-dee3e; P8">6TPG. New Benzoyl guani dine Salt The invention relates to the
hydr ochl ori de of 4-[4-(2-pyrrolylcarbonyl)-1-piperazinyl] s
3-trifl uorogmﬁukjﬁl - benzoyl guani di ne, processes for preparing it and its use

in preparin m mﬂmwutical conposi tion. Background to the invention A
nunber of b i ne derivatives are known in the art. Thus, for

exanpl e, | nterrrqwenal Patent Aﬁpl i cation WO 00/ 17176 di scl oses

benzoyl guani di ne derivatives whNeW Beazeyiguapidinesalt by val uabl e
phar macol ogi cal properties. These conpounds are effective agai nst

arrhyt hm ag, whi ch occur .in hypoxi r. exanpl.e,.. The al so, be used for
conpl ai nt o TOERGRAEAR WatkS 1 HheEidtachBridk S hlecte iy CathayDat -Pioerazinyl
%gst roi |n5 esttﬁﬂabrom@thyh%a&dm mﬁf diﬂé,crj)r_fdceem_ 'rﬁ*@;m gi?@nﬁ,itsml:éelrmnalry or

renal i em a c i iver, ischaem a of the skeleta
nmuscl es) . %ﬁ?@!}%ﬁ&?‘%ﬂ“&ﬁ%&f‘?&f?‘a’%@%? IE?r‘ude, for exanple, coronary heart
di sease, cardiac infarct) angina pectoris) stable angina pectoris,

ventricul ar arrhythm a, subvent réac& %urﬁ”om‘lwmé}ﬁi’oncardi ac insufficiency -
and al so for assisting bypass o St-st4i ng open heart surgery,

for assi st Anurober af b@h@ﬁ@ﬂwiﬂ@@ﬂﬁwéti‘éﬁéﬁ ane: knawrpin he arb Thus; fier exasaple,
supply 49 YiterritRial PAfbrit Aohigatin WO 0B 1110 disgiBkedbenzofighatibime | 1 the

ul nonary circul atiop, acute or .chropic kjdnpe al ) ni ¢ renal

Pnsut f1 i efeyivativaswhish ararcharactensastpy valughlepharmacological nrepewies: T bese

bl ood suppkyrippunde e effettive against @rfrhfthniié@vdh_lc?ﬁdfcdw i@hyﬁ@ﬁéﬁoﬁrexample.

occl usi ons-and acut nd ch PnIC ci,ycul atory dis \j‘ders of. the brain. The
abovenent | J0EY onABoRR uFed fol piant Eondeted withaschastnie (HCRaR; TdiCon
wi th t hr onseteliral; gagtrointestinah—assich -aBAnesemterit drondrsisiechbotisri -n palenoriary iong
reper f ush ope ol (¢ ieiaNREAAEMRFAY the|Refl isalddhia®] 1A SREkimangege pectori's
or a cardiac 1ntarct) |rreversible darmdge may occur to carc_ﬁporryo ytes in

t he af f ect &preaspoadingnindicatiens inclugdss dor exarsplepevionenhbeart diseasei eaidiacct i ve
effect, inifardl afgind PRcloHsCoRible Shgiha Prresnis? vehfieuthralraf thinid, $t8veéMficular
prevention ofh amage to.transpl ants (e.g., as protection for the,

Pr anepl ant BATSITRRS. caigias HSIMGRNEN sl Lalso el ESisnRbyPasspReTgions fgr -

Pef ore, d ;Jeissigting@pemwaﬁi srgery, fori agsisting abaritat_i@wst Wﬁ{cﬁt :;ebatw a?ﬁn:ﬁmjdli@n t$ ]
ransp [ gans | ol nection w rans nt ati.on. e
compoundl. 7S BRoRHARY FnGaTeArEud 10 BsSRLR A Rartiaienlsir BEBRRDTh B8 s
wi t h a pr opalmonaryaifcatationnacuateroriamgomio tkidney fajilires throrsei reyiat édsufficiency,

i nterventi s, o, i}\%cp?é‘é]%f%?&\ ngl(%%réiiﬂ h&& %?tﬁba%t%ﬂedfﬁ‘?ﬁ Eté;r)plg éé Ia'rébs of the

essential hypertension a I'abe nephropa ~sodi"umproton
exchange i $rain@Efesdle brepteup ofpasmirr egalusiors andasutaandsheonis ciretiatorny or s

CompoUNds o B G e N = he
r ol 1T ors: canesin compactonaih feB Lo Safhls SHel a5, th AeaRtOBaRE AN danent <
i n di seaseurokinase.cell proliferation plays a primary or secondary part and
may be used as agents agai nst cancers, benign tunours or) for exanple,

prostatic hypertrophy, atherosclerosis, organ hypertrophy and hyperpl asi a,
fibrotic dilringreperusioataf the iscbapmic bead{e.goaftar abéttack of asginsopestenis dbaed

phar macol ogifdhl vorkebhy el Brsl 8RR AY dolr RPOTAIAYSEIHS feirieiiataid ves

disclosed in t prior art are e main prerequisite T, ctive use of a
conpound0agegiopnly sHEersesshe comprainds diaver arivigprotactive efiest, dfss alidce has

to satisfy still nore requirenents in order to be allowed to be used as a
medi canment ., These par gneters .are | el onnected to..the physi cao-chem cal
nature of tIe %é?g&é( édeH@SﬁWﬁi%ﬁ?){%‘gﬁ‘qm% BWFEP%@O{ﬁ@hﬁg@aoexaml es
of these paramsplats (@geas peotsttidn for thye rbn&plapteldeargant- sineh as fortéxagnple liver,
substance ypder, dbbiie g 2BRIGHR! dGRG'bht Hiter impRRtdtlca BLRFg ¥ storage
35 of the transplant organs), which may occur in connection with transplantation. The
compounds disclosed in WO 00/17176 are also pharmaceutical compositions with a
protective effect in carrying out angioplastic surgical interventions on the heart and
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*159159*




~production of the pharmaceutical fornulation and stability in the finished
conpositions of the nedicanent. The pharnaceutical active substance used to
prepare the pharnaceutical conpositions should therefore have high
stability which nust al so be guaranteed even under different -amnbient
conditions. This is absolutely 25 necessd&y to prevent the use of

h
Cihst ance,” %ggewﬁﬁﬁb“bﬂ%“ﬂ*"c&aﬁeﬁ AP LB ek RLE i orp®h TV (UG,
a case t hEXcbaR@Ris Brreasedyd he nostraEIsATedberefore syitablmaginhibitars of this

fornul at i exehamye RSt thewrevéitive 1paRficnt eflthede diseaseasor ption of noisture
reduces the con ent of pharnmaceutical active substance because of the

i ncrease in weight due to the uptake of water. Pharmaceutical conpositions
with a 5e|’r<ﬂ1ermmpouradll§aurdafunmlesbharactmdt dpomeriubitihisiting effeobos the e

ctoring ROt/ RERRD) @Eﬁshéqpé%ﬁﬁdﬁﬂﬁﬂgeﬁéﬂﬁ%ﬁﬁ@%ﬁéﬁl&é‘ﬁm&eﬁi ot oct o
f [1 om danp dissasksvéwerercelitprolifepatidoeplays amrisnanyorsegondanyqeart had coay betusefi

ar nace C | a
oo, 11 &5 Jaers sgsisPEaRES Botibh ol & Hefpls %ﬁ%ﬁ%‘ﬁﬁ%@e‘fﬁﬂéh
noi sture r@@@@msus.mrsﬁe tWBEtrophysand by@erphastaaélbﬁ@t@e@tseaws andilate

substangecghwlbgu@ﬁas endbetdsght |y hygroscopi c. 3 As the crystal
nodi fication of an active substance can influence the activity of a

phar maceuti cal conposition, it is necessary to clarify any existing
pol yrmor phiThe aiovemertidned sharatarotogicaliysaiiabile propesties bf tie Eamzny@emmmas

B obot ance JelyplIv dBbBst) é’f‘ @Leeﬁﬁor"%éﬂﬁ P il BiereddiRte Miefct¥R BB 4 i on
of the sulcompaimdias:s pharmaneautigal compiositionbEleweyat, grhactivecsuhstanmte has to
prepar ggi g tls ﬁﬁrrﬁbl%ereqhnb&éh‘i’éjlrpor‘a@‘?o Bf%ﬁbﬁbﬂ%%‘ uspécdc &84 rﬂ@d:EQ ent.

reprodu0| ctivi t he nedlcanen 'S, context, active su nces
whi ch are T femremei%r 3 259 TG GRTIESHGK 5 D RS IFoCRATBICE} Reture ob ienattier
criteriongybsdhceay be of exceptional inportance in certain circunstances,
dependi ng on the choice of fornulation or on the choice of the nethod of
production of the forrmulation, is the solubility of the active substance.

| f f for exaitheuteingeestrictedahemstd, Lexamsies oé thesegzararhet érsrarextherstabilitgrof
sol ubl &5 sb ol SieCTaAte §bstilts dbfer it AHBRAERAlBpS bkt Blride e,
active sutpsodmi@n @ftaemavr@ayeutmabmrmulaﬂm andh atakility in theafinishegosi ti ons
adm ni st erc%ﬁnap% sMdns of-lfHF nH'éHiEérln)éhf“J’r@ ﬁﬂé?fn\%@ﬁhé&lea%ﬁ% sUB¥f%i?fchJ‘séd5t to

repare a eutlca aCtlve Su Stance C ed
DD & ropte e RIARRCaN IRl CPUTAG e ShoLly bsTeiats bRvebich S patwhich
possi bl e trhestdiysbe mﬂeedleveaqmdeemﬁférentraaﬁbnenedommtnabgvErhusttwstel

gie?‘ncir ;%{% c %@g@gﬁé@ﬁo rpgéﬁ%‘t Jﬁgtuﬁé oé fgﬁ%ﬁﬁﬁggﬁtf&i 88&30%%5 RNW‘I?C??Q&\'{%%EM ! Oned
4-[4-(2- ppreakqampmﬂths) ofithei autivasubgtdnce; fariexamplenatadditiomtootlecactine di ne-

hydr ochl f f I
17 non "y esbeB R, I sl el e et ,;1 %ﬁ BT accoptai e

sol vents. P rmcau%@l&rmtdefu@}swawoyem of stability.

30 The absorption of moisture reduces the content of pharmaceutical active substance
because of the increase in weight due to the uptake of water. Pharmaceutical
compositions with a tendency to absorb moisture have to be protected from moisture
during storage, for example by the addition of suitable drying agents or by storing
the pharmaceutical composition in an environment which is protected from damp.

35 Moreover, the uptake of moisture may reduce the content of pharmaceutical active
substance during manufacture if the pharmaceutical composition is exposed to the
environment without any protection from moisture whatsoever. Preferably, therefore,
a pharmaceutical active substance should be only slightly hygroscopic.



-4 The net hanesul phonate of fornmula _1' disclosed in WO 00117176 0 H2 / ~ ~N
N2 NND ~3 . - X H
SOH1 _ . 3 3 unlike the conmpound of formula 1 , does not

nmeet the requirements set out hereinbefore, however. 5 Accordingly, in one
aspect the present invention relates to tBe conpound of fornmula 1 as such.

| t h g at i . 4 |
ke T ASTRE Elysi Bl figstiin bRURAIIOY sUBeEhE caf iiiererhg Rt of 7 1! &
hem hydr at Bhargageavtisabéeraposifpacit is hecessankter Clarify amny exsting pelymorphismeofuse
Tl o o5 Lo devebubtaEt Rrdsdif iR IRRITATIINN o MU A8 S0¢siblBY fther@rolr { her
ot s, e aMAPhC BRcHalonsict B 26s SUPABRE S kst b akendoases
iR whi chstiehslhnetmasmfcry@tanmelmoumcaﬁén uawefwmmmh sAgt ch’at@t r<]aona the f

t her apeut | e | A Lney . S (0] . US

e oo oufubsfttent pptaBh fRel bredhtEfin MneHlisdetnid S ave’s pefimatial
treating ceffectortheueprodiicitiasstivity béthe medicament.dntthisnrcdniexthactiveel ates to
th f : , i cal
corerplcj)gi6t ioo%m?%?ﬁ?érggglp@g%réﬁ %ﬁgégfg A'@gﬁdrccﬂrgrﬁﬁgﬂ%gygféﬁe?? exanpl e.

The present invention further relates to the use of the conpound of fornula
Wi th oEhannome EGTRENhIcaag BERT o londl ImpORAReSIh St Hrbimstavess! od
mesent or 1 cABRETAIBG NG ABOTIEH IO atieD oty P ahaics @ihgaRetod & Hradustion s
]9f :Ee i vlofthe' f@ﬂhaﬁt:‘bn, rsfthéfwlLﬁdilﬁyQifﬂheaumﬁiﬁstaﬁdfm Ifofoe eRamplenvent i on
urther re S C r r, re
phar naceut PRaredsbarsolifio ot PrepBr (A eBemb BiRuriohS) Ris BRREn i et
consi st i ngthef activessubsjanoesistsufficienttyesolubledn physinfagically ancgptablesolvenis A
stabl e o] i at gl hgh fiihfﬁﬂ‘@fﬁ bR, L hyt hm as,
cardi ac%l]ngﬁ?ilp %@ﬁg%@{/@leéﬁl’é\}%%g%’ét?g?é‘gs;%%étvl g ypassl?é'{)boper é:te?'g%@, for
assi sting 6P@ROREIANs agmigistsredasaliassi sting operations which require an
interruption to the blood supply to the heart and to assist in heart
transpl ants, enbolismin t ul nonar.y ci.rcul ati on, acute or chr.oni c ki dney
ailure  cRPEATCeHURg A SinB ReFSaiveitiobs & brihar & baBinsalligtActiamon
in the restabstanoe whfichisawad oniyppharacteriseddas apoteme phaanacelbyieal adtevity but

di sor ae?h g A AR 184 B I0R, PR TRRb R Mol maRPRERL BRAY R L L o

t he conpoustiowé. fornmula 1 to prepare a pharmaceutical conposition for
treating diseases in which the use of cardioprotective active substances
may be of therapeutic benefit. The present invention further relates to the
use of the conpound s of for tgiled ggs t eutical conposition
for treating cancers, benign tunmours or, for exanple, prostatic
hypertrgphy,, atheroscl erpsis,. .qrgan hypertrophy_apd hyperpl asi fibrotic
di seaseggaﬁdﬁsal?eeerb@ﬁﬂﬁitﬁéf[&‘8@‘8’@"&?@%@@9@%@cﬁﬁﬁﬁgfmﬂ%ﬁﬁ#%FF‘Hﬁ a1l may
be used ascampagndduft-{2apyrcolytcbebaml)t-piperézing]-3ftaflucromethylavenous,
i ntramuscu r 3 Lni stration), as a tablet, as a
supposi tor??ﬁé@lggé@?%%m{iéggﬂgé; aster fqq transdermal adm nistration,
as an aerosol for inhalation into the lungs |pr asyg nasal spray. The
content of active substance in a tabl etz0K 4 ppository i s between 5 and
200 ~5 ny, preferably between 10 and :@ For iNghal ati on the single dose
is between 0.05 and 20 ny, ef er M- Dteen 0.2 a&nd 5 ng. For parenteral
i njection the single dose/fi s\bet\een]o0. @nd 50 ng, preferably between 0.5
and 20 ng. The doses specifN may Be given several tines a day if
necessary. 20 The foll ow ng;:1 ar@} some exanpl es of pharﬁ?ﬁ:eu;li cal
preparations containing the active substance: X i

The compound of formula 1 is not hygroscopic and dissolves readily in

30 physiologically acceptable solvents. It is also characterised by a high degree of
stability.




" Tabl ets: Conpound of fornmula 1 magnesium stearate naize starch | actose
pol yvi nyl pyrrolidone Solution for Injection Conpound of fornula 1 sodium
chloride water for injections 25 This solution can be sterilised using
standard methods. 18.0 ng 1.2 ng 60.0 ng 90.0 ng 1.5 ng 0.3 g 0.9 g ad
100ml 6 WD 00117176 di scl oses possi bl e4qmet hods of production which can

be used to ' t ree bas ' .
4- 4-(2- pyJf‘éP@&i‘%b%g%'?'q?@%‘?p‘%d%%@?n‘lfﬂ%%%q in WO Q¥ { K8 benzoy! guani di ne.
Starting fromthis conpound, the follow ng possi,bl e nmethods of s
synt hesi sing the conpound of fornul '\iJJ;I<us’trat ed by way of exanple.
Exanpl e 1:
4-[ 4- (2- pyrrol yl carbonyl
-hydrochl oride ~0 15.1 /§
4-[4- (2-pyrrolyl carbon
_are taken up in 151 m df T

to about 10C. 16 mi of a satUrated ethereal HC s0CHLSORHretadded to this ™

suspensi on ' F el L t - 2..5tirri.na i s continued)

whi e coor ik the Compdnd i iy , AoBE bt e 478 beBe s REMIY ST al s ar e
suction fi heegiakefordiowevari h col d ~5 nethanol and then with col d di et hyl
ether. Yield: 16.19 g; nelting point: 223 C (uncorrected). Exanple 2:
4-[4-(2-pyrrolyl.carbonyl)-1-piperazinyl]-3-trifluoronethyl benzoyl guani di ne-
hy([jr Of:m 2’/ Mgcwxylaé\e‘)aasm%i _ebpqgge)& l]nvention relates to the )c/:ompoung o?formula

4-[ 4-(2- pyniras st ansinir bspestansprasertidvdrition! RRESTRS iRl cohgiamd gruani di ne
are taken n e etate € suspensi on is
heated to Mé)igk‘ @%ﬁ%ﬁ%?‘ﬁ%&dwq?ﬁ @qurasﬁ' 'QE'P%fQ”“T‘Pifé?Sr@@UPhY gledst ur e
i s stirredhtmihydrate. 15 ni nutes and the aqueous phase is then separated
off. A gglution of 3.62 kg of 2s concentrated hydrochloric acid in 20 | of

water is added to the orﬁani c phase at a constant tenperature. Wthin about
1- 2 hours {imangiher aspectdhe poesant inverdionretates thibehyedr afdhe mompouolt ef ned i s

urs dhe poees . hb@o
about 60, IS an T8 g oA avekRer Al flage 0 A Bile o

oKl ni n). formula 1, op ly in the form of its hydrates, for preparing a
pharmaceutical composition for treating diseases in which inhibitors of the cellular
15 Nat/H* exchange may develop a therapeutic benefit.

-1- pil,pe‘ﬁﬁ ' -3-triNlyoromet h~r| benzoyl guani di ne

'Wzi n§fs - 3-tri f1 uor omet hyl - benzoyl guani di ne
‘hanol and the resulting suspension is cool ed

The present invention further relates to the use of the compound of formula 1 to
prepare a pharmaceutical composition for treating cardiovascular diseases.
The present invention further relates to the use of the compound of formula 1 to

20 prepare a pharmaceutical composition for treating arrhythmia such as occurs in
hypoxia, for example. The present invention further relates to the use of the
compound of formula 1 to prepare a pharmaceutical composition for treating
complaints connected with ischaemia (such as: cardiac, cerebral, gastrointestinal —
such as mesenteric thrombosis/fembolism -, pulmonary, renal ischaemia, ischaemia

25 of the liver, ischaemia of the skeletal muscles). The present invention further relates
to the use of the compound of formula 1 to prepare a pharmaceutical composition for
treating diseases selected from the group consisting of coronary heart disease,
cardiac infarct, angina pectoris, stable angina pectoris, ventricular arrhythmia,
subventricular arrhythmias, cardiac insufficiency — and also for assisting bypass

30 operations, for assisting open heart surgery, for assisting operations which require
an interruption to the blood supply to the heart and to assist in heart transplants —
embolism in the pulmonary circulation, acute or chronic kidney failure, chronic renal
insufficiency, cerebral infarct, reperfusion damage in the restoration of blood supply
to areas of the brain after the dissolving of vascular occlusions and acute and



7 Exanpl e 3:
4-[4-(2-pyrrolylcarbonyl)-1-piperazinyll-3-trifluoronethyl benzoyl guani di ne-
hydr ochl ori de- nronohydrate 5 109.4 g of

4-[4-(2-pyrrolyl carbonyl)-1-piperazinyl]-3-trifluoronethyl-benzoyl guani di ne
are suspended in 1.5 L of water and heatel to about 50C. 26.1 ml of

concentr at i . char | o\ and
added dr opy Q0 GIepBAPBREMNER of 1REbiIF e biekb R inlEhlfos ity rBlat € icfthe

m xture i sUsk pfhedcarepoumd of formula A e pserare copRarmrceLtigpeempeitionfn the

t grrpter «'itt grtﬁeéﬁhd @Eé/t@é%is trmﬁtmuhFQﬁéet%ft@rdibﬁiﬁa»t%étiv@radwecg(‘wgta;hdé@rm R@fofh
abou : our s, i S n cooled.to 5 - and stirred for, anot her hour
2t thi s chptasauticcoerath ik BFsaeEt inyRaRnn fither reEfes ta e ine Sf 3 umPRh o
little viateffoandladt l@drép’arﬁa:ptmratacebﬁcal c‘mn%sit}ﬁreicdire‘aﬁﬁ?&a@memebbhlm

poi nt: 180 | . L Q-

D (5 py e s oy el TibSk Bypeflonhdr fhbscirotisLarasn vpssionihes
hydr ochl oranid hgperplasia, ftiraticrdisases and tatecioniplizaticospbdiadedessor di ng to
claiml, characterised in that it is present in the formof one of its
hydrates. ~o 3) Conpound according to claim1 or 2, characterised in that

it is presEh cPMponadialfaimagla) t maydieousas as an aguegpmirigatabie selutiom ¢e.gofor

cl ai m LyrinfaveRsiifGhpamsseulan of BabclthnéSuPa@pmiptration) Nes 8ablet, By its
hem hydrate. 5 ound

Use of the, co of  fornmula 1 according, to one of clains
1to 4 as %%‘@qu SHtELNL. %P'aﬂ‘?é?@b\ﬁ'ﬂéﬁﬂlﬁﬁ afjﬂﬁﬂ‘g?rﬁt“in'accordi ng to
one of cl aagranberosal fooinhpratiparintotthe lpigs orgsatniasal sprayposi tion for
treating diseases in which inhibitors of the cellular Na+/ H+ exchange nmay
develop a therapeutic benefit. .AYr.AfL.AL.AA . AI.AAR.ACI!1145 !1C

Illll( |17|f#-<7|#- ?F?WTﬁar\!qf\lt lof pFtive F‘I“PStaH‘PT Mﬁmmsammw?ggtwoquagg IZIggLLLLL

L1 LsLig ind, bresétay beledn 10 ldaringl POt Inhaalioh 5 Sigié o8k Béiideety 27777

S| > >~?>~?Q-0¥’£nﬂ>%@ﬂpﬁa:ﬁfeﬁe£ab|7>©§?ﬂ@$&9>2?w@5?ﬂ9- For parenteral injection the single
dose is between 0.1 and 50 mg, preferably between 0.5 and 20 mg. The doses
specified above may be given several times a day if necessary.

20 The following are some examples of pharmaceutical preparations containing the
active substance:

Tablets:

Compound of formula 1 18.0 mg
magnesium stearate 1.2mg
maize starch 60.0 mg
lactose 90.0 mg
polyvinylpyrrolidone 1.5mg

Solution for Injection

Compound of formula 1 0.3g
sodium chloride 09¢g
water for injections ad 100ml

25
This solution can be sterilised using standard methods.
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ca ca] ca] cal] ca] cal] ca] ca] cal] ca] cal] ca] cal] ca] cal] ca] ca] ca] ca] cal] ca] ca] c
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ﬂ gﬁ:} g:} gg* j\-% ]tﬁ?]f%] caﬁgca] Zg{;@%ﬂiﬁ’d&?&)ﬁ?ﬁ -piperazinyl]-3-trifluoromethyi-

7788c8e8s3h80RM e $darting:f %W?ﬁ@ﬂkn%ms*st%m&!awm e@gsiblg methods of

U c”a] cag CQ*Mhé(kl%ﬁigCtth@iﬁﬂﬂ)@@id: af parurnl ard n@kﬁaﬂe@%may@]e& Ggr@] calc(a]c:
aJcal] ca]calca]ca]cati K-1 10%&' () - 100/&5& ()-9 109%6& ( 10%
3910%& () -, 109%6& () - Y109 () -ML6 ~">-1° 10% +$109%& () (Y1096 () 0

% 0% () - EXaniile e 4c4-(2:py eI MBI onyl)- 4bideaAnyl)-36trifludiohiethyl-

10G@ T 10% e ) -TP2$100&
V1o (G—é—zﬁ'{‘%‘*)ill ”gﬁé"{\,g"lyé e 12334@‘08/& ()- 'y$100/<§)

- & ()-0y$109B& ()-!y$10966& ()-! "10% ()-- 10G 10G b}[<E 10G *

1000/“5/‘&( % 76 05% @3?2 S?(%(r%yé %@%&é\kﬁ(ﬁ—blge@z\}]]yu-3-tr|ﬂuoromethyl benzoylguanidine
1! YO&#109&8(9 ta!ﬂﬁﬂ&tpmb hWak:of mathanol emdiths res\giRg syspengion 91 cosledte pbout
LFf, / $10%h&*€) 16 ml of a saturated ethereal HCI solution are added to this suspension which

is thus acidified to pH 1 - 2. Stirring is continued, while cooling with ice, until

crystallisation is complete. The crystals are suction filtered, washed with cold
15 methanol and then with cold diethyl ether.

Yield: 16.19 g; melting point: 223 °C (uncorrected).

m_\

=1,

Example 2: 4-[4-(2-pyrrolylcarbonyl)-1-piperazinyl]-3-trifluoromethyl-
benzoylguanidine-hydrochloride-hemihydrate

20
15.0 kg of 4-[4-(2-pyrrolylcarbonyl)-1-piperazinyl]-3-trifluoromethyl-benzoylguanidine
are taken and combined with 120 | of ethyl acetate. The suspension is heated to
about 45°C and combined with 30 | of water. The resulting mixture is stirred for about
15 minutes and the aqueous phase is then separated off. A solution of 3.62 kg of

25 concentrated hydrochloric acid in 20 | of water is added to the organic phase at a
constant temperature. Within about 1-2 hours the mixture is cooled to
25°C -20°C. The hydrochloride obtained is separated off, washed with 50 | of ethyl
acetate and dried in vacuo at about 60°C.
Yield: 78 %; melting point: 225 + 5 °C (DSC at a heating rate of 10K/min).
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10%%& ()_grg(s{l@i%/ﬁd?- |n 1 51 E%va(tgr incﬁfea% tg));bout %B%é 1 ml of concentrated
aqueous hydrochloric acid are diluted with 300 ml of water and added dropwise to
the preheated suspension within about 20 minutes. The mixture is stirred for about
15 minutes at constant temperature. Then the temperature is lowered to about 35 °C
10 with stirring over a period of about 1.5 hours. It is then cooled to 5 - 10 °C and stirred
for another hour at this temperature. The crystals obtained are separated off,
washed with a little water and dried in vacuo at about 50 °C.
Yield: 116.5 g; melting point: 180 = 5 °C (DSC at a heating rate of 10K/min).
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2) Compound according to claim 1, characterised in that it is present in the form
of one of its hydrates.

10
3) Compound according to claim 1 or 2, characterised in that it is present in the
form of its monohydrate.
4) Compound according to claim 1 or 2, characterised in that it is present in the
15 form of its hemihydrate.

5) Use of the compound of formula 1 according to one of claims 1to 4 as a
medicament.

20 6) Use of the compound of formula 1 according to one of claims 1 to 4 for
preparing a pharmaceutical composition for treating diseases in which
inhibitors of the cellular Na*/H* exchange may develop a therapeutic benefit.



