-R11 or -Y—o—(CeH4)-H1 1;
- R is imidazolyl or triazolyl which in each case is unsubstituted or
substituted by 1 to 2 substituents selected from the group con- .
sisting of F, Cl, CF3, CHg, methoxy, dimethylamino and

benzyl;
20 . Y. is oxygen;
R3 s hydrogen;
R4  is methyl;

as well as pharmaceutically tolerated salts thereof.
25 The designated alkyl radicals can be either straight-chain or branched.

(C1-Cg)-Heteroaryl is understood in particular to mean radicals which are

derived from phenyl or naphthyl, in which one or more CH groups are

_ replaced by N and/or in which at least two neighboring CH groups are

30 replaced by S, NH or O (with the formation of a five-membered aromatic

| ring). In addition, one or both atoms of the fusion site of bicyclic radicals (as in
indolizinyl) can also be N atoms.

It applies, in particular, that heteroaryl is furanyl, thieny!, pyrrolyl, imidazolyl,
35  pyrazolyl, ftriazolyl, tetrazolyl, oxazolyl, isoxazolyl, thiazolyl, isothiazoiyi,
pyridyl, pyrazinyl, pyrimidinyl, pyridazinyl, indolyl, indazolyl, quinolyl,
‘isoquinolyl, phthalazinyl, quinoxalinyl, quinazolinyl or cinnolinyl; particularly



as well as pharmaceutically tolerated salts thereof. 25 The' desi gnated

al kyl radicals can be either straight-chain or branched. (qgsqg)-ﬂggsroaryl
is understood in particular to nmean radicals which are derTve W pheny
or naphthyl, in which one or nore CH groups are replaced by N and/or in
whi ch at | east two nei ghboring CH groups are 30 replaced by S, NH or O
(with the formation of a five-nenbered aromatic ring). In addition, one or
both atonms of the fusion site of bicycli& radicals (as in indolizinyl) can
also be N atogs. It applies, in particular, that heteroaryl is furanyl,

t hi enyl , pyrrEHr?'I‘Y’ |“'r¥PBbdz@N5fP|yl BEdagaldz glygazolylr itriezzolyy,| thinzdlyl azytisyl,

oxazol yl , i sokeioij, ﬂunndWaﬂd%b)zihmolyﬁot hi azol yl, pyridyl, pyrazinyl,
pyr|n1d|nyl pyrlda2|nyl i ndol yl,” indazolyl, quinolyl, isoquinolyl
phthala2|nyl qU|noxaI|nyI %U|nazollnyl or C|nnoI|nyI particularly 2 5
JUN 2004 5 fuﬂ’hrﬂllsmbhﬁwt piher dnvgntion, nmmeoisybrowujﬂcamlpyd)ces%r f@zeley!
thiazol yl .5 py y a oqui no I n,_a sixth aspect
of the i nv5ent Ibgﬁiﬂrat oenlr gﬂlcgs)ébm(?%h&déf her 2% a ﬂOr r}}(ﬂg CORRSisED JieaFlingh Bof a
conmpound of tﬁ@ﬂpoummbbﬂmfbwwmah conprises reacting a conpound of the
formula il RO 11 R4 0 in which RL to R4 have the neaning given and L is a

| eaving group which can readily be sub®&tituted nucleophilically, 10 with
guani di ne. The activated acid deri vt of the formula .11, in which L is
an al koxy, preferably a nethoxy, gro _phenoxy lgroup, a phenyl thio,
methylthio or 2-pyridylthio group,r bgen het er ocycl e, preferably
1-imdazolyl, are 15 advantageously obt gk I n a manner known per se,

fromthe undel |.N carbonyl orides (fornmula Il, L =0C), which, for
their part, ‘m"ﬁﬁﬁi' ﬁ '%% gﬁ‘? @Fa?’\?&”'”ﬂ “éerhﬁfﬂl%ér's @H@WHQJQrOLﬁbWhmhmnt he
under | ying cardmxybe&uﬁﬁlt@i&d nutlebpmigaiyl, L = OH), for exanple using

t hi onyI gpl orlg 20, Jn addition to thé carbonyl chlorides of the formula
| f OH@RIdWEL i vated aci d derivatives of the formula 11 can al so

be pr epar ed in a manner known per se, directly fromthe underlying
benzoi ¢ aci d TRr hutivatetescitl rulivosl &f the formula I, in which L is an alkoxy,
preferably a methoxy, group, a phenoxy group, a phenyithio, methylthié or
2-pyridylthio group, or a nitrogen heterocycle, preferably 1-imidazolyi, are
15 advantageously obtained, in a manner known per se, from the underlying
carbonyl chiorides (formula II, L = Cl), which, for their part, can in turn be
prepared, in a manner known per se, from the underlying carboxylic acids
(formula ll, L = OH), for example using thionyl chloride.

20 In addition to the carbonyl chlorides of the formula Il (L. = Cl), further activated
acid derivatives of the formula ll can also be prepared, in a manner known
per se, directly from the underlying benzoic acid derivatives (formula i,
L =OH), such as the methyl esters of the formula Il with L =0CHs, by
treating with gaseous HCI in methanol, the imidazolides of the formula Il by

25  treating with carbonyldiimidazole [L = 1-imidazolyl, Staab, Angew. Chem. Int.
Ed. Engl. 1, 351 - 367 (1962)), the mixed anhydrides I with CI-=COOC2Hs or
tosyl chloride in the presence of triethylamine in an inert solvent, as well as
the activation of benzoic acids with dicyclohexylcarbodiimide (DCC) or with
O-{{cyano(ethoxycarbonyl)methylene)amino]-1, 1 ,3,3-tetramethyluronium

30 tetrafluoroborate (‘TOTU") [Proceedings of the 21st European Peptide
Symposium, Peptides 1990, Editors E. Giralt and D. Andreu, Escom, Leiden,
1991]. A series of suitable methods for preparmg activated carboxylic acid
derivatives of the formula Il are given, with citation of the source literatura, in
J. March, Advanced Organic Chemistry, Third Edition (John Wiley & Sons,

35 1985), p. 350.



L = OH), such as the nethyl esters of the. fornmula 11 with L = OCH3, by
treating with gaseous HCl in nmethanol, the imdazolides of €hedJlwrapul a ||
by 25 treating with carbonyl diimdazole [L = 1-im dazolyi, Staab, Angew.
Chem Int. Ed. Engl. 1, 351 - 367 (1962)], the m xed anhydrides 11 with
a -CO0C2H5 or tosyl chloride in the preéence of triethylamne in an inert
solvent, as well as the activation of bé&nzoic acids with

di cycl ohexyl ¢ SN

O [ ( cyano( et haﬂhg%j'lrb1 %"?PJSS albek yated ¢ md&%’ic qeid dgrivative, of the faumule Jhwith 30
t et raf | uor oboSHPR (“eﬁ)? stefl fh - mapnergnaym parsein %PTQHQrQﬁ@thlGRUgamlde
Synposi um Pepbivda’swﬁi&ﬁ(is p&dr batrireft. In%n@&iohte&ﬂdn@haﬁé”ldfsg ropBRS | den,

19911. A ds, f g i d
Sortua oS FayR bl A8 SRAIES, CRipeRbERE' dorfcd ) w?m@w‘”‘es ‘éﬁ%e'c
literatured |#emperale @ﬁtheﬁ\a@alvee@, tnrgnaemtr@heactmrgf th& hiethlyl Behzoates (John
Wiey & Sons. (1,33 JOM). wiin ?g'ifbmcﬁneluﬁﬁ% Oinbhte JofiRAld, CBugl 88 vat ed

carboxylic aCIGWﬁﬁ“V“ 'T‘EI la [l guani dine 1S ert éct ed,

in a manner kA ‘éfo’fﬁrl?o Werg A ‘éﬂﬂ‘%@e?%islyr%ﬂpﬁed Bonosiaf théi ch is
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to give conpounds to the'inventio
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substi t uent s dcsotdance with,on aiise BbPRSHESCADE pFoceds badarfte. by methods known
fromt heéol terature i nvol vi ng pal | adi um nedi at ed
The introduction of some substituents ih the 2, 3, 4 and- 5 positions is
achieved by methods known from the literature involving palladium-mediated
cross-coupling of aryl halides or ary! triflates with, for example, organo-
stannanes, organoboronic acids or organcboranes or organocopper or
25  organozinc compounds.

Benzoylguanidines | are in general weak bases and are able to bind acid with
the formation of salts. Salts of all pharmacoiogibally tolerated acids, for
_ example halides, in particular “hydrochlorides, lactates, sulfates, cCitrates,
30 tartrates, acetates, phosphates, methylsulfonates and p-toluenesulfonates,
are suitable acid addition salts.

The compounds | are substituted acylguanidines.

35 Compounds similar to the compounds | are disclosed in European Laid-
Open Specification 640 593 (HOE 93/F 220). However, these always contain
other substituents in the position of R4 (ortho position); the compounds
according to the invention are neither mentioned nor suggested therein.
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to the i nventiownuladradserdirepth thesinventienudan lﬁé ubedi &8 hiresulobf .nhm.oﬁ%f' ul ar
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i nterventi ongpringarlly oM se&@RiArity mantr@rew THQeFélateEh% Ql?éfPQl"s'edﬁscan be
used bot Byt o,k fie RERESS) sn?rgica]i antterventu%s .. torgan transplantation, where
the compounds can be used both for the protection of the organs in the
donor before and during removal, for the protection of removed organs, for
example during treatment with or storage thereof in physiological bath
fluids, and also during transfer to the recipient’s body. The compeunds are
25 likewise valuable medicaments having a protective action when carrying
out angioplastic surgical interventions, for example on the heart and on
peripheral vessels. Corresponding to their protective action "against
ischemically induced damage, the compounds are also suitable as
medicaments for the treatment of ischemias of the nervous system, in
30 particular of the CNS, where they are suitable, for example, for the
treatment of stroke or of cerebral edema. Moreover, the compounds of the
formula I according to the invention are likewise suitable for the treatment
of forms of shock, for example, of allergic, cardiogenic, hypovolemic and
bacterial shock.
35 ,
The compounds of the formula | according to the invention are moreover
distinguished by strong inhibitory action on the proliferation of cells, for
example fibroblast cell proliferation and the proliferation of vascular smooth
muscle cells. The compounds of the formula | are therefore suitable as
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It has moreover been found that compounds of the formula | have a
favorable effect on serum lipoproteins. it is generally recognized that
excessively high blood fat values, so-called hyperlipoproteinemias, are a
significant risk factor for the origination of arteriosclerotic vascular changes,
25 in patticular of coronary heart disease. For the prophylaxis and the
regression of atherosclerotic changes, the lowering of raised serum
lipoproteins is therefore ascribed extraordinary importance. In addition to
the reduction of the total serum cholesterol, the lowering of the proportion
. of specific atherogenic lipid fractions of this total cholesterol, in particular
30 the low density lipoproteins (LDL) and the very low density lipoproteins
' (VLDL) is ascribed particular importance, as these lipid fractions are an
atherogenic risk factor. However, the high density lipoproteins are ascribed
a protective function against coronary heart disease. Accordingly,
hypolipidemics should be abie to lower not only the total cholesterol, but in
35  particular the VLDL and LDL serum cholesterol fractions. It has now been
found that compounds of the formula | exhibit valuable therapeutically
utilizable properties with respect to influencing the serum lipid levels. Thus
they significantly lower the increased serum concentration of LDL and
VLDL, such as are to be observed, for example, due to increésed dietetic



compounds of the fornula | are suitable for preventive therapy for the
prevention of the origination of high blood pressure, for ex g
essential hypertension. 20 It has noreover been found that conpouﬁ@ of the
formula | have a favorable effect on serumlipoproteins. It is generally
recogni zed that excessively high blood fat val ues, so-called
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hyper | i pi demdasordbrﬁ. al so certain secondary hyperlipidem as,  such as
occur, for exanple, in diabetes. Mreover, - the conpounds of the fornul a
I Iead to a marked reduction of the |nfarcts I nduced by netabolic
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production of a medicament for the prevention and treatment .of
atherosclerosis, for the production of a medicament for the prevention and
treatment of illnesses which are caused by increased cholesterol levels, for
] the production of a medicament for the prevention and treatment of
25 ilinesses which are caused by endothelial dysfunction, for the production of
a medicament for the prevention and treatment of atherosclerosis-induced
hypertension, for the production of a medicament for the prevention and
treatment of atherosclerosis-induced thromboses, for the production of a
medicament for the prevention and treatment of hypercholesteremia and
30 endothelial dysfunction of induced ischemic damage and post-ischemic
reperfusion damage, for the production of a medicament for the prevention
and treatment of hypercholesteremia and endothelial dysfunction of
induced cardiac hypertrophies and cardiomyopathies, for the production of
a medicament for the prevention and treatment of hypercholesteremia and
35 endothelial dysfunction of induced coronary vasospasms and myocardial
infarcts, for the production of a medicament for the treatment of the
ilnesses mentioned in combination with hypotensive substances,
preferably with angiotensin converting enzyme (ACE) inhibitors and
angiotensin receptor antagonists; a combination of an NHE inhibitor of the



damage .i nduced by netabolic anomalies. Wth this protection of the vessels
agai nst the endothelial dysfunction syndrome, conpounds of 26hgyn fginul a |
are val uabl e nedi canents for the prevention and for the treatnent of
coronary vasospasns, atherogenesis and at herosclerosis, left 15 ventricul ar
hypertrophy and , dil ated cardi omyopat h)ﬁ and thronbotic di sorders. The
conpourids nentioned therefore are advant Qgeousl y used for the production
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properties ofmédieindlhdiimihetdaselof Alimahenéditifl a 1, proves to be 5 a

f avor abl ﬁoconbl nation having increased action and decreased use of
Owing to his specialist knowledge, the person skilled in the art is familiar with
which excipients are suitable for the desired pharmaceutical formuiation. In
addition to solvents, gel formers, suppository bases, tablet excipients, and
other active-compound carriers, . it is possible to use, for example,

25 antioxidants, dispersants, -emulsifiers, defoamers, taste corrigents,
preservatives, solubilizers or colorants.

In order fo prepare a form for oral use, the active compounds are mixed with

_ the additives which are suitable for the purpose, such as vehicles, stabilizers

30 or inert diluents, and converied by the customary methods into the forms
suitable for administration, such as tablets, coated tablets, hard gelatin
capsules or aqueous, alcoholic or oily solutions. Gum arabic, magnesia,
magnesium carbonate, potassium phosphate, lactose, glucose or starch, in
particular corn starch, for example, can be used as inert carriers. In this

35 context, the preparation can be effected as dry or wet granules. Vegetable or
animal oils, for example, such as sunflower oil or cod-liver oil, are suitable for
use as oily vehicles or as solvents. |



active .conmpound. The adm ni stration of sodi um proton exchange inhibitors of
the formula | as novel nedicanents for |owering increased hlL.ood fat | evel s
is clained, as 10 well as the conbination of sodi um proton ;

inhibitors with hypotensive nmedi canents and/ or nedi canents haV|ng a
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into soluti r .0 es ts are:
wat er %ncéﬁ’t?aQ%ﬂ f%Bot?tO T 8 in partlcu ro about 0.3 to 3, % by weight.

20 The dosage of the active compound of the formula | to be administered, and
the frequency of the administration, depend on the potention and the duration
of action of the compounds used; additionally also on the nature and severity
of the illness to be treated, as well as on the sex, age, weight and individuai
responsiveness of the mammal to be treated.

25
On average, the daily dose of a compound of the formula | for a patient of
about 75 kg in weight is at least 0.001 mg/kg, preferably at least 0.01 mg/kg,
in particular at least 0.1 mg/kg, up to at most 10 mg/kg, preferably at most
1 mg/kg, of body weight. In acute episodes of the iflness, for example

30 immediately after suffering a cardiac infarction, even higher, and in particular
more frequent, dosages may also be necessary, e.g. up to 4 individual doses
per day. In association with i.v. use in particular, for example in the case of an

infarc_tion patient in intensive care, up to 200 mg per day may be necessary.



5 physioldgical sal i ne solution, or alcohols, for exanple ethanol, propanol
or glycerol, and in addition sugar solutions as well, such fg gjyus@pge or
mannitol . solutions, or else a mxtureldf the different solvent's nentioned.

Sol utions, su i ons . or emulsions, for exanple, of the-active conpound of
10 the fornﬁpggfé}?ﬁ?fe‘&am%mceut ically harm ess solvent, such as, in
particul ar, ethanol or water, or a mxture of such solvents, are suitable

for use as phar npceuti,cal . forpul ation for adnministration in the form of
aerosol s oréDépr ayg&@§n¥'ﬁ"m5{ﬁ}P[«£«:d, the formul ation can al so contain other
further phaietdtut i methanakci pi ents, such as surfactants, enulsifiers or
stabi | i zer spps el N@Ei%rﬁethgﬁ&ﬂ?érhﬁ% . Such a preparation customarily

t
contains the_active tonpound ina concentration of about 0.1 to 10, in
particul ar BT aboutroonstemapsgsatweby wei ght. 20 The dosage of the active
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responﬁ' veness of the mammal to be treated. 25 On average, the daily dose
of a co?pound of the formula | for a patient of about 75 kg in weight is

at | east 0.BXerimpétgl seotivher ably at least 0.01 ng/kg, in particular at
| east 0.1 ng/kg, up to at nost 10 ng/ kg, preferably at nost 1 ng/kg, of
body weight. In acute episodes of the illness, for exanple 30 i mediately
after sufféi’iaff@p'& tardiac infarction, even higher, and in particular nore

frequent, JdPRREARSZERY- I ; | i i | doses per
day. I?'assqo%iﬂlat i qgﬁénypkﬁﬁq&%ﬂ%ﬁfﬁﬁ%% ttnlf@ﬁﬁ)arp%?’ fg%négg@g%\éiqﬂﬁeat he case of
an i nfar ctyioyArgehlodfe. colotlesssdidve car e, MipHHES)G0A0d per day nay be

necessary. 12 List of abbreviations: CD carbonyldiimdazole MOH nethanol

5 DVF N, N ;mﬁ %X m de RT roomtenperature EA ethyl. acetate (Et OAc)
eq equi val égt %Fée{@g?ospr ay ionization
a) Methyl 4-{(imidazol-1 -yl)phenoxy}-2-methyl-5-trifluoromethylbenzoate by

reaction of methyl 4-fluoro-2-methyl-5-trifluoromethylbenzoate with 1 eq of

20  4-(imidazol-1-ylphenol in the presence of 4 eq of potassium carbonate in
DMF at 120°C in the course of 16 h. After evaporation of the solvent, the
residue is subjected to aqueous work-up and extracted by shaking with EA.
The solvent is evaporated after drying, coloriess oil, M* (ES) = 376.

25 b) 4—[(lmidazol-1-yl)phenoxy]-2-methyI—5-triﬂuo_romethylbenzoic acid by
- basic hydrolysis using an excess of 2N NaOHaq in MeOH at RT in the

course of 2 h. After acidification with 2N HCI, extraction with EA foliows
and, after drying of the solvent and evaporation, a colorless oil is obtained,

MY (ES)=362. - |

30
4-[(|midazol-1-yl)phenoxy]-2-methyl—5-triﬂuoromethylbenzoylguanidine
dihydrochioride by activation with 2 eq of CDI in DMF and subsequent
reaction with 6 eq of guanidinium hydrochloride in the presence of 7 eq of
diisopropylethylamine at RT in the course of 3 h. After removal of the

35  solvent, preparative HPLC (CH3CN/H20) is carried out, then salt formation
with ethereal hydrochloric acid.

Example 2: 4-(Triazol-1-yl)phenoxy-2-methyl-5-trifluoromethylbenzoyl-
guanidine bistrifluoroacetate,



10 Experinmental section 2:5 JUN 2004 Exanple 1

4-[ (i m dazol - 1-yl ) phenoxy] - 2- net hyl -5-tri fl uor onet hyl benzoyl guani di ne 15

di hydrochl ori:de, colorless solid, M+H (ES) = 404. Synthesigss rgyt 04 a)

Met hyl 4-[ (i m dazol -1 -yl)phenoxy]-2-nethyl-5-trifluoronethyl benzoate by
reacti on of nmethyl 4-fluoro-2-nethyl -S-héi fl uor onet hyl benzoate with 1 eq of
20 4-(im dazol -1-yl)phenol in the presence of 4 eq of potassium carbonate
in DVF at 128fofidsd dWligcour se of 16 h. Aft gf*. gy alppgn of the solvent,
the residue is subjected to aqueous work-up an xtracted by shaking with
EA. The solvent is evaporated after drying, colorless oil, M+ (ES) = 376.
25 'b) 4-[ (| nBylthesis teyte) phenoxy] - 2- met hyl - 5-tri fl uor onet hyl benzoi ¢ aci d by

. basi ¢ hydr ol ysj ing an.e f 2N in_MeOH - at in the
course of 2 h. kfe[t aci %‘Wf’éﬁ?‘?‘%xﬁ%‘%ﬂw \ T%é]thygg’('tiﬁ‘@@{?@ﬁtﬁqwzﬁtq ol | ows
and, afte® dranalegaisivieel ghby egactionavitvhpqoddi(tigzoh 1edipbehelks oil is

obt ai ned, MddiSess oli62. 30 + ES) = 377

4-[ (I m dazol -1-yl ) phenoxy] - 2-met hyl -5-tri f'YIU(gr onet hyl benzoyl guani di ne

di hydrochi oride by activation with 2 eq of CDI in DVF and subsequent
reaction w t Ib)e-Kariadolgud)preinokylr2-medhaSrflubasnétiyibBazgit @ernce of 7 eq of
di i sopropyl etJnl -“%’.jﬁﬁ in the course of 3 h. After renoval of the 35
sol vent, Brepa afive HPLC(CH3CN H20) is caryied out, then salt formation
with ethd ealcoiﬂf 8@ oric acid. Exanple 2M (ES)=363.

4-(Triazol -1-yl)phenoxy-2-nmethyl -5-trifluoronethyl benzoyl - guani di ne

bi strifl uorogget at 2'5 JUN 2004 13 colqrless solid, M+H (ES) = 405.
Synthesis r o%i . a~[('[fé?:fﬂ;-|1-%p%enox&]—z—methﬁ-S—triﬂuoromethyibenzoylg(]ua:%idine

4-[ (trazol - 1bjatyforeacsthte?- met hyl - 5-tri f | uor onet hyl benzoate 5 anal ogously

(Bs) 2 a7y, " BRG] . R Bt O ot P oo B oy Pbencol ¢

acid



anal ogously to 1 b), 10 colorless oil, Mt (ES) = 363. c)

4-[(Triazol -1-yl) phenoxy] - 2- et hyl - 5-t (f | uor onet hyi benzoyl guani di ne

bi strifluoroacetate analogously to 1 c), but salt fornmation by nmeans of
trifluoroacetic acid. 2°5 JUN 2004 WO 01/53256 PCT/ EPOL/ 9 (513,] @‘Patent
clainms 1. Ab %I %%%ldlne of the.formula I RL (1) NNH Y N n
whi ch: Ri ﬁ‘%

Br, I, NO2, CN, -Xo-(CH2)BCI#RyY00k37

R5-Sdn R6 CO, R6R7N-CO or R6R7N-SO2-; 10 X is oxygen, -S- or NR14,

is zero, 1 or 2;

.0 is zeroor 1; pis agro, | or 2; g is zero,

1,2,3,4,50r6; 15 R5 and R6 20 25 independently of one another are

(C1- C8) - al kyl PalegBela)s al kenyl, -CnH2n-R8 or CF3; n-is zero, 1, 2, 3 or 4;

R8 is (C3- C7) CYC'R%béifé;{%i%[n@ﬂéﬂt’ihe"i’&éng&]?és not substituted or [lacuna]

substi t ut ed

ueén sel

F, d, CF3, rrethyl met hoxy and NRR?Rlo, RO and R10 are

R2
|
ns r\ngH2 )
R4 O NH,
5
in which:
R1  is hydrogen, F, Cl, Br, |, NOz, CN, -Xo-(CH2)p-(CF2)q-CF3, R5-SOp-,
R6-CO-, R6R7N-CO- or R6R7N-SOz-;
10 X is oxygen, -S- or NR14;
m is zero, 1 or 2;
¥el is zero or 1;
p is zero, 1 or 2;
q is zero, 1,2, 3,4,5 or 6;
15 R5 and R6
independently of one another are (Ci-Cgj-alkyl, (C3-Cg)-
alkenyl, -CnH2p-R8 or CF3;
n is zero, 1,2, 3 0r4;
R8 s (C3-C7)-cycloalkyl, or phenyl
20 which is not substituted or [lacuna] substituted
by 1 to 3 substituents selected from the group
consisting of F, Cl, CF3, methyl, methoxy and
NRIR10;
: R9and R10 are
25 H or (C1-C4)-alkyl;
or
R6 is hydrogen;
R7 is hydrogen or (C1-Cg)-alkyl;
or
30 R6 and R7

together can be 4 or 5 methylene groups, of which one CHy
group can be replaced by oxygen, S, NH, N-CHs or N-benzyl;-

m

d fromthe group consisting of



Hor (Cl-C4)-alkyl; or R6 is hydrogen; R7 is hydrogen or (Cl-C4)-alkyl;
or 30 R6 and R7 together can be 4 or 5 nethylene groups, of. which one CH2
group can be replaced by oxygen, S, NH N CH3 or N-benzyl; 2 %5JjN 30994 15
R2 is -Y p-(C6H4-R11, -Y-m (C6H4)-R11 or -Y-0-(C6H4)-R11; RI1 is

(Cl-Cg) - heteroaryl which is linked via q or N and which is wunsubstituted
or substituted by 1 to 3 substituents selsect ed fromthe group consisting

20CH3;j i - 3 A ReL.I i R.4. di met hyl ami no
ond benzyl - ¥ B o CeHa RIS IGaHAT or LML GRIER, L 7' s
defined as RI; or‘%g R3iSi( 1((%11'wr9§WkW'CBr'SJ'RK‘F¥13’!aCq amdxwhish dsy gen,

(S o NRI4, Rl Qs H ondbeiiGir of ibstindd by § 16,3 Cibsfbian|ds cled) enyl

Wi eho) s Unsubst 1t uted dRTbe: SidPeopgeel 8 Pl CFoudits Tteavad 1 1om
the group &onsisting of Iydroxgl, andia, methylayino, dimbthyiansind aNB®BAGy; RO and R10.
are Hor (Cl-C4)-akkyl: ®bxygen, -S- or NR12; '
R12  is Hor (C{-Cy)-alky;
R3 s defined as R1;

or
10 R3 is (Cy-Cg)-alkyl or -X-R13:
X is oxygen, -S- or NR14;
R14 is :
H or (C1-Cg)-alkyl;
| ~ R13 s | |
. 15 H, (C1-Cg)-alkyl, (C3-Cg)-cycloalky! or -CpHop-R15 :
bis zero, 1,2, 3 or 4
R15is . .
phenyl which is unsubstituted or substituted by 1 - 3
substituents selected from the group consisting of F,
20 ’ Cl, CF3, methyl, methoxy and NROR10;
R9 and R10 are
H or (C1-Cq)-alkyl;
or
Ri13andR14
25 together are 4 or 5 methylene groups, of which one CHo

group can be replaced by oxygen, S, NH, N-CHg or N-benzyl;
R4 isF,Cl, Br,1or Cq-Cy-alkyl; '
as well as pharmaceutically tolerated salts thereof.

30 2 A compound of the formula | as claimed in claim 1, in which:
R1  is hydrogen, F, Cl, CN, CF3, R5-SOm-, R6-CO-, R6R7N-CO- or
RER7N-S05-;
.m is zero, 1 or 2;
R5 and R6
35 independently of one another are (C{-Cg)-alkyl, (C3-Cy)-
alkenyl, -CnHan-R8 or CF3;
n is zero or 1;
R8  is (C3-Ceg)-cycloalkyl or phenyl



R13 and R14 25 t ogether are 4 or 5 nethyl ene groups, of which one CHZ
group can be replaced by oxygen, S, NH, N CH3 or N-benzyl; R4 is F
Br, I or Cl-C4-alkyl; as well as pharnmaceutically tol erated 2al MENt%@r eof .

30 2. A conpound of the fornmula | as clainmed in claiml, in which: Rl is
hydrogen, . F, A, ON, CF3, R5-SOm, RG6- 8 R6R7TN-CO- or R6R7N-SO2-; mis
zero, 1 or 2; R5 and R6 35 |ndependent of one another are (Cl1- C5) al kyl,

C3-C4)- alk |, -CnH2n-R8
ECB- CG% - cf/‘cl gg%/kyl or pﬂenyl % @UN%%%&‘Z%&R&V%& %@céllnﬁlfu%‘ﬂ'ﬂg?‘ijlbﬁt ed or
[l acuna] substituted by 1 to 3 shﬁ%ﬁlﬁ‘!ﬁﬁwn@eﬂi%@@tédlfmﬂm beougr Garp- con-

sisting of F, d, CF3, nethyl, ﬁ? dging, ®R98¢ rﬁahg;ndm@%,@r @ngl or
nmethyl; or R6 is hydrogen; R7. ISNE gen or yI

-Y-p-(C614)-R 11, -Y m (C6H4)-R11 Lo(CGH4) R11; Al is
(C1-Cg)-he?eroaryl which is |inkdd9and Rl0careN and which is unsubstituted
or substituted by 1 to 3 substituents 15¢lffch fromthe group consisting
of F, d, CF3, CH3, nethoxy, hydroxyl, amnd,’ nethylani no, dinethylamn no
and benzyl 15 YP oxygen, -S- or NR12; R12 is Hor (CG-C4)-alkyl; R3is

hydr ogen, nethyl, BB is@Gy8rogenpr Cl; R4 is F, G or (Cl-C4)-alkyl;
R7 is hydrogen or methyl; -
10 R2  is-Y-p-(CgHy)-R11, -Y-m-(CgHz)-R11 or -Y-0-(CgHg)-R11;

R11  is (Cq-Cg)-heteroaryl which is linked via C or N and which is
unsubstituted or substituted by 1 to 3 substituents selected
from the group consisting of F, Cl, CFa, CHg, methoxy,
hydroxyl, amino, methylamino, dimethy!amino and benzyl;

15 Y is oxygen, -S- or NR12; '

R12  is Hor (C1-Cy)-atkyl;

R3  is hydrogen, methyl, CN, CF3, F or Ci;
R4 isF, Clor (Cy-Cy)-alkyl;
as weli as pharmaceut:cally tolerated salts thereof.

-20
3. A compound of the formula | as claimed in claim 1 or 2, in which:
R1 is hydrogen, F, Cl, CN, CF3 or H5-SOm-
m is zero, 1 or 2;
- R5
25 is methyl or CFg;

R2  is-Y-p-(CgHa)-R11, -Y-m-(CgHg)-R11 or -Y-o -(CgHa)-R11;
R11  is (C4-Cg)-heteroaryl which is linked via C or N and which is
unsubstituted or substituted by 1 to 2 substituents selected
‘ from the group consisting of F, Cl, CFg, CHs, methoxy,
30 dimethylamino and benzyl;
Y is oxygen;
R3  is hydrogen, methyl, CN, CF3, F or C;
R4 is (C1-Cy)-alkyl; |
as well as pharmaceutically tolerated salts thereof.
35
4, A compound of the formula I as claimed in claim 1 or 2, in which:
Rt is hydrogen, F, Ci, CN, CF3 or R5-S0»-;
R5 is methy! or CFg;



as wel| as pharmaceutically tolerated salts thereof. . - 20 25 30 35 3. A

compound of the fornmula | as claimed in claim1l or 2, in which G&ifmn
hydrogen, F, C, CN, CF3 or R5-SOm; ms zero, 1 or 2; R5 is nethyl or CF3;
R2is -Y-p-(C6H4)-R 1, -Y-m(C6H4)-R11 or -Y-0-(C6H4)-R11; R 1 is
(Ct-Cg)-heteroaryl which is linked via q7or N and which is unsubstituted
or substituted by 1 to 2 substituents sel'ected fromthe group consisting

of F, d, CF3ReCH3jg- R el Rl benzyl i WYai$. oxygen; R3 is
hydr ogen, nethyl, @WQ %ﬁ'g?mxggmﬁgﬁg&wg;&ﬁé@f) Rg’ wel | as
phar maceut i cal Iy tBi&r ati&dCa£ts)-hetarearbwhich is dinkethyinuGdoroN andewhichrisil a | as
claimed in claim1l or 2 urishb¥ftuRd: or Rlbdtiuted by @Q812FsubQituel$§"s é‘g?ﬁr :
R5- SO2-; R5 is nethyl orfogS' ZIR%EJUN 26?.4 5 §F(1:é ﬁi:ls - P“ )-R11,
-Y-m (OBH4) - R11 or -Y-o-[ I—Wf P gPNsiSing ob F.cs).. (Ese sy Malidh i s
l i nked vi® C or N and wiiniethytaminosatddentzylt ed or substituted by 1 to 2
substituents sel ecyed figg group consisting of F, d, CF3, CH3,
met hoxy, di r'ﬁéhyl,ggi 80 and ‘benzyl; Y is oxygen; R3 is hydrogen; R4 is
(Cl- C4) - al kyl™ as ReVFOF€MNphar naceutical |y tol erated salts thereof.

R4  is (C1-Ca)-alkyl;

as well as pharmaceutically tolerated salts thereof.

10
5. A compound of the formula | as claimed in one or more of claims 1 to
3, in which:
R1 is CFga;
R2  is-Y-p-(CgHs)-R11, -Y-m-(CgHa)-R11 or -Y-0-(CgH4)-R11;

15 R11  is imidazolyl or triazolyl which is in each case unsubstituted or
substituted by 1 to 2 substituents selected from the group con-
sisting of F, ClI, CF3, CHs, methoxy, dimethylamind and
benzyl;

Y is oxygen;
20 R3 s hydrogen;
R4  is methyl;

as well as pharmaceuticaliy tolerated salts thereof.

6. A process for the preparation of a compound of the formuta |, which
25 comprises reacting a compound of the formula |l

R(1)

R(
I

R(3
R(4) ©

in which R1 to R4 have the meaning given and L is a leaving group which can
3’0 readily be substituted nucleophilically,
with guanidine.



5. A conmpound of the fornmula | as clained in one or nore of, clai l1to 3,
in wmc? RLis CF3; R2 is -Y-p-(C6H4)-RL1, -Y m(mm)-mf‘gﬂu”%‘
-Y-0-(C6H4)-R11; 15 R11 is imdazolyl gé triazolyl which is in each case
unsubstituted or substituted by 1 to substitugnts se: ect ed frgm Lhe I
roup con- $isti f F. O, CF3 et hoxy, . di net anm no _an enzyl ;
g/ i spoxygen,?' ZO?E%%PE qﬁ?ﬁ%@%‘?‘l’fﬂqﬂ%—ggaﬂ?&w t,‘Y,I’agg 1\?@F W%qugﬁ'&ﬁ%@é@t ically
tol erated saiedicament éaf thedreatmpnborpmphylaxishef iliexses aaussd by isciegrieound of
t he fornmul acdndit@ji's‘:h 25 conprises reacting a conpound of the formula Il 1]
in which RL to have the meaning given and L is a | eavi ng group which can
30 readily be substituted nucleophilically, wth guanidine. 2'5 JUN 2004 18

7. The gse gf a ' ' ' for the production of a
nedi carre@rslt fQ'or tﬁgﬁt@}g%ﬁ r#éfr?t% ﬁ\é‘ﬁ'rcla@l? ([)IE ?/f: %&%Sé@qlﬁ hdeined @'acg@gbl% Wﬂl scheni ¢
condi ti ons. thg. custamary eddiiives fihe aimimistenng ittin af suitablerguminBtratiens feHaihmed i n

claiml wt y ditive nd,adm nistering it in a suitable

admi ni strat éﬂgn’h?@%@h@gfﬁemﬁﬁﬁ%ﬁ’%‘t ft%ff @%F eﬁt"??éﬁiaé‘gr@ﬁ_ & BrophMexisrdat ment
and for t heilpessehyhasedsbpfschemioesetneaused by i schem ¢ conditions. 10 9.
The use of a conpound | as clained in claim1 for the production of a

, : . h i s.0f cardiag infarction, and of
arrhyt R 8 10, T 45€ L At IGR e et pa R 1o oo ofhibtion 8 A he
product i on Bedigamest feditha featmeot or ipFophydaxiseott candiger infirgtioni andfofangi na

ectoris. Ilgkh iagse of a conpound | as claimed in claiml for the
Broduct i on of y}i-m}redi canent for the.treatment or prophylaxis of ischemc

conditions of the heart.
10.  The use of a compound | as claimed in claim 1 for the production of a

15 medicament for the treatment or prophylaxis of angina pectoris.

11. The use of a compound | as claimed in claim 1 for the production of a
medicament for the treatment or prophylaxis of ischemic conditions of the
heart.

20
12, The use of a compound | as claimed in claim 1 for the production of a
medicament for the treatment or prophylaxis of ischemic conditions of the
peripheral and central nervous system and of stroke.

25 13.  The use of a compound | as claimed in claim 1 for the production of a
medicament for the treatment or prophylaxis of ischemic conditions of
peripheral organs and limbs.

_ 14.  The use of a compound | as claimed in claim 1 for the production of a
30 medicament for the treatment of conditions of shock.

-16. The use of a compound | as claimed in claim 1 for the production of a
medicament for employment in surgical operations and organ
transplantations.

35
16.  The use of a compound | as ctaimed in claim 1 for the production of a
medicament for the preservation and storage of transplants for surgical
measures. ' '



20 12. The use of a conpound | as-clainmed in claim"|l for the production of
a nedicanent for the treatment or prophyl axi's of ischenic conditions of
the peripheral and central nervous systemand of stroke. 2ps ‘g“ [grg use of
a conpound | as clained in claim1 for the production of a I'c nt for
the treatnment or prophyl axis of ischem’i conditions of peripheral organs
and |inbs. 14. The use of a conpound | € claimed inclaiml for the

producti on of rea diti ns of ,shock.
.15. The. useﬂgf a corr%%éﬁ%%f}}rﬁ?aé?llgﬁﬁ&’mﬂ 'Itan ff%f)&e[ﬂ@ B‘Fllﬁ’&ﬂftq on of a
medi cament f omediepmeptngen then treatnagnt 20f Iﬂ(msl ionwhishdcelt guoliferation is a

transpl ant at i giifia ?o'isééond-ai?c!d% of a conmpound | as claimed in claim1l for
the production of "a nedicanent for the preservation and storage of
transplants for surgical neasures. 2 5 JUN 2004 19 17. The use of a

conpound 5 asl&| ai Tedusenolcd sbmpbufidf as blairped huclkingn fof the proBgitioprerat . f or

the treatnmentq, imary or
secondary cause&céllnkfg%ﬁ'ﬁre% té;betw% %@ghﬁl%%b égér%t(’efsgﬁfrfggn%ﬁmﬁ%{pm 1 for
t he production of a nedicanent for the treatnent or prophyl axis of

di sorders of faat mehiddddnsent é@mpﬁsﬁ@@ncaf@iﬁ(/e d?ﬁ&ﬂ’ft'o?'é‘%o%o@ﬁ& ‘?%s' ve

amount of a C?%%quqoneormoni-:-o%clalms Pto € or nore Of, clains

10



