Di phenyl Urea Derivatives The present invention
el ates to novel 1, 3-diphenyl ureas which are
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in the phenyl rings, to pharmageutical conpositions
containing themand to their use in the treatnent

and/ or prevention of bacterial infections. In the
prior art certain 1, 3-di phenyl ureas have been cl ai ned
for their insecticidal properties (US Patent
Specification 2 745 874) or for a general biocida
activity for conbating insects, fungi and infesting

her bs (GB Pat ent SpgiPI tegfyp Uread Défivitives! n one

i nstance, the possi bi hat the insecticida
properties of 1,3-diphenyl ureas m ght be flanked by a
bactericidal action, e.g., against S. aureus and

fungi cidal activity has been described (US Pat ent
Specification 2 745 874). In addition, certain

1, 3-di phenyl ureas have been described as inhibitors
of bacterial RNA-pol ynerase and this property was

cl phdreredent GhvePlion réRksate nbii o1, (gﬂaaﬂt Gfelad! wiiBh | afé tspecifically
agai nst aerobic Grampositive and G am negative

palrifleryemethyt and halgapmssubstituiagr éughankheryl @ines. (torghgrmaceutical
(VQn%U ?%ﬂ?%rta|rﬁr¥”ﬁénﬂ9ﬁﬂ RegRirfRENg tﬁé‘ﬁf&atﬁneﬁﬂ'ﬁhé/or prevention of

group novel 1, 3-di phenyl ureas with a distinct

habasiesial infgation® et hyl substitution pattern are

specifically active against bacteria and exhi bit

virtually no activity against fungi and that these
nolethelpr®rdirhisenigin Ls-dipbeay! aurgas paymbeen claimedder teir insecticidal

Bgﬁl%geﬁ ggQ@S%atgﬁr §£’écﬂ‘fc§fq&h Qnﬁi%r@ﬁl') %r%ragt?gﬂéllaﬁ ioRidal activity for

gens ‘rnclu ot hers
rescbmbailmg |s$m;phylhrtm aod unfesiln' heris: (GRiPatest §pdm®at|on 1326 481). In

#rﬂeﬁﬁ%&%ﬂg | tl%]tp%g&%@cﬁwﬁte%ﬁegIrfseglcmfgf%g@érﬁes of 1,3-diphenyl ureas
might be flanked by a bactericidal action, e.g., against S. aureus and fungicidal
activity has been described (US Patent Specification 2 745 874). In addition, certain
1,3-diphenyl ureas have been described as inhibitors of bacterial RNA-polymerase
and this property was claimed to often translate into antibacterial activity against
aerobic Gram-positive and Gram-negative pathogens, e.g., against S. aureus and E.

coli (TolC) (WO 01/51456).

It has now been found that a small group of novel 1,3-diphenyl ureas with a distinct
halogen/trifluromethyl substitution pattern are specifically active against bacteria and
exhibit virtually no activity against fungi and that these novel 1,3-diphenyl ureas are
very potent against a broad range of aerobic and anaerobic Gram-positive pathogens
including, among others, mUIti-drug resistant staphylococci, e.g., S. aureus and S.
epidermidis, enterococci, e.g., E. faecalis, streptococci, e.g., S. pneumoniae, S. pyo-
genes and S. viridans. These properties render these compounds very useful in the
treatment of Gram-positive bacterial infections in humans and animals and/or in the
decolonization of sites infested by these pathogens and/or in preventing colonization
of sites from which bacteria can then spread and potentially cause bacterial in-
fections. Preferred applications for the compounds of the present invention are those

related to the topical/localized treatment of infections in humans and in animals and to
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genes and S. viridans. These properties render these

OBt ti ve bacterial infections in humans BhlEP2006/011794
animal s and/or in the decol onization of sites infested

by these pat hogens and/or in preventing col oni zation

Oftpé b6 |£§mnV!Hd‘FcE Jpé\fetn%ﬁ 8t &idhiZdieR o’FQFrp? Qfeeﬁﬂféh is needed to be

ent | a cause cterial I nfections rred

apphdefadusmme from banterizoampiousieh e parterial inadrhas to be decreased to
et r.el a

Pﬁgg{?éﬂt%?reaa;d of %%geﬁlla otﬁsoﬂjie‘?% %ﬁgh@%a%%%eﬁmae/ﬁ{”&n& E&éﬁ\gles of these

t oamcat@oslamtreatmeohofaam orucpsalveguldr otenddl, gastrorinteatinaband upper

]9 ];fg%r)lgaﬁ tFaCng?alohs \Aggo“akﬂ'ﬁ?aﬁléﬂb%? dr %eerr\‘ﬁ Ebrac e‘ﬁal Bolonization

de@‘r eameg dthersr slmenbyesqorrmmt mﬁomblacmecmsa tgasm-iréestlsaalt tsact, upper
and to.cau of t

e
aprﬁIsP'Eaé?ryoﬁgdarpéosﬁPeé'gt Vl‘ﬁeso Cis ﬁacer?ukcb §§neral where. bacteria can
degurale ag@%bérﬂualmresltdaraaé g2 heforg pengicabpracticet avdfertin @eheral in any

infection, dec i on nd/or rev

bR EPPa W r AR Ao g Andl Bk BioR oF $pre8f of bactgriato other stes.
nawRkish baEEFi& carfMinéses 35 cA@sid, & feqliesd.i nal tract, upper
respiratory tract, prosthetic devices and surfaces in
general where bacteria can survive and eventual |y

I ephdreRtE tfe PresemahvtinBors HISES B nd¥eP&dnpcunas ef Pie geferal formula |
general in any instance in which decol oni zati on and/ or
prevention of spread of bacteria to other sites, which
bacteria can infecg ot colonize, is required.

Therefore, the present i nventilon ¢$Iates t onovel

conmpounds of the ge \ erein Rl

and R2 represents’ indef '
X represents oxygen o
acceptabl e salts tR& eof:

ent | ylichl o
ur; Xnd plarpmceutically

Formula |

wherein
R' and R? represents independently chlorine and bromine;
X represents oxygen or sulfur;

and pharmaceutically acceptable salts thereof.

Preferred are compounds of formula | wherein R? represents chloro.

Also preferred are compounds where X represents oxygen.

Most preferred compounds of the present invention are:
1-(3-Chloro-5-trifluoromethyl-phenyl)-3-(4-chloro-3-trifluoromethyl-phenyl)-urea,
1-(3-Bromo-5-trifluoromethyl-phenyl)-3-(4-chloro-3-trifluoromethyl-phenyl)-urea,

and pharmaceutically acceptable salts thereof.
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29¢88tnt s oxygen. Most preferred compoundsP@F/EPH6/011794
present invention are: ~(S-Chlagro-
-trifluoronethyl-phenyl J-S-Crchloro-S-trifluoronethyl -
| 18! ot S pharaceutical posemsple sols sncpmegspes salp v 2 siong
| Uzserise oyl alkalieoryearthualisali based e gh apdimdidrexide, potassium hydroxide,
ac&?&“rﬁ}?\g ro§ﬂkte§c.,t&eer.g.cghg\-{r‘éeet&xm essi on '
pharnmaceutical l'y ‘acceptabl e salts enconpasses salts
wi Béraass taf othgir batiliy 1to kishibit airékid iandr aragrolic fBiaai-positive bacteria,
bas : ' . ' ' X] :
il o7 SRb JAER Beh b, uB R RIHER S duman and animl
of disdamzies walich areytypicallyrasisbeiated avithbore emuomnefesushitype of pathogens
Ga osi,tiye bacteria, C d this jiny i
B i AeaP RO Pratfiie Wi etk oh sb@HERlEr by one or more
di sfeasobstyphi afhbaoterid. Vi aldkgs apapounds df Whis Hinvemdionrvaluable anti-
nore. of such type of pathogens and/or in the

deRAHYI 998N Sn of and/or in the prevention of

cgl oni zation by one or nore of such type of bacteria.

This nmakes conpounds of this invention val uable anti

Al P DG SAEOURECRTEs AP SIBi B Ao i In the art such
adsy, rHnsdrRy Steerdy o?dIIF/, e avsnokBI9 Wdpically, rectanyt, vaPmbuys,tssubnnguauy, by

anong others, orally, intravenous]y, topically, )
r el@h%pqlgn’ or\,@gp%meﬁ%{s ghppgl,@m?ryﬁe%g@;}lrp Iﬁg%ﬁ g@;-hwsge tgﬁpterla are

anycARad as eblohi2eml or@8linfs&ting f4er@ndi ng on the site were
bacteria are | ocalized as colonizers or as infecting

agents. Exanpl es of applications are capsul es,

t ap)GhSes OF abhicafihy BieSEasBlds S thbRES) SdraMys adrhink®dredl ise8Sensions or

suppositories, injections, eye-drops, Ointnents, )
acsahgiong/ subpoditedess  inections, ceye-drepsl Pinknentsi aeegsslf/nebulizers or

]]: g{ogﬁalllg&(ﬁyngbﬁﬁli&éreﬁ PR RAEXAMPIRE ofhical forAE Hhd D kdrAk!sBitable for

local delivery can be, among others, gels, creams, ointments, pastes, lotions,
solutions, sprays, lozenges, tablets, capsules, sachet, suspension, suppositories,
ovules, lacquers, cements, etc. depending on the site that is intended to treat and/or
is intended to reach and/or is intented to protect from colonisation, e.g., skin, mucosa,
eye, ear, mouth, nares, parts of the gastro-intestinal tract or of the upper-respiratory

tract, prosthetic devices.

The described compounds can be also incorporated in the cement and/or in parts of a

prosthetic device from which they are released in order to prevent its colonization.
Preferred applications are oraly, topicaly as well as eye drops.

The dosage used depends upon the type of the specific active ingredient, the use in
animal or human, the kind of administration and in case of application in man, the age
and the requirements of the patient. Generally, dosages of 0.01 - 50 mg / kg body
weight per day either as a single or subdivided in 2 to 4 doses per day are
considered. For liquid or semi-solid formulations, e.g. solutions, ointments, gels or

creams an apropiate amount of a formulation with a ratio between the active
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suppositories, ovules, |acquers, cenents, etc.
depending on the site that is intended to treat and/or

| SingrabiRAE afd ttRe fex@plRnBNE erar'\g% befweeh @'O‘I ‘% Fié QSt 9 bre considered.

from col oni sation, "e.g., ski nmucosa
nolhese desagss shquig be a@ﬁf"fl'srﬁ%'e@ @ﬁﬁf?f@blyﬁ't‘ dde I4I’dﬂse§ pa&:f#aydwhlch are of

Ofecfl%?al"h%g - AESRULRL Hbén@h%ﬁfd re@é@é'i&?/\?ér'o%sg@Wh%‘ﬁsare adapted to

escri conpounds can I'so i ncorporated in
trhod(vmhtaad@/gm in parts of a prost hetic device from
which they are released in order to prevent its
col oni zation. Preferred applications are oraly,
t ofhec ptepaedione Mithaconepoeinds op ormilikee| dalsa:getai[smrtomqg&i&nm or also
n

upon. t he, speci f ctive i ient . the .
e PR A et RLACRE, o IR SR P o ¢4l pontin a
I munatsee ob bindipigl ageatsi filling eéxciplents, tdarriengebsiartes lve diluents.

requi renents of the patient. Cenerally, dosages of

0.01 - 50 ng / kg body wei ght per day either as a

Si T eompositidrdi uutnkeeia Bbov& myébe:leemmuswed dﬁ)érﬂérél oral form or in
consj de ed. For %ﬁn‘g or sen - [sorrru at ,

o GBIBGPY khas eI rAIABESS, GaPLNG paRsHIER ELR OB T, creams,
ar@h‘trrﬂen@ﬁ)r sudpenBidh&tih Miraasdl férnt A Qprbﬁt seedtally i form of supposi-
activeingredient and the excipients in ranﬂg bet we

u

0. lgries,; thess epmpounds may s e aﬁ%@étefﬁﬁ’saﬁ’én Pnfggmuscular or

adiiriNeteBLE fhridl 81geMABY of iRjedtabR biflieRes per day which
are of equal ampunts. As usual children shoul d receive

| ower doses which are adapted to body wei ght and age.

T%%?ﬁ?ﬁ&é%ﬁal%o@o@ﬂm%?%oﬁf‘alrf tﬂé'@éhﬁbobn&a& formula | as well

cont al nert excl nts or SO eXCl pl ents wt
anas Hhaeit e:hamwacze@tlcaﬂwt geceptablee saltprin groaination thh inorganic and/or

eX@{&EJ\I‘S exgi gféhg \ﬁl‘?gﬁ %Péquéha'; mg hgtmg’ééﬁﬂbélgra@{%ﬁ'gthﬁe lactose, maize

st ances or
or derlvatlves thereof talcum stearinic acid or salts of these materials.

For gelatine capsules vegetable oils, waxes, fats, liquid or half-liquid polyols etc. may
be used. For the preparation of solutions and syrups e.g. water, polyols, saccharose,
glucose etc. are used. Injectables are prepared by using e.g. water, polyols, alcohols,
glycerin, vegetable oils, lecithin, liposomes etc. Suppositories are prepared by using
natural or hydrogenated oils, waxes, fatty acids (fats), liquid or half-liquid polyols etc.
For the preparation of creams, gels, ointments etc. for topical and/or local appli-
cations e.g. polyols, oils, detergents, penetration enhancer, fillers etc. are used which

are known to someone skilled in the art.

The compositions may contain in addition preservatives, stabilisation improving
substances, viscosity improving or regulating substances, solubility improving sub-
stances, sweeteners, dyes, taste improving compounds, salts to change the osmotic

pressure, buffer, antioxidants etc.

The compounds of formula | may also be used in co-therapy with one or more other

therapeutics, for example with other classes of anti-infective agents to increase/



W%F%&@@b gel atine capsul es, emul sions, soluti

10

15

20

The conpositions outlined above may be administered in
enteral, oral formor in topical forme.g. as_tablets
RGLEP2006/011794
creans, ointnment or suspensiong, in intranasal form
i ke sprays or rectally in form of supposi tories.
The I&Rgﬁ%%ﬁ aﬁP%fe% ?;80@%” 6}' gét%'he% %%&ﬂ&@ﬁ?land cephalo-
ranuscu ar or raveneous f or
|mwuhab@lecapebhdesorqsunorbhesetepbeydm:seLamlneglycosmes macrolides, sul-
c 031t|o con ain.th ounds of formula |I as
moPFa'EQe§ﬁq Pr ﬁ%g eﬁ{‘ﬁ'%r %F@ggg(tept able salts in
conmbi nation with inorgani c and/ or organi c excipients
ch ar e us har maceuti cal industry. |ik .
1 St JBis VbR D Rpasg fispEayated 3 Elyating'afGior leansing
St xitioRs Canamrcﬂréﬁwfﬁgtl aisd/of cédiags aﬁﬁloeﬂacaiuers &ad/or cements and/or

gelatmecaslesveeabemls fats, liguid .

TPt B PG Bo RoOT I etecoRay St 8T prPnisn of Baderial colo-

pfrﬂi’a’ﬂoﬂtdf@ﬂe@fn WHILH ba®8sa edifisisiyivelBAd evéntualiireplicate causing poten-
saccharose, glucose etc. are used.

%Eﬁﬁfﬂ’ﬁe%\'ﬁ’ﬁs -prepared by using e.g. water, polyols,
alcohols gl ycerin, vegetable oils, lecithin,
| i posones etc. Suppositories are prepared by usi ng
naemBEounsis crfmr@gerl&e@cbeogwralkxasy@@es'ﬂa@ by rgastipg — as depicted in

(f $¢iRdme 1 gé’lb\? a Bhio-3- gﬁﬂﬂoq%rﬂ%bxzhﬁerﬁﬁ fsocf#?faté BE corresponding

preparation o creans, tsetc
tqphemal—thm'rmbbmndte)o&rforawm llacaith @an3-halogh-triffudrpaiethyl-eniling Illa (see

1<t SRt Reh el e ORECR R e B sthgadi of formua b

TheanC BETsEIbled OREh r&gs -hafps-grifludromathgl) phery t|)socyanate or 3-halo-5-(tri-
preservatives, stabilisati i mpr.Qvi ng . subst ances
D1 Gesameii rprogeessnag it id Ty Sne i aLhe General formula L.

solubility inproving sub stances, sweeteners, dyes,

taste inproving conmpounds, salts to change the osnotic
pressure, buffer, antioxi darfchemmec!
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The conpounds of formula |I may al so be used in
co-therapy with one or nore other therapeutics, for

gﬁth ot her classes of anti-infective ESHﬁPngEU"“
i ncrease/ conpl ement their anti g nfective spectrum of
action, e.g. penicillins and cephal o sporins;
gl ycopepti des; quinol ones; getracyclines;
am nogl ycosi des; nacrolideggxgﬂFppﬁﬁanides etc. or
?“ALMD&%%.S- anti protozals etc. Conpounds of this
i nventron cah be al so incorporated in cleaning and/or
cl eansi ng sol uti ons and/ or dressings and/or coatings

a [l u and/ ar_cenents and/or parts of a
pﬂ@?h@t@@ﬂﬁbﬁ&ma&?'d%ecol oni zati on and/ or prevention
of DM8Ct Bimeathylcalfoxidé zat i on of sites in which bacteria
c uryjive and eventually replicate causing poten
t?lgtlos'ol“ﬁ Ek’yfﬁ(fet%ﬁf ections. Conpounds of formula | can
bemgemasakpactdyetripesi zed by reacting - as depicted in

Schene 1 bel ow - a

4-&%%1"59'???@?9%\"6@’}?{)5 - phenyl -i socyanat e or
COTBMEPRAMBIY MétaMEthdrhi oi socyanate of fornula Ua,
with a 3-halo-5-trifluoronmethyl-aniline |Ha (see al so

exPdfi IRROYIOR%RR ) . Alternatively a

4- hadsané-€ididHelkigg omet hyl ) -ani line of formula Ho can
be coupled with a

3-$#4f 83t9rateqd i f | uor onet hyl ) - phenyl - i socyanat e or
3-Bab8mIembéiatdrwor onet hyl ) - phenyl -t hi oi socyanate | Hb
to yield derivatives of the general formula | . Schene
1 BxAnpeacsiomprxterg at i ons: DMF: N, N-Di net hyl f or mani de
DMSO Di met hyl sul foxi de Et CAc: Ethyl acetate MS: Mass

spectronetry
N H Br
“YIY
(0]
Cl

1-(3-Bromo-5-trifluoromethyl-phenyl)-3-(4-chloro-3-trifluoromethyl-phenyl)-urea

Example 1

To a solution of 3-Bromo-5-trifluoromethyl-aniline (743 pl, 5.25 mmol, 1.05 eq.) in dry
dichloromethane (20 ml) was added 4-Chloro-3-(trifluoromethyl)-phenylisocyanate
(1.11 g, 5.0 mmol) at rt and stirred overnight. Then the r.m. was concentrated to circa
1/3 of the initial volume and the precipitated product was filtered off. Recrystallization
from TBME/cHexane yielded 772 mg pure product (33 %) as a white powder.

MS (ES’): 460.8.
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m xture Exanple 1 7

1-(3-Bronmo-5-trifluoronethyl-phenyl)-3-(4-chloro-3-tri

fluoronet hyl - phenyl )-urea To a sol uti on of

3 Bromo-5-trifluoronmethyl-aniline (743 m , 5.25 mmol,
%‘% @) in dry dichloronmethane (20 m) was added

4- 0023 (trifluoromethyl)-phenylisocyanate (1.1 1

g, 5.0 mol) at rt and %

r.m was concentrated’to

vol unme and the precipita

Recrystal lization fronk'TB

pure product (33 %9 as a white po

460. 8. Exanpl e 2 F

1-(3-Chloro-5-trifluoronethyl -phenyl)-3-(4-chloro-3-tr

i f1-(3chionotSatyifluptomehy)-phenyl-37(4-chloseB-trifluproréthy!- phenyl) urea

S-Chloro-S-trifluoronethyl-aniline (425 ni 3.1

1. DBasglufion af prplomqﬁ-t(lfil@rqmgthy\lﬁa@ll@gd@%ﬁ ul, 3.1 mmol, 1. 03 eq ) indry

g ﬁmﬂvﬁ v&a*srécfdeQr@rﬂsrtoWkthﬂ&p&ﬂéfthyl ?ﬁéﬁ%ﬂ?&c‘?aﬁﬁ@%@mg, 3.0

ter stlrrlng over ni ture
wamrrml)l Attercstimingrouerright mé rt(tn@mlx’wr)e wagediikted with @exane K109 mi),

{ WG R b HRE O Nend 7bo fAeddh) and
e e AR, orie VAR IaE O nd ¢ (Tho g an
ona@orbeda)n/\ﬁ:elhe irHeacao g7 lagnghromatography on silica with ¢ exane/T BME
(4:1 to 2:1) yielded 952 mg product (76 %) as a white powder.
'H NMR (DMSO) § 9.43 (s, 2H), 8.10 (d, J = 2.5 Hz, 1H), 7.84 (m, 2H), 7.69 (dd, J =

9.0, 2.5 Hz, 1H), 7.64 (d, J = 9.0 Hz, 1H), 7.45 (s). MS (ES): 414.9.

e initial
pr oguct filtered off.

Example 3
H H Br
Cl S

1-(3-Bromo-5-trifluoromethyl-pheny!)-3-(4-chloro-3-trifluoromethyl-phenyl)-thiourea
The title compound was synthesized according to the procedure used in example 2
starting with 3-Bromo-5-(trifluoromethyl)-aniline and 4-Chloro-3-(trifluoromethyl)-

phenylisothiocyanate. Yield: 86 mg (36 %).
MS (ES’): 474.8, 476.8.
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(4:1 to 2:1) yielded 952 ng product (76 % as a vvhite

1H NVR (DVMBO d 9.43 (s, 2H), 8.10 (d
7.69 (dd, J = 9.0, 2. 5“@“@96’011794
1H), 7.45g8(s). M5 (ES) : 414.9.
Exanpl e 3

1-¢34 D-5-trifluoronethyl-phenyl)-3-(4-chloro-3-tri

fl'uor onet hyl - phenyl )-thi ourea The title conpound was
syBiolagicaadsultsor ding to the procedure used in exanple

2 starting with 3-Bronmo-5-(trifluoronethyl)-aniline
anshtiniGobial susgeptibility testing was Ipeifprmed in accordance with the Clinical and

enyl i.sot Yi 86 36 %9. MS (ES
292?% 641 %@ﬁr@%@lﬂf (nggl ogi ch Sesul/% S ( )
Arltliriin;t aodi)lLabonra]twyc Spdnidardsi Ihgtltmtes(CLBE fovarerigNC Ol Bje Metmods for Di-
accor dance wit nical and Labotato
G ARGeibal SUSCanhiY afeRls A BapBre o Br) Bl ehBRPREN: Aproves
| nSthhdartie- Sﬁe‘ﬁlh Edi6ome2008). NTitlcs) andViedboeateryf Standards institute docu-
luti O&G%SI m crobial Susceptibility Tests for Bacteria
THEE Aerobical ly; Approved Standard - Seventh
E%t?é&ébo@&()(@)pne@ﬂmm@ms Wg@iﬁ%o@twwmn& aafRtgdted following the

Institute docu

pn%kﬁﬁ'ﬂﬁ?tﬁé olagy \ﬁ%@@r?égeptgn tp,qter%gg OCC éogh witheut plood was used.

foArﬂaﬂéMHitg HabBRris P JEBE4) oBlobBg okt We@%s@@cﬁbﬂlbwmg ¢t (formerly
Todd Hewitt Broth w t hout bl ood was used, Anaer

baNEEkPhgyidelings gxaept For ugingtaisioRiadl dijtieas inedylies Chaigren Broth
f oNét@Naf‘@oﬂnﬂteé fftSF Gﬁr%é{ L W%thﬁ@drd@‘%ﬁC@KSPWetﬁw@ﬂs for Anti-

using mcro brot h [utions in ki ns gren B

Namicortial wﬁpmmléxe Tfeétmsmof AnaanobicaBastefias rAPrsevasd ftagdard — Sixth

7.64 (d, J = 9.0 Hz,

(Ne&itron 20l RS @dcufitht M11-A6.
A) In vitro Antibacterial Activity of Compounds against representative
Pathogens for Nasal Colonization
(Minimum Inhibitory Concentration (MIC) in micrograms/ml)
S. aureus S. aureus | S. aureus | S. epidermidis
Example
ATCC 25923 | MRSA 101 | MRSA 39 MRSE 70
1 0.5 0.125 0.25 0.25
2 0.25 0.125 0.25 0.25
3 0.125 0.5 0.25 0.25
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reepr esent ati ve Pat hogens

(M nimum Inhibitory Concentration (MC) i
m cr ogr ans/ (dihimOm Inhibitotyr Qongebirdtot(MiCxih rictogrens/mf
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3. Conpounds according to clains 1

or CR,Inwieeo dintibXcteeipl ActivitysofRgmeounds against representative

Pathogens for Skin Infections

(Minimum Inhibitory Concentration (MIC) in micrograms/ml)

Example S. aureus | S. epidermidis | S. pyogenes | E. faecalis | P. acnes
MRSA 39 MRSE 70 GAS-1 VanB E80-8 6390
1 0.25 0.25 0.25 2 £0.03
2 0.25 0.25 0.25 1 <0.03
3 0.25 0.25 0.25 1 <0.03
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D) In vitro Antibacterial Activity of Compounds against representative

Pathogens for Gastro-Intestinal* or Dental** Infections

(Minimum Inhibitory Concentration (MIC) in micrograms/ml)

E.faecalis* B. distasonis* S. viridans**
Example
VanB E80-8 5770 UHC 7
1 2 05 0.5
2 1 1 0.5
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4. The conpounds according to any one of clains 1 to 3
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2. Compounds of formula | according to claim 1, wherein R? represents chloro.
3. Compounds according to claims 1 or 2, wherein X represents oxygen.

4. The compounds according to any one of claims 1 to 3
1-(3-Chloro-5-trifluoromethyl-phenyl)-3-(4-chloro-3-trifluoromethyl-phenyl)-urea,
1-(3-Bromo-5-trifluoromethyl-phenyl)-3-(4-chloro-3-trifluoromethyl-phenyl)-urea,

and pharmaceutically acceptable salts thereof.

5. Pharmaceutical compositions for the treatment of infections containing a com-

pound of any one of claims 1 to 4 and usual carrier materials and adjuvants.

6. Pharmaceutical compositions for the treatment of infections caused by aerobic
and anaerobic Gram positive and anaerobic Gram negative pathogens, con-
taining a compound of any one of claims 1 to 4 and usual carrier materials and

adjuvants.

7. The compounds of any one of the claims 1 to 4 for use as medicaments for the

treatment of infections.
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11. The use of one or more compounds of any one of claims 1 to 4 as active
ingredients for the production of pharmaceutical compositions for the treatment of

bacteria causing nasal, ocular, dental, gastro-intestinal or skin infections.

12. The use of one or more compounds of any one of claims 1 to 4 as active
ingredients for the production of pharmaceutical compositions for the sterilisation,
sanitation, antisepsis, disinfection, decolonisation or prevention of colonisation of
the skin, gastro-intestinal tract or the nasal, ocular or dental area or any type of

prosthetic device.

13. A process for the manufacture of pharmaceutical compositions for the treatment
of infections containing one or more compounds as claimed in any one of claims
1 to 4 as active ingredients which process comprises mixing one or more active

ingredient with pharmaceutically acceptable excipients in a manner known per se.

14. A process for the manufacture of pharmaceutical compositions for the treatment
of infections caused by aerobic and anaerobic Gram positive and anaerobic Gram
negative pathogens containing one or more compounds as claimed in any one of
claims 1 to 4 as active ingredients which process comprises mixing one or more
active ingredient with pharmaceutically acceptable excipients in a manner known

per se.



