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' Wei ght and mor e breferabl y from0.01 to.0.1 nﬁ/ kg body wei ght. The
follow ng exanples are intended to illustrate and not to limt the scope of
- the present invention. Un- |ess ot ted all parts therein are by
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filtered off and the filtrate,
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CgHy [CeHs [0 jcu,  |CHy 1-0CH,, }4-0CH, (cH,),
50 3PCGH, |3FCGH, |H  [CH, CHy 3-cl (cu),
3FCGH, ICGHy [0 [, c:-xa 3-c1 (cH,),
3FCH, |3CICH, B |cH, CH, 3-c1 (cH,),
55 Cs |Cells [B | - |cHy 3-Cl1 (cn,),
Ce [CeHs [0 |H H 3-cl (cu,),
_ Cely [CeHs  |H |cHg CH, 2-cr,y - [3-C1 cn(ag)-mﬂ
60 .
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i t hdrawal response was eval uated during a 10 seconds period after the
mrersion. [err] values in ng/kg bggp seigggivere determned as 25 that
dose of the test conpound capabl e of suppressing in 50%of the test aninals
th@.‘typl cal tail with- drawal response during a tine period exceeding 10
- seconds. Sapgl LA HESeLPt @l ned for a conpound of the present invention
BrOpNenyT I 4- hydr oxy- N, N- di-mret hy! - [err]-diphenyl - 1- pi peri d-
i nebut anarﬁzdm.l(_i e. loperanide) are also gathered in table 1. Fromthese
, EDso-v ?9 #Ifg QE concl uded that the prior.-art conmpound antagoni zes
~the tyg e thdrawal reflex, while the conpound 1 does not show
“such acti vi FemaleEWRtapta werdised menﬁyht Gacmﬁnimaowwtéaxedﬁﬁraﬁambawﬂi\m&ta&ueﬂ ats
wer e treatdosp ofitherompeund tonbedented rters%%dﬂutar'mrﬁw of qastoredil orall err]

\5/8!’/ougfs rﬁ;vhtce%m p&se:g% %ﬁ dﬁﬂﬁls w%mm@m% f_t he

present i rpesenti dnoversionl hnrn‘r! for ( Meldgquomp my:’% N ﬂﬁnyﬂmlphényl- -p@esndénebu-

di met hyl - WFG ung J 858 reypide qnd ahich i deseribad i ptental so
|IStedé n éqggc%ezgp S@g%\ﬁl 40 ues it can be concluded that the
corrpounds Eamgie® present invention show a decreased toxicity. Determnation
of the saf et rrargl n and antidiarrheal specificity. 45 The safety margin
for the arffteftoF gHinds on was determined as the ratio of the [err] val ue

to they er r#erﬂéﬁ' WittaC s alené fhstbd! oveRhCadhdninfal Was!fodded intthRnéla! 'v\ﬂh ol dasiab
speci fity dasesof thetcompoundil baaste&erhe s Geateld rﬁtdsmer{a eutri to dividvel r ingnexgied. Af-t he

Tail Wt hﬁ% mipistration efthm@stm%@ %ﬁ iof E ‘fﬁ%%%l:@ﬁd joja cpast
These val EE osﬁgqu ot Mn f or
the angs ditrigk 3&%& thiWJsl &nupéua %fw atsyth@@p-éa il wpounds
of the prdmnltream\senunnonmeeerw dding 19 snacorids Said D sovRiuesbiained fora compound

" conpound. g'& rasept inventi lo yproxy-Db R Himetyt 6=“’€!9§‘i"&9r‘ “Aigetid- T3 |
Wt hdr a""alog g) %exld arezg%c dfﬁ 5 bit? ah o&ﬁbound anIaE'Jnl’zls hé ?glkal tail
antidiarr hmndrawasrpm flecthd gomjhamd 1 does not show suchiattivily/ Kg i n g/ kg

0. 095 |27 83 - 5.92 62. 3 : 29.8 1 0.21
>20.0 2L 28.3 135 >95 20 * | operamnide C.

COVPCSI TI QutebmithibiideBxid® The fol | owi ng formul ations exenplify typical

phar neaseut i cal conposi t i ons in dosage un| t for m Sui tabl e for s st emc

E o: Wisf
admi ni strath t"@n m dammals ?Beﬁst ant
i nventi onva,?;g 6%9&
rel ates t @imlaawadl-ﬂ i naﬁemh:&rr( )(leoroperamida) are also listed m table | From these val-

40  ues it can be concluded that the compounds of the present invention show a decreased toxicity.

'Example 8

ination of margin and antidiarrheal specificity.

:‘/Flled with water at a constant tenperature of [err]. The typical tail
[

The safety margin for the antidiarrheal action was determined as the ratio of the LDsp value to the
% EDso value obtained in the Castor Oil Test. The antidiarrheal specificity was determined as the ratio of
the EDso value obtained in the Tail Withdrawal Test to the EDso value obtained in the Caster Oil Test.
_ These values are also listed in table 1.
50 Both the safety margin for the antidiarrheal action and the antidiarrheal specificity of the compounds
of the present invention are superior to the same of the prior-art compound. _
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phar maceuti'cal |y acceptable acid addition salt thereof. 30 Exanple 9: ORAL
DROPS 500 Grans of the A l. was dissolved in 0.5 liters of

2- hydroxypropanoic acid and 1.5 |it ol y- ethylene glycol at
[e,r_r] After cooling to [err] there %éggmfi-‘agS liters of polyethylene
glgrgol 35 and the mxture was stirred well. Then.-there were added a

sol uti on of 1750 granms of sodiumsaccharinin 2.5 liters of purified water
and whil e stablen there were added 2.5 liters of cocoa flavour and

H
£
i

pol yethyl - ene glycol g.s. to a volunme of 50 liters, providing an oral drop .
solution conprising 10 mlligrams of the A . per m'IIiIiter The resultrng :

sol uti ons wasgFttetdTTto-Surtapl €, cont ai_ ner s. [ e 1? di%leu
SOLUTI ON 9 Gleamaound Castafy PLUTRLINLIESR) ise o &fﬂ_ ¥

4- hydr oxybengogg.e wepg, di ssot:nr din4lit- ersaotidjertheﬁg |§a¢¢iff|‘1€’eﬂ!wa er.
In 3 liters pf this ;# 1_}(%reﬂrssolvedfrrst 10 grams of

2, 3-di hydr oxlybu- tar?‘ c aci 3 and thereaafter 20 grans of the A |. |The
“latter sol utlon-was conhined withethe—i-arai-Aag—ds——pat-t-—of—tire~formgr

sol ution and 12 Iiters 1, 2, 3-propanetrio| and 3 liters of sorbitol 70%

solution werg % reto G anms of gpodi unggaccharin yerge di ss¢l ved
in 0.5 I"fterk of vvat g nd2m| Iliters oT rasp- berry and Z%n'llili ers '
of gooseberr} kssenc@®-ere adR¥-9The | at 283 sol ut¥on was coft? ned wi §h the _-

~forner, watef was added gq.s. to a volune of 20 liters providing an or
sol ution corr:)risi ng 20 mlligrams of the active ingredient per teaspodn (5

m'IIiIitzgrs). Hre—r-esmttTTy-sofutTom wWas r1r1ed 1 n sultabl e contalners. 50
Exanmpl e 11: CAPSUEE@“Z@G’G.HB of the Al., 6 grans sodium |l auryl sulfate,
6 Qrans st s | actose, 0.8 grans col- loidal silicon dioxide,

and 1.2 =&rate were vigorously stirred together. The

resul ting 55 The mrdmrrgrfammaﬁnm Uypithil pharinbdeumah domﬁdamada@odosayetua.b#oan Sasdkened
gel ating capsar#tem.lp inigtration lq"aglmmﬂlh@ﬂnmblemsm pce with thiipstant inveption.

i ngredi ent. L@W

A mxtugg o
was m xed 'fe,'v hum drfred with a solution of gram;

0 grans | actose and 200 grams starch

cel | ul ose (Mldelaloe u adiie® 2.5 litefs[RD) CoLOB BB and:

oi |l (Sterot mF{ eresu ﬁ 'w solitien cepprise Latioramit @ e A ets,
gi ving 10, on arnrng |grans of the active

I ngredi ant . | ution of 10 grans nethyl cellul ose (I\/Et hocel

60 HJerr]) rs of den rat d et anol there was
sol ution of émﬁ‘f ?ﬂ
mlliliterse a:dureeume aeaumbreuoa ea"rwrf thd re: aﬁ.@ of_

di chl or asret Mroéﬂwafmmﬁ sautm\ hrlld 12| htesr‘e!.&p musrofedirbﬂom%@oum vefe add-

Myet hyl er%ég? mrl were %@ﬁ@eﬁ Co 'tlalrl \:rtrasp-

di chl or onet o%rs\%m lh .ﬂ{@aﬁ}en

there were afddedwemﬁredﬁmpsteaépowgmmmwxmmé oA vas filléd rgst iners.

pol yvi ng® pycr ol 30 mlliliters of concentrated col our suspension

(Opaspr ay M@gﬂ%i and t he whol e was honogenated. The tabl et cores

wer e coat ed \ab Glanks bEthé A1LSB grdmsbotiénlialiystitateS56 ghant starch, 56 grams lactose, 0.8 grams col-
loidal silicon dioxide, and 1.2 grams magnesium stearate were. vigorously stirred together. The resulting

55 mixture was subsequently filled into 1000 suitable hardened gelating capsules, comprising each 20 milli-
grams of the active ingredient.

60  Preparation of tablet core

A mixture of 100 grams of the A.l., 570 grams lactose and 200 grams starch was mixed well and there-
after humidified with a solution of 5 grams sodium dodecyl sulfate and 10 grams polyvinylpyrrolidone
(Kollidon-K 80®) in about 200 milliliters of water. The wet powder mixture was sieved, dried and sieved-

65 again. Then there was added 100 grams microcrystalline cellulose (Avicel®) and 15 grams hydrogenated

sodi um dodec \ f pd 1 rroli don l] | d Ler'r])
in about 20Q f gu% ,mg %ﬁ&%m <=c,prr ed
and si eggd. was sti ntihermemsre sdidtion GrﬁmSgréﬁ\sC‘df ruu-

 fhpte eserpes oI5 & PR B OTUBIREr core



coating apparatus. 15 Exanpl e 13: | NJECTABLE SOLUTION 1.8 G ans net hyl
4- hydr oxybenzoate and 0.2 grans propyl 4-hydroxybenzoate were dissolved in
about 0.5 liters of boiling waterghgh égéééﬁ{lon After cooling to about
[err] there were added while stirring 4 grams | actic acid, 0.05 grans
propyl ene glycol and 4 grans of the A .. The solution was cooled to

room tema t:ﬂ)‘el“ufl térgtgx @P%f»ﬁg& ewf EVQ" %l)@tcglﬁprgss l}mtgjta%fés' %{ ér{g|1A 0 &28&2,8' Iogg

t 0 abouteatidohthinihg) €U mMilligvarh€o rams

grans prop | ene glycol and 4 grans of the Al The solution was cooled to
“roomgt e ture and supplenented with water for injectionqs ad 1 liter
VOl UITe,  GT/h BGutn SO0l rdr@ eyt doidibeb linethcadiTao Micle) 1P m:éré bf' &'ﬁ

sol uti orthemwassadded & sduhdn 3" bfaéih(deEell l&e%tﬁboéllaz c;:n l 1|ao £'| |1 ed

pol y- 3Qranat &fyﬁoweyughwaaie é}ﬁ030 ﬁi}' 1-
trigl yceai99®pand pg{%qwfeps'@# hag®Berfater. Thi tabletcores werd OGhtagivdtivthe thas miiturd inget her .
The t huL°HHe Paals M xture was pour ed into noulds at a tenperature of 37-

in ster |’P P W@PmmTESH&BZ Gmtlrwrs,q.a,a-pmmemblssol ved
in a,osolsgm a}gg m@%%ﬁ%@eﬁ%ﬁ faﬁ?fters
ili oR ! ( p

[erris t Exhrfyld INJEGTIAHLE 3s each containing 30 nilligrams of the active

|ngred|ent Clalms 35 1. Achemcal conp ound haV|n t he forrrula [err] a

phar macey ? 9 @ﬂ‘s Metectisselvad ip

i soneri qg%ﬂfré;} ‘?E%}E ﬁg" E%;"ﬁft eﬁﬁ? Mﬁ %‘?ﬂ? I“’e'e[acg?"i"]"”“é{ﬁﬁ""["ér r

ar e, 20eadhe sohgierpesste léla,mtﬁ@ater féM ilfectién. At Edolify tol €1 1 ]

[ er r] mgff@m mdmem Midrams laefiaircisg® e gr{ireer proraleke/diycolzing A glamet hy |

0 2 pr iutidh wa€ Edoled 310 le'lod s Faﬂ P om. bearhg said
welurh) giviay a ammafw%r%n"&&m Jmm. : uﬂmlf ﬁégriﬁ ejg 8y firation %a, Bdinyl ,

4 nn?sphéqviln;ﬂ")@ﬂdfﬂletﬁmaie@lfeqnﬁ]natISkyl) 4- rmrphol i nyl rad| cal; [err] |s phenyl

bei ng opt ik ted with up to 3 substituents sel ected fromthe

group cONSI STI g err]al kyl, [err]al kyl oxy, halo and

trifluor rﬁs@nhynbAlZwasmssuyaqmmrsdluHmom dnann 28-6|h ayuma&ednd.meiamzsr{umérg paad R2

are ‘TS’ot ,‘:",eten %"2( (WBePs %@ AmadBeor di ng
to cl al 108 ,feL 3W J\' \fm? ‘1‘(9(9?1\3-,7 or two
sub- sti tuent S i ndependent ly se ect e rom ang trit I uoromet hyl. 4. A

corrpgun&%or ding to claim1, wherein the corrpound is

trans- 4- (AxGtinidal QMM - 60 N N-di nethyl -a, a-di phenyl -

- pi peri di nebut a‘%a‘%p'ﬁ aV%?g’gw"g A pharmaceutical conposition conprising a
sui tabl e pharmaceutical carrierpand as active ingredient a therapeutically "
effegti ve anount of a corrpouﬁdit clainmgd in any one of claims 1 to 4. 6.

An anti-diarrheal phar maceut cen+a o] n conprising a suitable
pharmaceutical carrier 1a ) I ent effective anti-diarrheal
amount of a conpound as c ai Ife ny &cf clal m 1 to 4. 659 EP O

219 898 Bl vegetable oil (St#Fot e [€rr]). The whole was m xed well and
cgnpressed into tablets, giving 10,000 tablets, each containing 10
= 1 i gr a ceytiqally a@pptgt@e gcid@rditdn eattiand a stereochemlcally isomeric form thereof, wherein
is hydrogen or methyl;
Ar and Ar2 are, each independently, phenyl or halophenyl;
50 Al is -CH2-CHz- or -CH2-CH(CHa)-;
R! and R2 are, each independently, hydrogen, Ci.salkyl, phenylmethyl, or 2-propenyl or R! and R2
combined with the nitrogen atom bearing said R! and R2 may form a pyrrolidinyl, piperidinyl, C1-6-
alkylpiperidinyl, 4-morpholinyl or 2,6-di(C1-salkyl)-4-morpholinyl radical;
Ar3 is phenyl being optionally substituted with up to 3 substituents selected from the group consisting of
S5 Cy.ealkyl, Cy.calkyloxy, halo and trifluormethyl.
2. A compound according to claim 1, wherein Rt and R2 are both methyl and Ar! and Ar2 are both phenyl.
3. A compound according to claim 2, wherein Ar3 is pheny! optionally substituted wnth one or two sub-
stituents independently selected from halo and triflucromethyl.
4. A compound according to claim 1, wherein the compound is trans-4-(4-chlorophenyl)-4-hydroxy-
60  N,N-dimethyl-a,a-diphenyl-1 -plpendmebutanamlde N-oxide.
5. A pharmaceutical composition comprising a suitable pharmaceutlcal carrier and as active ingredient
a therapeutically effective amount of a compound as claimed in any one of claims 1 to 4.
6. An anti-diarrheal pharmaceutical composition comprising-a suitable pharmaceutlcal carrier and as

65 active ingredient an effective anti-diarrheal amount of a compound as claimed in any one of claims 1 to 4.




| 'ati ng 5 To a sol ution of 10 grans net hyl. cel I ul ose (Met hocel 60 HJerr])

n 75 mlliliters of denaturated ethanol there was added a solution of 5

rams of ethyl cellul ose (Ethocel ?‘1585@ gf]) in 150 milliliters of

i chl o- ronethane. Then-there were ag ed /5 mlliliters of dichloronethane

Ngw2.5 mlliliters 1,2, 3 propanetrlol 10 Grans of polyethyl ene gl ycoI was
| ten an ediiaﬁ t

ol ution gmmn Whé%ké:g% d.%“e%d% Et&%sgémﬁétg%glgﬁegﬁg éaaor'%r'ﬁ; " of
gnhesi um oct adecanoat e, 5 grans of polyvinylpyrrolidone and 30 mlliliters

f congen d col our suspension (Opaspray K-1.- 21090) and the whol e was

honogenat edro al&bnidn?d? h€ bram® Methyl BiLIBse(Mathceel 80/Hdd Fnhz?; nﬁnlh&b?s 89&%%& ure in
a coat i ng thapeas atides.a sbintion dF S grapis of At oéllthsEQﬁ' rhill loret hy!l
4- hydr oxy%@ Eﬁﬁ% E" %’bﬁg "’iﬁ' IE@%@M'@GM%F@DQMIOMM in
ool @ 5 ok e Sobert B e er L Foom éﬂaé @ mrg;;r}w%g;ggmrm
err] thegemswair @olpigipgholidohd @nd B30 Imii Illliﬂﬁ ion

br opyl en eggggmﬂ mawuolelwymamewmt The tahlet QOTGS EJSre ooaTddentB thé thus mlnaramrxmmm’n ®d to
foom tenp @a’%{‘ffd suppl enmented with water for injection. After cooling-

0 abogt Egimble 18 hREcTABLES@dARM Whi |l e stirring 4 granms |actic acid, 0.05

Jr ans propyl ene gl ycol and 4 rams of the A.l.. The solution was cool ed to

oom t enp A gramscaro earopylof-hydsy me dissodd In | i ter
/ol urre, g%ﬁg °'%$"%“ f@'ra%})c&fﬁﬁ%ﬁ °“’i’€°r° " VPP ﬂ"??f’ hilefiging

50l ut i20n Msomﬁaarvtalsleaoadt ivorh rthwa(ér‘lf&r iffection JARer ebafhghd | | €d

n steril Camvrervsre a@eawple@nrmnwmmme&@nﬂrmwm anc&%grglhsssol ved

n a sol uff ,;3,”& g&n %Qlélﬁ. & S .n..25 m | Jlters
o ith W

DQLy- 30 volurieNt lwﬁﬁ ulrh Mt@&afﬁﬁ%%&.oﬁﬁé

rigl ;ZéerMBSB(WndéiMmst%&orftwers}) s.. ad 300 grans were nolten together.

The 't hus Ws poured into noul ds. at a tenperature of. 37-

err] to ries each containing 30 mlligranms of the active

ngr edi ent .3 Gpkras Arlsw%dnéolveﬁ ircdsoiatiehadf 3 @RI 0,8-dHydrdxybutagediold@cill Mrasliimktelsold 2a

bhar nﬂEeu?‘l“ﬂ“&P I (% E’faeiafédﬁﬁlt'@h and, Iriglycerides aWEQpeoi 5% lop giscad B

someric gi@&'% W‘:ﬂf‘%ﬁ:}gﬁ ﬁ%‘?mqer%of[a Tr]

are, each |ndependen y, pheny an eny is [err] or

- CHz2- Gsﬁlém [err] and R2 are, each i ndependent |y, hydrogen [err]al kyl,
henyl*fet h err] and R2 conmbined with the nitrogen atom

gearr ng sarx g&'rc%oaﬁrf%&ﬁgﬁvn‘&qﬁefém% a pyrrolidinyl, piperidinyl, [err]

al kyl pi peridinyl, 4-norpholinyl er 2,6- di([err]- aaIkyI) 4- nDrphollnyI

radrc%; [err] is phenyl bean ptlonall substituted with up to 3

substituents selected fromth n%rp sir ng of 55 [err]al kyl,

[ err]al kyl oxy, halo and tréfi’ Ut / conpound according to claim1,

WMherein [err] and R2 are b h%ﬁyl .'l] and "A’2 are both phenyl. 3.

A cong%mnd according to cl ai ma, T n [err] i's phenyl optionally

substituted with one or two sub- stituents independently selected from hal o

fhad trifl %Mlatmee ly acdeptalﬂ(e acidguiditon daltand @ stereatbenticallyddotieria fdrm theheef, @hdneirt he
OI’

conmpound on 4- hydr oxy- 60

N, I\I—disgretﬁrff{' eﬁﬁ %ﬁ'ﬁ pne"yly% FH0Mb ¢ anan de, N-oxi de. 5. A

bhar rraceWranaIRZCmrmm inumndaﬁtrvphydﬁagﬂg CaeatikVij bisdayiBetif) aF ZReopstyl 6raf gnarfzi er and
hs act i v@omhlgnded#hethe nirogen eatoa bearing: sdlid §! @rfdf R tnay, fornp pymdiidiodl, peddyp @a8d as

cl ai med i e‘"ﬂ?m’b’l"ﬁﬁ%6'!'(@193'@')46‘0@#9#"!&7@?'@0| arr heal . phar maceuti cal
Conpogs t i &” ,gg,@,@;,‘;‘,’gaggumegmb HR PrERUBtiupnts; selected fromuihe a'rrtr’ coasisting of

2 A compound according to claim 1, wherein R! and R2 are both methyl and Ar! and Ar2 are both phenyl.

3. A compound according to claim 2, wherein Ar8 is phenyl optionally substituted with one or two sub-
stituents independently selected from halo and trifluoromethyt.

4. A compound according to claim 1, wherein the compound is trans-4-(4- chlorophenyl)-4-hydroxy-
N.N-dimethyl-a,a-diphenyl- 1-plpendmebutanamlde,N-omde

5. A pharmaceutical composition comprising a suitable pharmaceutical carrier and as active lngredrent
a therapeutically effective amount of a compound as claimed in any one of claims 1 to 4.

6. An anti-diartheal pharmaceutical composition comprising a suitable pharmaceutrcal carrier and as
active ingredient an effective anti-diarrheal amount of a oompound as claimed in any one of claims 1 to 4.

60
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65 active’ingredient an effective anti-diarrheal anmount of a conpound as § -
clainmed in any one of clains 1 to 4. EP 0 219 898 Bl 7. A nethod of -
~preparing a pharnaceutical conposi igpQiuig@8ggict eri zed in that a S £
therapeutical ly“effec- tive amunt of a conpound as defined in any of
c}*arms 1to:4-is intimtely mxed with suitable pharmaceuti- cal carriers.

S S i s B R

antl-dl ar réarsarriersedi CI ne. A process . or preparing a chem cal conpound as
cai ned |n ahy\;gmeoum:g% ?@ﬁv’&@ﬂmw a&em neN- oxi gating a -
pi peri &i ne ?!E%‘QD‘G :F' tmﬂ "ﬁg?%hﬂ&%#ﬂﬂd

reacti on-iggert 'so ven? e5| re conve“r‘tl ng the com pounds of

formula (I -o:ddaimaalpaﬂdmaafmulacal ly actlve non-toxi c acid-addition salt form
by treatnment with an 20 appropriate acid or, conversely, converting the
acid-alfition salt into the freetbase formvmth al kali; and/or preparing
stereochenical ly isoneric fornbltereof ., gRPat ent ansprkche 25 1.

Cheni sche Ver bi ndung der For{nﬁ'“o R on ' Cl112
R-r - CAk 11 Ar ~C-Alk - ) (11). Plz\ t 0 35 ein

phar maXeuti sch annehnbares Sauy.@addi arz oder el ne stereocheni sch
i somere Form hi evon, woin R Wasser st of f oder Met hyl ist; A’ und Ar2
vonei nandewith lmakdaaiclgn orﬁhiamsl'oxlddiara idad:h argj ih desiréd) convéilirlg theéOcom-

ieeTpévdva _
vs*zw% S e L,
I

zusamen mt ckst ofratom we hes das genannte Rl und das genannte
tragt, thnbmmeol i dinyl -, Piperidinyl-,. Cl_--AlKkyl piperidinyl-
4%rp£gnl [ n,y h?ng’gﬁ{vgbw@quc%&% aI kyl) - 4- rmrpho- l'i nyl -Rest bliden konnen

45 Ars Phén eﬁlvve Ise mt-bis zu 3 Substituenten,
ausgewdhit aus der aus G -s-Akyly C- Al kyloxy, Halogen und Tri 1 uor met hyl
best ehenden Gruppe, substituie®t®ist. 2. ¥er bi ndung nach Anspr uch 1, worin
Rl undseR2 bei de Met hyl sind und—m 2?pel de Phenyl sind. 3.

Ver bi ndung nach Anspruch 2,_\0 I st, c& wahl wei se mt einem
oder zwei Substituen- ten, %a _ hit aus’ Hal ogen und
Trifluormethyl, substituiert i8¢, . Ver bi ndung ‘nach Anspruch 1,
worin @i e Verb| ndung trans-4-(4- ChI or phenyl ) - 4- hydr oxy- N, N-di - -

met hyl - a, Sindhpmersytiech aonshmkeres FfiapBrAdiisnasAzcRdnr de Perposhemisgh ispmese frermcigPrsche
Zusam‘rensw&,ggm Aleifiig: € nen geei gneten pharmazeuti schen Trager “und al s

W r ksanen ABosd &8 &héndﬁluﬁhbhinbigPml&jérﬂﬁlbgdﬂbﬁ’emaﬁw I\/Enge ei ner Ver bi ndung
.nach eﬂnerﬂWrCﬂn—CHs-md@c-ﬁBz-ﬁHme-ﬂems di arrhoi sche

P et S . JTe e Ve cr et el i S o

Pyrrolidinyl-, Piperidinyl-, C:-s-Alkylplpendmyl- 4—Morpholmyl oder 2,6-Di(Ci-g-alkyl)-4-morpho-
linyl-Rest bilden kdnnen;
45  Ar? Phenyl ist, welches wahlweise mit bis zu 3 Substituenten, ausgewahlt aus der aus G1-s-AlkyI 01-3-
- Alkyloxy, Halogen und Trifluormethyl bestehenden Gruppe, substituiert ist.
\‘J 2. Verbindung nach Anspruch 1, worin Rt und R2 beide Methyl sind und Art und Ar2 beide Phenyl sind.

3. Verbindung nach Anspruch 2, worin Ar8 Phenyl ist, das wahlweise mit einem oder zwei Substituen- -
ten, unabhéngig ausgewéhit aus Halogen und Trifluormethyl, substituiert ist.

50 © 4. Verbindung nach Anspruch 1, worin die Verblndung trans-4~(4-Chlorphenyl)—4-hydroxy-N N-di-
methyl-o,a-diphenyl-1 -plpendmbuianamld-N-oxld ist.

5. Pharmazeutische Zusammensetzung, umfassend einen geeigneten phannazeutlschen Trager und
als wirksamen Bestandteil eine therapeuhsch wirksame Menge elner Verbmdung nach einem der An-
spriiche 1 bis 4. )

55 6. Anti-diarrhdische pharmazeutische Zusammensetzung, umfassend einen geelgneten pharmazeuti-
schen Trager und als wirksamen Bestandteil eine wirksame anti-diarrhische Menge einer Verbindung
nach einem der Anspriche 1 bis 4.
7. Vertahren zur Herstellung einer pharmazeutischen Zusammensetzung, dadurch gekennzeichnet,
daB eine therapeutisch wirksame Menge einer Verbindung nach einem der Anspriiche 1 bis 4 mit geeigne-
60 ten pharmazeutischen Trégam innig vermischt wird.
8. Verbindung nach einem der Anspriiche 1 bis 4 zur Verwendung als Arzneimittel.
9. Verbindung nach einem der Anspriche 1 bis 4 zur Verwendung als anti-diarrhdisches Arzneimittel.
10. Veriahren zur Herstellung einer chemischen Verbindung nach einem der Anspruche 1 bis 4, ge-
kennzeichnet durch N-Ox|d|eren eines Pnperidms der Forme!
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jchen Tragef und als wirksanen Bestandteil eine wrksane anti-diarrhoi sche
nge el ner Verbi ndung nach ei nem der Anspriche | bis 4. 7. Verfahren zur
rstellung einer pharmazeuti sche FZbl m et zung, .dadurch gekennzel chnet,
aB el ne ther apeuti sch w rksane I\/Enge el ner Ver bi ndung nach ei nem der
ngpLOche | bis 4 mt geeigne- 60 ten phar mazeut i schen Trageminnig

erm scht wi rc_l -8. Ver bi ndung nach el nem der AnsprCche 1 bis 4 zur
Yerwendung als Arzrieimttel. o%! Ver bi ndung nach ei nem der AnsprGche 1 bis
zur Verwendung als anti-di aHrh sches,®rzneimttel. 10. Verfahren zur

Herstell ung ei ner chem scheri ‘f/é\‘ i n @M ei nem der AnsprCche 1 bis 4,
ge- kéhnzeichnet durch N Qg dCexi&n-i neX Pi |§er| d| KEIXer Fornel 65 .. K
S,}IE EP 0 219 898 B1 .~~,{r~2~~~~ RORL GCNR2

R5 Ar C—AIk-N (). 12
A . Ar m it emme nqgani orgapikehen :i’amx-gmmmmhealmmnegm bbsunusreuttele{,nd, wenge
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i e T BT e o

aureaddlhemaﬁ&mmm durch Behandl ung mt einer entsprechenden Saure oder,
nmgekgh % - ren des Saureaddiltonssalzes in die freie Basenform m t
" eveeieons,

Al kal | stellen stereochem sch iso- nerer Fornen hievon. 15
Revendi cat 110Cnpdsé chimDOSantphur e ayant pour fornule 20

D3 ,ultOH3 OCH T s Ar -CAk - N

'(2520 o gt 2 r Ar 0 leurs sels
d addition d' aci des convenant ien armacige et lours formes isoneres _

st 6r eochi m ques, dans | aquel | él'"‘SU t m hydrogene ou un nel hyle; Arn
e- r2 sont chacun ind6penﬂahm4mkum phe ou un{ial ogbnophényl e; Al k est

Ci8- ou -CH2-CH(CHs)-; Rt k2 R2J ha%un i ndépendament un
hydrogene un al kyI e en CA-a A phkenyl n6t hyl e ou un 2-prop6- nyle ou Al et
R2, conbi pes azote p ant | es euvent forner
un’ radi cabR ﬁf}? e ey PP B BRTIA 1 Ky ST BBy o
4- nor phol Riggtuphyatbgéhe@u th éthiey| en Ci - e) - 4-norphol i nyl e; Ar3 est un phényle
facul tati AtéotérﬂsoMerlmdéeenim antis bén&eeuwubbuénmm&mes choi sis dans | e groups

constitue gg{&gc g”lﬁ kan _

trifl uoro E 6t Rz e e n‘baa %&%Q‘Q&mnt
t ous @B uXlidingle,pipé (dkyl Wm-slplpéd&hﬁe,mhblmylsoM(aMe merpholifyle; )
Conpose s&PGﬁI E 438 kyoxyen _s'um noetun ubs Hmﬁ'ﬁ'féanﬁéﬁﬁﬂ‘{i’aﬂ%ﬁent
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substit uepﬁ;gg endlcatlon 1,0l Rtet R2 sont tous deux un méthyle et Art et Ar2 sont tous deux
un phényle.
3. Composé selon la revendication 2, oli Ar? est un phényle facultativement substitué par un ou deux
substituants choisis indépendamment parmi halogéno et trifluorométhyle.
4. Composé selon la revendication 1, lequel composé est le N-oxyde de trans-4-(4-chlorophényl)-4-
hydroxy-N,N-diméthyl-a,o-diphényl- 1-p|pénd|nebutanamlde
5. Composition pharmaceutique comprenant un véhicule pharmaceutique approprié et, comme ingré-
45  dient actif, une quantité thérapeutique efficace d'un composé selon Pune quelconque des revendications

: j 1a4. .

/ 6. Composition pharmaceutique antidiarrhéique oer'iﬁrenant un véhicule pharmaoeuthue approprié et,
comme ingrédient actif, une quantité autcdlarrhélque efficace d'un composé selon l'une quelconque des
revendications 1 & 4.

50 7. Procédé pour préparer une oomposmon pharmaceutique, caractérisé en ce que I'on mélange intime-
ment une quantité thérapsutique efficace d'un composé selon I'une quelconque des revendications 1 & 4
avec des véhicules pharmaceuthues appropriés.

8. Composé selon i'une quelconque des revendications 1 4 4 pour 'emploi comme médicament.

- 9. Composé.selori I'une quelconque des revendleauons 1 & 4 pour 'emploi comme médicament antidiar-
rhéique.

18 Procédé pour préparer un composé chimique. selon Fune quelconque des revendications 1 & 4, ca-
ractérisé par la N-oxydation d’une pipéridine de formule

60
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substituants choisis i ndépendanment parm hal ogéno et trifluoron6thyle. 4.
Conpose selon | a revendication 1, |oquel conposa est le N-oxyde de -
trans-4-(4-chl oroph6nyl)-4- hydroxyg you% -a, a- di phényl -

- pi_peri di nebut anam de. 5. Conposition arnaceutrque conprenant un vé6hicul e
pha(paceutique<appropri 6 et, comme ingre- 45 dient actif; une quanlite

t herapeuti.que efficaoe d' un conposG salon | ' une quel conque des

revendi cations- 1 A 4. 6. Cowposjh on pharnaceuthue anti di arrh6i aue
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