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Re: P1.- AC -

1. Me refiero al memorial de sustltucién de poder presentado a ese
Despacho el 31 de Agosto de 2004.

2. Por medio del presente, atentamente me permito manifestar a ese
Despacho, que hubo un cambio de Representante Legal para todos los
asuntos de la Propledad Industrial en Bogotd de JANSSEN
PHARMACEUTICA N.V., una sociedad organizada y existente de
conformidad con las leyes de Bélgica, domiciliada en Beerse, Bélgica.

3. En consecuencla, atentamente solicito a ese Despacho reconocerme
personeria, en este asunto, de conformidad con el documento de
Representacién Legal para todos los asuntos de la Propledad Industrial en
Bogotd de la sociedad JANSSEN PHARMACEUTICA N.V., otorgado a
favor de la SUSCRITA (ALICIA LLOREDA) y/o al doctor GUSTAVO
TAMAYO y/o al doctor IGNACIO SANTAMARIA y/o al doctor ENRIQUE
ALVAREZ de acuerdo con la copia debidamente autenticada ante Notario
Piblico que adjunto al presente expediente (Articulos 26 y 39 de la
Decisién 486 de la Comunidad Andina de Naclones).

4. Anexo al presente acompafio fotocopia, de

(a) Documento que acredita a la SUSCRITA y/o al doctor GUSTAVO
TAMAYO y/o al doctor IGNACIO SANTAMARIA y/o al doctor
ENRIQUE ALVAREZ en los términos del pardgrafo 1°. del
Articulo 543 del Decreto-lLey 410 de 1971, como
Representantes Legales en Bogotd para todos los asuntos
relacionados con la Propiedad Industrial de la sociedad
JANSSEN PHARMACEUTICA N.V., una sociedad organizada y



existente de conformidad con las leyes de Bélgica, domiciliada 3(1}

en Beerse, Bélgica;
(b) Certificaclén Notaria! expedida el 24 de Agosto de 2004; y

(c) Traduccién Oficial No. 2004-10-04-469 correspondiente a las
partes pertinentes del documento anterior, también
debidamente legalizada hasta por el Ministerio de Relaciones

Exteriores bajo el nimero 268641 de 4 de Octubre de 2004.
5. Finalmente, llamo la atencién de ese Despacho al hecho de que la
copla auténtica del documento que me acredita para actuar como

Representante Legal de la socledad peticlonaria, reposa en el Expediente
numero 98-067.209.

6. Ruego a usted tomar atenta nota de lo anterior y continuar con el

trémite correspondiente.

Sefior Superintendente,

"“‘Qhuu\
LICIA LLOREDA RICAURTE

T.P. 53.215
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'Los abajo ficmados, JANSSEN PHARMACEUTICA

N.V.. :1a sociedad organizada y existenla de
conform.dad con las leyes de Bélgica.

con domicliio an Turnhoutseweg 30
B-2340

Beerss, Bélgica.

nombramas por of presente a ALICIA LLOREDA ylo
GUSTA/O TAMAYO y/o IGNACIO SANTAMARIA
ylo ENRIQUE ALVAREZ, domicillados en Bogoid,
Calombia, con oficinas en dicha ciudad, Calla 72 No.
5-83, piso 60., nuestros represenianies legales y
verdadoros en Bogold, con faculiades para reclbir
notificaciones y nombrar apoderados judiclales o
oxirajudiclales, con el fin de dar cumplimiento al
paragrafo 10. del erfculo 543 del decreto 410 de
1971.

Los doctoras ALICIA LLOREDA yo GUSTAVO
TAMAYO ylo-IGNACIO SANTAMARIA yfo ENRIQUE
ALVAREZ, o los apoderados que cuakquiera de ellos
designe, quedan especialmente facultados para
representarnos ante las autoridades colombianas,
adminisirativas, judiclales o de policia, en todos los
trdmiles relativos a la propledad Industral, a cuyo
olcclo les facultamos para dar ante dichas
autoridades todos los pasos necasarics al objeto
indicaco; elevar aolicitudes, declaraclones, reclamos,
recursos y presentar daslstimientos; formular
descripciones, anmiendas, mitar el alcance de las
solicitucigs, presentar oposiciones y apelaciones;
instaurar  cancelacldnes, renunciar tolal o
parcialmente a los .registros, abonar todos los
impuesios: y cuotas "y electuar fodo olro pago
delarminado por la ley; racibir todos log documentos
y valorgs, dando el descargo respectivo; lUenar
cualasquiera otros requisitog y tomar, en fin, todas
las medidas que crayeren conducentes al resguardo
do nu~stros litersses; y en caso de producirse
oposiclén, pagando los antecedentos a los tribunales,
quedan facultados para tomar intervencién como
demandanies o demandados ante los Jueces que
sean compelentes, pudiendo Iransar, someter a
arbitros, desistir, perciblr y apelar, con todas las
domnds facultades que resulten necesarlas, y por el
presento declaramos deade ahora vilido y bueno
cuanlo dichos represantantes y/o los apoderadas que
cualquiora do ellos nombre hiclaren an nuesiro
benellclo.

Asimismo, facullamos a los doclores ALICIA
LLOREDA ylo GUSTAYO TAMAYO y/o IGNACIO
SANTAMARIA yio ENRIQUE ALVAREZ, para
solicitar en la Oficina de Propiedad Indusirial la
protocnlizacién de este documento y de cualqular
pode: ue cualquiera de ellos otorgue a nombre
nuestro,

Dado y lirmado

LUC QUAGHEBEUR
PROXY HOLDER

Vieas L W WALIREI A o Yask ALY 9 Z

The undersigned, JANSSEN PHARMACEUTICA
N.V., & corporation organized and existing under the
laws of Baiglum.

domiclled at Tumhoutseweg S0
B-2340
Beerse, Belgium.
hereby appoint, ALICIA LLOREDA andlor

GUSTAVO TAMAYO and/or IGNACIO SANTAMARIA
and/or ENRIQUE ALVAREZ, of Bogota, Colombia,
with offices in sald town, Cafle 72 No. 5-83, Sixth
Floor, our true and legal representatives in Bogotd,
with power 1o recelve notifications and to appoint
judicial or extrajudiclal agents, so as to comply with
paragraph 1o. of article 543 of dacree 410 of 1871.

Doctors ALICIA LLOREDA andlor QUSTAVO
TAMAYQO and/or IGNACIO SANTAMARIA and/or
ENRIQUE ALVAREZ, or the agents by any one of
them appolnted, are especially empowered fo
represant us belore the administrative, judiclal or
police authoritias of Colombla, in all procaedings
pertalning to Indusirial property, for which purpese we
authorize them to iake before the sakd authordties all
the necessary steps for the sald end; to flle petitions,
declarations, claims, recourses and withdrawals, to
draw up specifications; to file amendments, to limit
the scope of applicalions, file oppositions; file
canceliations total or parilally waive regisiratlons, to
pay all instaliments and effect all other payments
prescribed by law; to receive proper recelpts, to
comply with all other requirements and, in short, 1o
take all those neasures which they may deem fit for
the protectiol of our Interests; and :-In case of
opposition, whare the proceedings be passed over lo
the courts, W¢é authorize sald agents to act on our
behall, as cohiplainants as well as defendants, before
the com judges, with full powers,to make .
arrangemont®, 10 submit o arbltrators, 1o}desist, 1o
collect, 10 aﬁboal and, In short, with all suth further
powsrs as &yberaquired and we hereby declare
from now & as vglid and .good all that said
representatives and/or the agents by any ona of them -
appointed may do for our benefit.

We aldd authorize doclors ALICIA LLOREDA
andlot GUSTAVO TAMAYO, andlor IGNACIO

ﬁ‘andror ENRIQUEA) APy
for promonzn ion of this ‘Coauinasth Ariiih Bk poWeT 1 a
of aliorney ona of gignes PO W;‘:‘:’"""ﬁ
befora the O h of Indus) Wy m&zs‘;' o

Given and sldied this

UAN HANUI:'. -l(‘J'ENU M EINA L
HOTARIO

NSRS it 35

NOTARY SHOULD EXECUTE OTHER SIDE



CERTIFICADO NOTARIAL (SOCIEDAD)

NOTARIAL CERTIFICATE (CORPORATION)

Belglea Belglum C e e
{as {ss
Buru Beersa
Hoy de de 200 , comparecid On this day of ' 200 ,
, aquien conozcoy personally
de quien me consia que firmé el anlerlor documento, came

y quien debidamente juramentado declaré y dijo que
dles

de JANSSEN
PHARMACEUTICA N.V., la compaiiia nombrada en
el documento que antecede, una sociedad
debidamente organizada y existente conlorme a las
leyes de Bélgica, domicillada en la ciudad de
Beerse, logalmenlo consliluida para un poriodo do
duracién que aln no ha terminado, que ejerce su
objelo soclal; conforme a las leyes de Béigica,
que el declarante estd autorizado por dicha
Compaila para conferr este poder; que el sello
estampado por él al ple da tal poder, en nombre y en
reprosentacién de la exprasada Compailla, es el
sello oficlal da ella; y que el objeto para el cual se
confiere esta Instrumenio estd comprendido dentro
del de la socledad.
El suscrilo Notario ha vigto loa Estatutos de
Incorporaclién firmados en '
con fecha . Yy caorifica que de
conformidad con la legislacién de dicho Pals, la
anterior declaracién jurameniada es prusba
suficienle de que los hechos sobre que ella versa son
clertos o verdaderos, de lo cual da fe.

Notary Public (Notario Pdblico).

to me known, and knuwntometobemeporsonwho
signad the foregoing instrument, who belng by me
duly awom did depose and saythathe lsthe . .

«of JANSSEN
PHARMACEUTICA N.V., the company named within,
a Corporation organized and existing under the ‘laws
of the Beigium, domiciled at the City of Beerses,
logally constiiuted for a period of tenure not yet
expired, which exerclses [is corporate purposes
according to the laws of Belglum, that the deponent
Is authorized by said Company to confer this power of
atiomay; that the seal affixed hereunio by the
deponent In the name and on behalf of sak
Comporation ls the corporate seal thereof; and that the
purpose for which this Instrument Is granted Is
included within the corporate purposes of the
Company.
The underaignad Notary Public-has seen the articles
of Incorporation of sald Corporation executed at

, under date of
, and hereby
cortifies that under the laws of said County the
foregoing acknowledgment is sufficlent proof that the
facta thereln contained are true, which he attests.

Ao,
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APOSTILLE
Vosselaar

31/08/2004 :
7. Door de Federale Overheidsdiens Buitenlandse Zaken, Buitenlandse
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2. Deze openbare akie is ondertekend door:  Coppens, Jozef

3. handelend in de hoedanigheid van: Notaris
4. is voorzien van het zegel’ de stempel van: Notaris
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RECHTBANK VAN KOOFPHAIM.: L

AKTEN VAN ONDERNEMINGEN
NIEUWE KAAI €1 - 2300 TURNHOUT

GETUIGSCHRIFT VAN INSCHRIJVING

KOST:30.00 euro Rep.nr.2004.00307 ROR,426

De oré:rgetekende Oriffier van de Rechtbank van Koophandel, zitting houdende te Turnhout,bevestigt dat
de Naamloxe Vennootschap JAMSSEN PHARMACEUTICA (JANSSEM PHARMACEUTICA NV),met maatschappelijke zatel
te 233) Beorse,Turnhoutsewsg nr 30,ingeschreven is in hat handslsreglster te Turnhout onder nr 4,203,
en gekxand bij de Kruispuntbank van Ondernemingen ondsr nr 0403.834.160, werd opgericht voor het smbt
van No-aris ‘Farnand Dierckx te Turnhout op 23 oktober 1934. .

De vennootschap kan cok binnen hat kader van haar ondsrzoeks- en ontwikkelingsdivisie de hmdcllnm
*Johnson & Johnson Pharmaceutical Research & Development” gebrulken.

De vernootichapsnasm on do handelsbonamlng kunnon zowol afzonderlijk als somen gebruikt worden.

Het 1aatschappelijk kepitaal ven de vennootschap bedraagt vijftig miljcen tweshondardduizend
{50.200.000) Euro. .

De xmzatschappelijke doaelstelling is: alle handelingen dle rechtstraeks of cnrechtstresks verband
houden mat het watenschappelijk onderzoek, het sankopen, de fobricage, de conditionering of hat
wedarverpakkon, de vercegenwoordiging.het licenticgeven of het in licentie nemen,de verkoop, de
import en de export, het in huur geven en in het slgemeen het afslulten van alls mogelijke transacties
oet botrekking tot farmaceutische,fytofarmaceutischa, veterinaire, bioleogische, chemischa of
sanverwanto produkten, alemede medische, veterinaire, hospitsal- an leboratotariumbanodigdheden, van
electronische apparatuur en hun onderdelen, waaronder begrapen computers, bestesd voor commarcidle,
financidle an . industrifle ondernemingen, van ctextielwareén, voedingswaren, plastiekwvaren ' en
verpakkingswaren;het daelnemen, in de ruimste betekenis op alle mogslijke wijze in andere op te
richten of reeds opgerichte ondernemingen met gelijkaardig doel,diensvolgens over te gaan tot alle
handels of financille bewerkingsn ; roersnde of onroerandas, die rschtstreeks of onrechtstreeks mst hat
maatschappelijk doel verbandhouden, met inbegrip wvan het stellen van alle daden van behear en
beschinking strekkende tot verkrijging, handhaving, bescharming. overdracht,verkoop, licentisnamen an
in licentiogeven wvan alle octronien individuele en collectieve fabrieks- en handelsmarken en
auteursrechten, het vervoer voor rekening van derden. Van het doel is echter uitgesloten, het optradsn
als verheurder in financieringshuurovereenkomsten in de zin van hal: Koninklifk Besluit nummer 55
dd.tier november negentisnhonderd zevenanzestig.

Tot bestuurders van de vennootschap werden bencemd :

Collier Dirk, geboren op 16.02.1956, wonende te Fatantenlasn 20. B-2610 wWilrijk

Ds Chaifoy de Courcelles Didior, geboren op 19.11.1952, wonenda th Karel van Nysnlaan 4, B-2340 Eeerse

Yex Rané, geboren op 15.03.1951, wonende te Dorpsveldatraat 200, B-3290 Diest

Levwers Luda, 27.09.1951, wonende te Mussenburglei 120, B-2650 Edegem

Paps John A, geboren op 01.11.1950, wonends te 3 Stonehenge Lans! Bridgewater, NJF 08807, USA

Poterson Per, gesboren op 11.07.1944, wonenda te 380 Mountain Road, Basking Ridge, New Jarsey 079520,

USA
Poon Chriatina, guboren op 23.06.1952, wononde te 71 Library Place, Princeten, NJ 08540, USA

Shaffinld David, geboren op 24.09.1948, wonende te Sapphire Drive 10, West Windsor, NJ 08550, USA
Sheity Ajit, geboren op 20.05.1946, wonenda te Wielewaalstraat 11, B-2150 Vosselaar

var Reet Guataaf, gebosn op 02.10.1%45, wonende te Popullesreniaan 14, B-2460 Xasterles

ven Wenyenborge Ple:t, geboren op 27.10.1%38, wonends te Elkelenbargstrast 20, B-1700 Dilbesk

Weisman Harlan, geboren op 17.07.1952, wonende te Rosemont, Pennsylvania 19010, 759 Applegate Lane, USA

Er ward gaén vonnis tor faillletverklaring ulitgesproken en er werd gesn aanvraag ingediend tot het
beskozen van aan gerechtelijk skkoard.

Er ic ovendona geon akts tot ontbinding necrgelesgd, zodat deze venncotschap op vandaag rechtmatig
bes:aatr en de bovenstaanda gegevans julist zijn,
Ter corkondé wearvan het teganwoordig getuigschri

,wordc afgeleverd, te %wmmn.mm&&a.ew
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Wy, G.Somers, Recht borzitter van de Rechtbank van Koophandel, zmtng houdende,
authentick de handickening van de Heer J, Meyvis, griffier bij deze Rechtbank, hiervoor gakwu? ificeerd.

. Voorzitter
G.Somers
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I, Land: Belgi# L
2, Deze openbare akte is ondertekend door:  Van Havwaert, Yannick

3. handelend in de hoedanigheid van:  Ambtenaar

4, is voorzien van het zegel/ de siempel van:  FOD Justitle

Bruxelles
Yoor echt verklaard

5. Te Brussel 6.0p:  31/08/2004
7. Door de Federale Overheidsdiens Buitenlandse Zaken, Buitenlandse
Handel en Ontwikkelingssamenwerking
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TRADUCCION OFICIAL No. 2004-10-04-469 de un documento escrito en Inglés/
espafol, la cual para efectos del presente lleva el sello personal de Martha Lucia

Arciniegas M., Traductora e Intérprete Oficial en virtud de la Res 1523 /88 del
Ministerio de Justicia.

Legalizacién de un Poder de Representacion Legal conferido a ALICIA LLOREDA
ylo GUSTAVO TAMAYO, y/o IGNACIO SANTAMARIA y/o ENRIQUE ALVAREZ
otorgado por JANSSEN PHARMACEUTICA N.V.

Firmado por:
Luc Quaghebeur

Titular Encargado

Certificacion Notarial (Corporacion)
Certificacion por la cual se certifica |a firna precedente.
(fdo)

Notario Pablico
Jozef Coppens

Sigue legalizaciéon mediante Apostilla

P
AT EMERA VIR T M Sy TT A
f COMO "NOTARIO SEXYO DN CIMGULO %

Esta es una traduccion fiel y completa de su original en inglésirae ::" "1" .‘;"""5.'.'.‘3..‘?..;-‘
copia para futuras referencias Jﬁgggg:: e
z ,,;:5 0 T2004
* R _P"__-d?.a-xhi W, = 2
5 ~wid L YAl :
i‘i T "'ff"}%f 't f
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WAKTHA LUCIA ARGINIEGAS 12
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Traduccién oficial Nr 0465/04 del holandés al espafiol por Sylvia E. van Udeh, 9 q
traductora oficial

Visto para legalizacion por nosotros, Jozef Coppens, notario con sede en B-
2350 Vosselaar, Bélgica, de la firma de Luc Quaghebeur, Vosselaar el
24/8/2004.

Vosselaar, 24-08-2004.
Scllo redondo: Jozef Coppens, Notario de Vosselaar

APOSTILLA
(Convention de La Haye du 5 octobre 1961)
1. Pais: BELGICA
Esta Acta publica
2. hasido firmada por Coppens Jozef
3. actuando en calidad de Notario "
4. y estd prevista del sello de Notaria Vosselaar e
Alestada
3. en Bruselus 6. ¢l 31-8-2004 . .
7. por el Servicio Federal Estatal Asuntos Exteriores, Cuthercio Exterior y Cooperacién
al Desarrollo
8. bajo el nr: 9805040831267560
9.sello 10. firma
[fue firmado]
C. Melard

Sello redondo: Servicio Federal Estatal Asuntos Extériores, Comercio Exterior y
Cooperuacién al Desarrullo

ES TRADUCCION FIEL Y COMPLETA. raAN
Bogotd, 2 octubre 2004 1AL

RESOLUCION Ne. 1118
MINJUSTIGIA 1
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Traduccién oficial Nr 0464/04 del holandés al espafiol por Sylvia E. van Uden,
traductors oficial

JUZGADO DE COMERCIO
Acta de empresas
Nieuwe Kaai 41 — 2300 Tumhout

ACTA DE INSCRIPCION
Gastos 30 euros Nr rep 2004 00307 ROR 426

El suscnto secretario judictal del juzgado de comercio con sede en
Tumhout confirma que la sociedad andénima JANSSEN
PHARMACEUTICA (JANSSEN PHARMACEUTICA NV) con sede en
2340 Beerse, Tumhoutseweg nr 30, wmscrito en el registro mercantil de
Turnhout bajo ¢l no 4 203 y conocido en la base de datos empresarial bajo
el no 0403 834 160 fue fundada ante el notario Fernand Dierckx en
Tumhout el 23 de octubre 1934 La sociedad también puede utilizar el
nombre de “ Johnson & Johnson Pharmaceutical Research &
Development” dentro def marco de su departaemnto de mmvestigacidon y
desarrollo El nombre de la sociedad y la denominacién comercial pueden
utilizarse o bicn sca en forma separada o cn forma conjunta El capital

social de la sociedad asciende a cincuenta millones doscientos mil euros

D OTAR D SAFYS o

(50 200 000) El objetivo social es* todas las acciones que tgngaamrelacléns .

& DE HOBLTA HAGO um-

directa o indirecta con la mvestigacion cientifica, wmﬂg

fren X
-,

fabricacién, el acondicionamiento o el reempaque, la mpﬁ%ﬁh&

otorgamiento de licencias o tomar licencia, la venta , la
exportacidn, arrendar y en general cemrar toda clase de lrm&s‘ébﬁﬁd
relacion a productos farmacéuticos, fitofarmacéuticos, veterinarios,
biolégicos, quimicos o relacionados al 1gual que accesorios médicos,
veterinarios, hospitalanios y de laboratorto, de equipos electrdnicos y

m‘ 2004

%30

SYLYIA E VA N PERRZ

'R DJCON
or

NESOLUCION No, 1118
MINJUSTICIA 1908
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accesorios, Incluyendo computadores con destino a empresas comerciales,
financieras ¢ mdustriales, de articulos de textil, alimentos, articulos de
pldstico y de empaque, la participacién en el amplio sentido de la palabra

en todas sus formas posibles en otras empresas a fundar o ya fundadas con

un fin similar y con todas las implicaciones comerciales y financieras del
caso, bienes muebles o inmuebles que tengan una relacién directa o
indirecta con el fin social incluyendo todas las acciones de gestion hasta Ia
obtencién, mantemmiento, proteccidn, entrega, venta, obtencion y entrega

de licencia de todas las patentes, marcas de fibrnica y comerciales
individuales y colectivas y derechos de autor, el transporte por cuenta de
terceros  Sin embargo estd excluido del objetivo actuar como arrendador en
acuerdos de arriendo financieros en el sentido de la Decision Real no 55 del

10 de noviembre de. mil novecientos sesenta y siete.

Se nombraron como directivos de la sociedad a

Collier Dirk, nacido el 15 02 1956 con domicilio en Fazantenlaan 20, B-
2610 Wilrgk

De Chaffoy de Courcelles Didier, nacido el 19 11 1952, con domcilio en
Karel van Byenlaan 4, B-2340 Beerse

Hex René, nacido el 15 03 1951 con domicilio en Dorpsveldstraat 200, B-
3290 Diest

Lauwers Ludo, 27 09 1951 con domicilio en Mussenburgler 120, B-2650
Edegem L EORS Noraare e = 2
Papa John A, nacido el 01 11 1950 con domictho en 3 St nechane,
Bridgewater NJ 08807 Estados Unidos ug;j g 5 BT 200 4

Peterson Per, nacido el 11 07 1944 con domicilio en 380 Mquntalh oad,

Basking Ridge New Jersey 07920, Estados Unidos a. s ““““’.l'c‘. Lo

R SR G g
Poon Chnstine, nacida el 23 06.1952, con domicilio Library Place,
Princeron N1 08540, Fstados Umidos § i

SYLVIA E VA N PEREZ

TRADUCTOR RPRETE

or
RESOLUCI Ne. 11168

MINJUSTIOIA 1005



Sheffield David, nacido el 24 09.1948, con domucilio en Sapphire Dnive 10,
West Wimdsor NJ 08550, Estados Unidos

Shetty Ajit, nacida el 20 05 1946, con domicilio en Wielewaalstraat 12, B-
2350 Vosselaar

Van Reet Gustaaf, nacido el 02 10 1945 con domicilio en Populierenlaan
14, B-2460 Kasterlec

Van Waeyenberge Plet, nacido el 27 101938 con domicilio en
Eikelenbergstraat 20, B-1700 Dilbeck

Weisman Harlan, nacido el 1707 1952, con domucilio Rosemont,
Pennsylvania 19010, 759 Applegate Lane, Estados Unidos

No se emuli6 un fallo sobre declaracién de quiebra y no se entregd una
solicitud para llegar a un acuerdo judicial. Tampoco se establecid un acta
de disolucion de manera que a la fecha esta sociedad existe legalmente y la
informacién arriba mencionada es correcta

Se procede a expedir el acta en Turnhout el 23 de agosto 2004

El secretario
[fue firmado}

J Meyvis

Setlo redondo Juzgado de Comercio de Turnhout p——

[
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Nosotros, G Somers, Juez encargado Presidente det J ggej’CB
con sede en Turnhout declaramos que la firma del seﬂbg}; z

»

by

YL ntony
secretano ante este juzgado es auténtica. JUAN MANUEL SOTI 2

NOTAR)

B R R R

3
WS A AETESY IS W d £ ke

Tumbhout, 24 de agosto 2004

[fue firmado]
BYLVIA K V, EN FERRZ
presidente encargado, G Somers tapucrol s ifrgapners

NESOLUCION No, 1114
MiNJUSTICIA 1008
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Sellos

Visto por el servicio Federal estatal de Justicia para legalizacién de la firma
de G Somers Bruselas, 30-08-2004

El funcionario autorizado, Y van Hauwaert

APOSTILLA
{Convention de La Haye du § octobre 1961)

1 Pais BELGICA
Esta Acta pibhca
2 hasido firmada por Van Hauwaert, Yannick
3 actuando en calidad de funcionanio piblico
4 vy estd prevista del sello de FOD Justicia, Bruselas
Alestada
5 en Bruselas 6 el 31-8-2004
7 por el Servicio Federal Estatal Asuntos Exteriores, Comerci0 Extenor y Cooperacién
al Desarrollo
8 bajo el nr 9805040831267340
9 seflo 10 firma
[fue firmado]
C Melard

Sello redondo Servicio Federal Estatal Asuntos Extertores, Comercio Extenior y
Cooperacion al Desarrollo

ES TRADUCCION FIEL Y COMPLETA
Bogota, 2 octubre 2004 27
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SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO
DIVISION DE NUEVAS CREACIONES

2020
Bogota, D.C., 28 de febrero de 2006

Apoderado: Alicia Lloreda Ricaurte OchIo -~ g 503
ASUNTO Radicacion: 00-47280

Tramite 002

Evento 001

Actuacidon 430

Folios

Como resultado del examen de fondo, realizado con fundamento en el articulo 45
de la Declsién 486 de la Comisién de la Comunidad Andina, nuevamente se le
comunica:

Documentos estudiados:

¥ capltulo descriptivo, folios 05 a 121;

®capitulo reivindicatorio, follos 293 a 305;

€ 1° examen de forma, follos 270 y 272;

&raspuesta técnica al 1° examen de forma, follos 278 a 284,

&solicitud de la cual se reivindica prioridad, la traduccidn de su capitulo
reivindicatorio, folios 151 a 270;

€ 2° examen de forma, folio 325;
& solicitud del examen de patentabilidad 328 y 329.

Objeto de la Invencién:

El tituo de la invencibn es "DERIVADOS DE BENZIMIDAZOL E
IMIDAZOPIRIDINA COMO INHIBIDORES DE LA REPLICACION DE VIRUS
SINCITIALES RESPIRATORIOS".

El objeto de la presente solicitud se refiere a compuestos derivados de

3(heteraciclo}-3H-imidazo[4,5-b]piridine-2-amincderivado o amidoderivado; 1-
(heterociclo)-1H-benzimidazol-2-aminoderivado 6 amidoderivado; 3-
(heterociclo)-3H-imidazo[4,5-c]piridine-2- aminoderivado 6 amidoderivado; 1-
(hetrociclo)-1H-imidazo{4,5-c]piridine-2- aminoderivado é amidoderivado; 1-
(heterociclo)-1H-imidazo[4,5-b]piridine-2-carboxamide, con una amplia gama de
variacion del significado de cada uno los sustituyentes.

234
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Evaluacién de los requisitos de patentabilidad:

El articulo 14 de la Decisién 486 de la Comunidad Andina establece que: "LOS
Pafses Miembros otorgardn patentes para las invenciones, sean de
producto o de procedimiento en todos los campos de la tecnolog/a,
siempre que sean nuevas, tengan nivel Inventivo y sean susceptibles
de aplicacion Industriar".

En cumplimiento del articulo 14 de la Decision 486, se procedié a evaluar los
requisitos de novedad, nivel inventivo y aplicacién industrial, del nuevo con el fin
de establecer la patentabilidad de la invencion reivindicada en la solicitud en
estudio. Consultada la fuente de informacion con que cuenta este despacho se
encontré |os siguientes documentos:

ltem | Documento Fecha de publicacion Thulo
D1 EP00989139 25-enero-1984 Novel N<{bicyclyc heterocyclyl)-4-
piperidinamines.

D2 | EP000531 14-noviembre-1977 N-heterocyclyl-4-piperidinamines,
methods for their preperation and
phermaceutical compositions
compresing them.

D3 | EP0144101 12-junio-1985 Bicyclyc heterocyclyl containing N-
(bicyclyc heterocyclyl)-4-
piperidinamines.

D4 | EP0145037 18junio-1984 Five membered heterocyclic ring
containig N-{blcyclyc heterocyclyl)-4-
piperidinamines.

D5 EP0151824 21-agosto-1985 N-{4-piperidinyl)bicyclyc condensed
2-imidazolamine derivatives

D6 | EP015826 21-agosto-1985 4-(Bicyclic heterocyclyl}-methyl and — §
hetero-piperidines

D7 | EP0232937 19-agosto-1987 Anti-histaminic cmpositions
containing N-heterocyclyl-4-
piperidinamines

D8 | EP0285742 21-diciembre-1988 Novel N-(4-piperidinil)bicyclyc
condensed 2-imidazolamine
derivatives.

D8 EP0307014 15-marzo-1988 Anti-allergic 2-{(heterocyclyl alkyl)
imidazo pyridines and 2-(heterocycivi
alkyl) purines.

D10 | EP0207661 04-enero-1989 [(Bleyclic heterocyclyl)methyl and-

hetero}substituted haxahydro-1H-
azepines and pymolidines
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| D11 | EP0393738 24-octubre-1990 Hydroxyalkiyifuranyt derivatives
D12 | W08201687 | 06-febrero-1992 Novel oxazolyl derivatives
D13 | W08201697 | 06-febrero-1992 Novel substituted thiazolyl and
substituted pyridinyl derivatives

Evaluacién de Novedad:

El articulo 16 de la Decision 486 de la Comisién de la Comunidad Andina dispone
que: “Una Invencién se considerarad nueva cuando no estd comprendida
en el estado de la técnica".

En la solicitud en estudio reclama de rivados derlvdos de 3(heterociclo)-3H-
imidazo[4,5-b]piridine-2-aminoderivado o amidoderivado; 1-(heterociclo)-1H-
benzimidazol-2-aminoderivado 6 amidoderivado; 3-(heterociclo)-3H-
imidazo[4,5-c]piridine-2- aminoderivado 6 amidoderivado; 1-(hetrociclo)-1H-
imidazo[4,5-c]piridine-2- aminoderivado 6 amidoderivado; 1-{heterociclo)-1H-
Imidazo[4,5-b]piridine-2-carboxamide, con una amplia gama de variacién del
significado de cada uno los sustituyentes.

-Las anterioridades D1 a D13 ensefian procesos de obtencién y compuestos
derivados de derivdos de 3(theterociclo)-3H-imidazo{4,5-b]piridine-2-aminoderivado
0 amidoderivado;  1-(heterociclo)-1H-benzimidazol-2-aminoderivado &
amidoderivado; 3-(heterociclo)-3H-imidazo{4,5-c]piridine-2- aminoderivado &
amidoderivado; 1-(hetrociclo)-1H-imidazo{4,5-c]piidine-2- aminoderivado 6
amidoderivado; 1-(heterociclo)-1H-imidazo[4,5-b]piridine-2-carboxamide, con una
amplia gama de variacién del significado de cada uno los sustituyentes, al igual
que las composiciones farmacéuticas que los comprenden.

Estos antecedentes describen benzimidazoles fusionados con un anllio que tiene
las variables —A1-A2-A3-A4- con los mismos significados que la solicitud en
estudio al igual que sus andlogos bioisostericos que estadn sustituidos en la
posicién 2- con una derivado amino que puede ser 4-piperidina, via una amina y
también sustituido en la posicién 4 con un hertégiclil. eso indica que los
compuestos reclamados con la formula Markush (I) eran ampliamente conocidos
en el estado de la técnica al momento de presentar la solicitud en estudio.

En conclusién queda plenamente establecido que toda solicitud con falta de
novedad, obviamente no tiene nivel inventivo, puesto que dentro de la solicitud se
reclaman compuestos del estado de la técnica y por el mero hecho de que luego

6



45

EAS

se restrinja arbitrariamente, solamente para que no se intercepten con el estado de
la técnica eso no indica que se obtenga el efecto inesperado, respecto al arte
previo.

N° Reivindicaciones afectadas | Requisito afectado

D1 1a15 Novedad & nivel inventivo
D2 1a15 Novedad & nivel inventivo
D3 1a1b Novedad & nivel inventivo
D4 1a15 Novedad & nivel Inventivo
D5 1a15 Novedad & nivel inventivo
D8 1a156 Novedad & nivel inventivo
D7 1a15 Novedad & nivel inventivo
D8 1a15 Novedad & nivel inventivo
D8 1a15 Novedad & nivel inventivo
D10 1a1b Novedad & nivel inventivo
D11 1a1b Novedad & nivel inventivo
D12 ta1d Novedad & nivel inventivo
D13 1a1b Novedad & nivel inventivo

En cumplimiento del articulo 45 de la Decisién 486 de la Comisién de la
Comunidad Andina, se le indica que debe dar respuesta dentro del término de
sasenta dias contados a partir de la fecha de notificacidon de la presente
comunicacién. En caso de no dar respuesta al presente requerimiento, o

si a pesar de la respuesta subsistieran los impedimentos para la

concesion, se denegara la patente. Ya que en el examen anterior rehuso
adjuntar los documentos exigidos, completos.

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal e),
del capltulo quinto del tftu mero de la circular Gnica No. 10 de 2001.

ALIX CARI&!I, ZA CESPEDES DE VERGEL
Jefe de Divisién de Nuevas Creaciones

El anterior requerimiento fue notificado por fijacién en lista, de fecha

_ 16 MR g,

CONCEPTO TECNICO No EXAMINADOR TECNICO Cédigo No.202012




o Europesn Patent Office @ Publication umber: 0 099 139
Office suropéen das brevets A2

® EUROPEAN PATENT APPLICATION

@) Applicstion number: $3200852.8 @ua.':gg?’g:gmcmo 4
Date of fiing: 00.08.90 C 07 D 40904, C 07 D 41714

A 61 K 31/446
//C070307/66, C07D213/74,
C07D333/20, C07D403/12,
C07D211/58, CO7D4056/12,
C07D401/12, CO7D409/12,
CO7D405/14

@ Priority: 120002 US 37e2s () Applicant: JANSSEN PHARMACEUTICA MLV,
20483 US 2007TM Twrehoutsshasn 30
8-2340 Bosras{BE}

(®) Date of publiestion of spplication: (2 \nventor: Janssens, Prens Eduard
280154 Dullstla S48 Tinstraat 79

© Dmstgnssed Conrasting S B-2830 Banhalden(BE) :

AT BE CH D PR GB IT LI LU ML BE () inventor: Terremans, Jossph Leo Ghislanus
Lijstarstrant 11
B-2340 Bosrua{BE]

(@ wventor: Hene, Jozet Francls
Reotor de Remetrast B4

@ invenior: van Offervwert, Theophllue Tharsela JM.
Kardinaal Cardijniesn 83
B-2350 Vosselear{BE)

Novel N-{bloyelic hatercoyaiyl}-4-piperidnamines of te

Doaydem Prirsing Company L.
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WEAY IS CLAIMED IS:

1. A chemical compound having the formula

R 1

!

Wil [ A m,
N

a pharmaceutically acceptable acid sddition salt or a stereo-
chemically isomeric form thereof, whersin:

A is a bivalent radical having the forsula

=CH=CH~-CH=CH~ (a), i
~N=CH-CH=CH~ (b),
=CH=R-CH=CH- (e),
=CReCH-N=CH= (d), or )
~CH=CH~CH~HN- (o), '

whersin ona or two hydrogen atoms in said radieals (a) - (w)
say, each independently from sach vther, ba replacad by halo, lowsr
alkyl, lower alkyloxy, trifluoromathyl or hydroxy;

R iz a member selected from the group coasisting of hydrogen
and lower alkyl;

2! 1s & member selected fron the group consisting of
hydrogen, alkyl, cycloalkyl, Ar! aud lower alkyl substituted with
ona or two Arl radicals;

lz is a member selected from the group comsisting of
hydrogen, lower alkyl, cycloalkyl, {lowsr alkyl)-CO- and
Arz-:l.mr alkyl;

L i» a nenber selacted from the group consisting of
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a radicsl of formule

Het~C nz_-lf_l)' (£);

)
\—(cng,,

a radical of formula

Bat~C .nz'-!-u.u- (8);: and

a radical of formls

a.:-c.az.+-i-!-ub (),

wherein n is 0 or the integer 1 or 2;

8 is O or an integar of from 1 to 6 inclusive;

Alk {8 lower alimnediyl;

Yis O, §, ll3 or & direct bond;

X 1s 0, 8, CH-NO, or M%;

%Z 18 O, 8, NR° or & direct boud; and

Bat is an aptionally eubstitutad 6-membered hestarocyclic ring
baving st least ons nitrogen atom snd being optionally condensed
with an optionally substituted benzens ring, said Het being
connected to c.nz. on &4 carbon atom;

sasd B baing hydrogen, lower alkyl, (ArZ)lower alkyl,
2-lower alkyloxy-l,2-dicxoethyl or a radical of formals
~c(=X)~2%, 2° Betng hydrogen, lower alkyl, Ar?, Ar’-lower
alkyl, lowsr alkyloxy, Ar2—lower slkyloxy, mono- or di(lower
alkyl)amino, Ar*-lower alkylsmino or Ar’-lower alkyl(lower
alkyl)anine;

satd 2* baing hydrogen, lower alkyl, cysmo, sitro,
Arl-gulfonyl, lower alkylsulfouyl, lower alkylearbomyl or
Ar2-carbonyl; and

said ll.'5 baing bydrogan or lower alkyl;
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provided that Het is othaer than pyridinyl or monn~ or di(lower
alkyloxy)pyridinyl where L is a radical (g) wherein Y is IR3 or

where L is & radical (h) vherein X 18 O and Z is ll.s or a direct
bond; '

wherein Ar is a menbar selected from the group consisting of
phenyl, being optionally substitutsad with up to thras substitusnts
each independently salected from the group consisting of halo,
hydroxy, nitro, cyano, trifluoromethyl, lower alkyl, lower
alkyloxy, lower alkylthio, mercapto, amino, mono~ and di(lower
alkyl)amino, carboxyl, lower alkyloxycarbonyl and {lower
alkyl)=CO-; thienyl; balothisnyl; furanyl; lower slkyl substituted
furanyl; pyridinyl; pyrasinyl; thiazolyl and imidasolyl optionally
substituted by lower alkyl; and wherain Ar’ 1s a member selected

= aw e v—

‘from the group comsisting of phanyl being optionally substituted

with up to thres subatituents each independently sslacted from the
group consisting of halo, hydroxy, nitro, cyamo, triflucromethyl,
lower slkyl, lower alkyloxy, lower alkylthio, mercspto, amino,
mono— and di(lower aikyl)amino, carboxyl, lower alkyloxycarboayl
and (lower alkyl)-CO.

2. A chemical compound according to clain 1 wharein Het ia
a mamber selected from the group consisting of a pyridinyl radical
vhich is optionally substituted with one or two substituents each
independently selectsd fyom the group consisting of halo, smino,
nitro, cyano, sminocarbonyl, lowar alkyl, lower alkyloxy, lower
alkylthio, lower alkyloxycarbonyl, hydroxy, lower alkylcarbonyloxy,
h:z-l.mr alkyl and carboxyl; a pyridinyloxide radical optionally
substituted with nitro, a quinolinyl radical which is opticmally
substituted with & lower alkyl radical; s pyrimidiayl radical which
is optionally substituted with one or two substituents each
independently selectad from the group consisting of halo, smino,
hydroxy, lower alkyl, lower slkyloxy, lower alkylthio and
(Ar)-lower alkyl; a quinasolinyl redicsl which is optionally
substituted with a hydroxy radical or a lower alkyl radical; a
pyridazinyl radical which is optionally substituted with a lower
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alkyl radical or & halo radical; a quinoxalinyl radical which is

optionally substitunted with a lower alkyl radical; a pyrazinyl
radical which is optionally substituted with a halo radical, an
amino radical or a lower alkyl radical; a phthalssinyl radical
which is optionally substituted by a halo radical; and a
5,6—dihydro~4H~-1,3~thiazin-2-y] radical.

3. A chenical compormd according to claim 2 wharein L is a
radicel (g) oxr (h).

4. A chemical compound according to cleim 3 wherain Het is
other than an optionally substituted pyridinyl radical.

) 5. A cheaical compound selected from tha group consisting of
1-[ (4-fluorophenyl)methyl]-H~[1~[2~[(2-pyrimidinyl)awmino Jethyl |~
4~piperidinyl]-1H-benzimidazol~-Z-amine, the pherssceuticslly
accaptable scid addition salts and stereochemically isomeric forms
thareof.

6. An anti-allergic composition comprising an iunert carrier
material and as an active ingradient an sati-allergically effective
amount of a chemical compound as claimed in any one of claims 1 to
5.

7. An anti-allergic composition according to claim & which is
in an unit dosags form. .

8. An anti-allergic composition comprising an inert carrier

waterial and as an active ingredient an anti-allergieally effective

amount of a chemical compound selacted from the group consisting of
1~[(4~fluorophenyl)methyl]-H-[1-[2-[(2-pyrimidinyl)anino Jethyl]-
§~piperidinyl]-1H-benzimidezol-2-enine, the pharmecsutically
acceaptable acid addition salts and atereochemically isomeric forms
thereof.

9. A method of preparing an anti-allergic composition as
claimed in any oune of claims 6 to 8, characterized by mixing an
affective smount of a coxpound ap claimed in any one of claims 1 to
5 with an inert carrier.

10. A compound as claimed in any one of claims 1 to 5 for use
as an auti-sllergic agent.
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11. A chemical compound baving the formula

”q(t>7?(%l:}f(“nn'

a pharmaceutically scceptable acid addition salt or a
stereochemically isoumaric form thereof, wherein:

A' is —CH=N-CH=CH- (e)
~CH=CH-N=CH- (C))
~CH=CH-CH=N- (e), said N being attached to the

carbon atom in 4~position of the imidasole ring;

R is a menber selected from the group consisting of hydrogen
and lower slkyl;

11 is a menber selected from the group consisting of
hydrogen, alkyl, cycloalkyl, Arl and lower alkyl substituted with
one or two A:l radicals;

l.2 is a member salected from the group consisting of
hydrogen, lower alkyl, cycloalkyl, (lower alkyl)—CO~ and
Ar’~lower alkyl; aud

L' is a radical of formula -Alk'~CN, -Alk~Y'H, ot
=Alk~Y-C{=X)-Z'H

vherein n is 0 or the integer 1 or 2;

Alk 18 a lower alkanediyl radical having from 1 to & carbon
atoms;

Alk' is 2 lower alkanediyl radical having from 1 to 5 carbon
atousg;

Y1s 0, 8, MR or a direct bond;

Y' is 0, 8 or lls;
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Xis 0, 8, cn-loz Qr ll"; snd

2' 12 0, 8, or NR° ;

said B baing hydrogen, lower alkyl, (Ar’)lower alkyl,
2-lower alkyloxy-l,2-dioxoethyl or a radical of formuls
—c(=x)-%, 2% being bydrogen, lower alkyl, Ar?, ar?-1ower
alkyl, lower alkyloxy, Arz—lcnt alkyloxy, mono- or di{lower
alkyl)amine, Arz-lmr alkylamino or Arz-lont alkyl{lower
alkyl)smine;

said l‘ being hydrogen, lower alkyl, cyano, nitro,

Arz-snlfonyl, lower alkylsulfonyl, lower alkylcarbonyl or

Arz-carbonyl; and

said B’ being hydrogen or lower alkyl;
wherein Arl is a member salected from the group consisting of
phenyl, being optionally substituted with up to three substituents
each independently selected from the group coneisting of halo,
bhydroxy, nitro, cyano, trifluoromethyl, lower alkyl, lower
alkyloxy, lower alkyithic, mercapto, amivo, mono— and di{lower
alkyl)amino, earboxyl, lower elkyloxycarbonyl and (lower
alkyl)~C0-; thienyl; halothienyl; furanyl; lower alkyl substituted
furanyl; pyridinyl; pyrazinyl; thiazolyl and imidaxzolyl optionally
substituted by lower alkyl; and wherein Ar> {s & mamber selected
from the group connisting of phenyl beiung optionslly substituted
with up to three substituents each independently selscted £rom thas
group consisting of halo, hydroxy, nitro, cyano, trifluvoromethyl,
lower alkyl, lower alkyloxy, lower alkylthio, mearcspto, amino,
mono~ and di(lower slkyl)amino, carboxyl, lower alkyloxycarbonyl
and (lower alkyl)-CO.

12. An anti-allergic composition comprising an inert
carrier material and as an active ingredient an anti-pllergically
affective amount of a chemical compound as claiaed in claim 1l.

13. A procasz for preparing a chemical compound having the
forzmla

-]
[ 3 (m,
] .

=55
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a pharmaceutically acceptable acid addition salt or a stereochemically
isouariec form thareof, whereint

A 1s a hivalent radical having the formuls

~CH=CB--CH=CH- (a),
=N=CH-CE=CH~ (b), -
«~CH=N~CH=CH~ (e),
=CHuCH~N=CH~ (a), or
~CH=CH~CH=N~ (e),

vherein ons or two hydrogen atoms in said radicals (a) - (e) may,
each independently from each other, be replaced by halo, lower alkyl,
lower alkyloxy, triflucromethyl or hydroxy;

R is a member selected from the group consisting of hydrogen and
lower alkyl;

'y is s uember selected from the grouvp conalsting of hydrogem,

alkyl, eycloalkyl, Ar' snd lower alkyl substituted with one or two
Arl radicals;

lz is s menber selected from the group consisting of hydrogen,
lower alkyl, cycloalkyl, (lower alkyl)-CO- and Ar’-lowar alkyl;
L is a member selected from the group consisting of

a radical of formula

Bet-C B, - (£);
8 29 ’
Q)n

a radical of formula
ht-c.llz.-!-ﬂk- - (g); and

a radical of formuls
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Bat-C H, -Z-C-T-Alk~ (h),

vherein n is O or the integer 1 or 2;
s is D or an integer of from 1 to 6 inclusive;
Alk is lower alkanediyl;
Yis 0, 8, n’ or a direect bond;
Xis 0, 8, cn-loz or lll‘;
Z1s 0, 8, lls or a direct bond; and
Het is an optionally substituted G-membered haterocyclic ring
having at least one nitrogen atom and being optionally condensed
with an optionally substituted benzens ring, ssid Betr being
connscted to c.nz' on &8 carbon atom;
szid B° being hydrogen, lower alkyl, (Ar®)lower alkyl, 2-lower
elkyloxy-1,2-dioxoethyl or a radical of formuls ~C(=X)-&°, 26
being hydrogen, lower alkyl, Ar?, Ar’-lower alkyl, lower
alkyloxy, Ar’~lower alkyloxy, mono— or di(lower slkyl)amino,
Arz-lonr alkylamino or Arz—lmr alkyl(lowar alkyl)amino;
said n‘ being hydrogen, lower alkyl, cyano, nitre,
Atz-su.'l.fonyl. lower alkylsulfonyl, lower alkylcarbomyl or
Arz-carbonyl; and
seid B being hydrogen or lower alkyl;
provided that Het 1s other than pyridinyl or mono- or di(lower
alkyloxy)pyridinyl whera L is a radical (g) vherein Y is n3 or
wheve L is a radfcal (h) wherein X 1s O end Z is MR° or & direct
bond 3
whersin Arl is a weaber selected from the group conslsting of
phanyl, being optionally substituted with up to three substituents each
independently selected from the group consisting of halo, hydroxy, nitro,
cyano, triflvoromathyl, lower alkyl, lower alkyloxy, lowar alkylthio,
mercapto, smino, mono—~ and di(lower alkyl)amino, carboxyl, lower
slkyloxycarbonyl and (lower alkyl)-CO-—; thianyl; halothienyl; furanyl;
lowsr alkyl substituted furanyl; pyridinyl; pyrazinyl; thiazolyl and
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imidasolyl optionally substituted by lower alkyl; and wherein Ar” is &
pambar selected from the group consisting of pheuyl being optionmally
substituted with up to three substitusnts sach 1ndeglndnl:ly selacted
from the group consisting of halo, hydroxy, nitro, cyano, trifiuero-
mothyl, lower alkyl, lower alkyloxy, lower alkylthio, mercapto, amipo,

mono~ and di{lower alkyl)amino, carboxyl, lower alkyloxycarbonyl and
(lower alkyl)~CO, characterizad by

a) alkylating a piperidins of formuls

R -

<O

|
{I11)

with an intemediate of formula

ht-Ql (Z1)

in a resction-inart solwvent

wherein 1) Q2 is hydrogan and Ql' combipad vith Het, forms a
radical of formula L~W (II=a), seid W repressnting an
appropriate reactive leaving group auch as, for
example, halo, e.g., chloro, bhromo or iodo, or a
sulfouyloxy group, #.g. methylsulfounyloxy or
4-mathylphenylsulfonyloxy; or

2) Ql is a radical of formuls -c.az.-w'. said W' baving
the previously definsd meaning of W provided that, vhere s
in 0, W' may also reprasent a lowsr alkyloxy or lower
alkylthio group, and Qz is a radical of formuls

HN ’
\ez,),

24%
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thus preparing s compound of formula

mt-c.llzl-lc}z)n\ .@_H—LI:‘ (X-a-1); ¢_u-

Ql is 2 radical of formula -c.n,‘-w' and Qz is a

radical of formula HY'-Alk-, said Y' baving the previcusly
defined meaning of Y provided that Y is other than a
direct bond, thus preparing a compound of formula

mw.nh-!'-uwbl;‘rrl (1-a-2); or

'Ql is a radicsl of formula -csnz'-w' and Qise
-vadical of formnla HZ'-C(X)-Y-Alk-, said Z' having the
praviously defined mesning of Z provided that Z ia other
than & direct bond, thus preparing & compound of formula

R n1
X 1 y
' _ ¥ (I-a~3); or
ht-c.lz.-z -g-! Alk—-N iz | A '

Ql ie & radical of formula —C'BZ '-Y'l and Qz is a

radical of formula W-Alk~, thus preparing a compound of
formula

. F
Yl (I~e=2); or
BatC H, ~Y nt—nd}z;—l'f' I }

Q, is a radical of formula -c.nz.-z-c(x)-!'u and

357

. 34(?



93
94

95

96

97

98
99

100

101
102
103

81

Z58

N

HE f%ﬁ?'

0099139

Q2 is s radical of formula W-Alk, thus preparing a

conpound of formula

R 1
_E_ TN (I-a=4); or
bt-c'lz'-z Y -Alk ICDWI][ :A

b) resacting an intermediate of formula
lht-c.uz.-z'n ({IV)

with a piperidins of formula

x'-e-l-m-lbv—""

l:l.
] I[ A
lz ) |
)

(

ia a suitsble xeactfon—inert solvent, thus preparing a cowpound of

!gmh

-=-°.-z.-="§'*.:'““6;;fi‘|o

{I-b=1); or
c) reacting an internmediste of formula

Iht-c.lz'-l-o-x' (V1)
said X' baing O or S,
with a piparidine of formula
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104 in a suitable reaction~inert golvent, thus preparing a compound of
103 formula

Bat=C g, -m-!!-z--m-n’Z}h—(ID

(I-b-2); or

106 d) reacting an intermedigte of formula
Lo
107 Het-c.lz o (V1II)

108 with a piperidine of formula

(ViI)

109 in a suitable r;;et!.on-lnart solvent, if desired, after couverting the

110 OH-function in (VIII) in s suitsble leaving group, thus preparing a
111 compound of formula

ngz-c.nz_—it'-uk-l P—El'l_‘(;l

{I-e); or

112 e) reacting a piperidine of formula

B - -E‘ (III-2)
‘y

113 with a reagent of formula
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Bat=lower alkansdiyl-H (Ix)

in a suitable reaction~inert solvent, thus preparing a compound of
formula

e

117 £) eyeiodenl!uﬂ:ing an intersediate of formula

o

B

118 vith an appropriate alkyl halide, metal oxide or wetal salt in a

119 resction~inert solvemt; and, if desired, converting the compouwnds of
120 formuls (I) into a therapeutically active non-toxic acid-sddition

121 salt form by treatmsnt with an appropriate acid or, conversely,

122 converting the acid-eddition salt into tha free bhasa form with alkali}
123 and/or preparing stereochemically isomeric forms thereof.

1
2
3
4
‘s
6
7
s
9

l4. A process for preparing a chemical compound selected from the

group consisting of 1-[(4-fluorophanyl)methyl)-F-[1-[2-[(2~
pyrimidinyl)smino Jethyl ]-4~piperidinyl ]-1E-benxinidaxol-2-anine or s
pbammaceutically acceptable acid-addition salt thersof, characterized
by reacting N-[1~(2-sminoathyl)-4-piperidinyl)~1-(4~flnorophenyl-
mathyl)-1E-bensinidazol~2-amine or 2 pharmaceutically acceptable
aeid-sddition salt thareof with 2-chloropyrimidina in a suitable
resction~inart solvent; and, if desired, converting the componnds of
formula (I) into the tharapsutically sctive non—toxic acid-addition

10 galt form by treaatmsut with ac appropriate scid or, convarsely,
11 conwvarting the scid-sddition salt into the frae base form with alkalf.

-

BEA
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15. A proceas for praparing a chemical compound having the formula

(XVIII),

fl

a pharmaceutically accepteble acid addition salt or a
stereochenically isoneric form thereof, wherein:

A' ig ~CH=N-CH=CH~- (c)
~CHwCH-N=CH~ (d)
~CH=CH~CH=}~ (a), said X being attached to tha
carbon atom in 4-position of the imidaszolas ring;

R is a membar selected from the group consisting of hydrogen
and lower alkyl;
11 is u member selected from the group consisting of
hydrogen, alkyl, eycloalkyl, Arl and lower alkyl subatituted with
one or two Ar]' radicels;
lz is & member selected from the grouvp consisting of
bhydrogen, lower alkyl, cycloalkyl, (lower alkyl)-CO- and
Ar’-lower alkyl; and
L' is a radical of formula -Alk'-CN, -Alk-Y'H, BN s or

Ny,

=Alk-Y-C({=X)-Z'H

vharein u 1s O or the integer 1 or 2;

Alk is a lower alksnediyl radical having from 1 to 6 carbon
atous;

Alk' is a lower alkanediyl radical having from 1 to 5 carbmm
atoms;

Y £s 0, 8, MR or a direct bond;

Y' is O, 8 or llls;
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25 X 1s 0, 8, CE-HO, or W*; and

26 Z' is 0, 8, or lls H

27 said B> being hydrogen, lower alkyl, (ArZ)lower alkyl,

28 2-lower alkyloxy-l,2-dioxoethyl or a radical of formula

29 ~G(=x)-2°, BY being tydrogen, lowar alkyl, Ar?, Ar’~lower
30 .  alkyl, lower alkyloxy, Ar’-lowar alkyloxy, mono- or di(lowar
32 alkyl)smiuo, Ar’-lower alkylamino or Ar ~lowsr alkyl(lower
33 alkyl)smino;

34 said 14 being bydrogen, lower alkyl, cyano, aitre,
35  Ar’-sulfonyl, lower alkylsalfonyl, lower alkylcarbonyl or
36 Arz-carbonyl; and

a7 said ls being hydrogen or lower alkyl;

k1] wherein A.rl is a mesber selected from the group conaisting of

39 phenyl, belng optionally subatituted with up to three substituents

40 each independantly selected from the group consisting of halo,

i1 hydroxy, nitro, cyano, trifluoromethyl, lower alkyl, lower .
A2 alkyloxy, lower alkylthio, mercapto, amino, mono—- and di{lower '
alkyl)smino, carboxyl, lower alkyloxycarbonyl and (lowsr '
alkyl)~00-; thienyl; halothienyl; furanyl; lower alkyl substituted

fursnyl; pyridinyl; pyrazinyl; thiszolyl and imidasolyl optionally

substituted by lower slkyl; sod wharein Ar> is a member selscted

47  from the group consisting of phenyl baing opticnally substituted

48 with up to I;hrea substituents each iundependently selected from the

49 group consisting of halo, hydrexy, nitro, cyano, tzifluoromethyl,

50 lower alkyl, lower alkyloxy, lowar alkylthio, mercapto, smine,

51 mono~ and di{lowar alkyl)smino, carboxyl, lowar alkyloxycarboayl

52 and (lower alkyl)-CO characterized by N-alkylating a pipsridine of
formula

SE&EFrG

(III-a)

53 with a resgeot having the forwula L'-¥ in a reaction~inert solvent,

54 said W repressnting an appropriate reactive leaving group such ss,

55 for exsmple, halo, e.g., chloro, browo or iodo, or a sulfonyloxy group,
56 e.g. mathylsulfonyloxy or A-methylphenylsulfonyloxy; and, if desirved,
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converting the compounds of formula (I) into tha therapeutically

active non-toxic acid-sddition salt form by treatment with an

appropriate acid or, conversely, convarting the scid-addition salt
into the frea base form with alkali.
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Claims:

1. A chemical compound selected from the group con-
sisting of a N-hetercoyclyl-4d-piperidinamine having
the formula

and the pharmaceutically aocaptable acid addition salts
thereof, wherein
R is a member selscted from the group consisting of

hydrogen and lower alkyl)

! is a mambar selected from the group consisting of
hydrogen, lower alkyl, cycloalkyl, aryllower alkyl
and lower alkanoyl;

Izhammnew!mmmmhtuqo!
hydrogen, alkyl baving from 1 to 10 carbon atoms, aryl,
cycloalkyl and mono- and diaryl (lower alkyl):

l’hnmmmmtthgzoup

consisting of, halo, lowar alkyl, lower alkyloxy and
trifluoromethyl )

n is an integer of from 0 to 2 inclusive;

Q is a member selacted from the group consisting of
Ciand ¥ and

0005318 _

396
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L is g mamber salectesd from the group consisting of
lower alkyl, which is optionally substituted with up

to 3 substituents sach indspendently selscted from

the group consisting of halo, cyano, hydroxy, isothio-
cyanato, lower alkyloxy, aryl, aryloxy, arylthio,
arylsulfonyl, smino; lower alkanyl; aryllowsr alkenyl;
cycloalkyl, being optiomally substitutsd with a cyano
and/or an aryl group)

1=(aryllower alkyl)-lE-bensimidasol-2-yly and a radical
of the formumla -G Ny Vhetein

m is an isteger of from 1 to 6 inclusive; and

2 is a member salected from the group consisting of ¢, 5-
dibydro-5-ax0o-1H-tatrasol-1-yi, baing optioaslly substituted
in its 4-position by an aryl zadical or & lower alkyl zadical;
2, 3-dihydeo-1, 4=-bensodinxin.2.y]; 2, 3-dihydro-], 4-benzo-
dioxin-6-yl; 2, 3-dihydro-2-axo-1H-bensimidasel-1-y1; 2,3-
dihydro-3-oxn-4H-bensaxasin-4-yi; (10, 11 -dihydro-5H-di-
benso/p, §/cyciohapten-5-ylidens methyl; 4-morpholinyl;
1.piperidinyl; 1 -pyrrolidinyl; a radical of the formula
T.NRY)-, wherein

n"u.m«ummmmmuuq
of hydrogen, lower alkyl and aryllower alkyl; and

T is a mamber selected from the group consisting of
lower alkyl, aryl, aryllower alkyl, 1H-bens-
imidasol-2-y]; and

a radical of the formmla W- -(!).-. wharein

8 is tha integer O o7 1;
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X is a member salected irom the group consisting
of O sad -N(R%)-, said R® beiog & member selected
from the group consisting of hydrogen, lower alkyl,
aryllowsr alkyl, lower alkanoyl and aroyl; and

W is & member Selected from the group consisting
of lower alkyl,.aryl, aryilower alkyl, amizo, avyl-
aming, moso- and di{lower alkyl)amino, mono- and
dipryllowsr alkyl)amine, 1-piperidinyl, 1-pyrroli-
dinyl and 4-morphalinyl; -

wharein aryl as usad in the foregoing definitioms,

is a msmber sslected from the group comsisting of
phanyl, substituted phenyl, aaphthalenyl, thienyl,
halothisnyl, (lower alkyl)thienyl, pyridinyl, mono-
and di{lower alkyloxy)pyridinyl, furanyl and 1-(lower
alkyl)pyrrolyl: wherein sajd substituted phanyl is
phenyl having from 1 to 3 substituents each independent-
ly salectad from the group consisting of halo, hydroxy,
nitro, cyaae, trifluorosethyl, lower alkyl, lower
alkylthic, lowsr alkylsulfonyl, lower alkylsulfonyl~
lower alkyl, phenyllower alkylsnlfonyl, phenylsulfonyl-
lower alkyl, amino, mono~ and di-(lower alkyl)amino,
lower alkanoyl, a radical of ths formula n‘-cpnzp-o-.
wvharein

p is an integer of from 1 to 6 incinnive; and

l‘humnbor selected from ths group consisting

of hydrogen, amino, cysano, phenyl, aminocarbonyl.
mono- and di{lower alkyllaminoccarbonyl, lower alkyl.
oxycarbonyl, phenyllawer alkylaxycarbonyl, 4-morpho-
Uayleasbonyl lnuer aﬁr"i"’”‘“u" and lm.u.;
dinylcarbonyl, /and lnd:lello!th!ctlnhl-o-.
wharein
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of alkanoyl, phanylcarbonyl, phenyllowsr alkylcarbonyl,
lowez alkyloxycarbonyl, phasyllower alkyloxycarbonyl,
aminocarbonyl, phenylaminocarbony]l, mono- and &i-
(lawsr alkyl)aminacarbonyl,
-hmhmdwhmmuudnun’my

be optionally substituted with up to 3 substituents each
isdepandently selacted from the group conaisting of
hl.o cyano,_nitro, hvullkylulllwudkyh:rui
vherein said aroyl in the Gefinition of said X

represents arylearbonyl
vhersin said n:r.'l._ is as defined heresbowve.

2. A chamical compound salected from the group
consisting of 1- u-ﬂm:-t.mr-n-{:-mc-
Bethoxyphenyl)ethyl]-4-piparidinyl}-18-benriniazol-2-
amine and the pharmaceutically acceptable acid
addition salts thereof.

3. A chemiocal compound selsctad from tha group
consisting of 4-[2-{4-[1-(4-flucrophenylmethyl)-18-
benzinidazol-2-ylamino]-1-piperidinyl jethyllphencl
and the pharmaceutically acceptable acid addition salts
thereot.

4. A chamiocal ocompound selectsd from the group
consisting of §4-[2-{ 4-I1- (4-fluorophanylmethyl)-18-
bensinidazol-2-ylanino}-1~piperidinyl ]uwupmn}

banzsnsacetats and -the pharmaceutically acceptabls
acld addition salts thereof.
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5. A chamical compound selected from the group
oconsisting of {4-1:-{4—:1—«-nmmw)-n-
benzinidazol-2-ylamino) -1-muum:}.uynm}
sostonitrile and the pharmscsutically acceptable
acid addition salts thereot.

6. A cheniocsl oompound sslected from the group
consisting of ¥-[1-({2-phenylethyl)-4-piperidinyl)~-1-
(phenylmsthyl)-1B~bensinidascl~2-sning and the

pharascentically acoeptable acid addition salts
thareot,

7. An antihistaminic pharmaceutical composition
comprising an inart carrier material and as an active
ingredient an effective antihistaminic amount of a
chamical compound selectesd from the growp comsisting
of a F-haterocyclyl~4-piperidinmmine having the
formula

"'"b I:éj&“'”- @

az defined in olain 1 and the pharmaceutically
acceptable acid addition salts thereof.
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8. A msthod to prevent the relesse of histamine in
warsblooded animals, which comprises the systamic
adainistration to said animals of an effective anti-
histaminic asount of a chenioal compound selected
from the group consisting of a F-heteroccyclyl-4-
piperidinamine having tha formula

w&}n—( :O-m L @

a‘l

and the pharmsceutically acceptabls acid addition

$. A chemical compound bawving the formmla

vharein:
n‘h.mmmmmmmmoz
hydrogen, muxymmmmm-
carbonyl;
R is a mamber selected from the grouvp consisting of -
and lower alkyl:

is a member sslected from the group comsisting
of hydrogen, lower alkyl, oycloalkyl, aryllower alkyl
and lower alkanoylj)
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22 15 a mesber selectsd from the group ocnaisting of
bydrogen, alkyl baving £rom 1 to 10 carboa atoms,
aryl, oycloalkyl and mono~ and diaryl (lower alkyl);
2® is a member indspendently selsctsd from the group
consisting of, halo, lower alkyl, lower alkyloxy, tri-
fluoromathyl;

a2 is an integer of from 0 ¢to 2 inclusive;

Q is a maxbar selected from the group oconsisting of
CH and M) and vherein aryl as used in ths foregoing
dafinkions, is a member sslected from the group con-
sisting of phanyl, substituted phanyl, paphthalenyl,
thisnyl, halothisnyl, {(lower slkyl)thienyl, pyridinyl,
sono-and di (lower alkyloxy)pyridinyl, furanyl and 1-
{lower alkyl)pyrrolyl; wharein said substituted phenyl
is phanyl having from 1 to 3 substituents sach inde-
pendantly selectsd from the group ocmsisting of halo,
hydzoxy, aitro, cyano, triflucromethyl, lower alkyl,
lower alkylthio, lower alkylsulfonyl, lower alkyl-
sulfonyllower alkyl, phenyllower alkylsulfoayl,
phenylsulfonyllower alkyl, amino,mono- and di-(lower
alkyl)amino, lower alkanoyl, a radical of the ffighmula
n‘-c,n,p-o-, wharein

P is an integer of from 1 to & inclusive; and

2% 10 & member selected from the group consisting

of hydrogan, amino, cyano, phanyl, aminocarbonyl,

mono- and di(lowez alkyljlaminsearbonyl, lower alkyl-
exycarbonyl, phenyllower alkylaxyearbonyl, 4-morpho-
lisylcarbenyl, 1-piperidinylcarbonyl and 1.pyrroli-
dinylcarbanyl, lower slkenyl; and
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a radical of the formula R20-, whereln

R? is a mamber selacted from the group consisting

of alkanoyl, pheaylecarbonyl, phenyllower alkylcarbonyl,
lower alkyloxycarbonyl, phenyllower :.thrurhnyl.
aminocarbonyl, phenylaminocarbonyl,/ mouno- and di-
(lower alkyl)aminocarbonyl, ,

wherein said phenyl in the definition of said B may

be optionally substituted with up to 3 substituants sach
indepandently selected from the group consisting of
halo, cysno, =mitro, lower alkyl and lower alkyloxy.

10. A process for preparing a chemical compound
selected from the group consisting of a N-hatero-
cyclyl-4-pipezridinamine having ths formula

:.-ré)_- I:{Pg—m’)_ o

and the pharmacsutically acceptable acid addition salts
thereof, wharein

R is a mamber salected from tha group consisting of
hydrogen and lower alkyl;

n" is a nembar salectsd from the group consisting

of hydrogan, lower alkyl, cycloalkyl, aryllower alkyl
and lower alkanoyl;

2% is a member selected from the group comsisting of
hydrogen, alkyl having from 1 to 10 carbon atoms, aryl,
cycloalkyl and mono-and diaryl (lower alkyl);

2’ is » member independently salectsd from the group
consisting of, halo, lower alkyl, lower alkyloxy and
trifleocromethyl;
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s is an integer of from 0 to 2 inclusive;

0 is a member selacted from the group consisting

of CHand M3 and

L i3 s member salected from the group oconsisting of
lowezr alkyl, which is optiomally substituted with

up to 3 substituents each indapendently selected from
the group consisting of halo, cyano, hydroxy, iso-
thicoycsnato, lower alkyloxy, aryl, arylexy, arylthio,
arylsulfonyl, amino; lower alkenyl; aryllower alkenyl;
cycloalkyl, being optionally substituted with a oyano
and/or an aryl group; l1-(aryllower alkyl)-l1H-benzi-
aidagol-2-yl; and a radical of the formmla B-CHou~r
vhezein )

4m is an integer of frem ] to § inclusive; and

zu-m-mma&mmmdml-
dihydro-5-axo-1H-tstrasol-1-y]l, being optioaslly substitutad
ia §s 4-positicn by sa ary] zadical or & lower alkyl radical;
2, 3~dikydro-], 4-bangodigxin-2-yi; 2, 3-dikydro-1, ¢-beaso-

. dioxin-f«yl; 3, 3-dikydro-2-axo-1H-beusimidaszol-1-y); 2, 3~

dikydro-3-oxo-4H-bensoxasin-4-yl; (10, 11 ~dibydro-SH-di-
benso/3, §/cyclobaptes-S-ylidens knethyl; 4-morphalinyl;
1-piperidinyl; 1-pyrrolidicyl; s radical of the formula
2-!!(!‘)-. wharein '

n‘u-mwmmummnm
of hydrogen, lower alkyl and aryllower alkyl; and

T is a member sslected from the group consisting of
lower alkyl, aryl, aryllower alkyl. 1H-bens-
tmidasal-2-yi; and

- 364
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a radical of the formula '-ﬁ-(!)'-. wharein

X 1is a member salectsd fromm the jroup consisting
of O and <N(R%)-, said 2% veing 2 member salected

from the group consisting of hydrogea, lower alkyl,
aryllower alkyl, lower alkancy] aad azoyl; and

W is a maembar sslected from the group consisting

of lower alkyl,.aryl, aryllowsr alkyl, amino, aryl-

amiso, monc- and di{lower alkyl)amiso, mono- and
dipryllower alkyl)amino, 1-piperidinyl, 1-pyrreli-

dinyl aod demorphalinyl;

vherein aryl os used in the foregaing definitions,

is a member selected from the group conaisting of
phenyl, substituted phenyl, saphthalenyl, thienyl,
halothienyl, (lower alkyl)thienyl, pyridinyl, mono-
and di (lower alkyloxy)pyridinyl, furanyl and l-(lower
alkyl)pyrrolyl; wherein said substituted phenyl is
phanyl having from 1 to ) substituents each independent-
1y selected from the group consisting of halo, hydroxy,
aitro, oyano, trifluoromathyl, lower alkyl, lower
alkylthio, lower alkylsulfonyl, lower alkylsulfonyl-
lower alkyl, phenyllower alkylsulfonyl, phenylsulfonyl-
lower alkyl, smino, mono~ and di-(lower alkyl)amino,
lower alkanoyl, a redical of the forwula l‘-cplzp-o-,
vharein
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P 15 an integer of from 1 to § inclusive; and

I‘ is a mamber selected from the group consisting

of m.‘o amino, cyano, phenyl, aminocarbonyl,
mone- and éi{lower alktyl)aminocarbonyl, lowez alicyl-
exycarbonyl, phezyllowar alkylaxycarbenyl, 4-morpho-
lisylcarbomyl, 1-piperidinylcarbonyl and 1pyrroli-
dinylearbonyl, 1ower alkenyl; and ___

a zadical of the formala R10-, wherein

n"u.m salected from the group consisting

of alkanoyl, phesylearbouyl, phanyllower alkylcarbonyl,
lower alkyloxycarbonyl, phenyllower alkyloxycarbonyl,
M phanylaminocarbonyl, mono- and di-
(l-n:llkyl)lnhoﬂn-ﬂ. -

whersin said phenyl in the definition of said R | may

e optionally substituted with up to 3 substituents sach
independantly selected from the group comsisting of
balo, cysno, nitro, lpwer alkyl and lower alkyloxy: and
wherein said aroyl in tha definition of said X
Tepresents aryloarbonyl vherein said aryl is as
defined heresbove, characterized by

a) introducing onto a starting material of the formula

vherein R, a". l’. l’. n and O are as previonsly

defined, the desired I-substituent onto the piperidine

nitrogen by the application of art-known methods,
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i) preferably the introduction of said L into the
intermsdiate (Il) may be accomplished by the reaction
of (II) with an appropriate reactive sster of the
formula L ¥, (IIXI), wherein L is as -previcusly dsfined
and ¥ iz a reactive estar residue such as, for example,
halo, protonbly_ehlm or bromo, or a sulfonyloxy
residus such as, for exampls, methylsulfonyloxy or 4-
methylphanylsulfonyloxy, said condensation reaction
preferably being conducted in an inert solvent with
tha addition of an appropriate base, at slevated tamper-
ataras;

ii) when L in formula (I) represents a (2,3-dihydro-2-
oxo-1H-benzinidazol-1-yl)lower alkyl radical it is
appropriate to use a reactive ester (III) wvherein the
nitrogen atom in the 3-position of the 2,3-dihydro-2-
oxo-1E-benzinidazol-1-yl grouvp is substituted with an
appropriats protecting group, preferably a 1-methyl-
ethenyl group and removing said protecting group pre-
ferably by acid hydrolysis after completion of the
condensation reaction;

i1ii) when L represents a 2-aryl-2-hydroxyethyl or a
3-aryloxy 2-hydroxypropyl radical, the introduction of
said substituant into the intermediats (II} may
conveniently be carrisd cut by reacting (II) at an
elevated temperaturs with an appropriate oxirane of
tha formula

uﬂ-(oca,)_-A

(v)

S5

3.&’&’

.- nnl':i-':_‘n
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vherein m is O or 1;

iv) or compounds of formula (I) vhersin L represents
a 2-hydroxysthyl radical may be prepared by the
reaction of an appropriate piperidine of formula (II)
with oxirane, following the same procedurs as des-
cribed for the veaotion of (IV) with (IIX);

v) wvhen L is, at the point of attachment to the
piperidine nitrogen atom, a primary or sescondary alkyl
group, the compounds (JI) may also be prepared by the
reduoctive anination of an aldehyds or ketons corras-
ponding with the alcohol L-OB with a piperidine
derivative of formmla (II) following art-known pro-
cadures, preferably, a mixture of the aldehyda or
katone and (IX) in an appropriate organic solvent

is hydrogenatsd in the presence of an appropriate
catalyst such as, for example, palladium-on-charcoal;
vhen the piperidine derivative (II) is in the form of
an addition salt with a strong acid, e.g., hydro-
chloric or hydrobromic acid, it is appropriate to add
thereto a salt of a strong base with a weak acid, e.qg.,
sodivm acetata to bind said strong acid, and when (IIX)
contains groups that are themselves susceptable to
catalytic hydrogenation, e.g. when n’ represents an
arylmethyl group, it is appropriate to add to the
reaction mixture an appropriate catalyst poison, such
as, for example, thiophene;

vl) when L represents a radical of formula Bl mHons
vherein m is an integer of from 2 to 6 inclusive and
wharein 3 is as previously defined, ths compounds

of formiila (I) can also be prepared by the reaction of
(II) with an appropriate alkenyl derivative. l-c-nzn_l.
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according to art-known mesthods of carrying out similar
addition-reactions, e.g., by stirring and heating the
geactants togathar in and appropriate reaction-inert
ozganio solvent;

vij) when L represents a 2-(aroylmmino)ethyl radical
or a 2=arylethyl radical tha compounds (I) can also be
obtained by tha reaction of (II) with an appropriate
l-aroylaziridine or an appropriate ethenylarens,
respectively, said zeactions being preferably carried
out in an appropriate reaction-insrt organic solvent,
at elevated tamperaturas; oY

b} preparing compounds of formula (I) by the cycloda-

sulforisation of an appropriata thiourea derivative of
the formula

N
;_@T;u..m
R
A ]

{v)

S’n

i) said cyoclodssulfurization reaction being pre-
ferably carried out by the reactiom of (V) with an
sppropriate alkyl halide, prefesably iodomsthane in
an appropriate resction-inert organic solvent:

ii) said cyclodssulfurization reaction may be also
carried out by the reaction of (V) with an wint_.
matal oxide or salt in an appropriate solveant, pre-
ferably preparing the compounds of formula (I) by the
reaction of (V) with an appropriate Bg(II) or PB(II}
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oxide or salt, such as, for example, HgO, lgc13,
Hg(OAo),, PbO or PbiOAaly, or

iii) nutilising methanediinines, especially W, N'-
methanstetraylbislcyclo-haxanamine] as cyclodesul-
furizsing agents in suitable reaction-inert organic
solvents; or

c): mpltlu ocompounds of !onula {I) wherein R

is ot.lur: than hydrogen, said »é being represented
hyn and said compounds by the formmla (I-a),
ltmug!r-nmlmdhqmd (:I:) mtnn
is hyd.rogu (I-b), by introducing said »? a tccording
to art-known procedures;

i) preferadbly said compound {I-b) is reacted with
an appropriats reactive estar l.z.!, (VI), vharein
R’.and!mudnﬂud above, the reaction being
carried out under similar conditions as previously
described herein for the reaction of (II) with (III)
as describad in step a) 1) or

d) preparing compounds of the formula (I) wherein R*

and R? are both diffarent from hydrogen, said Rl being
umt.dbynl andn:l.d!zhyl.. from the
oomspondingmdlm:unn is hydrogen by intro-
ducing the n". group in a similar manner as described
hereinabove in step c) for the preparation of compound

(I-b) starting from (I-a); or

e) preparing a ocompound of the formula
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(I?m,_d).l. o

(1-c)

by subjecting ap isothiocyanates of the formula

(vm)

to an addition reaction with a benzens diamine of the

formula
0::]-33 v

and subsequently oyclodesulfurixzing the intermediately
formad thiocurea of the formula

%0

27\
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Tiine. -,

(1x)
as described in staps b) 1),b) ii),or b) iii)above; or

f) preparing compounds of formula (I) wherein L
represents a radical l-c-a.d-, vherein £ represents
4 radical of the formula I-OD-(X).-. vherein s is 1,
X 13 O and ¥ is an optionally substituted amine, a
l-pyrrolidinyl, a 4-morpholinyl or a l-piperidinyl
radical, said compounds being reprasanted by the
formula (I-d), by the reaction of the corresponding

-aming, pyrrolidine, morpholine or piperidine with an

appropriats N-{l-(halolower alkyl)-4-piperidinyl)-1RH-
benzinidazol-2-amine in the presence of an appropriate
carbonate; or

g) preparing compounds of formula (I) which contain
at least one hydroxyl-group as a substituent, from
the corresponding phenylmethoxy substituted compounds
by subjecting the latter to a catalytic hydrogenation
in the pressnce of an appropriate catalyst, or deriving
said hydroxyl-derivatives from l?o corresponding lowar
alkyloxy substituted analogs by hydrolyzing the latter
in acidic nedium, using for sxample hydrogen bromide
in acetic acid, and, if dssired, said hydroxyl-sub-
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stituted compounds may in turn bs O-alkylated or
acylated by reacting the lattar with a halids, an
alkanoyl halide, an alkyloxycarbonyl halide, or an iso-
cyanate, or said hydroxyl-substituted compounds may
4lso be converted into halides by reacting therewith

a suitable halogenating agent; ox

h) deriving anino-substituted compounds from the
corzesponding nitro- and gyans-substitutad compounds

by reducing the latter, e.¢., by catalytic hydrogenation
in the presence of an appropriata catalyst, and, if
dssired, said amino-pubstituted compounds may in turn
ba N-alkylatsd or acylated by the reaction thereof with

an appropriate alkylating agant or acylating agent; or

i) preparing secondary and tartiary amino-substituted
compounds of formmla (I) by substituting, for examplae,
an appropriats halo-gpubstituted compound with the
desired primary or secondary amine; or

j) deriving anminocarbonyl-substitutsd compounds from
ths corresponding asters by rsacting the latter with
amponia oxr an appropriate primary- ox a secondary
amine in a suitable solvent; or

k) deriving compounds of formula (I) which contain
in thair structure a sulfonyl group from the corres-
ponding thio compounds by oxidizing the latter with
an appropriata oxydizing agent; and, if desired,
converting the compounds of formmla (X) to the
therapoutically active non-toxic acid addition salt
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1. A chenical coopound baving the formula

R 1

Tl
% 121 . is (1),
| | l’

a pharsaceuticslly acceptable acid addition salt or a
possible stersochamically isomaric form thareof, whersin:

A"-Az-la-l‘ is a bivalent radical having tha forammla
= CHuCR=CReCH= (a), -
=R=CE~CH=CH=- (»),
=CHul~CH=CH~ {c),
=CR=CH=NuCH=- (d), er
~CH=CH=CH=}= (e),

wharein ona or two hydrogen atoms in said radicals (a) -~ (s) may,
sach independantly from sach othar, be replaced by haln, lower
alkyl, lower alkyloxy, trifluoromathyl or hydroxy)

1 is a meuber salected fzrom ths group consisting of hydrogen and
lover alkyl;

%' iy a member selected from the group consisting of hydrogen,
alkyl, cycloalkyl, 1:1 and lower alkyl substituted with one or two
lt:l' radicals;

2% is a ezber salected from the group consisting of hydrogen,
lower alkyl, cyclealkyl, {lower alkyl)=-CO-, lower alkyl-O-(CO)- and
Arl~lower alkyls

L is a menber melected from thé group consisting of
a radical of fornmla

n-t-c-uh-u\ ; (£);

-(l.‘.lz)n .

a radical of formmla

9
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lut-c.lz.-!-m- {g}; and
4 radical of formla
Int-c.lz --l Yokl (h),

wherein n is 0 or the integer 1 or 2;
8 is 0 or an integer of from 1 to & inclusiwve;
Alk is lowar alkanediyl)
ruo.s.n:’u-.unc:m: -
X in 0, B, Cl—ﬂz or n"l
2 is 0, B, nsotndincthundl and
Het is an optionally substituted fiwve- or six-membersd haterocyclic
ring containing at least one nitrogqen atom and being condensed with
an optionally substitutad five=- or six-membered ring, provided that:
1) vh-nllt:llcmocudtoclﬂz.onleuhenltnlthn
said five- or six-membarsd ring is not condensed with an
optionally substituted banzsne xing;
ii) wvhen L is a radical sither of Formula (£}, or of formila
(g) vherein Y is other than a direct bond, or of forsmla
(h) vherain Z is otbar than a direct bond, wherein in said
radicals (£), (g) or (h) Bet is connected to c.n
a2 nitrogan atom than @ ia not 0y
111) vhen Atwa2-2%a% 15 a radical of formmia {a) or
(b) and L is a radical of formula (g} wherein s is 0 and
Y is a direct bond than Eat is other that a 2,3-dihydro-
2-cxxo~1E-bentinidazol~1-yl or a 2,3-dihydro=3-oxo~
banzoxazin-4-yl radical;
said 2° baing hydrogen, lower alkyl, (Ar’)lower alkyl, 2-lower

z.on

alkyloxy=1,2-dicxcethyl or a radjcal of formmla -C{=x)-85, 25
being hydrogen, lower alkyl, l:z, .l:z-lcnr alkyl, lowver alkyloxy,
l:z-l.onr alkyloxy, mono- or di{lower alkyl)amino, l:z-un:l.no,

Ax"=lowar alkylamino or lrz-:l.m: alkyl(lowexr alkyl)amino;

said R‘ baing hydrogen, lowar alkyl, cyano, nitro, lrz-nl!unyl.
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lower alkylsulfonyl, lower alkylcarbonyl or nz-eu-hongh and

said lts baing hydrogen or lowar alkyl:

vhersin h" is & wember selected from the group consisting of
phanyl, baing aptiopally substituted with up to three substituvents
each independently selactad from the group consisting of halo,
hydroxy, nitro, cyano, triflucrcasthyl, lower alkyl, lower alkyloxy,
lower alkylthis, mercapto, amino, mono— and di{lower alkyl)smino,
carboxyl, lowar slkyloxycarbonyl and lowar alkyl-CO~s thiemyl;
halothienyl; furanyl; lower alkyl subetituted furanyl: pyridinyl;
Pyrasinyl; thiaxolyl and imidazclyl ocptiomally substituted by lower
alkyl; and whersin lrz‘.'l.- a samber salected from the growp
consisting of phenyl being optionally substituted with up to three
substituents each independently selacted from the group consisting
of hale, hydroxy, nitro, cyano, trifluorcssthyl., lower alkyl,
lower alkyloxy, lower alkylthio, mercapto, amino, mono- and di(lower
alkyl)amino, carboxyl, lowar alkyloxycarbonyl and (lowar alkyl)=CO.

2. A chanical compound according to claim 1, vharein Het is a
manbar of the group consisting of

10

T {1=-2), ' (1=3),

19

RJJ R
1 18 L xl W=
)f E E (-7, ,f li T (1-8), ana (1-9)»



W &~ nm bW

N e T T Y I I -
235501.:-40“.«»‘:::

.UNHUNF‘HNI—'NF’&

6

378

o 0144101
wherein each !1 is independently O or B;
7', 2%, 220, 2'7 ana R!® are each independently hydrogen, lovar alkyl,

lrz-lmr alkyl, hydroxylower alkyl or lower alkyloxycarbonyl)
l’- lu. lu. lnp Ilu. lln. R“ and llu are sach indspendantly

bydrogen, lower alkyl, hydroxy, marcapto, lower alkyloxy, lowar

alkylthio, halo and (lower alkyloxycarbonyl)lowsr alkyls

81 is -CH~CE~CH=CE~, =-8~-CH=CB~ or -W=CH-NH-;

32 g =CH~CE-CH=CE-, =8~(CEz)3, -5~(CHz)s or =(CHz)er

'3 is -CB=CB-CH=CH~, -H=CH-CH=CH-, =CHeN-CH={H-, -cnz-n-tcnz)z- or
=§~CR=CH=1

3t 1a ~CHz~NE={CH3)2~, =N=CH~CH=CH= or =~N=CH-N=CH-;

.5 is =-¥=CH-CH=CH-, ~CR=N-CE=CE~ or -CH-H-~ChB=li-~}

’5 is ~CE=CH-CE=CH~ or =CHE=N-=CH=N-;

vherein one or two hydrogen atoms in said radicals !1, 32, !3, l‘, '

ls or B‘ or in the banzsne part of tha radicals of formmla (i-2),

{i=3) or {1~9) may ba replaced by lower alkyl, lower alkylthio, lower
alkyloxy or halo vhere said hydrogen atom is bonded on a carbon atem,
or by lower alkyl, lower alkyloxycarbonyl, l.rz-lonr alkxyl, vhera
said hydrogen is bonded on a nitregen atom.

It is clear that R, 8%, 2%, 213, 214, a5, 8%, R'7 or R!® is absant
vhars the radical of formula (i~l), respsctively (i-4), (i-3), (1-8)
and (1-7) is connectsd to €, on the atow bearing z’, 28, =12, »13,
214, 515, p16, p17 o 318,

3. A chemical compound according to claim 2 wharein L is a
radical of formula (g) or (h).

4. A chenical compound selected from the group consisting of
3-[2~[4~[[3~{2-furanylmethyl)=-3E-imidazo[4,5~blpyridin-2-yl) anino] ~
1-piperidinyl]ethyl]=2-methyl=4E-pyrido[l,2-a]pyrimidin-é-ones and the
pharmacettically acceptable acid addition salts therect.

5. A pharmacentical composition comprising a suitable pharsaceutical
carrier and as an active ingredient a therapeutically affective amommt
of a compound as claimed in any cne of clajms 1 to 4,

6. An anti-allargic pharmacsutical composition comprising a
suitabls pharmacsutical carrier and as an active ingredient an

affective anti-allergic smount of a ocompound as claimed in any one of
alaims 1 to 4.
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7. A method of preparing a pharmaceutical composition,

charactarized in that a therapeutically effective amount of a compound

as claimed in any one of claimg 1 to 4 is intimately mixed with
suitable pharmaceutical carrisrs.
8. A compound as claimed in any one of claims 1 to 4 for use as
a medicine.
9. A compound as claimed in any one of claims 1 to 4 for use as
an nnt:l.-aller'gic nedicine.
10. A process for praparing a chemical compoond as claimed in
claim 1, characterized by
a) alkylating a piperidine of formula Q2-D (III) with an intermediate
of formula Bet-nl {II) in a reaction-inert solvent wherein
1) @° is hydrogen and @', combined with Het, forms a radical of
formula L-W (II-a), said W reprasenting an appropriate resactive
leaving group such as, for exampla, balo, e.g., chloro, bremo or
iocdo, or a sulfonyloxy group, e.g. methylsnlfonyloxy or 4-methyl-
phenylsulfonyloxy; ox
2) g 1a a radical of formula —C_E, W', said W' having the
previcusly defined meaning of W provided that, where s is 0, W- may
also represent a lowar alkyloxy or lower alkylthio group, and an
is a radical of formula

2

Gz)n

thus preparing a compound of formmla

HBet~-C H_ =N b (1-d-1); or

B 28 \_(mz)n

3) ¢ 1s u rafical of formla -, ¥ and 0°* iz a radical
of formala HY'-Alk-, said Y" having the previously defined
meaning of Y provided that Y is other than a direct bond, thus
preparing & compound of formula

Bet-CgHpg~¥1-A1x-D (I-a=2)s or
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4) 91 is a radical of formnla -c_ 2 .-Il' and Q is a radical
of formulas HE'-C(X)-T-Alk-, said Z* having the praviously
defiped mesaning of Z provided that % is othar than a direct

bond, thus preparing a compound of formula
X
) )
Bet~Cglip,~81-C~¥~A1k-D (I-a-3); or

5) 91 is a radical of fozrmula -c-nzl-!l! and Qz is a
radical of formula W-Alk-, thus preparing a compound of formula

- Bot~Cglpg-Y1-A1k-D . (I-a~2); or
8) 91 is a radical of formula -C-EZ--I-CII)-YJI and Qz is a
radical of formula W-Alk, thus preparing a compound of formula
X
B-t-c.uz.-g-!:'-m-b (I~a=4); or

cyclodesulfurizing an intarmediate of formula

P

(Iv)

with an appropriate alkyl halide, metal oxide g¢r metal salt in a
reaction-inart -lo.'l.v-nt: orxr

reacting an intarmsdiste of formla Bet-C E, ~3'K (V) with a
piperidine of formula :l-c-u-nk-n {VI) in a suitahle resaction~

inert solvent, thus preparing a compound of formula

Bet-C H, -3'~C(X')~NH-ALK-D (I-b-1); or ,

reacting an intermediate of formmla nat-c.nhln-e-x (VII), said !1
being O or 8, with a piparidine of formnla HY =Alk-D (VIXI)} in a
suitable reaction—~inert solvent, thus praparing a compound of formula

m—c'nz.-m-clx]')-tl-nk-n (1-b-2)7 or

7
33°
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44 o) reacting an intermediate of formuls !et-c-nz'-ctxl)-OB (IX) with a
45 plperidine of formula mr"-uk-n (VIII) in a suitasble xreaction-inert
46 gsolvent, if degsirad, aftaxr oonvarting the OBE-function in (VIII) in a
a7 suitable leaving group, or, if desired, by reacting (IX) with {VIII)
48 togather with an appropriate reagent capable of forming amides or

49 estars; thos preparing Bet=C_H, ~C(X')-Y'-Alk-D (1-c); or

50 f) reacting a piperidine of formula HD {III-a) with a reagent of formula
51 Het~lower alkenediyl=H (X) in a suitable rsaction-inart solvent, thus -
52 preparing a compound of formula Het-Alk-D (I-d); or

53 g) reacting an intexrmediate of formmla HD (IXI-a) with a reagent of

54 formmla

14
S
83 r’ || (x1)
¥

55 in the presence of formaldehydes or a polymeric form thereof
56 in a suitable solvent, thus preparing a compound of formula

14
¥ R
i - T
B N [ (I-a)
s cnz"n
57 wherein B° is ~CE=CHeCHaCH~, -CH=N-CB=CH-, ~CH ,~NE~ (CH,) .=,
§§  ~S-CH=CH- or -N=CH-CH=CH-; and R*Y is indapendently selscted from the

59 group consisting of hydrogen, lower alkyl, hydroxy, mercapto, lower
60 alkyloxy, lower alkylthio, halo and {lower alkyloxycarbomnyl)-
6l lower alkyl; or

62 h) reacting an intermediate of formula

I'I‘E-!’

C=HH—-X-D {XII)

1l
xl

63 with a cmx* generating ageant in a reaction-inert solvant thus
64 preparing a coxpound of formula
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K
|
oY "\r/’ (I-2-1)
N=K-D
n
1 ?

wharein B~ is —CH=CH-CH=CH-, -8-CH=CH- or -N=CH-NH~; and R ia

salected from the group consisting of hydrogen, lower alkyl,
lrz—lmt alkyl, hydroxylower alkyl or lower alkylaxycarbenyly or

cyclizing an intermediate of formmla

i
Y NH~-C~NB-K-D
B (XIII)
N —Il2
h

vherein Iz iz an appropriata reactive leaving group, in a
resction~-inert solvent and, if deaired, in the presence of an
appropriate base, thus preparing a compound of formula

- §
|
B l \F (I-£~1-a); or
W=K=D

L

cyclizing the intermediate of formmla

NE,

C-NE-E-D  (XVD)
with an acid of formula RCOCH (XVIX) or m functional derivative
thareof; or cyclizing an intermediate of formula

M,
@c—xlx {xvIII)

"
!1
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with an atomatic amino acid or ~thioacid of the formula
R7C(0)~NH-K-D (XTX) in a suitable reaction-inert solvent,
thus preparing a compound of formula

9
N ‘YR
N-K-D (I-£-2)

.

vhezeln ng is selected from the group’'consisting of hydrogsn,

lower alkyl, hydroxy, marcapto, lowar alkyloxy, lower alkylthio,
balo and (lowsr alkyloxycarbonyl)}lower alkyls or
reacting an intermediate of formula

with an acetylene derivative of formula CB-_—C-R:'J'-. (XX) in a

suitable solvent, thus preparing a compound of formnla

1,_ll.ll

) -
N cnz-nu a

Y (I-F=3)
N-K-D

Lo

whersin R’ is selected from the group consisting of hydrogen,
lowar alkyl, Ar-lower alkyl, hydrexylower alkyl or lower
alkyloxycarbonyl; and R™™2 ia (C;_g)alkyl or {lower alkyloxy-
carbonyl) (Cl_shlkyll or

reacting a reagent of formula

3 ¥z
nJ (xxI)

with an intermediate of formula u-cntn"s)-ctm-x—n {XXIT) in a
sultable reaction-inart solvent thus presparing = compound of formmula
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wvherein lll's is smslected from the group consisting of hydrogen,

lower alkyl, hydroxy, marcapto, lower alkyloxy, lower alkylthio,
halo and (lower alkyloxycarbonyl)lower alkyl; or
cyclizing & rsagent of formula

w
!3 (XXIII)
0

with an intermediate of formula leIC(B)-R-D {XXIV) in a suitable
reaction-inart solvant thus preparing a compound of formula

. O:Zr!-b (1-£-5)

wvharein l‘ is -Cﬂz—ﬂ-(ﬂzlz-, =NaCH~CH=CH~ or -N=CH-¥=CH-; or

cyclising a reagent of formula

Vi
st [' (XXV)
XX/ H,

with csz in a suitable reaction-inart sclvent thus preparing a
compound of formula

ﬂ sTfﬂI t:-.:-sn or
X-D '

reacting a reagent of formula RS-c(we)-w? (XXVI) with an
intermediate of formula

17
R - ﬁs (XXVII)
BN
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in a suitable reaction-inert sclvent thus preparing a compound
of formula

17
R
18 I X=-D
“\(“ 5 (I-£-7)
] ' B
N
wherein B> is ~MmCH-CHeCH-, ~CHeCH-N={H- or —CH=M-CH-®-; R'’ is

selected from the group comsisting of hydrogen, lower alkyl,
nrz-:l.our alkyl, hydroxylowar alkyl or lowar alkyloxycarbonyl:
and R'° ig selacted from the groop consisting of hydrogen,
lower alkyl, hydroxy, mercapto, lowar alkyloxy, lower
alkylthio, halo and {lower alkyloxycarbonyl)}lower alkyl:; or
cyclodesulfurizing an intermadiate of formmla

; aggl?
2> | (xxVIII) -
ME-C-K-D

i!
B

with an appropriats slkyvl halids, metal oxide or metal salt in a
reaction-inert solvent; thus preparing a coupound of formula

lZI.'i

}
5 N _X-D
B i i (I-f-8)1 or

reacting an intermediats of formula

we-x'?
B !
ME-K-D (xxIX)

with a 0-!1 gensrating agant in a reaction-inert solvant tlms
preparing a compound of formnla

319

1

ﬂ '\r’ (I~2-9)

N —R-X-D
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vherain a‘ is ~CH=CH=-CH=CHE- or -CH=N-CH=N-; and ng is sslacted
from tha group consisting of hydrogen, lower alkyl, l:rz-lmr
alkyl, hydroxylowar alkyl or lowsr alkyloxycarbonyl; or

raducing an intermediate of formula uet-csnzs-!-uk'-ctm-n (XxX)

with a complex metal hydride in a suitable solvent, thus preparing a
compound of formula net-c'nh-!-m'-cnz-n (I-g) wherein Alk' has the
previously defined meaning of Alk, provided that one methylens

function is missing)

wherein D represents a radical of formula

.@, _\[ "

and K represents a bivalent radical of formula

-C H, =N s (1):

5 28
A\
(Clﬂ2 ) n
-c.uz.-!-m- ()7 or
i
-c.nz'-z-c-!-uk- {k):

131 optionally converting the compounds of formula (I) into each othar
132 following art-known functicnal grouptransformation procedures; and,
133 if degired, converting the compounds of formmla {(I) into a

134 therapeutically active non-toxic acid-addition salt form by treatment
135 with an appropriate acid or, conversely, converting the acid-addition
136 salt into the free base form with alkali; and/or preparing

137 stereochemically isomeric forms thareof.
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1l 1. A chemical compound having the formmla
R nl'
1
>, 2
.F@—?z I! Il :’ {0,
R ;‘V

2 s pharmacautically acceptable acid addition salt or a possible
3 stereochemically isomeric form theraof, whersin:
4 ll.-nz-la.-l‘ is a biwvalent radical having the formula
5 =CHaCH=-CE=CH~ “(d),
() =fi=CH-CBeCH= (b),
7 ~CHuli~CH=CH~ (o),
8 ~CR=CH-H=CE~ (a), az
9 M"m; [ (G,' .o . =itz

=
o

vharein cne or two hydrogen atoms in said radicals {(a) ~ (e) may,
each indspendently from sach other, be rmplaced by halo, lowar

12 alkyl, lower alkyloxy, trifluoromathyl or hydroxy:

13 R iz a membar sslected from the group consisting of hydrogen and
14 lower alkyl;

15  R' 1s a membar selected from the group consisting of hydrogen, alkyl,
16 cycloalkyl, Ar' and lower alkyl substituted with ona or two Art

17 radicals);

18  R? is a manher galectad from the group consisting of hydrogen, lower
19 alkyl, oyoloalkyl, {lower alkyl)=CO=, llower alkyl-0)~C0 and Ar’=lowex
20 alkyls

21 L iz a member selected from tha group consisting of a radical of
22 formmla

23 Hat~-C H_ =X ; {(£h
2°n

24 a radical of formula

25 Bet-C -!z.-!'-.llk- (g)s and

26 2 radical of foramla

E
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x
lct-c.!h-z-'c:-!-m- (n),
wherein n is 0 or the integer 1 or 2;
s ia 0 or an intager of from 1 to 6 inclusive;
Alk is lowsr alkanediyl;
Yis 0, 8, nS or a diract bond)
X is 0, 8, cu-W0, or M%)
Z 18 0, §, R or & direct bond; and
Hat is an optionally substituted S—memberad hetsrocyclic ring having
st lsast one nitrogen atom and baing optionally condenssd with an
optionally substituted benszene ring, saié Het being connacted to c.n“
on = carbon stom}
said R® being hydrogen, lower alkyl, (Ax?)lowsr alkyl, 2-lower
alkylexy-1,2-diomnethyl or a radical of formmls ~C(»X)~R°, 2° baing
bydrogen, lower alkyl, uz. Ar-lower alkyl, lower alkyloxy, arl-
lower alkyloxy, mono- ar 2i{lowsr alkyl)amino, Ar--amino, Ar-~lower
alkylamino or ar’-lower alkyl{lower alkyl)eminoj
said R* being hydrogen, lower alkyl, cysno, nitro, Ar’-milfonyl,
lower alkylsulfonyl, lowar alkylcarbomyl or Ar2~carbonyl; and
said R> baing hydrogen or lower alkyls
pruvided that:
1) when Al=a?-A%a% i5 o hivalent radical of formula (a) or (b),
than Eet is other than l={lower alkyllpyrrolyl:
11) when a'=a?-a%.2% 1s & bivalent radical of formula (a) or (b)
and T is a radical of formla (g) vhersin s iz 0 and ¥ is KR,
then Het is other than ll-benzimidaszol-2-yl;
wharein l:l is a menbar salected from tha group consisting of phenyl,
being optionslly substituted with up to three substitusnts each indepen-
dently selacted from the group consisting of hale, hydroxy, nitro, cyano,
trifluoromethyl, lower alkyl, lower alkyloxy, lower alkylthio, mercapto,
amino, mono~ and di{lower alkyl)amino, carboxyl, lower alkyloxycarbonyl
and lowar alkyl-CO-; thianyl; halothienyl: furanyl: lower alkyl substi-
tuted furanyls pyridinyl; pyrazinyl; thiazolyl and imidazolyl coptionally
substituted by lower alkyl; and vhexain lrz is a wanber sslectsd from
the group consisting of phenyl baing optiomally substituted with up to
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thres substituants each indgpendsntly sslected from the group consisting
of halo, hydroxy, nitro, cyamo, trifluoromethyl, lower alkyl, lower
alkyloxy, lower alkylthio, mercapto, amino, monc— and 4i{lower
alkyl)amino, carboxyl, lowar alkyloxycarbonyl and (lowar alkyl)cO.

2. A chemicel compound according to olaim 1 vhersin Bat is a mambar
salacted from the group consisting of thiazolyl, 4,5-dihydrothiazolyl,
oxazolyl, imidazolyl, tetramolyl, 1l,3,4-thiadiazolyl, banzimidaxzaolyl,
benxzothiazolyl, bensoxasolyl, and indolyl whereby each of the said
Bet-radicals say optionally be substituted with uvp to two substituents
selectsd from the group consisting of lower alkyl, Arl, Ar'-lower alkyl,
mins, (sminoiminomethyl)amino, momo~ and di(lower alkyl)meino, Ar'-wmino,
nitro and pyrimidinyl.

3. A chemioal compound according to claim 2 wharein L is a radical
of formula {(g) ar (h).

4. A chemical compound according to claim 1 vharein L is a radical
of formula (g) or (h), vharsin Het is thizzolyl or imidaznlyl.

5. A pharmaceutical composition comprising a suitable phazmmacevtical
oarrier and as an agtive ingrediaent a tharapeutically effective amount of
a cogpound as claimed in any one of claims 1 to 5.

6. An anti-allergic phanmceuntical composition, comprising a guitahle
pharmecentical carrier and as an active ingredient an effectiw anti-~
allergic amonnt of a compound as clajwed in any ona of glaims 1 to 5.

7. A mathol of preparing a pharmanavtical composition as claimed
in any ons of claims 5 and. 6., charecterizad in that a therapsutically
effective amount of a coxpound as claimed in any one of claims 1 to 5
is intimately mixed with sultsbls phurmacentical carriers.

8. A compound as claimad in any one of claims 1 to 5 for use as a
medicine.

9. A compound as clalmed in any one of claimg 1 to 5 for use as an
anti-allergic medicine.

10. A process for praparing a ¢hemical compound as olaimed in claim 1,
characterised by
a) slkylating a piperidine of formmla Q°-D (ITT) with an intermediate

of formnla Het=Q® (II) in & reaction-inert solvent wherein

1) thwmnl. conbingd vith Het, forms a radioal of

formula I~¥ (IT~a), sald W repressnting an appropriats reactive
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15
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leaving group such as, for sxawple, balo, e.¢., chloro, bromo or
lodo, or a sulfonylaxy group, e.g. methylsnifonyloxy or 4-methyl-

phenylsulfonyloxys or

2) q* is a redical of formnla ~C B, W', sald W' having the

previously defined msaning of W provided that, vhare s ig 0, W' may
aleo represant a lower alkyloxy or lower alkylthie group, andnz

is a radical of formula

m )

lﬂzln
tius preparing a compound of formmla

Het-C R -* ;—n {I-a=-1)1 or
s 28 mz’

3) ¢ 4s a radical of forsnla ~C N, %' and 0 is a radical
of formnla HY'-Alk-, said ¥' having the previously definad
meaning of ¥ provided that ¥ is other than a direct bond, thus
m.wdtm

" . -
In'h-c.lz. TV'=A) k=D {(I~a-2); ox

4) QJ' is a radical of forumla -c'!:.-l' and Qz is a radical
of foxmula HE'-C(X)-Y-Alk-, said E' having tha previocusly
dafined meaning of Z provided that I i1s other than a direct
bond, thns preparing a componnd of formmla

]
m-c.nz.-z'-h-!-nk-n {I-a-3); or

5) g' 1s a radical of formula ~C ¥, ~Y'E and Q° 1s a

radical of formmla W-Alk-, thus preparing a compound of formula
Bet-C H, -T'=-Alk-D {I-a=2); or

§) 0" 1s a radical of formla ~C_B, -3-C(X)-T'E and 0" is a
radical of forsula W~-Alk, thus preparing a compound of formula

%
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(v

k7] with an appropriate alkyl halids, metal oxide or mstal salt in a
35 reaction-inart solvents or
36 a) reacting an intermedistes of formmla m—c-nh-z'n (V) vith a
a7 piperidine of formmla X'=C=i-Alk-D (VI) in a suitable reaction-
38 inext solvent, thus preparing a compound of formmla
39 m—c.nz.-l'-c(x')-n-m-n {I=b~1)7 oxr
40 4) reacting an intermadiate of formula !at-c.lz.-m' (ViX), said x'
4 “béing-0-0fB, with a piperidine of formmla BY'=Rlk-D (VIII) in a
42 suitabla reaction—-inert solvent, thus preparing a compound of formmla
43 M—C'HZ-I!-BI!')-!'-IM {I-b-2)) ox
44 @) reacting an intermsdiste of formmla m—c_uh-c(:'l-ou (XIX) with a
45 piperidine of formmla EY'-Alk-P (VIIX) in a suitablea rsaction-inert
46 solvent, if desired, aftaer converting the OH~function in (VIII) ina
a7 suitable leaving gromp, or, if dasirad, by reacting (IX) with (VIIX)
48 together with an appropriste reagent capshle of forming mmides or
49 esters; thius preparing m—c-nk-c(x')-!'-au {I-o)? ox
50 f) reacting a piperidine of formmla HD (IIX-a) with a reagant of formnla
51 Het-lower alkensdiyl-H {X) in a suitable reaction-inart solvent, tims
52 preparing a compound of formmla Eet-Alk-D (I-d); ox .
53 g) cyclizing an imidamide derivative of fornmla

7

B-R
lower alkyl-0 ] -

lowar alkyl-0 7o Ig =D
2 2

(xx) :.
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in a reaction-inert solvent and, if desired, in the pressnoce of an
approgpriate acid,’ tims preparing a compound of fornmla : '

R | X=D {I-e),
ol T
7T 8

wherein and R, B° and R¥ are sach independently optional
substituvents of tha imidazole ring) ox

cyclodasulfurizing a thicamide devivative of foxmmla

s
8
111 ! X-D (xII),

vith an sppropriate alkyl halide, metal oxide or metal salt in a
rsaction~ingrt sclvent, thns yialding a coupound of formmla

!10
|
N. ,X=D
Mg i .
10 11

wharein R* and R are esach indapsndently optional substituants
of the 1H-benzimidazcl-3-yl ring; or
condensiny a cyanide of formmla NC-X-D (XIV) with a reagent of
formle R2-c(0)-cu(om)-2"> (XIIX), in a reaction-inert solvent
and, if dssired, in the presance of an appropriate base, thus
preparing a compound of formula

::lo\..r!-n {1-g)

395
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vherain B2 and 2'® are each independently opticnal substitvents
of tha oxasola ringr or

condensing a thicexife derivative of forsula HN¥-C(B)-K-D (XVI)
with a reagent of formls W-c(0)~cH(W)-E'> (XV) in a reacticn-
insrt solvent and, if dasired, in tha presence of an appropriate
base, thus preparing a compound of formnla .

:::IT..’ o {I=h)

wherein R4 and R!® are each indepandently opticnal substitnents
of tha thiasole ring) or

condensing a kstona of formals W-CH(E'')-C[0)=%~D (XVIIT) with a
thicamide derivative of formnla 11."'5-cnn-uu:2 (ZVIX) in a
reaction=inezt solvant and, if dssired, in the presance of an
approprista base, thus preparing a cozpound of formula

i N
‘;\f__]_’m (z-1)

vhersin K'° and 27 are each independently optional substituants
of the thiasols ring; oxr

condensing a kstons of formnla (XVIII} with an isothiocyanats of
forsmla Bi0-mces {XZIX) in the presance of ammonia or an smsonivm
salt in a resction-inert golvemt and, if dssived, in the pressnce

of sn appropriate base, thus yielding a compound of formmla

.uTj_’::’ (z~4)

wharein ¥7 and R1® are each independently opticnal substituents
of tha thiaszole ringy or

87 m) condansing an isothiooyanate of formmla S=C«X-Alk-D (VI-a) with a

107 forms tharecot.
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@  reagest of forsula W-CA(X")-CE(x°")-NE,, 1z a reaction-inert solvemt

a9 and, if desired, in the presence of an appropriate base, tims yielding
90 a caompound of formula

91 wvharain 1.19 and 120 are each independantly optional subatituants

92 of the 4,5-4ihydro~thiasols ring; or

93 n) reducing a compound of formula m—c.nz_-!-m'-c(o)-n (xXI)

94 with an appropriats reducing agent in a reaction-inert solvent,
thma

95 vialding a compound of formmla m—c.!h-!-m'-mz-n (I-1),
96 swharsin Alk' has the previcusly dsfined msaning of Alk, providesd
7 that one mathylene function is miseing;

98 wharein D represents a radical of formula

2 7
O

9% and K reprssants a bivalent rzadical of formmla

100 -c_n,_-l (1)s
(ﬂzin
101 -c.az.-!-ul:- ] {(3)2 or
i
162 -c-lz.-l-u—r-nn- {k)r and, Af desired,

103 converting tha compounds of formmla (I) into a tharapsutically active
104 nor—-taxic acid~addition salt form by treatment with an sppropriats
105 acid or, oomversaly, convarting the acid-addition salt into the free

106 base form with alkali; and/or preparing stersochemiocally isomeric
107 Foxms tharecot,
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1 1. A chenical compound having the formnla

""'d)‘ FIF-I-:(:ii: (13,

a pharmacentically accsptabla acid addition salt or a pessible

stareochamically iscmaric form thareof, vharein:

atea®-a3up? 15 a bivalent radical having the formmla

W 0 Wl R W N

=CE=CR-CB=CH- (a=1),
=RuCH=Cli=CHE= (e-2),
=CHal~CHeCH~ (a-3),
=CH=CE-=CE- (a-4), or
=CHeCH=CH=N=- (a~5),

s

svharein ona or two hydrogen atoms Iin said rudicals (a-1l) ~ (a-5) may,
each independantly from each other, be replaced by halo, lower alkyl.
Jower alkyloxy, trifinoromethyl or hydroxy:

R is a member salactad from the group conmisting of hydrogen and
lcwar alkyly

¥ 1 2 member selacted from the group conmisting of
hydrogen, alkyl, cycloalkyl, Ar' and lowar alkyl substituted with

muuol:lnﬂenhl

n’u.mm&:mmmmmﬂm

lower alkyl, cycloalxyl, (lower alkyl)~CO-, (lowar slkylomy)-CO~ and
Ar?-lower alkyl: and

r 3 21 L is a radioal of formala

N - 1
' ‘h& , (b=2)3

L ESEGSUERE
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{lowar lmwl)-!"-nk- {b=6); oxr

1) wvhere a'=a?-2%a® is & radical of formnla (2~3), (a=4) ox
(a=5), or
11) where A’=a%-a%a? 15 a radical of formmla (a-1) or (a-2),
mdtlunrawlmrallql subatituted with one or two
ar’ radicals, said Ar® being pyrasinyl, thiazolyl or
imidasolyl, opticmally substituted with lower alkyls
L may also bs a radical of formula:
art-Alk- (=71
nid'hlwnn_h:nlutﬂ!mth’memm.hgd
hydrogen, lower alkyl, Ar', Ar'-lower alkyl, 1-piperidinyl,

l-pyrrolidinyl, 4-morpholinyl, a radical of formula

o -
R

R‘
3 lc-l-b); or
R
a radical of formmla .
Il"-l:"- (e=1-g),

vherein R° and X% are each independently bydrogen or lowsr alkyl
and W' is cycloalkyl or lower alkyl, optionally substituted with up
to two substitvents selected frocm the group conaisting of hydraoxy,

lowver alkyloxy., l-piperidinyl, l-pyrrolidiny), 4-morpholinyl and

5

gty



a»
40

I

& &2

47

-

M

, =38~ 015184
arl; and vhere =% 1u 2%, w! may also be hydrogen, aminme,
lower alkylamino, Ar’=smino or nitrop

said ¥* being a meaber selected from the group consisting of
hydrogen, lower aikyl, ar' and a radical of formulas
i -zt~ (c=2-2),
vherein X is hydrogen, lower alkyl or Ar')

said % being & radical of formulas
n‘-:—i—!z- {c~3=a), or
»7-80,-ux"- {c=3-b)7
2% being hyarogen, lower alkyl or arly
2’ being lower alkyl or Ar'; and

2 being hydrogen or lower alkyls

szid Het baing a zadical of formula (c-1=-a), (c-1-b), or a zadical
of formula

fbi;f = ot i ::I::ﬁ.u '

\hlro:l.nltg. fo.lnmlnmmww
ox lower alkyl; ar a radioal of formmla

nl! W

- - ﬁ—_ {o—d-c),

MnluhMImﬂ.kylulﬂm.or

sald Bet being furan substituted with lowar alkyl, said lower alkyl
baing optionally substituted with hydroxy, mercapto, lower alkyloxy, lowsr
alkylthio, (aminolower alkyl)thio, Ari-O- oxr & radical of formula

M - 5-CH, Y-
. (u-l-ll‘ﬂ.
Y
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8 baing an intager of from 1 to § inclusive; or vhare Zor ¥ is a
56 direct bond, lnylhohoblnlllnhinghyd:oguno:m:'lmu
wherein: n is 0 or the intager 1 or 2;

Xis O, B, lllu or moz:

YT is 0, 8, ll“o:ud.‘l.mthﬂndl

! is 0, 8 or 5, :
!zhsarﬂus

S 48 0, 8, M&® or a direct bond;

sl 15 0, § or Mm%y

x" and ¥" independently having the sams meaning of X
raspectively ¥i

said R*> being hydrogen, lower alkyl, cyams, nitro,
ar’-sulfonyl, lower alkylsulfonyl, lower alkylcerbonyl
or l:z-uthny].s

said ' neing hydrogen, lower alkyl, (Ar?)lover

alkyl, 2-lower alkylosy-l,2-dioxoethyly or a radical of
formula ~C{wX)-R'7; 217 being hydrogen, lower alkyl,
ar?, Ar®-lower alkyl, lower alkyloxy, Ar’-lover
alkyloxy, mono- or di(lower alkyl)amino, Ar>-lower

alkylaminog or l:z-l.on: alxyl{lower alkyl)amino;

provided thats

i)

i)

341) vhan A"=d"=A"=A" is a radical of formula (a-l) or (a-2), and L

.2 3.4

whan A '™=A =A™=} " is a zadical of formula (a-l1l) or (a=-2), amd L.
is a madical of formula (b-l), vherein ¥ is other than hydrogun
or other than a radical of formmla (c-1-a) or (c=1-b), them X
is other than Oy

when I iz a radical of formmla (b-1l), wherein W is a radical
of farwnla (c~1-c), vhersin 3* i N than W' is othar than

hydrogen or lower alkyl;

1.2 3 &
16

ia a redical of formula (b=-3), vherein X is O, Yia HR , O
or a direct bond, and X" is O,

a) then Y" ia not Op
b} and W being lowsr alkyl then Y* ig not a direct band;

m“hklilaﬂh:uwmmmcmhﬂwd
89 phanyl, baing optionally substituted with up to three substitvents

A
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sach indspendently sslectsd from the group consisting of halo, hydrexy,
nitro, oyano, trifluoromsthyl, lowar alkyl, lowar alkyloxy, lower
alkylthio, mercapto, amino, mono= and 4di{lower alkyl)amino, carboxyl,
lower alkyloxycarbonyl and lower alkyl-CO=; thisnyl; halothisnyl:
!‘nn:qll lowar alkyl substituted furanyl; pyridinyl; pyrazinyl:
thiasolyl and imidaxolyl optionally substituted with lower alkyl; and
vhersin ar? is a menber selectsd from the group consisting of phenyl
being optionally substituted with up to three substituents wach
independantly sslected from the group consisting of halo, hydroxy,
nitro, cyano, trifluoromsthyl, lower alkyl, lower alkyloxy, lower

100 alkylthio, marcapto, amino, mono~ and 4i(lower alkyl)aminn, carboxyl,
101 lower alkyloxycarbonyl and (lower alkyl)-CO.

ERERBEESEEEEREE OO Vo wsunw

2. A chemical compound socording to claim ), vharein L is a radical
of formula (b~1l), vharein ¥ is NE, X is O and ¥ iz hydvogen; or L iz a
radical of formmla (b~l)} vherein X is B, NE or ICN, Y o BE and W is
l=piperidinyl, l-pyrrolidinyl, 4-morpholinyl, or a radical of formula
{a-1-¢), vharein X* 15 m° and W' is mino, nitro or lower
alkyl, optionally substitutsd with one hydroxy, lower alkyloxy,
l=piperidinyl, l-pyrrolidinyl, 4{-morpholinyl or phenyl radioml, or
with two lower alkyloxy radicals; or L is a radical of formula (b-1),
vherein X is 8, NE or WCH, Y is NH and ¥ is lowsr alkyloxy or lower
alkylthio; or wherein L is a radical of formula (b~1l) whezuin W is a
radical of formmla (c-1-a) or (c-1-b)s oxr
L is a radical of formula (b-2) vherein n is 1, X is Oor S and Wis a
radical of formla (c-1-c), vhersin 5' iz WR® and W' is lower
alkyls ox . .
:.u.:uMetmtb-a;,muzuo.!un.x'uo.

Y* 13 ¥R and ¥° in lower alkyl; or -
L is a radical of farmmla (b-4), wharsin T is a radical of formulx
{c-3-2), vherein X is O or 8, £ is NR® and R® is hydrogen or lower
alkyls or vherein T is a radicel of formola (c=3-b), wherain R° is
hydmguandl’hlwdhylrnr
Lulnﬁmlot!o:nll(h-ﬁm&thlmd!m
(c~4-a), wharein 2°, ¥ and 2% are hydrogen; or wherein Het is

2 radical of formmila {(o—4d=c); or vherein Hat is furan subatituted with
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lowar alkyl being substituted with hydroxy or with a radical of
formmla (0~-4=8=1), vharein Y is O or 8, X is NE or a direoct bond and
luhbydrognn;or

L is a radical of formula (b-5) whersin Y is 07 or

L is & radical of formla (b-7) wharein Ar* is phenyl substituted
with hyédroxy or lower alkylexy.

3, A chenical compound according to any of claims 1 and 2 for use as
& madigine,

4. A chanical compound according to any of claims 1 and 2 for use as
an anti-allergioc medicine,

5. A pharmacevtionl composition cosprising an inert carrier and a
pharsassutically acceptabls ancunt of a componnd according to any of
claiss ) and 2.

6. A pharmaceutical composition according to claim 5 for use as an
anti-allergic medicine.

7. A proocess for preparing a pharmaceutical composition,

characterized in that a therapeutically effective amownt of a compound

ad claimed in any of clains 1 and 2 is intimataly mixed with a suitable
pharmaceutiocal carrier.
8. A prooess for preparing a compound acgording to any of claims 1
and 1 charscterised by
a) alkylating a piperidine of formals O°-D (IIZ) with an intermediste
of formnla O (IT) in a reaction-inert sclvent wharsin
1) 0* 1» hydrogen and O is an intarmediate of formila -G
(IT-a), sald G represanting an appropriate reactive lsaving
group: or
2) Q' 1s an intermeaiate of formula W-C(=X)-G', (II-b-1), said
Glnpnlut:l.nglnwhtn reactive lsaving group, and
Q’llnnd:l.ello!tmhltl-m-. thus preparing a
compound of formmla
x
-g-rl-m-n (I-a~1); ox

1) gl 1e en intermediats of formula

X X
w’-&r‘—@-&n’. (11-b-2),



4

15

17

19
20

a1

27

=62~ 0151824

and §° 1is a radicsl of forsula NY'-Alk-, thus preparing a
conpound of formula

X
l’-g-!‘ L rtain-p (I=a=2); or

4) 0* 1s an intermadiate of formula {lower alkenyl)-a, (IX->-3),
mn’hn:nmnl-m-. thus preparing a compound of
foranla (lower dhml)-!l-uh-n (I-a=3)s or

X
|
$) g* 1s an intermediate of fermnla -G (II-b-d) and g7 ia
a radiocal of formmla
I\_| s thus prsparing a cospomd of
o),
formla
X D
l-g-\_‘; (I-a-4); ox

o0y

6) g is an intermadtiate of formmla W-C(sX)-T'H (IT-c-1) and
q‘u.m«:mnm.m-mamaa
formmla (I=-a—-1);

7) o* is an intermediate of formula

= x
-&a‘-@&ﬂ (Tx-c-2), and gF 1s a

. Xxadical of fprmnls G-Alk, thus preparing a compoumnd of formola
{I-a~2)»

8) o' is an intermediste of formola {lowar alkenyl)-Y -H,
{IT-c-3), and 0 is a radical of formnla G-Alk-, thus
preparing a compound of foramla (I-a-3);

9) o' 1s an intarmediate of formula Bet'-H, (II-c-4), vherein
said Het' is a radical of formmls (o-4-a), (o=4-b) or (o~4-o),
and 0% is a radical of formnla G-Alk, thus preparing a
compound of formula Bet'~Alk-D (I-a-5); or

T W -
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b) rescting a reagent of formula W-3'E (12-4) vith an
intermadiste of formula HY'-Alk-D (IXT~b~1) in the preience of an
approprists C=X gensrating agent, in a reaction-inert solvent,
thus preparing a compound of formsla W'-5'~C(sX)-Y'~Alk-D,
('.I-.l-l.-uh or

o) reacting a reagent of formula (II-4) with an intermediate of formula

HN {1X-b-2) in the prasance
(CH,), -

otuwhtn:e-'xgiuntﬁg agent, in a reaction-inart
lolmt,thulprmr:l.u'ncqmdot!umh

b 4
ll-ul-g-l,_Y (I-l-l.-l)l or

\(ch),

4) cyclodesylfurizing an intermsdiate of formnla

O =

with an appropriate alkyl balide, metal oxide or metal salt in a
reaction-inert solvent; or
c)mgnimma!mll-il-l (V) with a
piperiding of forsnla X'=CeN-alk-D (VI), vherain X* is 0 er B,
in a reaction-inart solvent, thusmbgnoqomddf.m
W-s'-ciodd)ME-ALE-D (3-D-1)s or -
£) reacting sn intarsediste of formula W-B=C=X' (VII), with a
piperidine of formula HY'-Alk-D (ITT-b-1) in a reacticn-inert
solvent, thus preparing a compound of formula
WeRB-C (=X’ )-Y'-21k-D (I-D-2); OF
g) Teacting an intermedists of formala (VII) with a piperidine of
formmla
D

HR {IX1X=b=2), in a reaction-
\'( )
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inert solvent, thus preparing a coopound of formala
. P
ol ; {1-b~3); or
\—(cn,),

reacting an intermediats of forwnla W -C(=X')-OH (VIII), said

W having the previously described meaning of W, provided that

W is othar than a radicsl of formmla (c-1-c), with a piperidine
of formmla HY'-Alk-D (ITI-b-1) in a reaction-inert solvent, if
Senirad, after converting the CH-function in (VIII) in a suitable
leaving group, or, if desived, by rescting (ITI-b-1) with (VITI)
together with an appropriate reagsnt capable of forming amides or
esters, thus preparing a4 ocwmpound of formula

W3- (»x1)~¥l-21k-p (I-c-1); ar

rencting an intermedists of formulas W -C(=X')-0H (VIII), said

I’hvhgthmmm-uhg, with a piperidins of
formula

-

m{ (T-b-2)
),

in a reaction-inexrt solvent, if desired, after converting the
OB-function in (VIII) in & suitabls lexving group, or, if desired,
by reacting (III-b-2) with (VIII) together with an appropriate
reagent capuble of forming amidas or esters, thus preparing a
oompound of formula

= b

'! : : (I-c-2); ox
“z n

reacting a piperidine of formula ED (IIT-a) with a resgent of
fornnla Ll-lowar alkenediyl-E (IX), vherain Il iy selected so
that it forms, conbined with -Alk-, a radical of formula (b-1),
(b-3), (b-4), (b-5}, (b=6) or {b-7), in a suitable reaction-inert

solvent, thus preparing a compound of forsula LI-Alk-D (I-8); or

78 k)mnmutmhn“{o: with a piperidine of formmlx
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™ {I1I=a) in tha presence of formaldshyda or A polymexric form

80 therecf, in a reaction-inert solvent, tims preparing & compouné of

ezﬁ”’ i

81 1) alkylating a furan dsrivative of formula B-¥'-p', (x-a),
02 Mohnlzmoma:muld!mh
] =(lower wa)fj/uk-n. with an intermediate of formmla

[ 7] l-l-c.lz.-c, (XI-a), vherein X reprasents a radical of formula

Lt

in reaction-inert solvent, thus preparing a compound of formuala

2-3-Coligg-¥1-pl (1-e-1);

m) aliylating an intermediate of forsuls 2-3-C %, -v'5, (x1-b),
with a furan derivative of formmula G-DI; (X-b), in a
reaction=-inart solvent, thns preparing a ocompound of formula
(I-e-1);

1) alkylating a furan derivative of formla E-8'-C B, -v-p!
{X-¢), vith an intermsdiate of formnla E-G, (XI-c), in a

reaction-inart solvent, thus preparing a ocaspound of formula

2-2l-C iz g-Y=-D1, {I-e-2))

o) alkylating an intarmediats of formla P-F'H, (XI-d), with a furan
derivative of foramnla o-c_nz.-!-nl. {X-4), in a reaction-
inert solvent, thus preparing a compound of formula (I-a=2);

P) Teacting an intarmsdiate of formpla

X
n-:"L@-E—:—m—n (XXX-a), wharein ¥*"! has the

97

98  previously described meaning of ¥Y*, provided that it is not a

99 direat bond, ﬁthnmut!nﬂnl’-thl.)-ﬂln

100 (XIII-a}, in a reaction-inert solvent, thus preparing a compound of

101 foramla
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xl‘ x
f-!:-!'@g-ym (I-£-1)3
102 q) rescting an intermediate of formula HY -D (XTI~b) with

103 a reagant of forsula n‘-l-c(-x)-cl, in a reaction-ingrt solvent,

104 thos preparing a compound of formmla

x
n‘-a-&:’—@-nu—n (I-£-2))

105 r) reacting an intermediate of :mm'—@-m—n (XII=-0)
’-g0,-a"

106 vithl:nmtot:lmhl-suz s in a reaction~inart

107 solvent, thns preparing a compound of formmia

n"-soz-n° D (1-2-3);

ma-;m.mumf—m‘d (XIV-a), vherein
109 x* Y 33 0 or B, with an intarmediats of formnla (XIT-a) in a
110 reaction-iner: solvent, thns preparing a compound of Formmla

i A\
n’-n-cd!‘i@-o-!-nn-n (I-g-1);

111 t) reacting an intermediate of formmla (XII-b) with a reagent of
112  formala R°-WeCeX’ (XIV-b), thus preparing a compound of forula

SR e, g AIk-D (I-g-2)7 -
213 vherein D represents a radical of formula

n.'l

ll—r :3 or,

A
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114 optiocmally comverting the compounds of formmla (I) into sach other
119 following art-imown functional grouptransformation proosdures; and, if
116 desired, convarting the compounds of formula (I) into a tharapeuti-
117 cally active non-toxio acid-addition salt form by treatment with an
118 appropriate acid or, conversely, converting ths acid-additien salt

119 into the fres basa form with alkali) and/or preparing starsochemically
120 isomeric forms tharect.
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1. A chemical compound having tha formmla

""(b"' LﬂIE (),

a pharmaceutically acceptable acid addition salt or a possible
stereocheaically isomaric form tharsof, wherein:
alea2-2322% 15 2 mivalent radical having the formnla

«CH=CH~CH=CH= {a~1),
~NalH-CH=CH- (a=2),
~CHef-CHuCH~ (a-3),
~CH=CH~R=CH~ (a~4d), or
=CHe=CE~CHntl~ (a=5),

vhazein one or two hydrogen atoms in said radicals (a-1) - (a-3) may,
each indspandantly f£rom esach othez, bs replaced by halo, lower alkyl,
lower alkyloxy, triflunoromsathyl or hydroxy:
n‘unmma:mthmmam,
alkyl, cycloalkyl, Ar® and lowsr alkyl substituted with one or two .
arl raaicals
lzillnubuMEmthmmulﬂngc!mnﬂ
lowar alkyl)
B is CH,, O, 8, 80 or S0,
L is a manbar ssalacted from ths group consisting of a radical of

formnla

1
L -Cr -'!-C'BZ. (b=1)r and

a radical of Zormula
r."-c:zh-r"-:,jf (b=2) '
\icw,,

wherein one or two hydrogen atoms in the bhivalent radical
-c-lz'-m. each indspendently froem each other, be replacsd by
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halo, hydroxy, mercapto, isothiccyanato, isocysanato, lower alkyloxy,
s OF mlalsl apd

lower alkylthio, Ar', Ar‘0-, ar's-, Ariso -

2
n is O or the intager 1 or 2;

r and 8 ars, indapendantiy from sach othay, 0 or an integer of from

1l to 6 inclusive;

X
|
T is ~¥- or -z-‘L.-!-r

X
!111 -l-g-o:adincthmd:

said Y being O, S, Ilsorluncl:bondl
X being O, B, cn-mzo:n‘:

Z being O, S, n5 or a direct bond; and

said na baing hydrogen, lowsr alkyl, (l:z)l.on: alkyl, 2=lower
alkyloxy-1,2-dicxosthyl or a rsdical of formala =C(=K)~R°, B°

2

being bydrogen, lower alkyl, Ar’, Ar’-loer alkyl, lower alkyloxy,
Ar’-lower mlkyloxy, mono- or di{lower alkyl)amino, Ar -smine,
Ar’-lower alkylamino or Ar2-lower alkyl{lower alkyl)amino

s218 &* being hydrogen, lover alkyl, cyamo, nitro, Ar’~sulfouyl,
lowar alkylsulfomyl, lower alkylcarbonyl or Ar2-carbonyls and

nidnshauglwd:oganorlunrlm.l:

munluammummmmmuungdw

gen; halo; hydroxys lower alkyloxyr lower alkylthic; cyanc) mercapto;

isocyanateo; isothiocyanato) l:_.']': lz"-euboqyls lrl-u:l.tmls

lower alkylsulfonyls cyclosikyd being aptionmslly substituted with up to
twa subetituents each indepandantly seleacted from the group conaisting

of lower alkyl, cyano and Ar?; [10,11-3ihydro-5E-dibenzo[a,d]ayclo-
hepten-5-ylidena]mathyls Het; and furan substituted with substituted

lowsr alkyls said substituted lowsr alkyl baing lowsr alkyl substituted
with a msmber selected from tha group consisting of hydroxy, marcapto,

lowar alkyloxy, lower alkylthic, aminolowar alkylthio, Ar*-oxy sud a

radical of formmla

B S

{c),

A

L\\\
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vharein: ¢t ia 0 or an integer of frem 1 to § inclosiver and

31 is bydrogsn or lowsr alkyl:

provided that: when in said radical of formula (c) t is
0, then 3 or Y is 4 direct bond; and

1

vhaze r ia 0, Lluynhohlmrm:l.. Ax"=lower alkenyl or
lower alkyl substituted with two lowar alkylexy radicals; and

vhare z is 0 and T is MR?, or T is ~H(R°)=C(=X)~Y or ¥ 1s =M(K>)-C(=X)-,
may also bs amino, lou-rn:l.lqlm.'l.noo:lr"-ulmt and

:I'.l

whers z is 0, and T is ~N(R")=C(=X)~Y or 2* ia ~W(X)=C(=X)-,

1

1" may alsc ba nitro;

said Bet baing an optionally substituted five- or six-mpembared hetsro—
oyclio ring, being optionally condensed with an optionally substituted

five~ or six-mesbered carbocyclic or hatarocyclic ring:

provided that:

1)

)

1i1)

when L is a radicsl of formula (b-1) vherein L' is hydrogen and
whezein 7 is -2-C(=X)~Y- vherein Y is other then & direct bood
and £ and X are each indapendently O or B, than x is not 07 or
when L is a radical of formula (b-2) vherein L' is kydrogen and
wharein T* is -Z-C(=X)~ wherein % and X are each indspendently
O or B, then r is not 0;

vhen L is a radical of formmla (b-1) vharein L' is halo,
hydrexy, lowar alkyloxy, marcapto, lowsr alkylthio, isocyanato,
1m«m=wuc=n;tm-ntmnm,
and wharein r is 0, then ¥ is a direct bond or a radical
~C(=X)-T=) or wben T is a radical of formmla {b~2) wherein 1’
is halo, hydroxy, lower alkyloxy, mercapto, lower alkylthio,
isocyanato, uothloqmmummmcrnzrcna
nitrogen atom, and wherein r is 0, 'I:honl'lucnd:l.enl-ﬂ-x)-s
when L is a radical of formula (b-1) wharain T is ¥, said ¥ baing
othar than a direct hond, or vharein T is -E~C(=X)-Y=, vharein ¥
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85 is other than a dirsct bond, then s is not 0,

whexein ul is a menbar sslected from tha group consisting of
phanyl, substitutesd phenyl, naphthalsnyl, thienyl. halothienyl, lower
alkylthienyl, pyridinyl, mono~ and di{lowsr alkyloxy)pyridinyl,
pyrrolyl, lowar alkylpyrrolyl, furanyl, furanyl substituted with lowax
alkyl, pyrazinyl, thiazolyl, imidazolyl, lower alkylimidazolyl:
said subgtitutad phenyl, baing phenyl substituted with up to 3
substitueants each indspandently selacted from the group consisting of
balo, lwdroxy, nitro, cyano, trifluoromethyl, lower alkyl, lower
alkyloxy, lower alkylthio, marcapto, amino, mono- and di{lower
alkyl)amino, lower alkylsulfenyl, lower alkylsulfonyliowar alkyl,
3§ phanyllower alkylsulfonyl, pheaylsulfomyllowar alkyl, a radical of

97 formla la-cpﬂzp-!-, a radical of formula n’-s-c(-u)-!h-, and a

98 radical of formala n“sozr-: whersin p is an integer of from 1 to
99 & inclusive and 2° iz & wember sslacted from the grogp consisting of
100 amino, cyano, phenyl aminocarbonyl, mono~ and di(lower alkyl)amino~
101 carbonyl, lowsr alkyloxycarbonyl, phenyllower alkyloxycarbonyl,
102 4-morpholinylearbonyl, l-piperidinylearbenyl, 1-pyrrolidinylearbonyl,
103 and lower alkenyl} whitein R° 1is mesber selectsd from the growp
104 consisting of hydrogan, lower alkyl and Ar’; provided that, whanm
105 2° iz hydrogen and ¥ im other than a direct bond, then ¥ is not O or
106 8; and wherein X0 is lower alkyl or Ar?s
107  whereli Ar> 15 a member selected fram the group consisting of
108 phenyl, schstituted phenyl, thienyl and furanyl, said substituted
109 phenyl being phenyl optionally subatitutsd with op to three
110 suhstituents sach independantly salected from the group conaisting of
111 balo, hydroxy, nitro, cyand, trifivoromsthyl, lower alkyl, lower
112 alkyloxy, lower alkylthio, mercapto, saino, mono~ and di(lower
113 alkyl)amino, carboxyl, lower alkyloxycarbonyl and (lower alkyl}=CO.

2. A compound socording to claim 1, vherein r is 0 and L' ig
hydrogan, hydroxy, lower dlkyloxy, lower alkylthio, mercapto, Het,
lr:'. cyanato, isothicoyanato, or isocyanato.

3. A cocapound according to glaim 2, wherein X' is lower alkyl
substituted with one Ar' radical.

s eeveE88RE3R

N - BN
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4. A compound acocrding to clais 3, vherain & is & radical of
formals (b-l),

5. A chemical compound according to any of claims 1 to 4 for use
as a mediging,

6. A chamical compound agcording to any of claims 1 to 4 for uss
as an anti-allergic meficine.

7. A pharmaceutical composition camprising an inert carrier and &

memdamm@gmwu
alaims 1 to 4,

8. A pharmacentionl composition socarding to dlaim 7 for use as an
anti-allargic ssdicine.

9. A process for preparing a pbarsacevtical ocomposition,
characterized in that & therapenticelly affective amount of a
oompound as claimed in any of claims 1 to 4 is intimatately mixed
with a suitable pharmaceutical carriex.

10. A process for preparing a cospound according to any of claims
1 to 4 charactarised by
I reacting a piperidine of formnla

2
R
ﬁl
I-n ~C-W (11},

thlho.lunlululmnhtum'hgm,dth
a dimming of formula ’

P Z' (IV) with an intarmediate of

-l
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1

R

| 1
¥ ir"\rA%2  (v), in & rescticn-inert
T1.0P

solvent, vherein t

a) zlun:aumoftm—n-nmmnnwuu
mlum-munmmmzzunuma
formnla -y or

b) llhlrauclld!m-IaﬂtzthM
formula M-Bj or

c) llha:aucnlcttmh-clz-llﬂlzhnrlﬂudo!

formula -M, thns preparing a coopownd of formmla

'y 1
”@"1"1‘(_} o

a) 2! is a radical of Formula ~X and X° 1s & radical of

fm-mzi,thlmm;lmdmtl-lh
III. reducing an intermediate of formula

W 2
:.-C}a—r" ::;: . VI)

in a reaction-inert solvent; and, if dasired, converting the

compounds of formula (I) into each other by ]

a) alkplating & compomnd of foramla §°-D (I-c) with a reagent of
formula L3-Q' (VII) in a suitable solvent, thus preparing a
compound of formla %2-p (I~b), wharein L2 has the
previously defined meaning of L, provided that it is other than
hyérogsn, and vharein
1) g is -w ana g% is hydrogem; or

42

a2
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b)

e)

=126~ 0151826
1) o 1s ~c g,

and n’ is a radiocal of formula
m’-c lzl-. wharedin l" is a reactive lsaving group
and ¥* is 0, 8, MR or - =C(=X)-Y-, said 5* being
O su.-lns. thus preparing a compound of formnla
t'-c g, ~*-C B, -D (I-b-1-a)s ar

111) Qlil-crlzr-wlmdﬂzillerfm

I!J-‘l/jf , wherein T° is a direct bond

L(cn,la

au.'zl-(c-x)-. thus preparing a compound of formmla

"l'c:"z: o :S (T-b~1-b); or

\tem),

iv) @ is a rasical of fommila -C_H_ ~7'H ana @2 is -
"c. -y wharain !"-. 0, 8, or -H(q"‘!l-'
said hhgo,.un‘,m-mmawo!
1 4

formnla L ~C :lh-! =C .Ez-b (I-b=2};

redoctively K~-alkylating a compound of formula B-D, (I-o-1),
with a carbonyl-oompound of formula L2 %wCe0 (VIII), said
12"%.040 being a compound of formnla 1-E vherein a ~CH,-
radical is oxiduted to a carbonyl radical, in a reaction-inert
solvent, tims preparing a compotns of formula L2-D (I-b)p
reductivaly W-alkylating a compound of formola

m(r)-c B D (1-8)
vith a carhonyl-compound of formala L-(C 8, . )=0 {IX),
iz 1'-(C_B, )= being u compound of formla
I--czlh-nm:l.nn-(:llz-nﬂulhmmn
carbomyl radical, in a rsaction Iinart solvent, thus preparing a
compound of formula L'-C B, ~W(x*)~CH, D (1-b-3);
rednctivaly ¥-alkylating an intermediste of formula
1-c g, -u(2")8 (X) with a compoud of fommla Om(CH, . )-D
(I-e), said O~(CE, )= being a radical of formula H-CH, -

whm:l.na-cl’-ndluliluihudtnnuubmﬂmm. in a

—— -

rsaction-inert solvent, tims preparing a compound of formmla {I-b-3);
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a) resacting a reagent of formuls L 'c,lh."lﬂ {XXI) with a

compoond of formmla X2=Ce-C N, -D (1-£), wherein X* is
O or B, in a yeaction-inert solvent, thus preparing a compound
of formnia z."-crnz :-:l-cc-uza-m-c B oD (I-b-4)s
£) reacting a reagent of forsmla :."-ctnu-n-e-x’ (XIT) with

a compound of formls n‘-c.nz.-n {I-c-4), respectively

with a componnd of formula H~D (I-o-1) or with a compoumd of

formula

II,—.>—D {(I-o=3), in a reaction-inext solvaxnt, thoas
(ém,)_
preparing a compound of formula
1'-c g, -wE-c(=x")-r'-c B, -D, (1-1-5-a),
raspactively of foramla

1'-c_§, -mE~c(=x®)-D, (I-b-5-D), or of formnla

rlc r‘z:"""""z"'/—é' D (I=b=5=g)s .
\-cm,)n

g) xeacting a reagent of formnla r.l-crna_-c:-x’ }=08 (XIIX)
with (I-c=-4), respectively with (I~o-l) or (I-o-3), in a
reaction~inert solvent, if dasired, aftsr converting the OH
group in {XIIl} in a reactive leaving group or by reacting
(XIXT) with {I-c-4), respactively (I-o=1)} or {YI-o=3), in the
presance of a reagent capable of forming esters or smides, thns
preparing a compound of formnla

L'-C 5, ~C(=x")-T'-C B, -D, (I-b-6-u),
respectively of foranla

:.l-c:nh-c(-xz}-n, (I-b-6-b), ar of formmla

- - - - - o o= —pr=—rr—

1
¥ -c:azr-c(-xzi-u,_>-n (I-b~6-c)?
(CRy),

h) reacting (XI} with {I-c-4), respectively (I-c-l1) ox (I-p-5) in
the presenca of 4 =X gensrating agent in a reaction-inert
solvent, thus preparing & compound of formmila

nl-c:nzr-zl-c(-m-!"-c_nz_-n, (I=b=7=-a),
respactively of formmla
:.l-cxnk-zl-cc-x)-n, (I-b-7=b), or of formmla



22 a

100
101
102

103

105

106
197

-i2p- 0151820
"1"’:'2:"1""""\,1_)_ D tI-b~T~a);

Cliz)g

1) reacting sn alkens of formula 1L'-C B, ~T-lover alkenediyl-m
of formnla (XIV) with (I=p~1) in a reaction-inert solvent, thus
Preparing a compound of formula
1} B, ~T-lower alkanesiyl-D, (T-g)s

4) reacting a reagent of formals
»
1

LTC B, ~P=C_, B i ¢ (XV), with {I-c-1),
in a rsaction-inert solvent, thus preparing a compound of formmla
1
LR, =1=C ,_JBans -‘-3::.2 D (I-h), wharein
vherein a' is an integer of from 2 to 6 inclusiva;
k) oyclixing an imidamide of formmla

T

lower alkyl-0

lover alkyl _o:ll:—- tI:n-un-c-:-n (XVI)
Q2 22

in a reaction-inert solvent in tha presance of an acid, thus
preparing & compound of formuls

2
lu I D
22 l| ]} (1-1-1), wvhersin R-Y, w22
¥ -
{I-1-1)

and 3@ are, each indspendently, optional substituents of the
imidaxole ring)

1) condensing a ketons of formala X2 4-CR(W)-C(=0)-#2>, (XVII),
vith a thicamide of formula nzl-c(-ﬂ)-l-bo {IVIII), in a
reaction-inart solvant, thus preparing a compound of formmla

24
st:[l 'ﬁ"_p (1-1-2), wherein ¥** ana
¥ »
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325 are, aach independently, opticoal substituentd EALB28 - -
thiasole ring, or whars in the compound of formala (I-1-2) said
thiazolyl ring is condensed with a five- or six-mesabersad hetero-
ar carbooyclic ring, R°F and ¥2° taken together may form a
radical of formula G
condensing a thicawide of formnla n"-ct-snmz. (XIX), with
a ketone of formula W-CHR: —(C=0)-X-D, (XX), in & reaction-
inert solwent, thns preparing & ocmpound of formula

%
F U (2-1-3), vherain 2*® ama
R K=~D

n”m,u&hwy,mmumdth

thiazolyl ring:
reacting an amids or thicamids of formmla

?11 ]
¢ |l L, e et
x3

gunarating agent, in a reactico-inert solvent, tims preparing a
conpound of formnla
11

®
i
{];T Ty
*-X-D
o

* o) ¢yéllzing a vres or thicurea of formula" - -

ﬁz
@ x-Dr (XXI11)},
O
Qa

vhich in situ may be generated by reacting z rsagemt
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{ Mt m: \%

192 ¢ | (xx$IT), with sn amine

c-»

4]
133 H N-X-D, {XIXIV), in a reaction-inert solvent, thus preparing a
134 ooopound of formula

: 2
135 ot | ‘[’ (I-i-4-a);

E=X~D
x?

136 P} condsnsing an aniline of foxmmla

g
{xxV),
CoNE-K=D)

137 ﬁthuuuudtmlnm (XXVI), or a reactive
13 derivative tharwof, in a reaction-inert solvent, thus preparing
139 a compound of formala
12

|

240 N (I-1-5))
=KD

141 q) condensing an aniline of formmla
142 @:‘z (XXVII), with an amide

c-x2H

22
143 of formula K'’-C(=D)-NE-X-D (XIVIII) in a reaction-inart
144 solvent, thus preparing & compound of formula (I-i-5);

145 ¥) ocondensing an aniline of formmla

'll-‘-Rl'3

(xx1X),
C=NE-K-D
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with an acetylens of formula CEeC-R.Y (XXX), in a resction-
inart solvent, thus preparing a compound of formula

1\(@2-3““:1_1_“ ’

R-K=D

») comdensing (XXTX) with a ketone of formala RL%-C(=0)-RL>
(XXXI}, in a reaction-inert solvent, thus preparing a compound
of formnla

r M
\%’ (I=1=7);

B-K=D

¢) condensing a reagunt of formmla

@n 2 , (xXxTT),

with a ketons of formmla W-CH{R °)-C{=0)-X-D (XXXTTI), in a
yeaction-inert solvent, thus preparing a compound of formmla

{-’\'r..ln;: (x-1-8);
u) condensing an amine of formmla

ea' L),
W,
x-D

ﬂthuz,h;mcﬂm-imtmmt,tmm:
compomd of formula

He\
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¢ ! T Gesen

|
X=D

v) reacting a reagent of formula RP-C(uNE)=W (XXXV) with an
anins of formila

X-0
25y el e
xx '

in a reaction-inert solvent, thus preparing a compound of formmla

z x-D

T 4
| | ¢ {I-1-10),

¥) cyclodesulfurizing a thicamide of formmla

4 o
e | (XXXVII),
W-C-X-D
B

with an appropriats alkyl halida, metal oxids or metal salt in a
reaction~inext solvent, thus preparing a compound of formula

YT e

x} condensing an amine of formnla

Qe

vith a :0-32 genarating agent, in a rsaction-inert solvant,
thus preparing a cospound of formula

y*
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Oﬂ:ﬁ: (I-1=12):

166 vherein K i3 a bivalent radical of formula

167 -c B, -*-C B, - {a-1); or
168 "’:’z:“'l“‘\l? (&-2)3
€,

169 vharein D repressnts a radical of formuia
2

C)-:-r&"*.’ , and

170 ‘11: 112' nua 31‘; 315, 315. 111, 118' l"’ lndlzo are, sach

171 indspendently optional substituents of the previonsly Ssscribed

172 bicyelic radicals and GY, 62, &5, 6! ma @ are, each indapendently,
173 optionally subetituted bivalent radicals, selsctad so that they form,
174 combined with ths five- or six-nenbered heterocycls to which they are
175 attachad, a bicyclic Het-system; or optionally converting ths

176 compounds of formnla (I) into each other following art-known

177 grouptransformation procedures, and, if desired, converting the

178 compounds of formmls (I) into a therapeutically active non-toxic

179 acid-addition salt form by treatment with an sppropriate acid or,
180 conversaly, mmma-ammmtmmnamm

181 with alkali; wummmmmw
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@ Anti-histaminic compositions somiaining N-hetarcoyoiyl-4-piperidineninve.

Ant-histaminic composltions containing as sotive in~
N-twterocyciyl-4-plperidinamine

gradient a of formula
R A
|
1
Oy -
3
At A'
Nwh-dn,
> L Is hydrogen, C;galkyiaxyoarboryl or phenyimethoary-
~ Al = A2_AS = A% Ig » Livaient radios) heving the
0
(. ] -CH=CH-CH =CH-~ )
~N=mwCH-CH=»CH- o),
N -CH=N-CH=CH- o),
o ~CH=CH-N=CH- {d), oe
L. ~-CHuCH-CHw N- s},
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1. A pharmaceutical composition comprising a suitable
pharaaceutical carrier and as sctive ingredieat a therapeutically
effective mmount of a chemical compound having the formula

R K
| 1
L5 >-IT. "‘u: (1),
ia [l “vk

a pharmaceutically acceptable acid addition salt or 2 poasible
stereochsmically isomsric form thareof, wherela:

L is hydrogen, C alkyloxycarbonyl or pheanylmsthoxycarbonyls
1-6

11-1343-1‘ is a bivalent redical having the formula
~CH=CH-CH:=CH- {(a),
~N=CH-CH=CH- {b),
~CH=X-CH=CH- {c),
~CHuCH-N=CH- {d), or
~CH=CH-CHaN- (o),

wherein ons or two hydrogen atoma in said radicals (a) - () may, esch
independantly from esch other, be repleced by halo, cl_‘ alkyl,
c1-s alkyloxy, trifluoromsthyl or bhydroxy)

R is a membar smelected from the group comsisting of hydrogan and
C, ¢ 8lkrls

I" is a member selected from the group consisting of hydrogea,
Cl_m alkyl, 03_6 :yeloa].kyl. Ll.']' and Cl_. alkyl substituted
with ons or two Ar radicals;

'2 is a member sslected from the group consisting of hydrogen,
C. 5 a:kyl. t::"_'s cycloalkyl, (Cl_‘nltyl)-co-. (¢1 _'ukylon)-co
and Ar‘-C, . alkyl;s

whersin Ar® iy a member selactsd from the group consisting of
phenyl, being optionally substitutsd with up to three substituents
sach independently selectad from the group comaisting of halo,
hydroxy, nitro, cyano, triflnoromethyl, cl_‘ alkyl, cl_‘ alkyloxy,
€6 alkylthio, mercspto, smino, mono- and di(f.'l_‘ alkyl)amino,
carboxyl, c:l.-ﬁ alkyloxycarbonyl and cl_. alkyl-CO-; thisnyl;
halothienyl; furanyl; cl_' alkyl substituted furanyl; pyridinyl;
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pyrasiayl; thiazolyl ud imidasolyl optionally asubstituted with c
alkyl; and wherein Ar is a nexber aslectsd from ths group
consisting of phenyl being optionally acbstituted with up to three
substituvents sach inSependesntly sslected from the group consiszting of
halo, hydroxy, altro, cysmo, trifluoromethyl, I:I__6 alkyl, Cl_‘
alkyloxy. cl__‘ alkylthio, mercapto, amino, mono- and u(cl_‘
alkyl)amino, carboxyl, C,_g alkyloxycarbonyl and (01_5 alkyl)-CO.

2. An anti-allergic pharmaceutical coapositiom comprising a
suitable pharmaceutical carrier and as active ingredieat an
effective anti-allergic smount of a coxpound of foromla (I) as
defined in claim 1,

3. A composition accordiag te any of claims 1 or 2 uh.ni.n
alaa?a®uat 15 a bivalent rad.l.cll. of formula (a) or {(b) and l is

cl—ﬁ alkyl substituted with lr -

4. A composition according to claim 3 wherein R is hydrogen,
B 1s hydrogen or C, ¢ aliyl ana Ar® 13 phenyl being optionally
substituted with up to two substitueata indapendently salected from
the group consisting of halo, hydroxy, and t:l -4 alkyl; pyridyl;
inidazolyl) thiemyl; halothlenyl; furanyl; c,_ -6 alkyl substituted
furanyl; thiazolyl and pyrasiunyl.

5. A composition according to claim 4§ wharein 21 is furanylmethyl
or (cl_‘ alkyl)furanylmethyl.

6. A compoaltion according to claim 5 wherein ths compound is

3-[(S-methyl-2-furanyl)methyl]-N-(4-piperidinyl)-3H-imidaza{4,5-b]-
pyridin-2-amina.

7. A method of praparing a pharmaceutical composition as claimed
in sny of claims 1 to 7, charactsrized in that a therspeuvtically
effective amount of a compound of formmla (I) as dafined in any of said

claimg 1 to 7 is intimstely mixed with suitable pharaaceutical carriers.
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8. A chemical compound haviag the formula

R ll"
! 1
N Ay,
o >".:,—'ﬁ I,JP (1),

a pharsaceutically acceptable acid asdditioa salt or a possibls
astereochemically isomeric fora thareof, wherelin:

L 1s hydrogen, c:l. _ﬁnlkyloxycuhonyl or phenylmethoxycarbonyl;
11-124.3-1‘ is a bivalent radical having the formmla
~CH=CH-CH=CH- (a),
-N=CH-CH=CH- (D),
~CH=N-CH=CH- (c),
-CHeCH-N=CE~ (d), or
=CHaCH-CHuM- (@).
whereia one or two hydrogen atoms in said radicals (a) - (e) may,
sach independently from sach other, be replacsd by halo, C
alkyl, cl_‘ alkyloxy, trifluoromethyl or hydroxy’
R is a member aslacted from the group consisting of hydrogen and
cl-ul‘“"“
il 1 C, gelkyl substitoted with C,  slkyl-substituted
furanyl and whersia sald cHany:l.-lubsutuud furanyl is other
than 5-methyl-2-furanyls
2% 15 o mesber selectsd from the group consisting of hydrogen,
€6 a:zlkﬁ-. Cq_g CYSlonlkyl, lcl_‘ alkyl)-Co-, (Cl_‘ alkyloxy)-CO
and Ar‘-C, . alkyls
wherein Ar? is a member selectsd from the group consisting of
phenyl being optionally substituted with up to three substituants
sach indspandsntly selectsd from the group comsisting of halo,
hydroxy, aitro, cyano, trifluoromsthyl, ci_' alkyl, c:_ 6
alkyloxy., C, . alkylthio, mercapto, smino, mono- and al(c, o

alkyl)amine, carboxyl, C1_° alkyloxycarbonyl and (cl_‘ alkyl)-CO.

1-8

9. A compound according to claim 8 wherein 21" 1s C,_galkrl

substituted with 3- or l-(cl_.alkyl)-z-!urml or with 2-({:1 _'l:lkrl)-

3-foranyl.
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1 10. A compound according to claim 9 uhu-oln ! is methyl
subatituted vith 3-(c1 _ialkyl)-z-tm . 2 s hydrogen, R 1s
hzdroganandl-h-h is CH=CH-CH=(H or N=CH-CH-CH.

~-30-

11. A chemical compound of formula (I) as dafinsd in any of
2 claimg 1 to 7 for use as a medicine.

12, A chemical compound of formnla (I) as dafined in any of
2 claims 1 to 7 for uss as an anti-pllorgic medicins.

13. A compound as clalimed in any ome of claims 8 to 10 for use as
2 a medicim.

1 14. A compound as claimsd in sny ons of claims 8 to 10 for use as
2 an anti-allargic madicins.

15. A process for preparing a chamical compound of formmla (I) as
defined in clais 1, characterized by
reacting a piperidine of formula
R

L:I'-ID-QI' (1)

4 Ilural.nl."" is as L provided that it is not hydrogen, with a
§ Dbenximidazole of formula

l:'

) —( Y a? (111)

L

6 in a reaction-inert solveat and, if deaired., subsequently decar-
boxglutinqmmt.l in ths thus chtained compound of forsula

“ "/\__l}.,‘rli ¥ aw
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vhereina in (XI) and (III) either
ol 15 -¥me? ena 0 15 W, or

91 is -W and oz is -mz. or

91 is =0 and Qz is -nnz;

said W being & reactive lesaving group;
and, if further desired, converting the compounds of formula (I)
into a salt form Dy treatment with an appropriate acid; or
conversely, converting the salt iato the free base with alkali;

and/or preparing stersochemically lsomeric forms thsreof.

16. A process according to claim 15 wherein B* is 21" as
dafined in claim 8.
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© Novel N-{¢-piperidinyl) bicyciic condensed 2-imidsxoiamine derivatives.

© Novel N-i4-plperidinyl) bicyclic condensed 2-imidazolamine derivatives of formula

Y arx-2t
Oy
L-N VA (1),
'Iz L | I3
Al

wherein A'=ALA3=At (3 -CH=CH-CH®CH-, -NaCH-CHaCH-, <CH=N-CH=CH-, -CH=CH-N=aCH or
CHaCH-CH=N-; R is hydrogen ar C\—galkyl, R' is furany| substituted with C:—caikyl. pyrazinyl, thiazalyl,
or imidazolyl apbonally substitited with Cy —galicyl. L la Ca—calienyl opiionally substtuted with A%, or L Is s
radical of formuls -Alk-R3, -Alk-0-R*, ~Alk-N-(FE )RS , -All-2-C{= O}R7 or ~CHy-CH(OH):-CHy-O-R,

the pharmacsutically acceptable acid addition seits and posmble stersochermcally jsomeric forms thereot,
which compounds are anti-histaminic agents, pharmaceutical compesitions contalning such compounds as
an active ingredient and methods of preparing sald compounds and pharmaceutical compositions.

Yarox Copy Cantre
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cissoived In 75 mi of dichloromathane The latter solution was addad to the former and then there were
added 2.5 g of magnesium octadecenoate § g of polyvinylpyrrolidone and 30 mi of concentrated colour
suspension (Opaspray K-1-2100@) and the whole was homogenated. The tablet cores were coated with the
thus obtainad rixture v a coating spparstus

Exampls 21 _ INJECTABLE SOLUTION

1.8 g methyl 4-hydroxybenzoete snd 0.2 g propyl 4-hydroxybenzoate were dissofved i about 0.5 | of
botiing water for injection Aftercooling o abaut 50° C thers were added whie stiming 4 g lactic ecid, 0.05 g
propylene glycol and 4-g of the AL

The solution was cooled o room tempersture and suppiementsd with water for mjection gs. ad 1 |
volume, giving & solution of 4 mg Al per mi The sclufion was sterllized by filtration (US.P XVII p. 811)
and fiiad In sterile containars

Example 22 SUPPOSITORIES

3 g AL vas dissolved in & solution of 3 g 2.3-dihydrybutenedioic acid in 25 mi polysthylene glycol
400. 12 g Surfactant (SPANS®) and triglycerides (Witspsol 556 @) q.a. ad 300 g were moiten together The
Iatter mbdure was mixed weil and the former soliion The thus obtained mixture was poured into moulds at
a temperature of 37~38" C 1 form 100 suppositories each containng 30 mg of the active ingredient.

Claims
1. A chamical compound heving the formula

2 Alk-R
|
“S-I'—h/' ".elaz © oIy,
e N

a pharmaceutically acceptable acid-addition salt or a stersochemically isomeric form thereo!, wherein
A'=AA3 = A* ig g bivalant radical having the formula
CH=CH-CH=CH- (a1},
N=CH-CH=CH- (a2},
CHaN-CHuCH- (a-3),
CHuCH-NaCH- (a-d), or
CHaCHCH=N- (a5} -
wharsin one or iwo hydrogen atoms in said radicals (a-1)~(a-5) may, independently from each other, be
repiaced by haio, C:-salkyl, C: —salkyloxy, tiflucromethyl or hydroxy:
A Is hydrogen or Ci —galkyl:
R' is furanyl substituted with C:—alkyl, pyrazinyl, thiszolyl, or imidazolyt optionally substriuted with
cl-‘"ll
A is hydrogen, Gy —alikyl, Ca-scycloalkyl, Ard-C; ~galkyl or (C1 -salky])-CO,
L Is Cy-galkenyl optionally subsiftuted with Ar?, or L is & radical of formuia
AR (1),

CHy-CH{OH)-CHa-O-R®*  (b-5)

F® is hydrogen, Ar'-thio, Ar%-gulfonyl, 4.5-dliydro-S-oxo-1H-tetrazol1-yl being optionally substituted in
its 4-posttion with A3 or Cy-gakyl, 2,3-dihydro-1,4-benzodioxin-2-yi-2,3-dihydro-1.4-benzo dioxn-G-yl. 4+
morpholinyl. 1-piperidinyl or 1-pyrrolidinyl, or when R' is furanyl substitulad with C.—gakyl and A' =A%-

24
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Al=A* 18 a bvalent radicai of formula (&1) or (&2), F® may aiso be Ar 2.3-dihydro-2-oxo-1H-
benzimidazol-1-yl or 1-{C: —caltyl)pyrrolyi,

R'is C —alkyl or Ar',

R® 19 C: —gailkyl cptionally substituted with Ard;

F® 18 Ar? or C:-salleyl optronally substituted with Ar? or when A' = A%-A? = A® is a radical of formula {a-1)
or (a-2), R® may aisa be tH-benzmidazol-2-y,

7 15 C1 —galityl, A-Cy —qalkyl Ar2 amino, Ar®-amino, mana= and di{C: ~salkyllamino mono- and di{Ar®-
Csr—salkcyllaming, t-piperidinyl, 1-pymolidinyl 4-morpholinyl, Ca-gcycloalkyloxy Cy-galkyloxy or Art -C-
=g alkyloxy,

Z18 O, NR® or a direct bond, sad R® being hydrogen or Ci—galkyl optionally substituted with Ar'

RO ig A,

eachr Alk indepandently being C: —salkanediyl,

Ar' 13 phenyl, substituted phenyl, naphthalenyl, thienyl, halothienyl, C.-calkyl substituted thienyl or
furanyl, wherein said subattiutad phanyl Is phenyl substituted with 1, 2 or 3 substitvents, each indepen-
dently selected from the group conssting of halo, hydroxy, nitro, cyano, trifluoromethyl, C:—alkyl
G+ —sakyloxy, Ci-gaithyithio, mercapto. C.-galkylsuifonyl, C:-—galicysulfonyliCi—calkyl, phenyl-Ci —alky-
Isutforyl, phenyisulfonyiCi -catkyl, amino. mono- and di{C:~salikylamino, carboxy, Ci-galkylaxycarbonyl
and Ci ~galkyicarbonyl,

A has the same maanings of Ar', and may also be pyridinyl, mono- and di{C1 -salkyloxy)pyridinyl or
furanyl substituted with C. —¢sikyl, and

AP has the sama meanings of A2, and may aiso be pyrezinyl, 1-{C:—salkylpymoiyl, thiszolyl or
imidazolyl optionally substituied with i —alkyl;

provided that A' =AZA3= A% |g g radics! of formula {a-1) or {a-2) when L 13 a radical of formula (b-4).

2. A chemical compound eccording to claim 1 wheren R is hydrogen, R' is furanyl substituted with
C1—sakkyl and MR Is hydragen or Gy —satkyl

3. A chemical compound according to clalm 2 whersin L 13 Cy—catcenyl optionally substitiied with
phenyl or substiriiad phenyl, or whersin L Is a radical of formula (b-1), (b-2) or (b-5) whersin R* is
Cs—salkyl, phenyl or substituted pheny, R is phenyl, substitted phenyl or C: -salkyl optionally substituted
with phenyl or subsiituted phenyl, R* is hydrogsn Ci-salkyl, and R? Is phenyl, substited phenyl or
naphthelenyl

4, A chemical compound acconding to clalm S wherein L is a radical of formula (b-1} or b-2) whersin R?
is hydrogsn phenylsulfonyl, 4.5-dihydro-5-oxo-1H-tetrazol-1-yl being optionally subetituted in its 4-position
with Gy —sakkyl, 2.3-dhydro-1,4-benzodicxin=2-yl. 4-morpholinyl, 1-piperidinyl or 1-pyrrolidinyt, or when R* ia
furanyl substituted with C, —calkyl and A' = A-A3= A* i3 3 bivaient radical of formula {a-1) or (a-2), R® may
also be 2,3-dihydro-2-oxo-1H-benzimidazol-1-yi, thienyl, furanyl, phenyl or substituted phenyL

5. A chemical compound according to claim 1 wharein the compound s 3-{{§-methyl-2-huranylimethyl}
N-{t-methyl-4-piperidinyi)-3H-imidazo{4,5-b]pyridin-2-amine

8. A pharmaceutical composition comprising a sultahle pharmaceutical carrisr and as active ingredient a
therapautically effactive amount of & compound as clamad in any one of claime 1 to 5.

7 An anti-hustaminic pharmaceutical composition comprising & sustable pharmacsufical carier and as
active ingredient an effective anti-histammic amount ¢f a compound aa cisimead in any one of claims 1 to 5.

8. A mathod of preparing a pharmaceutical composition, charactarized in that a therspeutically effective
amount of a compound as defined in any of claims 1 to 5 la intimately mixed with sultable pharmacsutical
cariers

8. A compound as claimed in any one of clams 1 to 5 for use as a medicine.

10 A compound &s ciaimed in any one of claims 1 to 5 for use as an anti-histaminic medicine.

11 A process for preparing a chemical compound aa claimed in any one of cisims 1 to 5. characterized

2) N-akylating a piperiding of formuls H-D () with & reagent of formula L-W" (I), wherein W'

represents a reactive leaving group, in a reaction-inert solvent;

b) reductively N-akylating a piperidine of formula H-D (I} with a ketone or aidehyde of formula L'=0
(V), smd L' =0 being an intermeciate of formula L'Ha wherein two geminal hydrogen atoms are replaced
by =0, in a reaction-nest solvent thus preparing a compound of formula L'H-D (l-a), wherein L' 18 a
geminal bivalent radical comprising R-C: galkylidens, R*-O-C;-galkylidens, R¥RI-N-Ci -calkyildene and
R?-C{= 0)-Z-C: —salkylidens;

¢) O-alkylating an intermediate of formula HO-Alk-D (V) with & reagent of formula R**-W* (V1) wherein
R**is A, in a reaction-nert soivant, thus preparing a compound of formula R“-0-Alk-D (-b):
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d) O-alkylsting an intermeciiste of formula W*-Alk-D (VI with & reagent of formule R**-0-H (Vill)
wharein R** I Ar*, in a reaction-inert solvent. thus preparing a compound of lormuls: {I-b):

e) reacting an isocysnate of formule R™-N=aC=0 () wherein R™-NH- is amino. Ar™-amino,
C: —salkylamino or Ar=C ~galkylsming. with an intermediate of formula H-Z'-Alk-D 1)) wheren Z' is NR¥ or
0, in a reaction-inert solvent, thus prepering a compound of formuls R™.NH-C{ =O}-Z"-Ak-D (l-c-1);

f) reacting a resgent of formuig R7-H (XIl) wherein R has the previously defined meening of A7
provided that it is other than A or Cy—gatkyl optionally substitisted with Arl, with an isocyanate of formula
O=C=N-Alk-D () in 2 reaction-inert soivent. thus preparing a compound of formula R™-C{ = 0)-NH-Alk-D
(-c-2)

g) reacting a reagent of formula R7S-C(=O»-OH (i), wherein R™* is A or C-—gaikyl optionaily
substituted with Ar2, with (IX). in a reaction-inert solvent. if desired, after converiing the OH group In (XH) in
8 reactive leaving group or by reacting (XII) with (D) in the presence of & resgent capable of farming esters
or amides, thus preparing a compounit of formula R7-C(= O)-Z'-Alk-D (-c-3):

h) reacting an akanylene of formula L%-Cp-gakenediyl-H (XIV). wherein 12 being Ar‘-thio, Arl-
sulfonyl, A, C:-sakylcarbonyl, Ar-C: —salkyicarhonyl, Ar-carbonyl, C:-zalkyloxycarbonyl, Ar'-Cr—calk-
yloxycarbonyl or Ca-scycloaticyloxycarbonyl, with a piperidine of formula H-D (1), In a reaction-inert solvent,
thus preparing a compound of formula L2-C; —galianedlyl-D (l-d);

1) reacting a reagent of formula
: l’-o-cle .

with a piperidine of formida H-D (if), in & reaction-inert solvent, thus preparing a compound of formula R*-O-

CHg-CH(OH)-CHs-D (o) ;
I) reducing an intsrmediste of formuia C: —saliky-0-C{=0)-D (XVI) with a reductant in a reaction-inert

solvent, thus preparing a compaund of farmula CHa-D (H;
wharein D reprasents a radical of formula

) alx-2
= . ; AL R
13 ll || \I 3
R ¥ 1,5
A

wherein A' = A%AI=A*, R, R' snd R? have the previcusly described meenings: or
k) N-alkyiating an interrediate of formula

R
) " )
N _Al 2
L=-H —r ww A (XVIXI)
12 Il | 13
| . zIA
A

with a reagent of formula W-Alk-R' (XVIII) in a reaction-inect soivent, or
) cyclodesuifurizing an intermaediate of formula
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Alk-at
R L,
T
L-X =C<EH l (,La (xXIX)
;z A

which may in situ be prepared by candensing an lsothiocysnads of formula
R

:.-n\r:>--c-s (xx1

withr & diamine of formula
m-ll
! 1
m &\‘2
\I 3
| A {XXI).
N

with ent alicylhalide, metal oxide or mutal ssit in a reaction-inert solvent; or
m) reacling & piparidine of formula

R
1
b-lb-ﬁ (XXII)

with a benzimidazole derivative of formula

fl.k-ll
X
|

1

2 A .2

Q <A {XXITI)
.'l P

A‘

in a reaction-inert solvant wherein in {OGI) and QOGIT) either

Qis-NHRand QRis W, or

Q' is W and Q2 is -NHRR, or

Q'is =0 and O Is -NHF®; or
optionally converting the compound of forrmua (1) into each other following art-lnown grouptransformation
procadures, and, if desired, converting the compounds of formula (T} into a therapeutically active non-toxdc
acid-addition sali form by tresiment with an appropeiate acid or, conversely, convarting the acid-addition salt
into the free base form with alkedl; and/or prepering stersochemicslly Isomaric formes therso.
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© Ant-aliergio S-(hetarocyolyl syl imidezo pyvidines and &-{hetarcayolyl alkyl) purines.
® Antislergic 2{heterocyclylaliylimidezopyridines of formula
' R !‘I
i Nr/-\ﬂ—c.&. i *\LA:
\_(c'!h)l A‘SA’ {1,

wherein

A'mALA oAt ig NeCH-CH=CHe, CHuN-CHaCH:, «CH=CH-NuCH-, -CHuCH-CH=N-, -N=CH-
N=CHs or -CHuN-CH=N-;

R' is hydrogen, C1 -10alkyl, Gi-ccycioalkyl, Ar', Ci~sakyl or & radical of formula -Alk-G-R2;

R s hydrogen or G —calkyl; *

misioé ,

nlstor2;

L is hydrogen, Ci-sakylcarbonyi, Ci-calkylsulfonyl, Ci—salicylaxycarbonyl, Ar-Cy —¢alkyloxycarbonyl, A%
carbonyl, Af-sulfony!, Cs-¢cycioakyl, Ca~alkany! optionslly substituied with A, Cy—r2alkyl, & radics! of
formula -Alic-R*, -Alic-Y-RS, Alie-2!-COQ-Z2-R or -CHy-CHOH-CH-O-R;

the pharmaceutically acceptable acid addition salts and possible siarsochemically isomeric fonms thereof,
novel compounds of formula (I); pharmeceuticl compositions contalning such compounds 8s an active

Yarox Copy Centre
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Exampio 35: CAPSULES

20 g Of the AL, 8 g sodium lmuryl sulizie, 58 g sierch, 68 g laciose, .8 g colioidal sillcon dicxide, snd

12 g magnesium siserate were vigorously stimed together. The resulting mbdure was subsequently filled
into 1000 sultsble hardaned gelstin capeules, each comprising 0.02 g of the A.L.

Example 36: FILM-COATED TABLETS

Preparation of tablet core

A mbdure of 100 g of the AL, 570 g lactoese and 200 g starch was mixed well and thereafler humidified
with a solution of § g sodium dodecy! sulfste and 10 g polyvinyipyrrolidone (Kolidon-X 80 @) in about 200
mi of water. The wet powder mixture was slevad, dried and sieved again. Then thare was adided 100 g
microcrysiafiine caliuioss (Avicel @) and 16 ¢ hydrogenaied vegetsbis oll (Stevotex @). The whols was
mbed well and compressad into tablets, giving 10.000 tablets. each comprising 0.01 g of the acive
ingredient.

Costing

To a solution of 10 g methyl celiuloss (Methocel 80 HG @) in 78 mi of denaluraied ethancl there was
added a solution of § g of ethyl colluioss (Ethocel 22 cps @) In 150 mi of dichioromethane. Then there were
added 75 mi of dichicromethane and 2.5 m! 1,2,3-propane triol. 10 g Of polysthylene glycol wes mollen and
dissoived in 75 ml of dichioromethans. The [atter solufion was added io the former and then there were

added 25 g of magnesium ociadecancais, 5 g of polyvinylpyrrolidone and 30 mi of concentrated color

suspension (Opespray K-1-2100 8} and the whole was homogensied. Tha tablet cores were cosind with the
thus obiained mixture in a coating spperatus.

Barmple 37 : INJECTABLE SOLUTION

uuwwbumﬂ-dugmlﬂydm"umhmuld
bolling water for injecion. After cooling o sbout 50 C there were added while stirring 4 g Iactic ackd, 0.08 g
propylene giycel and 4 g of the AL The solufion was cooled to room tempearaturs and supplementsd with
water for injection q.s. ad 1 | volume, giving a solulion of 0.004 g A.L psr ml. Tha solution was steriized by
fiitration (U.S.P. XV p. 811) and filled In sterile contsiners.

Example 36 : SUPPOSITORIES

3 g AL was dissoived in a solution of 3 g 2.3-dihydroxybutanedioic acid in 25 ml polysthylene glycol
400. 12 @ suriaciant (SPAN ©) and triglycerides (Witspec! 555 6) q.a. ad 300 g wers moltan fogather. The
latter mixture was mixed well with tha former solution. The thus obtsined mixiure was poursd into moulds et
a temperature of 37-98° C to form 100 suppoaitories each containing 0.03 g of the active ingredient.

1. The ue for the manufachme of & medicament for treating allergic diseeses of & compound having the
formula
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! 1
L—Hrﬁ\)l—c.ﬁ. ,'e
w X sAY {1),

a pharmaceutically acceptable acid addifion sait or a stersochemically Isomeric forms thersof, wherein
«A'= A= A% |3 a bivalent radical having the formuls

NaCH-CHaCH- (1),

CHaN-CHaCH- (a-2),

CH=CH-N=CH- (»8),

CHuCH-CHuN-  (a-4),

NaCH-N=CH (a-8), 0r

CH=N-CHaN- (a-8),

wherein one or two hydrogen stoms in said radicele (a-1) - (s-8) may, sach independently irom each ather,
be repiaced by halo, C: ~galkyl, Gy -salkyloxy, triflucromethyl or hydroxy;

R! 1s hydrogen, Ci—otikyl, Ca-scycloalkyl, Ar', C;-¢alkyl substitulad with ons or two Ar' radicals, or a
radical of formula ~Al-G-A% wherein

R® s hydrogen: Ca-g-alkenyl optionslly subetituted with Ar%; Co-galiynyl; Ar' or Cy—galkyl optionally
substitvted with A, hydroy, Ci—g-sikyloxy. carboxyl. Ci-salicyloxycarbonyl, Aft-cxycarbonyl or Ad-
Cr—sakyloxycarbonyl; and

Q is O, 8 or NR%; sald A heing hydrogen, Ci-salkyl, C1~cakyicarbonyl, C1-salkylaxycarbonyl or As-
Cr-sallyk;

R is hydrogen or Cy—salityt:

msio&

nsfor2

L Is hydrogen, C1-saikyicarbonyl, Ci—sakyleulionyl, C1-salkyioxycerbonyl, Ar2-C1-qalkyoxycerbonyl, As®-

M

carbonyl, Al-gulionyl, Ca-sCyciouikyl, Ca—calienyl optionally substituted with Arf, Gy-12akyl, & redicel of

formula . .
ARt (1)
-AkYFR D

-Alu-Z'-!-Z’-ﬂ' o-8), or

P& I hydrogen, A&, m«m«wmmmmm«m

RE is hydrogen, A2, Hel or C1-galkyt optionally substituiad with halo, Het or At

H is A or naphthalenyl:

Yis O, 8, NR'; said P being hydrogen, C—salicyl, Cy ~salkyicarbonyl or Ar'-carbonyt;

Z' and Z* each Independently are O, 8, NR® or & direct bond;

sald R? being hydrogen or G —galkyl;

X Is O, 8 or NR®; said R™® being hydrogsn, Cy—salkyl or cyano; and sach Al Indepandenty being
C1-selkanediyl;

Het is a five- or she-memberad heterocyclc ring containing 1, 2, 3 or 4 heteroatoms, sski hetercatoms being

seleciad fram the group consisting of oxygen, sulfur and nitragen, provided thet no more then two axygens
or sulfure are present. said five or shemembered ring being optionally condensed with a five- or eix-

. membered carbocyclic or hetarocyclic ring also containing 1, 2, 3 or 4 helercatoms, the latter heteroatoms

being sslectad from the group consisting of oxygen, sulfur snd nitrogen, provided thet no more than 2
oxygens or sulfurs are presant, and when sald Het Is a bicyclic ring systam It may optionally be substitutad
with up io 6 substituents, and when sald Het Is & monocyclic ring system it may optionally be substiuied
with up to 4 substifuents, said substiiuenis of Het being selected from the group consisting of a bivalent
radical of formula =X; helo; isocysnate; isothiocysnato; nitro; cyano; trifiuoromethyt; a radical of formuia -A;
& radical of formula <Y-A; or a radical of formula -Zi-C{=()-Z%-A; wherein ssid =X independently hes the
sems mesning of the previously delined X and A Is hydrogen, A% or C,~galkyl being optionally substituted
with A%, Cbeing selecied from the group conalsting of cxygen, sulfur and nitrogen, provided that no more
than 2 corygens or sulfurs are present. and when said Het s a bicyclic ring system it may optionally be
substituind with up to 8 substituents, and when seld Het Is a manocyclic ring system it may optionaily be
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substituted with up 1o 4 substitusnts, seid £+fakyloxy, Ar%-0, hydroxy, or C;-galkyloxycarbonyt; and V, Z'
and Z¢ independently have the same meaning of tha previously defined Y, Z* and Z%; provided that () whan
In the radical -Y-A, A Is hydrogsn, then Y Is cther than a direct bond, or (K) when In the radical -Z'-C{=X)-
ZUA, A Is hydrogen and Z' ls NR® O or 8, then Z? ia other than O or &; .

Ar 1a phenyl, being optionslly substituiad with 1, 2 or 3 substituents sach independently selacted from halo,
hydraxy. nitro, cyano, rifiucromethyl, C:—salkyl, Cr-salikyloxy, C1~sakyithio, mercapio, amino, mono- snd
di(Cr-sakylamino, cerbooryl. Ci—galkyloxyossbonyl and Ci—salkylcarbonyl: thienyl; halothienyl; fursnyl;
s;.:mwwmmmmwahwmw

-‘

Art i phanyl being optionally substituted with 1, 2 or 3 substituents each indepenciently selected from halo,
hydroxy, nitro, cysno, bifluorometiyl. G -salkyl, Ci-galkyloxy, Ci-salkylthio, mercapto, amino, mono- snd
{C -salkylJamino, carboxyl, Cy—salkyloxycarbonyl and Cy-salkylcarbonyl,

2. A chemicsi compound of formula (T) as defined in claim 1, provided thet when L is G, —salkyl, R' Is
other than hydrogen, 2-methyiphenyl, banzyl, 4-chiorobanzy! o 4-methoarybenzyl.

3. A chamical compound according 10 claim 2 wherein Het js {I) an oplionaily substiuted five- ar abe-
membered helerocyclio ring containing 1, 2, 3 or 4 helerostoms selacted fom the group consisting of
axygen, sulfur snd nitrogen, provided thet no mor than two txygens or sulfurs ane present; or
Het is (i) an optionally substitutad five- or six-memberad heterocyciic ring contsining 1 or 2 helsicatoms
selecied from the group consisiing of aygen, sulfur and nitrogen, being fusad with an optionally substituled
five- or sbe-membered ring through iwo dng carbon atoms or one ring carbon and one ring nirogen sfom,
conlaining in the remainder of the fusad ring only carbon stome: or Het Is (iT} an optionally substiiuted fve-
or shemembered heterocyclic ring containing 1 or 2 heterosioms selected from the group consisting of
oxygen, suifur and nitrogen, being fused with an oplionslly subsiituled five- or aix-membered hstarocyclic
fing through iwo ting carbon stome or one ring carbon end one ring nitrogen atom, contsining in the
remainder of the fused ring 1 or 2 hataroatoms salacted from the group consisting of oxygen, sulfur and
nitrogen: wherein Het may optionally be substituted with up 10 4 substituents when Het is & monocyciic ring
systom, and whersin Het may optionally be substituted with up 0 8 subsifivents when Hat is & bicyclic ring
systom, said substituents of Het being saleciad from the group consisting of a bivalent radical of formula
=): haio; isocysnain; [sothlocysnaio; nitro; cyano; trifucromethyl: a racdical of formula ~A; a radical of
formula -Y-A; or a radical of formula -Z'-C{=X)-Z%-A; wherein sasid =X independently hes the same
mesning of the previcusly defined X and A I hydrogen, A® or Cy—alkyl being optionally subsiiuied with
A2, Cy—galkyloxy, Ar®-0, hydroxy, or Cy -salkyloxycerbonyl; and Y, Z' and Z¢ independantly heve the same
meaning of the previously defined Y, Z' and 2% provided that (i) when in the radical -Y-A, A is hydrogen,
then Y is other then & direct bond, or () when In the radicel -Z'-C{=)Q-Z%A, A I hydrogen and Z' is NRY,
Qor 8. then Z2 ls cther han O or 8.

4. A chemical compound according o claim 3 wherein R! is Cy-sality] substituled with Ar* or wherein
R s & radical -Alk-O-F?, sski ? being hydrogen, Ci -salkyl, Ca-salkenyl, Cy-salkynyt or Ast.

5, A chemical compound according t0 clalm 4, whavsin R s hydogesn, mis 1, nle 1, end L Is
inydrogen, Cy~galiyl or & racical of formula (b-1), (b-2) or (b-3).

8. A chemics! compound acconding fo claim 5, whevein R* is Ar® or Het: R® and R® independently are
Ci—salkyl. A or Het: R? is hydrogen or Cy—saikyl: X Is O or 8; and Z' and ¢ sre sach independenily NH
or a direct bond.

7. A pharmacsulical composition comgrising a suitable pharmaceutical cerrier and 23 active ingredient &
therapeutically sflective smount of & compound as claimed In sny one of clalms 2 10 8.

ammmmmammmm-
active ingredient an effeciive ani-allergic amount of a compound sa claimed In any one of claima 2 10 6.

9. A method of preparing 2 pharmacsidical compestiion. cheracierized in thet & therapsulicelly offactive
amount of & compound as defined In any of claims 2 o 8 is Infimately mixed with sultable pharmaceuticat
canvlens.

10. A compound as claimad in sny of claims 2 o 8 for use as a medicine.

11. A compoun as claimed In any of cleims 2 to 8 for use as an anfi-gllacgic madicine.

1zAmumnmuum-mmwdmzn&mg

a) cyclizing an intermediate of formta
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R
A e
1
I~N ] : L,
1), ‘}, (TT-a) , or
N
R
A
N\ : < 3 (11=-b)
\—(crp), X
iy A

whereln X3 Is O, 8 or NH, in a reaction-inert solvent, If desired, In the presence of a dehydrating agent;
b) reaciing an acld of formula

r/'\ 2

I-N N-Ga-C—0H (II1)

-5

wlwmm.Mmm_Mmdw

L
iy (111
W !

In a reaclion-inert solvent:
e)Nmam«'mﬂ_HMdm
R
A
LN PI-H 34

with an imidazopyrkiine or knidazopyrimkiine of formula

AiAi
W“GJHE*Q:]: v

MnWhamangmmaWMHMhﬂnmdam
d) reduciively N-elkylsting a piperazine or hexshydro-1H-1.4-dlazepine of forrmule
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r
I-N N-H 4]

with an imidezopyridine or imidezopyrimidine of formula

ll
0 . )
HE;-C;rﬂin.¢'<;::n:f~.€? (viI)
)
- A#
in a reductive medium;

@) reacting a piperazine or hexahydro-1H-1.4-dlazepine of formula
R

h

L—N 'N"C-Hh-w (ViiI)

(o,

-lhmmduupylldhormmmdm

<YL =
a

or the metsl substitulion form thereot, in a reacion-inert medhan;
l)!-dkylﬂunmptmddhnnull

] "
TR, o
(o N

with a reagent of formula W-R'* (1), wherein W is a reactive lsaving group, In a reacion-inert solvent, thus
preparing & compound of formula

R nld
) 3
L_Nr/'\m_g\fz '
? (I-a
i, a?¥

whersin R'* has the same meaning of R provided thet it is ather than hydrogen: or

440
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g) N-akkylating a compound of formula H-D (I-d) with a reegent of formula L'-W (<} in a reaction-inert
solvent, thus preparing & compound of formaula L'-D (1), wherein L' has the previously delined meaning of
L, providad that & is other than hydirogen;

h) reductively N-alkylating & compound of foormula H-D ({I-d) with a katone or aldehyde of farmula
L*=0 (qI), said L2=D being an intermediate of formula L*Hy wherain two geminal hydrogen stoms are
repiaced by =0, In a reductive medium thus preparing a compound of formuia L*H-D (lc-1); wherein L2 Is
a geminal bivalent radical comprising Cy-scycloskyfidens, Ci-1zalylidens, F*-Ci-calkylidene, RS-Y-
Cy-salkylidens and RF-Z2.0{=X)-Z'-C; -sakylidens;

) akylating a compound of formula H-Y-All-D (1c-3) with en intsrmediste of formula R¥%W! (),
wharein R** Is A® or Het, in a reacion-inart solvent, thus preparing a compound of formula R*-Y-Al-D (-

. o
-]} alkylating an intermediste of formula R™-Y.H (GV) whevein F®* is Ar® or Het with & compound of

formula W-Alle-D (1-¢~4}, In & reacion-inert soivent, thus prepaving & compound of formula (-o-2);

K} reacting & reagent of formula RS-Z¥0.H (XV), wherein Z** has the previcusly defined mesning of
Z¢ provided that it s other then a direct bond, with & compound of formula X=C=N-Alk-D (-c-8), in a
roacion-inert solvent, thus preparing & compound of formula RS-Z#&.G{ = X)-NH-AK-D (-c-5)%

D) reaciing an lsocyansie or lsothiocyansie of formula RS-N=C=X (V) with & compound of formule
H-Z'"*-AK-D (-c-6), whersin Z'* has the previously defined meaning of Z2 provided that It is other than a
direct bond, in a reaction-<inert solvent, thus prepering a compound of formula RS-NH-G(=X)-Z"*-Ak-D (-c-

n

m) reacting a reagent of formula RY-C(=)Q-OH Q(VI) with (-c-8), in & resction-inert soivent, ¥
deelred, afier converting the OH group in (XVII) in a reactive leaving group or by reacting (XVH) with (-c-8)
in the presence of a resgent capable of forming seters or amies, thus preparing & compound of formula
RS-C(=)Q-Z"*-Ak-D (o-0);

n) rescling an alkenylone of formuls L3:-Ca-salkenodiylH (C(VI]), wherein L? being A%, Het, At
sulfonyl or & radical of formuls RS-Z&C{=))-, with & compound of formula (I-d), in & reaction-inert solvent,
fhus prepearing & compound of formula L2%-C; -galkenediyl-D {c-10);

0) reacting a reagent of formula ™

0
YA

wherein F* Is hydrogen or & radical R7-0-CHs-, with & compound of formula (Hd), In & resction-inert
solvent, thus prepering & compound of formule RB-CH{OH)}-CHy-D (Fo-11);
p) cyclodesuliurizing a compound of formule

rZ2

@ i {I~-c=13)
¢ NE=—Alk-D
S

with an alcyhhalide, metal cxdde or metal salt In a reaction-inert solvent, thus preparing a compound of

) o

EI: Nif==Alk-D (I-c-12)

ss Whereln G° snd R* are as previously defined; or

Q) cyciizing & guanidine dertvative of formuia
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g2
Cpealky—0, N
\ )

CH—CH;—NB-C—NH—AR-D (xx),

Croatr-0"

in a reaction inert-soivent, thus prepering & compound of formula

e
é—m-n-n {I-c-14)
N

wherein R I hydragen, Cy ~galkyl or Ar2-C: —galiyk:
wherein D represents a radical of formula

R nl.

A

el

wherein -A'=A2A2e A R, R, n snd m have the previously described meanings; or optionslly converting
the compounds of formula () into each cther following art-mown groupe fransformation procedures, and, i
dosired, convecting the compourxis of formula 1) Into a therapeutically sctive non-addition salt form by
treaimant with an appropriats acld or, conversely, converting the acid-addition sait into the free base form
with alkall: and/or preparing aterecchemically isomeric lorms thereof.
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l 2
""ﬁ%" f X (1,
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wherein
A'spALA3mAb- iy -CHaCH-CH=CH-, -N=CH-CH=CH-, -CH=N-CH=CH-, -CH=CH-N=CH-, -
CH=sCH-CH=N-, -N=CH-N=CH-, or -CH=N-CH=N-,
A Is hydrogen, C1-1calkyl, Ca—scycioalkyl, Ar' or G, —sakyl substituted with one or two Ar' radicals;
8 is NF®, CHg, 0. 8, S0 or 80y;
R Is hydrogen or Ci —galkyl;
nisforZ
L is hydrogen, C:-sakylcarbonyl, Ci-salkyisulionyl, Ci-galkyioxycarbonyl, Ar%-Gi —calkylaycarbonyl,
Aricarbonyl. Ar-sulfonyl, Cs—scycloakyl, Ca-salkenyl optionally subsiituted with A, Cy—12alkyl, & radical
af formula -All-R3, -Alk-Y-R*, -Alk-2'-C00-Z2-R8, or -CHy-CHOH-CHa-O-R¥;
the pharmacsutically acceptable acid addiion saita and possible stereochemically isomeric forms thersof,
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Example 52 : SUPPOSITORIES

3 g Al. was dissoived in a solution of 3 g 2.3-cihydrexybutanadiolc acid in 25 mi polyethyiene glycol
400. 12 g Surfactant (SPAN®) and triglycerides (Witepsol 555 @) q.5. ad 300 g were motten together. The
ladter mixture was mixed well with the former salution. The thus abtained mbdure waa poured into mouids at
s temperature of 37-38° C to form 100 suppositories sach contsining 30 mg of the active Ingredient.

1. A chemical campound having the formula

""A‘}' —r_f 'k= .

a pharmacsuticaily acceptable acid addition salt or a sterecchemically isomeric form thereof, whersin

-A'a A-AVz At- |3 & bivalent radical having the formula

CH=CH-CH=CH-  (a-1),

N=CH-CH=CH- (a2},

LHsN-CH=CH- (a-3),

CHueCH-N=CH- (a-4),

LHaCH-CH=N-  (o8),

N=CH-N=CH- (o), Or

LHaN-CH=N- (oD,
wherein ona or iwo hydrogen atoms In said radicals {(a-1) - (a-7) may, each independently from each other,
be replacsd by halo, Cy —¢alkyl, C:-salkyioxy, irifluoromathyl or hydroey;

R' Is hydrogen, C; -1ealkyl, Ca—scycloakyl, Ar' or G;-calkyl substituted with one or two Ar' radicals;

B s NR?, CHy, O, 8, 80 or S0;; said R? being hydrogen, C,-calkyl, Cs—ccycioalkyl, Ci-salky-

icarbonyl, C1 -salkyioxycarbony! and Ar®-C, —salkyl;

R is hydrogen or C; —¢alkyl;

nisfor2

L Is hydrogen, C:-salkyicarbonyl, C: ~cakylsulfonyl, Ci—calkyloxycarbonyl, Ar-C:-salkyloxycarbonyl,
Ari-carbonyl, Ar-gulfonyl, Cs—gcycioatkyl, Ca—calkenyl optionally substiuted with A, C: -1zakyl, a radical
of formufe

AR (1)

-Al-Y-R*  (b-2)

-AIu-Z'-g-ZLR' {b-3), or

~CHy-CHOH-CHy-O-R¢  {b~4); wherain

R is Ar2, Het, cysno, lsocyanain, fsothiocyaneto, Ar-sulfony! or halo;

R* is hydrogen, A2, Hat or C, —salkyl optionaily subatituted with halo, Ar? or Het;

R® 1s hydrogen, Ar2, Het or Ci —sakyl optionally substiiuted with halo, Ar® or Het ;

R* Is AR or nephthalenyl;

Yis O, 8, NR7;

said A7 being hydrogen, C-galkyl, C1 —salkyicarbonyl or Art-carbonyl;

Z' and 22 each independently are O, S, NR® or a direct bond:

ssid R being hydrogen or C; ~sakyl;

Xis O, S or NR!;

sald R? is hydrogen, C: -calky! or cyano;

sach Ak Indepandertly being Gi —salkanediyl;

Het is a five- or six-membered heterocyclic ring containing 1, 2. 3 or 4 heteroatoms, sald hetsroatoms
being selacted from the group consisting of oxygen, sulfur and nitrogen, provided that no movre than two
oxygens or sulfurs are present, said five or she-mambered ring being optionally condensed with a five- or
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six-membeved carbocyciic or heterocycic ring aiso contsining 1, 2, 3 or 4 heterostoms, the latier
hetercaibma being selectsd from the group conslsting of axygen, sulfur and nitrogen, provided that no more
than 2 axygens or sulfurs are present. and when said Het is & bicyciic ring systam it may optionally be
substituted with up o 8 substituents, and when ssid Het ls 8 maonacyclic ring system it may optionally be
substtuted with up to 3 substituents. said substituants of Het being seisctad irom the group consisting of &
bivalent radical of formula =) halo; isocyansto: iscthiocyanato; nitro; cyano; trifiuoromethyl; a radical of
formula -A; a radical of formuls -Y-A: or & radical of formula -Z'-C{=X)}-Z-A; whereln asid =X indepan-
dently hea the same meaning of the previously defined X and A is hydrogan, Ar? or Ci—calkyl being
optionglly substituled with A, C —galkyloxy, A0, hydroxy. or C:—galkyioeycarbonyl: and Y, % and 22
indepandently have the same mesning of the previously defined Y, Z! and Z%; provided that (i) when in the
radical -Y-A, A ls hydrogen, then Y is other than a direct bond. or (i) when in the ragical -Z'-C{ = X)»Z2-A, A
ia hydrogen and Z' s NR*, O or 8, then Z2 is gthar than O or S;

Ar' is a member selectad from the group consisting of phanyl, being optionally substituted with 1, 2 or
3 subsiituents esch Independently selectsd from the group consisting of halo. hydroxy, nitro, cyano,
frifivoromethyl, C,-gakyl. Gy—gakyloxy, Cr-galkylthio, mencapto, amino. mono- and di(Cy —alkyl)amino.
carbaxy. Ci-galkyloxycarbonyl and Ci—alkyicarbonyl: thienyl; halothienyl: furanyl; Ci—salkyl substituted
furany: pyridinyl: pyrimidinyl; pyrazinyl; thiazolyl and imiciezolyl optionally substituted with G, —salkyl; and

Ar is 2 member salected from the group consisting of phenyl being optionally substituled with 1, 2 or 3
subsiuents each Independsntly sslectsd from the group comsisting of halo, hydroxy, nitro. cyano.
triflucoromethyl, Cr—galkyl, C:—sakyloxy, Ci—gakylthio, mercapto, amino, mono- and di{Cy-¢ alkyllamino,
carboxyl, C:-calkyloxycarbonyl and G; -¢ alicylcarbonyl,

Z A chemical compound according to claim 1 whereinn = 2,

3. A chemical compound according to ciaim 1 whersinn = 0,

4. A chemical compound according to claim 1 wherein
Het s (I} an oplionally subetituted five- or six-membered heterocyclc ring containing 1, 2, 3 or 4
hetercatome sslected from the group consisting of cxygen, sulfur and nitrogen, provided that no more than
iwo axygens or sulfurs are present: or
Hat is {if) an optionally substituled five- or six-membered hetsrocyclic ring containing 1 or 2 heteroatoms
seiected from the group consleting of oxygen, sutiur and nitragen, being ortho-condensed with an optionally
substituted five- or six-mambered ring through two ring carbon aloms or one ring carbon and one ring
nitrogen alom, containing in the remainder two ring carbon aloms or one ring carbon and one ring nitrogen
atome, containing in the remaindier of the condensed ring 1 or 2 heteroatoms selacted from the group
consisting of oxygen. sulfur and nitrogen; whersin Het may optionslly be substitted with up to 2
subsiituants when Het !s a monocyciic ring systam, and wherain Het may optichally be subsiituted with up
fo 5 substituants when Het is 2 bicyclic ring system, said substituents of Het baing selectad from the group
consisting of a bivalent redical of formula =X halo; isocyanaln; isothiocyanato; nifro; cyano; trifluoromethiyl;
an radical of formula -A: a radical of formula -Y-A: or a radical of formula -Z'-C{ = X)-Z2-A: whereln said =X
independently has the same meaning of the previously defined X and Z is hydrogen, A or G, —alioyl being
oplionaily substituted with A2, C;—calkyloxy, Ar-0, hydroxy, or Ci-salkyloxycarbonyk: and Y, Z' and 22
Indepsndently have the same meaning of the previously definad Y. Z% and Z2; provided that (i) when in the
radical -Y-A, A fs hydrogen, then Y is other than a direct bond, or (i) when In the radical ~Z'-C{ = X)-Zt-A, A
is hydrogen and Z' ts NR®, O or 8, then Z! is ather than O or S.

3. A chemical compound according to claim 2 wherain R is hydrogen, R' Is Cy—galkyl substituted with
ane Ar' and B is NH or CHa.

4. A chemical compound according to claim 3 wherein L is hydrogen, C—salky! or a radical of formuia
b-1), (b-2) or (0-3) and B Is NH.

§. A chemical campound according to clsim 4 whersin R?, R* and R* are each AR or Het. R’ is
hydrogen ar Cr—calkyl, X is Q. and Z' and Z* are each indepandently NH or a direct bond.

8. A pharmacsutical composifion comprising & sultable pharmaceutical carrisr and as active ingrediant a
therapeutically effective amount of a compound as claimed in any one of ciaims 1 io 5.

7. An ant-allergic pharmaceutical compoasition comprising a suitsbie phamaceutical carrier and as
active ingredient an sffective anti-allergic amount of a compound as clsimed in any one of claims 1 ta 5.

& A methad of preparing a pharmaceutical composition, characterized in that a therapsutically eifactive
amount of a compound as defined in any of claims 1 to B is intimately mbesd with suliabls pharmaceutical
camiers.

9. A compound as claimed in any one of cisims 1 to 5 for use as a madicine.

10. A compound as claimed in any one of ciaims 1 to 5 for use as an snti-allergic medicine.
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11. A process for preparing & chemicsl compound as claimed i any one of claims 1 o 5, characterized
by :
&) reacting & pyrrolidine or hexahydro-1H-azepine of lormuls

'y
HM—I (11)

\(c8,),

wherein X2 ig O, § or NH and W is & resctive leaving group, with en aromatic diamine of formuls

1
R
n} ak 22

i3 (1II).
G-

in & reaction-inert medium, said reaction proceeding in same inatences vis sn intermediate af formuls
1

R
I P . A%,
. ‘_g_ I !’I}‘s (1I-a)
A

\—“”z’a

which may In situ, or if desired, after isolating and further purilying It. be cyclized t0 yield the desired
compounds of formula (1)

b) reacting a pymolidine or haxahydro-1H-azapine of formula

B
-3 ] \ gt (Iv)

\_tcnz).

with an intermediate of formula
1

)
{ 1
r g | Ao 8
E Y § v),
-ﬁ < 1§ ™
I—I\‘Q,A

in a reaction-inert soivent if desired in the presencs of a reductant, wherein:

0) E' Is a radical of formula -B-M wherein M la hydrogen or an alkall metal or earth alkeline metal and £2 ia
a radical of formula -W: or

() E' Is » radical of formula -W! and E® is a radical of formula M-B-; or

i) E' Is a racical of formule -CHsW' and B2 is a radical of formula -M, thus preparing a compound of
formula .
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T

(),

iv) E’ is a radical of formula -M and B Is a radical of fomula -CHy-W!', thus preparing a compound of
formula (a); or
v) E s a raciical of formula =0 and E2 is a riical of formuls RLNH-, thus prepering a compound of

formuia
I-lnl}— u (I<b); or
'z I':

27 A
I H3
I-l\_ C-my A (vII),
(Cm,) A

which may in situ be prapared by condensing an iscthiocyanats of formula
2

N=Cal (V1)

IL-B
\_(cx,)

with a diamine of formula (i),
with an akylhalide, metsl oxide or metal salt in a reaction-inert solvent:
d) N-skyiating an intermediate of formula

R
ﬁ:}'z—)- _I)Tlls (v11r) ‘

with a reagent of formula
W-R (X
wherein W' is a reective leaving group. in & reaction-inert mactium: or
9)N-alkyialiing a compound of formula H-D (Id) with & reagent of formula L'-W' () in & reaction-inert
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solvent, thus preparing & compound of formula L'-D (i), wherain L' has the previously defined meening of
L, provided that It Is other than hydrogen;

f) reductively N-afkylating a compound of formula H-D (-d) with a ketone or aldehyda of formula L2 =0 (XI),
ssid (3= Q being an intermediats of formula L2H; wherein iwo geminal hydrogen atoms are replaced by
=0, in a reaction nert medium thus prepering a compound af formula L2H-D (-c-1), wherein L2 Is a
geminal bivalent radical comprising Cs-ccycloalkylidene, Ci-1zalkylidens, AP-C:-calkylidene, R*-Y-C:-
-salkylidens and F?-Z2-C{ = X)-Z'-C1 —c afkylidens;

g) alkyialing a compound of formula H-Y-Alik-D (1-c-3) with an intsrmediate of formula R**-W' (ai), wherein
R** Is a A% or Het. in a raaction-inart solvent. thus prepearing a compound of formula R**-Y-Alk-D (--¢-2);
h) afkyisting an intermediate of formula R*-Y-H (AT wherein R*® Is Ar? or Het with a compound of formula
Wi-Ale-D (1-c-4), in a reaction-inert solvent, thus prepering a compound of formula (--c-2):

1) reacing & resgent of formula RE-ZE4H (QV), wersin Z** has the praviously defined meening of Z2
provided that it s other than a direct bond, with a compound of formuta X = G = N-Alk-O (I-c-8), In a reaction-
inert solvent, thus preparing a compound of formula RY-Z#A-C{ = X)-NH-Alk-D (--c-5);

J) reaciing an Isocyanate or lscthiocyanates of formula R*-N=C =X (XV) with a compound of formuia H-Z'*
Alk-D (--c-8), wherein Z'* has the previousiy defined meaning of Z' provided that It is other than a direct
bond, In a reaction-inert soivant, thus prepering & compound of formuia RS-NH-C{= X)-Z'*-Alk-D (+-c-7);

k) reacing a reagent of formuia RS-C(=)0-OH D(VT) with (I-c-8), in a reaction-inert soivent, i desired, after
converiing the OH group In (XVT) in a reactive leeving group or by reacting (V1) with {-c-8) In the presence
of a reagent capable of forming esiers or amides, thus preparing a compound of formula R3-C( = X-Z'*-Alk-
O (-8

) reaciing an alenylene of formuis L3-Cy-calienadiyl-H (XVII), wherein L® being Art, Het, Art-sulfony! or &
radical of formula RF-Z%C{ =X)-, with a compound of formuia (I-d), in a reaction-Inert soivent, thus preparing
& compound of formula L*-Ca s sikanediyl-D (i-c-10);

m) reacling a reagent of formda

.f:@.

whereln A% is hydrogen or a radical R¥-0-CHa-, with & compound of formula (-d), In a reaction-inert
soivent, thus preparing a compound of formula R -CH{OH)-CHa-D (Hc-11); or
n) cyclodesulfurizing a compound of formula

21
S
NB-C-Alk-D (I-e-13)

]
with an afkythallde, melal cxide or metal sall in a reaction-inert solvent, thus preparing a compound of
formula

.21

|
¥
¢’ |I ||' Alk-D (1-c-12),

wherein G* and A2 are as previously defined;
wherein D repressnts & radical of formula

47
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Aedes

\Lcx,), 0 Its f

whersin -A'=A2A3=A'- B, G, A, R' and n have the previously described meanings: or optionaily
converting the compounds of formula () into each other following art-known grouptransformation proce-
dures. and. if desired. converting the compounds of formula (f) into a therapeutically active non-toxdc acid-
addiition sait form by treatment with an appropriste acid or, convarsely, converting the acid-addition salt into
the free base form with alkall; and/or prepearing stersochemically isomaric forrns thereof.
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wherein

“A'=A-AluAS- |5 -CH=CH-CH=CH-, -N=CH-CHaCH-, -CHeN-CH=CH-, -CHaCH-N=CH-, -CH=CH-

CHa N-, ‘NsCH-N=CH- or -CH= N-CH=N- ;

D is Gt —cufmnedlyl ;

R! is hydrogen, C: -salkyl, aryiCy—cakyl or Gy —celkylcarbonyl ;
R® and A sre hydmogen or Ci—alkyl ;

nis0,10r2;

B ia NR%, O, 8, 802 or CHy;

R* Is hydrogen, Cy-sakyi, Cs-gcyclonkyl or aryiCi -saikyl ;

L is hydrogen, Cy-12akyl, Ca-scycioaliyl, Ca—salkenyl optionally substiiuled with aryl, C;-salkyicarbonyl,
C—sakylaxycarbonyl, aryicarhonyl, aryiC: —¢alkyloxycarbonyl, C -calkylsulfonyl, arylsutionyl, or a radical of

formula -Alk-R®, ~Alk-Y-RS, ~Al-Z1-C{ = XpZ2, or -CHe-CHOH-CHe-O-",

the acid addition salts end stereochemically lsomeric forma thereo!, sald compourdis heving antiallergic
activity. Pharmacoutical compositions contalning such compounds as an aclive ingradient; methods of

preparing seiki compounds snd pharmaceutical compositions.
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Example 32 : INJECTABLE SOLUTION

60 Pasts of Al. and 12 parts of benzylaicohol were mbed well and sesame oll was added q.s. ad 1 1,
giving a solulian comprising 80 mg/ml of AL The scluion was sterfized end filled in sierile containers.

Claims
1. A compound having the formula

& phamacauicelly mccepteble acid addiion salt thersof or a stereochemically lsomeric form thareol,
whersin

-A'=A-A3= At- g a bivalent radical having the formula

CH=CH-CH=CH-  (a-1),

N=CH-CH=CH- (a-2),

CH=N-CH=CH- (a3),

CH=CH-N=CH- (a4},

CHaCH-CHaN- (a-5),

N=CH-N=CH- (sB)or

CH=N-CH=N- {a7),

wherein one or two hydrogen atoms in sald radicals (a-1) 1o (a-7) each Independently from one another may
be replaced by halo, Cy-sakyl, Ci—yalkyloxy, triftuoromethyl or hydroedy ;

D s Ci—calenadiyl ;

R is hydragen, G, —salicyl, arylC1—salicyl or Ci —salkyicarbonyl ;

R Is hydrogen ar G, -galkyl ;

R? Is hydrogen or Ci—galkyl ;

nis0,1or2;

Bis NR*, O, 8, 80, SOz or CHz;

R* is hydrogen, C1-salkyl, Ca—scycioalkyl or aryiCi-gakyl ;

L is hydrogen, Cy—1zakyl, Ca-gcyclonkyl, Cy—galianyl optionally substituted with aryl, C,—¢alkylcarhonyl,
Ci—calkyloxycarbonyl, aryicarbonyl, aryiC —galkyloxycarbonyl, C1-salkyisulfonyl, arylsulfonyl, or a radical of
formula

Ak-fE 1),

Al-Y-R¢ (b2,

-Al-Z-C(rXp-22-R7  (b-8), or

=CHy-CHOH-CH;-O-R® (b-4), wherein

F® is halo, cyano, isocyenain, isathiocyanaio, aryl, Het or arylsulionyl ;

RS is hydrogen, aryl, Het or Cy~salkyl optionally substituted with halo, syl or Het;

R Is hydrogen, eryl, Het or C, —sadkyl optionally subsiituled with halo, aryl or Het;

R* Is aryl or naphthalenyk:

Yis O, §, NR*; sald R* being hydrogen, C)—salkyl or C —salkyicarbonyl ;

Z' and 22 each independently are O, 8, NR™ or a divect bond;

sald R'® being hydrogen or Cs—galkyk

Xis O, S or NR"; sald R" heing hydrogen. Cy —calieyl or cyano;

each Alk independently is C, —salkanediyl;

oach Het is a five- or six-membered heterocyclic ring containing 1, 2, 3 or 4 hetero-atoms selected from
oocygen, sulfur and nitrogen, provided that no more than 2 cxygen and/or sulfur aloma are present, aaid five
or she-membered ring being oplionally condensed with a five- or shemembered carhocyclic or heterocyclic
ring also containing 1. 2. 3 or 4 hetero-atoms selected from oxygen, sulfur and nitrogen, provided that the
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latter ring doss not conmin more than 2 oxygen andior sulfur sioms end that the total number of
heteroatoms in the bicyclic ring system is less than 8 ; and when Het ls a monocyclic ring system it may
oplionally be substituted with up to 4 subsiiiuents, when Het is a bicyclic ring sysiasm R may optionally be
substituted with up to 8 subsiitusnts, said substituents being selected from a bivalent radical of formula X ;
halo ; isocysnaio ; leothiocyanain ; nitro ; cyano ; trifluorc-methyl | & radical of formula -E ; a radical of
formula -Y-E : or a radical of formula -Z'-C{=)J-Z%-E ; wherein X, Y, Z' and Z2 are &3 previously defined
hersinzbove ; and E I8 hydrogen, aryl or Ci—calityl being optionally substihited with aryl, C; —salkyloxy,
aryloxy, hydroxy or Gy ~salkyloxycarbonyl:
oach aryl In pheny! optionally substiuted with 1, 2 or 3 substituents sach indepen-dently selectad from halo,
hydroxy, nitro, cyano, trifluoromathyl, Ci—sakyl Gy —galkyloey, Cy~calicylthio, mercapto, amino, mono- and
di{C1 —saliyljamino, carboxyl, C) -sakylaxy-carbonyl and C, —salkyicarbonyl ; and
provided that when R® is Het, said Het is other than a 2-amino-3.4-dihydro-4-oxo-5-pyrimidinyl group,
wherein the hydrogen on the G-position may be replaced by a Ci-calkyl radical and wherein the nitrogen
stom In the 3-position and the nitrogen atom of the amino group optionally sre subsiitvted, or are Enked by
& bivalent radical of foomula ~(CHa)s~, <{(CHz)s-, -CH = GH-, -CH=aN-, -N=CH-, or -N=CH-CHy~, wharein one
or where possible two hydrogen atoms of sald bivalent radicels each independently from one another may
be raplaced by C; —saikyl.

2. A compound according 10 claim 1 whereln R! is hydrogen or aryiCy —galkyl ; R? is hydrogen ; 8 is NH
orCHa ;nis 1 or2;L is hydrogen, Ci—sakyl. Cy-calkyloarbonyl, Ci-calicylaxycarbonyt, or a radical of
formuia (b-1), (-2, (-3) or (b~4) ; or the molety

_pé__,—<

is (2-CHFEOR!-furan-8-y()C1~alkyl or (3-CHREOR!-furan-5-yi)-C1 —salkyl, whersin aryl is as defined in claim
1.

3. A compound according 1o ciaim 2 wherein R! |s hydrogen; R Is hydvogen: n Is 1 or 2; L is methyl or
a radical of formula (b-1), (-2 or (b-3): R’ is aryl or Het R® Is Cy—calkyl or Het: R’ Is aryl, Het or
Ci—saikyt: Y is O or NH; Z' and Z¢ each independently are NR'™ or 3 direct bond, A" being hydrogen or
Ci—stlkyl; X Is O; sach Ak is Cz—salkanaciiyl; Het ls solocted from pyridinyl, optionally subsiituted with one
or two substiiuents each Independently selsctad from halo, aming, mono- and di{C:-—calkyllamino, ar-
yiCy—caikylamino, nitro, cyano, aminocarbonyl, Ci-gakyl, Ci-¢akyloxy, Ci-cakylthio, C,-saikylox-
yoarbonyl, hydroxy, Ci—galicylcarbonyioxy, aryiCi —salkyl and carbaeyi; pyridinyioside, optionally substituted
with nitro; pyrimidinyl, optionally substituted with one or two substituents each Independontly seleciad from
halo, aming, Cy-gafkylaming, aryiCi-sakylemino, hydroxy, Ci-salkyl, C;-salkyiony, C-salkyithio snd
aryiCy —salkyt; pyridezinyl, optionally substituted with C; -saliyl or halo; pyrazinyl, optionally substituted with
halo, amino or Gy —galkyl; thienyl, optionally substifuted with halo or C1 -galkyl; furanyl, optionally substituted
with haio or G, -calkyl; pymolyl, optionally substituled with Ci—salkyl: thiszolyl, optionally substituted with
Ci-stlicyl, Cr—calkyloxycarbonyl, aryl or aryiCi—galkyl; imidezolyl, optionally subsiihned with one or two
substitvants each independently welected from C,-salkyl, aryiCi—galkyl and nitro; teirazolyl, optionally
substitted with Cy-sakyl: 1.34-iadiazolyl, optionally substiuted with Ci-gsikyl; 5.8-dihydro-4H-1.3-
thiazin-2-y1, optionally subsiituted with Gy —galkyl; 4,5-dihydrothiazolyl, opﬂuﬂymﬂmcu-ulql
oxazolyl, optionally substituied with Ci-galkyl: 4.8-dhydro-5-oxo-1H-etrazolyl, optionally substituted with
Ci-salkyl: 1,4-cihydro-2,4-dloxo-3(2H)-pyrimidinyl, optionally substituted with Ci—galikyl; 4,6-cihydro-4-ou-
opyrimidinyl, optionslly substituled with up to 3 substiiusnts selecied from Ci —salkyl, amino, Ci~salkylamin-
ocarbonylamino, arylaminocarbonylemino, aryiCy-galkylamine and C,-calkylamino; 2.3-dihydro-3-oc-
opyridazinyl: 2-oxo-3-oxazolidinyl; pymwolidinyl; pipeddinyl; morfolinyl; thiomoriolinyl; dicxanyl, optionally
subsifiuted with Gi—galkyl; indolyl, optionally substitutad with hydroxy or Gi—salkyl: quinolinyl, optionally
substiied with hydraxy or Ci—akyl; quinazolinyl, optionally substituted with hydroxy or Cy-galkyl;
quincxalinyl, optionally substituted with Cy—salkyl: phthalazinyl, opionally subsiituted with halo; 1,3-dioxo-
1H-isoindo-2(3H)yi: 2,3-dihydro-3-ox0-4H-benzeaazinyl and 2,3-difvydro-1,4-benzodicednyl, both being op-
tonally substtited with Ci-salkyl or hallo; 2-ox0-2H-1-benzopyranyl and 4-cxo~4H-1-benzopyranyl, both
being optionally substituted with C, —galkyl, and
a bicyclic heteracyciic radicel of formula
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1),
13

(
@ ——1

Nl

3 i "
X
Y'Y . “OE o8,
\S— N—

wherein X' and X¢ sach Independently sre O or 8 ;
each R2 indopendently is hydrogen, C; -salkyl, aryiC: -saliyl, Cs-salkytoxy-C1 ~salkyl, hydroxyCs —calkyl or
C1 —galkyloxycarbonyl ;
each R™ independently Is hydrogen, G-galky!, hydmxy, mercepio, Ci-galkyloxy, Ci—saikylthio, halo or
C -sakyloxycerbonyiC: —salkyl ;
and the long desh in the radicals {o-1), (c-4). (c-6), (c-8) and (¢-7) signifies that any hydrogen atom of said
radicals, inciuding RY and A", may represent the bond linking Het to respectively Ak, Y or Z2 in the
radicals of formula (b-1), (b-2) and {b-3) ;
@' Is -CH=CH-CH=CH- ar -8-CH=CH-;
G fs -CH=CHCH=CH-, -{CHak-, -8{CHak-, -8-{CHals~, -8-CH=CH-, -CH=CH-0-, -CH=C(CHa)-0-,
-NH-{CHa)z~, “NH-{CHa)s~. -NH-CH= CH-, -NH-N=CH-CHs~, -NH-CH=aN- or -NH-N=CH- ;
@? is -CH=CH-CH= CH-, -CHz-NH-{CHa)z-. -8-CH= CH-, -8-{CHa)s~, -N= CH-CH=CH-, -CH=N-CH=CH-,
CHaCH-N=CH-, -CH=CH-CH=N-, -N=CH-N=CH- or -CHaN-CH=N- ;
@' Is -CH=CH-CH=CH-, -CHy-NH-{CHz)z~, -N=CH-CHwCH-, -CH=N-CH=CH-, -CH=CH-N=CH-, -
CH=CH-CHaN-, -N=Cl{-NuCH- or -CH=N-CH=N-;
& Is -CH=CH-CH=CH-, NuaCH-CHwCH-, -CHaN-CH=u(CH-, -CHuCH-N=CH-, -CH=aCH-CH=N-, -
N=CH-N=CH- or -CH=N-CHaN- ;
@ Is -CHsCH-CH=CH-, -N=CH-CHaCH-, -CHaN-CH=CH-, -CHuCH-N=CH-, ~CH=CH-CH=N-, -~
N=CH-N=aCH- or -CH=N-CH=N- ;
wherein one or two hydrogen aioms in said radicels @, G*, @3, G%, G or G or In the benzane part of the
radicals of formula (c-2) or (c-3) may be replaced by Ci—calkyl, Ci~salkyithio, Ci-calkyloxy or halo whan
conneciad 1 a carbon aiom ; or by Ci-salkyl, Ci-calkylotycarbonyl or aryiCy-calicyl whan connected to a
nitrogen atom, wherein each aryl is as defined in claim 1.

4. A compound according o claim 3 wherein R Is phenyl oplionally substituted with Ci-galkyloxy;

pyridinyl; 4,5-dhydro-5-ox0-1H-strazolyl; 2-oxo--ouazoiidinyl; 2.3-dihydm-2-0-1H-benzimidezolyl: or a
bicyciic radical of formuls
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wherein G2 is -CH=CH-CH=CH-, -8-{CHz)s~, -8-{CHa)s-, -8-CH=CH- or -CH=C(CHs)-O-; or
R is Ci-calkyl; pyridinyl optionslly substituted with nitro; pyrimiding® pyrazinyl: pyridazinyl optionally
substituted with halo; or 2,3-dihydro-3-oxpyridazinyl; or the radical (b-3) is (aryicarbonyl)Cy —¢alkyl, Ci-
-salkylaminocerbonyiCi ~s2ikyl or a radical Het!'-C{= O)-NH-C1—calky! wherein Het' Is 1-methyl-1H-pyrrolyl,
fursnyl, thisny] or sminopyrazinyl; whereln aryl is as defined In clalm 1. -

5. A phermaceufical composiion comprising a pharmaceutically accepiable carler and as active
ingredient a therapautically effective amount of a compound as clsimed In any o claims 1 ip 4,

&AWGM:MMM.MMheM&MhE:
WMMMMIMumhmoIM1w4hiMMMn
pharmaceutical carrier.

7. A compoun as claimed in any of claims 1 fo 4 for use as a medicine.

8. A process for preparing 8 campound ss claimed In any of claimes 1 o 4, characterized by
8) reacting an intermediate of formuta =

wherein X! is O, 8 or NH, W Is 2 reactive leaving group and R, L, B and n are as defined In claim 1, with a

4

N AL 2 @
Xk

whersin R', R, D and -A' =A%-A3 =AY gy a3 defined in claim 1, in & reaction-inert soivent, sald reaction in
some insiances proceeding via an intermediaie of formula

Dy <I=
T! xlml 1
Ve 2
L-N X—nJl\ ﬂ 4,13 (I-a)
-(CHz) A
which may In situ, or ¥ desired. afler (solding and purifying It. be cycilzed o yield a compound of formula

it
b) reacting an intermediate of formula

S e

(CHol

whersin M ls hydrogen when B s other than CH; or M represents an akall or earth allaling metal when B
represonts CHz and R?, L, B and n are as defined in claim 1, wih an inlermediate of formula W-Q (V)
wherein W s a reactive leaving group, in a resction-inert solvent;

“
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¢) reaciing an intsrmediate of formula
R’
Pa
L-N -)—w' vD
\ ),

whersin W' represents a reactive leaving group and L, R? and n are a8 defined In claim 1, with an
intarmecdisie of formula M-B-Q (VII) wherein M (s hydrogen when B is other than CHx or M represents an
alkall or exth sikaline metal when B represents CHa, In & reaction-inert solvent;

d) reacting an kriermediate of formula

R?
|
1N Mw' (VI
\ cr),

wherein W' is a reacive lsaving group and L, R? and n are as defined in claim 1, with an intermediate of
formula M-Q (D<) wherein M Is an aficfl or earth alkaline metsl, In a reaction-inart soivent, thus ylelding a
compound of formula

n’
Va
- oa
{Cta)
o) reacting an intermediate of formula
T’
r 3_
L—-N M x)
\cH),

whersin M ix an alkall or esrth aliaiine metal and L. R? and n are as defined In claim 1, with an Intermediate
of formula W'-CH>-Q 0) wherein W' is a reactive leaving group, In a reaction-inert solvent, thus yleiding 2
compound of formula {(I-a);

QMWQMdmh

n!
H\:}o o

wherein L, F? and n are as defined in clgim 1, with an intermedizie of formula R*-NH-Q (Vil-a) whereln R* Is
ndsﬁmdhﬁnhhnwﬁmimﬂnlmﬂhnmmmwmh
soma instances heing conducind by naacling intermediatea OdI) and (Vil-a) to form an enamine which may
be isolated and purified, and subsequently reducing said enamine, thus ylekfing a compound of formula
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p3
A\ ¥
L—N\ N=0Q {-b);
(CHa),
) cyciodesulfurizing a thiourea of formula
ml
3
s

condensing an lsothiocyanais of formula

with a dizmine of formala {Ilf), with an alkyhhalide, metal cxide or matal salt in a reaction-inert solvent;
h) N-alkylating an intermediats of formula

wherein W' s a reactive leaving group end R', 2 and D are as defined in claim 1, in a reaction-inert
solvent;
i) condensing a furan-derivative of formula
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whersin -A's ABAS=AS., D, B, L, R® and n aro as defined in claim 1, with an akdehyde of formula RE-CHO
{<VHl) wherein F& is as defined in claim 1, in & reaction-inert solvent thus yiekiing a compound of formula

0. on
2
R’ | :
I'l N A&,\l
AL g
A
1) reaciing a carboxylic acid dextvativa of formula
0
€ o
N AR
ra N. AQAI
L—N\- -»—B—( !] =‘l\, XV
(CHy), At

wharein R is hydrogen. alkyl or aryl and -A'=ALA3=AS-, D, B, L, R and n are as defined in claim 1, with a
reducing agent In a eaction-inart solvent; or reacting ((VIll) with a C; —galkylithium and reducing the thua
cbizined intermediato ketone with a reducing agent in a reacion-inert solvent, thus yisiding a compound of
formula (-c):

K} N-alkylating a compound of formula

)
n—{;})._H (o)

wherein B, ¥ and n are as defined in claim 1, with an alkylsting reagent of formula L'-W* (XIX) wherein W*
is a reactive leaving group and L' ta £ as defined In claim 1 but other than hydrogen, in a reaction-inert
solvert, thus ylekding a compound of formula

n’
Va
L'~N X—n—q ady
\ccra

nmwumuhmuhﬂe)wlﬂnbUnwddehydOdmL'-om
wherein L' I a geminal bivalent radical comprising Ca-scycloalkyiidene, Ci-1z2eikylidens, RS-Ci-
—¢alkylidene, in a reaction-inest solvent, thua yielding a compound of formula

R!
r
N F»—H (d-1%
\cxy),
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m) akylsting a compound of formula

n’
e
H-Y-Alk—-N -S—BQ G43)
\(CHy),

whersin B, F?, Alk, Y and n are as defined In claim 1, with a reagent of formula R**-W? 00G) whevein W' is
8 resciive leaving group and R is sryl or Het, said aryl and Het being &s defined in cisim 1, in & reaction-
inert solvent, thus ylelding a compaound of formula

n’

V)
vy )80 gem
\(cri
n) aficylating & reagent of formula A%4.Y-H QOGN whereln R®* s sryl ar Het, Y and seid aryl and Het being
as definad In claim 1, with a compound of formula
R®
o )
WLAK—N BQ o4
\ i, .
wherein B, Alk, R® and n sre as defined in claim 1 and W? s a resctive isaving group, In & reaction-inert
solvent, thuy yielding a compound of formula (-d-2);
o) reacting a compound of formula
R!
Ve
XaCuN-AR—N -S—n-o L)

wherein X2 Is O or 8 and B, Ak, F® and n are as defined in claim 1, with a reagent of formula R’7-Z**-H
00aIn whersin 22+ I 0, S or NR'%, R” and R' being as defined in claim 1, in a reaction-inert solvent, thus
yielding a compound of formula

RI

r
R 20X NH-AK—N -3—50 a5y
i

p) reacting a compound of formula

45°
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n’

r
HZV*.Ak—N -»—n.q (7T )
\ i),

wherein Z'* Is O, 8 or NR'™; B, Alk, 3, R'? and n being as defined In claim 1, with an isocyanate (¢ = 0)
or lsothiocyanats PE = 8) of formula R7-N=C=)® pOaV) wherein R7 s as defined In ciaim 1. in a
veaction-inert salvert, thus yleiding s compound of formula

7
R7-NB-O(=X?)2"*-Ak—N -s—no a7
\ et

reacting a compound of formula (I-d-8) with a reagent of formula R7-C{=X®)-OH POV} wherein )@ is O or
and R7 Is as defined In cisim 1, In a reactiondnest solvent in the presence of a reagent capable of
forming osters of amides, or by reacing (+d-8) with a rsaciive functional derivative of PO(V), after
the hydraxy group In QOV) into & reective leaving group, in a raaction-nert soivent, thus
compound of formula

»na
]

}

n!
V!
R'-O=x*)z!*-Alk—N —3—30 @39
r) adding & compound of formula (-e) to an alkene of formula L3-Ce—salienediyl-H QO(VY) wherein L3 Is aryl,

Het, arylsulfony! or a radical of formula R7-Z3-G{=X)-, said aryl, Het, R?, Z* and X being as defined In claim
1, In & reaction-inert solvent, thus prepering a compaund of formula

o)
s
L-Ca alkamediyl—N -y—n-q a-d-10);

o) reacting a compound of formula {I-e) with an epaxide of formula
0
R /A oxvm

wherein R* Is hydrogen, Ci—akyl or a radical of formuia R*-0-CHz~, R® being #s defined In claim 1,ina
reaction-inert aclvent, thus preparing & compound of formula

r .
R1-CHOH-CHy—N -3—9—0 (-d-11);

),

wherein Q repregsents a radical of formula

454
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r@-(

whevein -A' = A-A3 s A%-, RS, R® and D are as defined in cialm 1,

or optionsily coaverting the compounds of formula (i) Inio each other following art-kmown functional group
transformation reactions, and, if destrad, converting a compound of formula {I) into a therspeulically aciive
acid addition salt form by treatment with an sppropriate acld, or conversaly, converting en acid addition sait
form into & free base form with alkell; and/or prapering stereochemically Isomeric forms thereof.,

47
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(57) Abstract

Oxazolyl derivatives of formula (I), wherein -Al mA2.A3m A4. represents a bivalent radical having the formuls
CH=CH-CH=CH- (a-1), -NwCH-CH=CH- (s-2), -<CH=N-CH=CH- (8-3), -CH=CH-N=CH- (a-4), -CH=CH-
CH=N- (2-5), -N=CH-N=CH- (2-6) or -=CH=N-CH=N- {s-7); R represents hydrogen or C,_alkyl; R! represents hy-
drogen, C,_salkyl or hydroxy-C; calkyl; m represents 1 or 2; D represents C| alkanedlyl; B represenis NR2, CHa, O, §, SO
or SOy whereln R2 is hydrogen or C;_galkyl; n represents 0, 1 or 2; L represents hydrogen; C.salkyl: Cuqdoall:yl.
C3.¢alkenyl optionally substituted with aryl; C_salkylcarbonyl; C _.llhrlo;yurbonyl arylcarbonyl; arylC)_, alkylnxycarb-
onyl; or a radical of formula -Alk-R3 (b-l). -AIk-Y-R4 (b-2): -Alk-Z1-C( -X)-Zz-Rs {b-3); or -CH-CHOH-CH-0-R6 (b-4),
the pharmaceutically ueeptable acid addition salts and stereochemically isomeric forms thereof have antinllergic propert-
ies. Compositions containing the same and methods of treating warm-blooded animals suffering from allergic diseases.
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a pharmaceutically acceptable addition salt or & stereochemically isomeric form thereof,
wherein

-Al=A2-A3mA4. represents a bivalent mdical having the formmla

-CH=CH-CH=CH- (a-1),
-N=CH-CH=CH- (s-2),
-CH=N-CH=CH- (s-3),
-CH=CH-N=CH- (a-4),
-CH=CH-CH=N- (a-5),
-N=CH-N=CH- (a-6) ox
-CH=N-CH=N- (a-7);

wherein one or two hydrogen stoms in said radicals (a-1) to (a-7) may each .
independently be replaced by halo, C;.galkyl, Cy.galkyloxy, hydroxy or trifiuoro-
methyl;

R  represeats hydrogen or C galkyl;

R! represents hydrogen, Cy.galkyl or hydroxyCy._galkyk;

isior2;

represents Cj_4alkanediyl;

represents NR2, CHy, O, S, SO ar SO3 wherein R2 is hydrogen or Cj.4alkyl;
i80,10r2;

represents hydroges; Cy._jzalkyk; Cy.gcycloalkyl; C3 salkenyl optionally
mbstitnted with aryl; C; aalkyicarbony); C;_galkyloxycarbonyl; arylearbonyl;
arylCy ealkyloxy-carbonyl; or a madical of formmla :

P wWoOR
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-Alk-R3 (b-1);
-Alk-Y-R* ®-2);
-Alk-Z!-O(=X)-Z2-R5 (-3); 0r
s CH,-CHOH-CHy-O-R6  (b-4); wheremn .
R3 represents cyano, aryl or Het; ¥
R4 represents hydrogen, aryl, Het or C.galkyl optionally substitnted with aryl or fooe
m ]

; R’ represents hydrogen, aryl, Het or C.slkyl optionally substituted with aryl or
10 Het;
RS represents aryl or naphthalenyl;
Y represents O, S, NR7; said R7 being hydrogen, C).galkyl or Cy_galkylcarbonyl
Z! and 72 each independently represent O, S, NR8 or a dwect bond, sud RS bemng ~ -
hydrogea ar Cy.galkyl, -
15 X represeats O, S or NRY; said R® being hydrogen, Cy.galkyl or cyano; .
each Alk mdependently 13 C)galkanedryl;

each Het represents :
(® = optonally substitmed five- or six-membered heterocyche ring contsining 1, 2, 3 ,
20 o 4 hetesoatoms seleced from oxygen, sulfor and mtrogen, provided thatnomare. 55
than 2 oxygen and/oc sulfur atoms are present; "
@) an optionally substituted five- or six-membered heterocyclic nog contafmng 1 or2 ™

T

heteroatoms selected from oxygen, snifor and mtyogen, bemg fusedwithan -« *

optionally substituted five- or six-membered ning through 2 carbon atoms or 1 ;
25 carbon and 1 nitrogen atom, containing in the remamnder of the fused ring ooy ™

carbon atoms; or .

(i) an optionally substituted five- or six-membered heterocyclic nmg contsining 1 or 2
heteroatoms selected from oxygea, sulfur and nitrogen, being fused with an !
optionally substitted five- or six-membered beterocyclic ring through 2 carbon
KV atoms or 1 carbon and 1 nitrogea stom, contaimng in the remainder of the fused
nng 1 ar 2 heterostoms salected from oxygen, soifur and mtrogen; J
wheren Het being a monocychc ring system may be optionally substimted withupto4 .
substituents; and wharein Het being a bicyclic ring system may be optionally substinted
with up to 6 sbstituents, said substisments bemg selecaed from halo, amino, mono-aad
35  d(C;-galkyDammno, aryiC}.galkylammo, nitro, cyano, sminocatboryl, C;_galkyl, ‘
Cy._galkyloxy, Cy_galkyltino, C;.galkyloxycarbonyl, C._galkylaxyCy.galkyl,
Cy-galkyloxycarbonylCy_galkyl, hydroxy, mercapto, hydroxyCy_galkyl, C;_galkyl

b

-

’..
, ‘: Vig e
n =
*
A,

»
1] . .
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carbonyloxy, aryl, aryiC;.galkyl, carboxyl, C.galkylamumocarbonylamino,
arylaminocarbonylamino, oxo or thio;

each aryl 15 pheayl optionally substirated wath 1, 2 or 3 substitoents each
independently selected from halo, hydroxy, mtro, cyano, triflucromethy!, C1.salkyl,
Ci-salkyloxy, Cs.galkylthio, mercapto, amino, mono- and di(C).galkylamno,
carboxyl, Cy-galkyloxycarbonyl and Cy.galkcylcarbonyl.

2. A compound according to claim 1 wherein R represents hydrogen; m is I; and
R! represents hydrogen or Cj.galky!

3. A compound according to claim 1 wherein -Al=A2-A3=A4- represents a
bivalent radical having the formula -CH=CH-CH=CH- (a-1) or -N=CH-CH=CH-
(2-2), wherein one hydrogen atom mn smid rachcal (a-1) may be replaced by halo,
Ci.galkyloxy or hydroxy; R represents hydrogen or methyl; R! represents hydrogen,
methyl or hydroxymethyl; mis 1 or2; D represents CHj; B represents NH, NCH3,
CH), 0,5 0orSO;n1s0, 1 or2; L represents hydrogen; C;_alkyl; cyclohexyl,
propenyl, 3-phenylpropenyl; C;_glkyloxycarbonyl; or 2 radical of formula -

-Alk-R3 ®-1);
-Al-Y-R4 ®-2);
-ALk-Z)-C{=X)-Z2-R3 (b-3% or
-CHy-CHOH-CH»-O-R§  (b-4); wherem

eech Alk independently represents Cy4alkanediyl; R3 represents phenyl,
hydroxyphenyl, C; 4alkyloxyphenyl, 3,4,5-trimethoxyphenyl, pyridinyl, thienyl,
2-methyl-5-oxazolyl, 4,5-dihydro-4-cthyl-S-oxo-1H-tetreznlyl, 2,3-dihydro-6-methyl-3-
oxopyndazinyl, 2-0x0-3-oxazolidinyl, 2-(ammo or methylamino)-3,4-dihydro-3,6-
dimethyl-4-oxo0-5-pyrimidinyl, 2-ox0-2H-1-benzopyranyl, 3,7-dihydro-1,3-cimethyl-
2,6-dioxo-1H-purn-7-yl, 2,3-dihydro-2-oxo0-1-benzimidazolyl or a radical of formula

CHs
SS G
0

wherein G2 represents ~-CH=CH-CH=CH-, -(CHy);-, -S-(CHp)y-, -S-(CH, )5,
-S-CI'I=CH-. -N(CH:);. -Nﬂms)-cnz-. -N(a'ls)-Nﬂma).;
-N(CH3)-CH=CH- or CH=C(CHj)-O- ; Y represents NH, O or S; R4 represents

3 bk
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hydrogen, C;_galkyl, halophenyl, pyridiny}, halopyridinyl, pyrimidinyl, 1,4-dihydro-

2,4-dloxo-3(2H)-pyrimidinyl, 1,4-dilydro-4-oxopyrimidinyl, pycidazinyl, halo-
pyridaziny], 1-methylimidazolyl, thinzolyl, 2-smino-1,3 4-thundiazolyl, 6-pumny! or

imidszo[4,5-c]pyridnyl; Z! and Z2 each independently represent O, NH or a direct A
5 bond; X represents O or S; RS represents hydrogen, C;_galkyl, aminophenyl, Cy 4alkyi: .

phenyl, pyridinyl, aminopyridinyl, aminopyrzumyl, 1-methylpymrolyl, faraylor .

1-methylindolyl; and RS represents phenyl. -

4, A compound acconding to clzim 3 wherein -Al=A2-A3=A%- represents a
10  bivalent radical having the formula -CH=CH-CH=~CH- (a-1) or -N=CH-CH=CH-
a—zmkmhy&npn.memﬂylmyhnﬂwfmmdn "

S G WD s S

L O T"@ ;

B represeats NH, § or CH2; n is 1; L represents hydrogen, C;4alkyl,
15 hydroxyC_4alkyl, propeayl, 3-phenylpropenyl or a radical of formula

-Alk-R3 &1
-Alk-Y-R4 b-2),
-Al-NB-C(=0)-R%+ (b-3-a); or

20 -Alk-C(=0)-Z2-R3D (b-3-b); wherein

each Alk independently sepresents Cy.salkanechyl; R3 represents phenyl, 4-methoxy-
pbenyl, 4-hydroxyphenyl, pyridingl, thienyl, 4,5-diydro-4-ethyl-S-oxo-1H-tetrazolyl, **
2-ox0-2H-1-benzopyranyl, 2-(amino- or methylamino)-3,4-cihydro-3,6-dimethyl-4-

25  oxo-5-pyrimidmyl, 6-purnyi, or a radical of formula

CHs
Vg w f“ i
GLN\I et .
(o)

wherein G2 represents -CHuwCH-CH=CH-, (CHy)y-, -S-(CHy)y-, -8-(CHy)s-, .
30 -S-CH=CH- or -N(CH;)-N=C(CHj)-CHy~; Y represents NH or O; R represents
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pyrimidmyl, 5-amino-1,3 4-thiadiazolyl, pyridazinyl, imdazo[4,5-c]pyndinyi or
1,4-dikydro-4-ox0-2-pyrimidiryl; R34 represents ammopyrazinyl or furanyl; Z2
represents O; and R5D represeats hydrogen.

5. A compound aceording to claim 1 wheren the compound 15 1-[(2-methyl-5-
oxazolylimethyl]-N-(1-methyl-4-pipendinyl)-1H-benzimmdazol-2-amne, a solvate or a
pharmaceutically ecceptable addition salt thereof,

6. A pharmaceuncal composihon comprising A pharmaceuncally acceptable camer
and as active mgrechent an effective antallergic amount of a compound as clamed in any
ofcloms 1 w0 5

7 A process of prepanng a compositon s clmmed m claim 6, charactenized by
mtmately mixing a therapentcally effective amount of 2 compound as defined 1n any of
clmms 1 to 5 with a pharmaceutical carrier.

8. A compound as claumed in any of clams | to 5 for use as a medicine

9. A process of preparing & compomnd as defined m any of claims 1 t0 5,
chamctenzed by

8) reactng an intermediate of formula (IT) wherein W1 represents a reactive leaving
group and X! denotes O, S or NH, with a substitated dzamune of formula (1),

0

ll/ )__ml

] e ke
Nad YN
L==N i
\'(CH:). w ’ MIA‘ A
am {m)

1n & reaction-inert solvent thus yiekhng a compound of farmula (), or optionally yielding
& compound of formula (II-x)

47
.
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0
( \ mlh

QAi
il o A* (I-a)

which can be cyclized to s compound of formula (T) by treatment wath an alky halide, a

metal oxide or 3 metal salt in a reaction-inert solvent;

b) rescung an meesmediate of formula (TV)

R
N
),

10 wherein M is hydrogen when B is other than CH29 or M represents an alkah or earth

alkalne metal when B represents CHy, with an mtermediate of formmla
(o]

D’CL__.\','; =R
w— I%‘z

A"’A’

15  wherein W represents a reactive leaving group, m a reaction-inert solvent, opnionally in

the presence of a base;

¢) reacting an mtermedate of formmia (VI)

L-“C({!Ba). wi (VD

wherein W1 represents a reactive leaving group with an intermediate of formula (VIT)
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wherein M and B have the meaning as defined under formula (IV), in a reaction-inert
solvent, optionally in the presence of a base;

d) N-alkylating an intermediate of formula (XV)

o 3—»<NI“'::2 o

with an alkylating reagent of formula (XIV)

0
wod 30 o)

mwlmlmwmhnmmwlmtmﬂw
presence of a base;

¢) converting a compound of formula (T) wherein L represents benzyl into a compound
of formula (T) wherein L represents Cy.galkyloxycarbony] by treatment with
Cy.-glkyichloroformate;

f) hydrolyzing a compound of formula (I) wherein L represents Cj.galkyloxycarbonyl
in an aqueous acidic or basic medium, thus yielding a compound of formula (I-¢)

0
( \r-a';.

B—N -\—3—4 r a-) ;

45

46
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g N-alkylating a compound of formula (I-¢) with an alkylating reagent of formula
L1-w1 (XVI) wherein L1 is defined as L but other than hydrogen, in a reaction-inert
solvent in the presence of a base, thus yiekhng a compound of farmaula (I-d)

4]

€N ot
rk 3

R |
I /"/ N A .
P SOINCS

h) rednctively N-alkylating a compound of formula (I-¢) with a reagent of formula
12=0 (XVII) wherein 1.2 repeesents a geminal bivalent radical comprismg
C3-goycloalkylidene, Cy.1alkyhdene, R3-Cy galkylidene, R4-Y-C;_galkylidene or

47

0

10 R3-ZAC(=X)-Z1.C; galkylidene, in a reaction-inert solvent in the presence of hydrogen

and a hydrogenation catalyst, thus yielding a compound of formula (I-d-1)
(o)

D/( —ah,

| N

‘ L
1
L’H—Nr/ 3—9—( I f: ¢ ;
\ccuo, A

IS i) alkylatng a compound of formula (I-d-3)

"’61-;:\;»':_“1"

T |
r N A
B-Y-AK-N l -\—n—grf: (-4-3)
e, At

with a reagent of farmula R4-2.W! (XVIII) wherein R4 15 ary! of Het, m a reaction-
20 inert solvent, optionally in the presence of 1 base thus yielding a compound of formula
(-d4-2)
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o

A
. !I),L{/_'.;—(R')-

1

N
n“.vm—er-\—n—( IA%: (42 ;
AW ST e W '

j) alkylating an intermediate of formula R4-6-Y-H (XIX) with a compound of formula

(1-d-49) o

AR NN
e T ek
R
/'/ IL A;EA’
WAL-N ¥H I (1d-4) ;
Ny, NS

in & reaction-inert solveat, optionally in the presence of a base, thus yielding a compound
of formmla (I-d-2)

0
C 3@

R A
N
n“-Y-AI:-NrI—X—n—( IA*?: (-42) ;
AT S g

k) reacting a compound of formuls (I-G-7)
' o
( }_(gl).
A ﬁﬂ
7 N A2
14 — ol
HZ'.Alk N\m}ﬂ.—n—{ﬂlﬁb (4-7)

with 2 reagent of formula R3-N=CxZ2 (XXII) wherein Z2 represents O or S, in a
reaction-inert solvent, thus yielding a compound of formmla (I-d-6)

R
X 8

\L};‘Q a-d-6) ;

n
RS—NH~C~Z*—Ak~N

vay

e
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) reacting 2 compound of formula (-d-7) with a reagent of formula R3.C(=X)-OH
(XXTI) o a reactive derivarive thereof in a reachion-inert solvent, thus yielding a
compound of formmla (J-d-8)

= 0
N o
D’[C_.l;‘—m Jn ) *

n’-c-zh-m—u f)—n—(f (1-d-8) ;

m) reacting s compound of forrmla (J-¢) with an alkene of formuls L3-Cy_galkenediyl-
H (XXIV) wherein L3 represents aryl, Het oc a radical of formula R3-22-C(=X)- in a
reaction-inert solvent, thus yielding a compound of formuia (1-4-9)

o 1]
( \'—-m'x. ,

L’M—N n—{_ II a-49) ;

n) reacting a compound of formmie (T-c) with an epoxide of formula (XX'V)
)
pi2_ZN\ XXV)
wherem Rmmwntshydmmcl.4alkyLnrandimloffmmnhR5-0-G{2-. ma;:

reaction-1nert scivent, thus yielding a compound of formula (1-d-10)

s

DL.& ®")
AQAl )
nﬂ-um-uh—u X—n—g I 1-4-10) ;
and, if desired, converting the compounds of formula () mto each other following a- N )

known functional gronp transformation reactions, and further, if destred, convesting the 5
compounds of formnla (T) into » therapeatically active non-twoxic addition salt form by -
treatment with an acid or a base; or conversely, converting the salt mto the free base or
acld with alkali, respectively acud, and/or prepering stereochamically isomenc forms
thereof,

BY -
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Claims ’
1. A compound having the formala : .
i
1
N. 3 .
L—N,_-\-— [ % .
s \m l—‘ﬂ I A‘= A’
a phanmacestically acceptable acid addition salt or a steveochemically isomeric form -
thereof, wherein

10  -Al=A2AJaA%. is a bivalent radical having the formula -
-CH=CH-CH=CH- (a-1),

-NuCH-CHeCH-  (2-2).
~CH=N-CH=CH- (a-3),

15 -CH=CH-N=CH-  (a-4), .
CH=CH-CH=N-  (&-5), “r
«N=CH-N=aCH- @-6) or
~CH=N-CH=N- (-7 -

20 wherein one or two hydrogen atoms in said racicals (a-1) to (a-7) may each

independently be replaced by halo, Cyalkyl, C;.galkyloxy, hydroxy or trifiuoro-
methyl;
B represents NR1, CHp, O, S, SO or SO; wherein R/ is hydrogen or Cy_4alkyl,
25 R is aradical of formula;
e X
3« L3 ,
®-1) ®-2) ’
wherein D is Cy.4alkanediyl; <
30 R2is Cy.galkyl; -~
n is0,1or2; - -

L is hydroger; Cy. zalkyl; Ca geycloalkyl Cy.galkeoyl opuonally substitoted with 5
aryl; Cy.qalkylcarbonyl; Cy.galkyloxycarbonyl; arylcarbonyl; arylCy. alkyloxy- -
carbonyl; or a rachcal of formula
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k1 g
-Alk-R3 (c-1%
-Alk-Y-R¢ (c-2)
-Alk-Z1.O(=X)-Z2.R3 (c-3%or
-CH,-CHOH-CHy-O-RS  (c-4); wherein

R3 is cyano, aryl or Het;

R4 is hydrogen, aryl, Het or C1.galkyl optionally substitated wath aryl or Het:

RS is hydrogen, aryl, Het or C).galkyl optionally substituted with aryl or Het;

RS iz aryl or naphthalenyl;

Y isO,8, NR7; said R7 being hydrogen, Ci.galkyl or Cy.galkyicarbonyl ;

Z1 and Z2 each independently are O, S, NRS or a direct bond; said R® being
hydrogen or Cy.galkyl;

X is 0, S or NR?; said R? being hydrogen, Ci.galkyl or cyano;

each Alk independenty s Cy.galicanediyt;

each Het1s:

() an optionally substinned five- or six-moembered heterocyclic nng contuning 1, 2, 3
or 4 heteroatoms selected from oxygen, solfur and nitrogen, provided that no more
than 2 oxygen and/or sulfur atoms are present;

(ii) an optionally substtuted five- or six-membered heterocyclic nng contaimng 1 or2
heterostoms selected from oxygen, sulfur and nitrogen, being fused with an
optionally substituted five- or six-membered ring through 2 carbon atoms or 1
carbon and 1 nitrogen atom, containing in the remainder of the fused ring only
carbon atoms; or

(ifi) an optionally substituted five- or six-membered heterocyclic ring contumng 1 or 2
beteroatoms selected from oxygen, sulfur and mirogen, being fused with an
optionally substituted five- or six-membered heterocyclic ring through 2 carbon
atoms or 1 carbon and 1 nitrogen atom, containing in the remainder of the fused
ring 1 or 2 heteroatoms selected from oxygen, sulfur and nitrogen;

wherein Het being & monacyclic nng system may be optionally substited with up 104

substitvents; and wherem Het being 2 bicyclic ring system may be optionally substituted

with up 10 6 substituents, said substituents being selected from halo, amino, mono- and
di(C-galkyl)amino, arylCy.galkylanuno, nitro, cyano, arunocarbonyl, Cy.galkyl,

Cj-galkyloxy, Cj.galkylthio, Ci.galkyloxycarbonyl, Cy_galkyloxyCy.gaikyl,

C1-galkyloxycarbonylC) galkyl, hydroxy, mercapto, hydroxyCy.galkyl, C}.galkyl-

carbonylaxy, aryl, arylC.galkyl, carboxyl, Cy.galkylaminocarbonylamino, aryl-

aminocarbonylamino, oxo or thio; and
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each aryl is phenyl optonally substituted wath 1, 2 or 3 substituents each .
independently selecied from halo, hydroxy, mtro, cyano, tnfiuoromethyl, Cj.galkyl,
C1.salkyloxy, C).salkyltino, mercapto, amno, mono- and di(Ci.galkyl)amino, e

10

15

carboxyl, Cy.galkyloxycarbony! and Cy.galkylcarbonyl

2 A compound according to claim | wherem -AleA2-A3=A4- represents & bivalent
radical of formula -CH=CH-CH~CH- (a-1) or -NeCH-CH=CH- (2-2); B representis
NH, CHj or O; R represents a radical of formula

%

LT Y ey Y
®-1c) 1) t-1-¢) R? b-2-Y)

!-l
-

R2 represents C1_4alkyl; n is 1, L represents hydrogen, Cy_4alkyl, C]_alkyloxy-
carbonyl or a radical of formula -Alk-R3 (c-1), -Al-Y-R4 (c-2)or
~Alk-Z1.C(aX)-Z2-RS (c-3); Alk represents C).4alianediyl, R represents pheayl,
Cj-4alkyloxyphenyl or » radical of formula -

wherein G2 represents -CH=CH-CH=CH-, -S-{CHy)s-, -S-(CHp)y- or -§-CH=CH-,
Y represents O or NH; R# represents hydrogen, C;.4alky! or pynmidinyl, RS
represems Cj_galkyl, Z! represents NH; Z2 represents O; and X represents O.

3. A compound according to cinim | wherein B yepresents NH or CHg; R2 represents
methyl; L represents Cy.galkyl or a radical of formuls -Alk-R3 (c-1), -Alk-Y-R* (c-2)
or -Alk-Z}-C(=X)-Z2-RS (c-3); Alk represents Cp_galkanediyl; R3 represents
4-methoxyphenyl or a radical of formula

Chy
N,
XX
S
0

-
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wherein G2 represents -CH=CH-CH=CH-, -8-(CHy)3-, -S-(CHy)z-, -S-CH=CH-;
Y represents O ar NH; R4 represents C)_4alky! or 2-pyrimidinyl.

4. A compound scconting to claim 1 wherein L represents methyl or a radical of
formula -Alk-R3 (c-1), Alk represents 1,2-cthanediyl and R3 represents 4-methoxy-
phenyl or a radical of formula

N O

0

wherin G2 represents CH=CH-CH=CH-, -S-(CH,)3-, -S-(CHp)z- or -S-CH=CH-.

5. A pharmaceutical composition comprising a pharmaceatically acceptable carrier and
as active ingredient an effective antiallergic smount of a compound as claimed in claim 1.

6. A process for preparing a pharmacentical composition as claimed in claim 5,

. wmawmeﬁwﬁvemofnmm"dﬁndhm

of clzims 1 to 4 is intimately mixed with a pharmaceurically acceptable carrier.

7. A compound as claimed in any of claims 1 t0 4 for use as & medicine.

8. A process of preparing a compound as claimed in claim 1, characterized hy

2) reacting a piperidine of formula (TV) wherein M represents hydrogen when B is
other than hydrogen, ar wherein M represents an alkali or exrth alkaline metal when B

represents CHy, with a reagent of formula (V) wherein W represents a reactive leaving
group,

f.* ‘.‘
NeANa2 N Nal
L-N,_\—B—M W= || O —— ¥ ‘b
(CHy)s AR o),  NN,eA
a ) ®

- in a reaction-inert solvent, optionally in the presence of a base;

V.1
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b) reductively N-alkylating & 4-piperidinone derivative of formnla (XIT) with an amine '
of formuls (VII-a), .
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in the presence of an appropriate reductant in a reaction-inert solvent, thus yiekiing a
compound of formmia (J-b);

¢) cyclodesulfurizing a thiourea of formula (II-a-1),
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by reaction with a metal oxide or salt in a reaction-inert solvent, optionally in the
presence of a small amount of sulfur; s
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(XIV) wherein W represents a reactive leaving group, ",'“
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in a reacton-inert solvent in the presence of & base and at an elevated temperature;

¢) converting a compound of formula (T) wherein L represents benzyl into a t
compound wherein 1. represents C)_4alkyloxycarbonyi,
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by reaction with a C.4alkylchloroformate in the presence of a base in a reaction-inert
solvent; .

f) hydrolyzing a compound of formula (T) wherein L represents Cy_galkyloxy-

: . _ carbonyl in an agueous acidic or basic medium to a compound of farmula (I-¢),

10.
g) N-alkylating a compound of formula (I-e) with an alkylating reagent of formula
L1-w1 (XV1) in a reaction-inert solvent in the presence of a base, thus preparing a
eompoundofﬁu'nmh

e """f—y"—(\ \Az

4-“’
15 (l-di

h) reductively N-alkylating s compound of formula (T) with an aldehyde or ketone of

formula L2=0 (V1) wherein L2 represents & geminal bivalent radical comprising

Cg.acyl:lollkylldene. Cy.128lylidene, R3.Cy.alkytidene, R‘-Y-C].@lkylldeuu
20 R3-ZAC(=X)-Z!-C}galkylidene,
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in & resction-inert sovent in the presence of a reductant;

§ 0 hydrolyzing a compound of formula (I) wherein L represents Cj_galkyloxy- d
whummczmmlhﬂmuﬁmmmawm -

L represents an aminoCy_4atkyl radicsl,
T
C.M—C-M{—C;ﬂyl—ﬂrw—l—«n ‘\:: —_—
A
: AL
mﬂw—ncg-mn—(\ | ;_;’:: :

10
J) aikylating the thus obtamed compound wherein L represents amunoCp.4alky] with a
reagent of formula R4-2.W1 wherein R4-2 represents aryl or Het and W1 represents a
reactive leaving group thus yickding a compound of formula
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k) reacting a compound of formmla (I-¢) with an epoxide of formula (XXV) wherein
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R12 represents hydrogen, C.galky! or R6-0-CHy-,
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in a reaction-inert solvent; and, if desired, converting the compounds of formuls () into
a salt form by treatment with a pharmaceutically scceptable acid or conversely,
converting the salt form into the free base by treatment with alkab; and/or preparing
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