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1. Yo, Emilio FERRERO, obrando como apoderado del solicitante en el asunto antes 

identificado, me refiero al Oficio No. 10098 notiuicado por fljación en lista del 23 de 

agosto de 2007. 

2. Mediante el Oficio No. 10098 se puso en conocimiento del solicitante el informe que 

contiene las observaciones hechas por su Despacho sobre la presente solicitud de patente. 

Atiendo a las observaciones de la manera siguiente: 

2.1. CLARIDAD DE LA SOLICITUD Y UNIDAD DE INVENCION 

Para subsanar la objeción que sobre claridad y unidad de invención hizo su Despacho, 

presento nuevo pliego reivindicatorlo con 2 reivindicaciones en el cual se han hecho los 

cambios respectivos sugeridos por su despacho, que permiten apreciar claramente el 

objeto reivindicado en la presente solicitud de patente. Las modiflcaciones al capitulo 

reivindicatorio fueron las siguientes: 

NIT 860.041.367-3 
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- El fÆrmaco anti-Parkinsoniano convencional ha sido limitado a L-Dopa de acuerdo 

con el alcance de la descripción de la presente solicitud de patente, y por Ia tanto la 

composición y el kit reivindicados especifican los elementos presentes en los mismos y 

corresponden a un concepto inventivo particular. 

Adicionalmente, respetuosamente ponemos de presente que la mezcla de compuestos 

activos objeto de la invención exhibe un efecto inesperado y sorprendente, tal como lo 

evidencia el articulo "Multicenter, Open-/abet Thai of Sarizotan in Parkinson Disease 

Patient With Levodopa -Induced Dyskinesias"(Anexo 5.4). 

Dicho estudio analiza la combinación de  la terapia L-Dopa I Sarizotan ((R )-(-)-2-[-(4-

fluorofenilo)-3-pirimidilmetilaminometilo]-cromano y muestra que en la mayorIa de los 

pacientes se ha inducido una reducción significativa sobre  la disquinecia (Sección de 

Discusión que empieza en la pÆgina No. 60). 

A este respecto, es importante seæalar que el tØcnico medio versado en la materia al 

combinar un fârmaco anti-Parkinsoniano aponista I (por ejemplo L-Dopa) y un antaponista 

II (Sarizotan) esperarIa que los efectos de dichos fârmacos se neutralizaran mutuamente, 

de tal modo que el efecto anti-parkinsoniano del fÆrmaco I podrIa reducirse o podrIa en 

conjunto abolirse. 

Sin embargo, en vista de que de manera sarpresiva la combinación de Sarizotan con el 

fàrmaco anti-Parkinsoniano I no solo tiene el efecto anti-Parkinsoniano del fÆrmaco anti-

Parkinsoniano I, sino que tambiØn reduce efectivamente los efectos colaterales del mismo 

(como por ejemplo los desOrdenes de movilidad), se pude concluir que el concepto comOn 

inventivo derivado de la mezcla de los compuestos activos objeto de la presente solicitud 

de patente, evidencia un resultado inesperado. 
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De esta manera es claro que con las anteriores modificaciones del capItulo reivindicatorio 

quedan subsanadas las objeciones que por claridad y por unidad de invención hizo su 

Despacho, ya que ahora, dicho pliego involucra un ónico concepto invenUvo, reivindica 

productos en los tØrminos sugeridos por su Despacho y permite determinar el alcance de 

la protección reivindicada y compararla frente al estado del arte, de acuerdo con las 

disposiciones del artIculo 30 de la Decision 486. 

3. Por Jo tanto, le solicito se sirva continuar con el trÆmite de la presente solicitud 

pues las reivindicaciones se presentan de una forma clara y en consecuencia, con 

fundamento en las mismas una persona versada en la materia podrIa realizar el examen 

de patentabilidad del producto objeto de esta invenciOn. A pesar que las objeciones que 

sobre claridad y unidad de invenciOn planteó ese Despacho en el Oflcio No. 10098 se 

deben tener por superadas, en el evento que el Despacho considere que sea necesario, 

-’ respetuosamente le solicito hacer uso de la facultad que le otorga el artIculo 45 inciso 2. 

de la Decision 486 de la ComisiOn de la Comunidad Andina a efecto de requerir 

nuevamente de nuestra parte cualquier complementaciOn o aclaración que considere 

necesaria. 

4. Puesto que se han atendido a cabalidad las observaciones hechas por su Despacho 

sobre la presente solicitud de patente, atentamente solicito que se continOe su 

tramitaciOn. 

5. Anexos: 

5.1. Nuevo pliego descriptivo y reivindicatorio con 2 reivindicaciones; 

5.2. Formulario para modificaciones; 

5.3. Recibo por valor de $99.000 por concepto de modificaciones en solicitud 

pendiente; 

5.4. Olowan C. W. et al. "Multicenter, Open-label, Trial of Sarizotan in Parkinson 

Disease Patient With Levodopa-Induced Dyskinesias". din Neuropharmacol. 

Volumen 27, Numero 2. Marzo - Abril 2004. pag. 58 a 62. 
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Indtistna 
y 

Comercio 
SUPERINTENDCNCIA 

FORMULARIO UNICO DE CORRECCIONES Y MODIFICACIONES 

0 SOLICITUD DE 

0 Corraccion de Error Material ’ Modificacion a una solicitud 
Nombre: MERCK PATENT GMBH. 
Soàiedad constitlildayexistentØ bth]o ]as leyØs de 

2
 

Alemania. i: IDENTIFICACION 
SOLICITANTE Dirclon: Frankfurter str25o 

LI 0 64293 Darmstadt c C NIT 
Alemania 

C.E.o Otro 0 
Domicilio: Darmstadt, 

Alemania Numero  

Telefono: 5460970 Fax: 2494070 
E-mail: clientescavelier.com 

IDENTIFICACION 
Nombre: Emilio FERRERO 

Dirección: Carrera 4a No. 72-35 C.C. II NIT 0 
REPRESENTANTE TelØfono: 3473611 Fax: 2179211 C.E.0 ot El 
0 APODERADO E-mail: cavelier@cavelier.com 

NUmero: 438.019 TIP 31.929 

Nümerode  expediente;: ::.,011019_802 

Descnpciôn de la correccion o modificacion solicitada 
Presento con este formulano urt nuevo capitulo reivindicatorio cornpuesto por 2 reuvindicaciones 

con el fin de superar la fatta de Claridad 
y 

Unidad de invencion objetadas por su Despacho, 
y 

solucito qua el examen de patentabilidad sea realizado sobre estas nuevas reivundicaciones 

Comprobante de pago No 07.92,031 Fecha 13 de novierthre de 2007 

Anexos 

19 Coniprobante de pago de la tasa por $99.000.00 por concepto de modificaciones 

LI Poderes, si fuere el caso 

LI Documento que acredita la existencia 
y 

representacion legal de las partes, cuando sean 
personas juridicas. 

NOMBRE EMILIO FERRERO FIRMA  

CC 4S8Ol9 de, UsaquenTP.A 31929 

NNJ 
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1) Una composición farmacOutica que comprende, coma principios 

activos, 

(i) (R) - (-) - 2 - [5-(4-fluorofenhl)- 3 - piridilmetil-amonometil]- cromano a 

una sal fisiologicamente aceptable del mismo, y cm - I U1O 12 giJc 

(H) L-Dopa 

en combinaciOn can uno a mas excipientes farmaceuticamente aceptables. 

2) Un kit que comprende dos composiciones separadas, 

La primera que comprende (R)- (-)- 2-[5- (4-fluorofenil)-3-pi rid ilmetil-aminometil]-

cramano a una de sus sales fisialôgicamente aceptables como Unico activo 

principal. 

V la segunda que comprende L-Dopa coma un compuesto activo. 

ASG\D-1 1 2572\WPCL92GG 
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Multicenter, Open-Label, Trial of Sarizotan in Parkinson 
Disease Patients With Levodopa-Induced Dyskinesias 

(the SPLENDID Study) 

C. Warren 01anow1 MD, ’ ?hil4ppe Damier, f Christopher ’5. Goetz Thomas Mueller.j John Nutt,’ 
Olivia,’ fiasco!, 77 AJe.r.nndru Se rho taescu,# Frleda .Deok.ers4 and Jiennaun Russ# 

key Word,; Sarizoton, PrrkSon diana., SPLENDID 

(Cilia N&arophatmaco! 0)4a1;s8_62) 

Lovodopa-related dyskinoslaa am an important Problem in 
the management of Parkinson disease (PD)* They Lepre. 

mont a major source of ah,ability for patients and are aftch dift 
ficult to control with aveilabic UIedICatiQIIS, Sadzotan (-2-5-
[4.fluoropheny11.3.pyiidylmothyI-aflilnOmethyt.-Chroflafle, 
dffiydrochlorlde) or fl)AD128130 is anew chemical entity that 
belongs to the amMotntthyl chronitne chemical group. It 15 $ 
full alienist for the SaIT] A receptor and an antagonist to: the 
doparninc receptor with IdgAtsi afinlry for the 04 aubtype. 
Furthermore, the drug had no sifect on psychosis in a large 
double-bLlltd, pJacebo.contro]lod Ia1? Based an this raceptor 
profile, It has been pcattLa1nd that SarStan will provide anti-
dyalcinetic benefits without the side usifects typically associated 

Prom ho flcpanma& cC Ncurolfly, Mnoo Sni lebool of Mcdicing, Now 
York, No- Yor)n t0Tht4u. Naroiqigita, Coin dInvestl5sdoii Cnn-
Iue. INSERM 1J437, HOpithI GiiilIi,wnc at RaRe Lacimac Nuetci, 
Pni,w; tS0C11013 of MoumoI1t Oluordata, Rush.Pr..b)ttcrlaa-lt. Luk:’. 
Medical ccnler, Chk.ro, lilfitoli: VW.utnlesiachc Kilnik der kuhi-
(;nivenhract t3nchun, l..Jonh.Hospit:LI, nochum, Qczmmny Parldn’ 
we’, Cootti cC Ongon. Natlocal Pnkin.qn Pouradados, Dcpastuc.n or 
Ncurclogy, Portland, Orisomt jCMlr: e’lnvcłlgarioh Citoiquc di. CII!) 
48 Toclous". Peviff a, Rat, FiapIw Nt-pan, Touloimo, Prenaci #Newo-
pcicncc PopeimcaE  "ANA ASLAN" Hpupll.I, it (lb. Lupi?’ hIouplIaJ, 
liocb.ir.t. Rontoala: mid"Muck Phetogautical KG.)., Darmitadt 
Germany. 

ProIirniMrydata wcrcrvported in aŁflrsrifrtinit the 9th laniatlot,al Move-
ment Pisordor SodK). Mii* Florida. 

This study was furclad by Merck Plwmvautlosl KA, Danostatit, 0c. 
many. 
Rut, and Dr. Dockne sr ampleycca of Merck PhirmoacutiS KOtA. Dr. 
Ol,i,,w has KeYS SIC ,00solirt to Macak flujnaoogjioal KOSA. 

Rcpdnw C Wi,tycr Olanow. MD, PRCPC, Depanx.00t of Noeolaty. Mount 
Fiazi School otMsieiuc, Aonoob*g 14.94, One GiMne L tzy Plea, 
Bos 1137, New York, NY lOO9, VIA (n-mathwerrep.alanawttmnm. 
cdi.). 

Copyrl5hl C 2004 by LppJ..covt Williams It W1 [kin 
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witi classic neuroleptic agents. In MFFP-luloned monkeys. 
Sarizotac has been shown to aupprtss lcvodope-indv.ced dys-
kinesis riffectivoly withautwotsartingparkinsonian motor tea-
tults.’ 

In proclIhIcal studies, Seri;otatL Is also a weak Inhibitor 
oft 1-11ydroxylne, astonzyme forming .cortisol in the sthtnal 
gland. This property has led to concern that the drug might he 
nsoctat:d with adrenal dysfunction, particularly under condi-
tions of stress. In clinical trials With volunteers, however, 
doses ot’Sgrizotan up to 10 mg bid. were well tolerated and 
not associated with adrenal dyaifiincttoat.3 Basud On then darn, 
clinical trials at Sarizotan as a treatment of PD Lily: been per-
formed. We now report the results of the first clinical trial as-

aessing the asfetynd efficacy of Satiaoean in Pb patients with 
dynkinesia. 

METHODS 

Study Design 
The study wig performed as an open-label, multicenter, 

dose eucalatjot, study to provide preliminary information on 
the; safety. tolerability, and cthcacy of SerUotan in Patients 
with qc.wanced PD complicated by troublesome levadopis-
induecA dysktnesia. 

Subject Population 
Men and women of all tacos and younger than 80 years 

with a dagnosi. of idiopathic PD based on the UKlsrkineon’s 
Dlsen Society Brain Bank Clinical Diagnosis Critorisfr and 
who experienced troublesonic dyskinnls were eligible to per-
tklpatt’ In the trial. Inclusion criteria Included levodopa. 
indllci4l dyskinasis with a score of at least 2 points 011 jtcin 33 
of the Unified Prkinaon’s Disease Rating Scale (IJPDRS), 
stable closes of all ;iniparktnsoniandrug treatments for at least 
I monib before entry into the study, and the capacity of the 
patient or caregiver to complete an aonJl’ate home diary basal 
or, chico biining. Exclusion criteria inchidod a diognoats of 
flvpictl at secondary parldnaonlarn, prior use of neuroleptic 
agents. a prior Iflacranial nourosurgical procedure, and do-

On N.uaophdtmaco( � Volume 27, Number 2, Marth - April 2004 
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iluctierions and dysidnusia.’ Although motor complications 
arm, not problematic in elicit early stages, and the incidence is 
reduced if therapy Is started wits dopamine aitomil they can 
eventually become an iznponant managemenaptoblem for Pt) 
patients. Indeed, motor :omplicatioias curtently represent the 
most common basis rot performing surgical interventions in 

D. thus, the deveEopmcntofawell.rolaatedmedtcal therapy 
much as Ssrizotan that can treat croublesome dyskinesia is a 
welcome addidcrn to thi therapeutic armamentirtun for PD. 
Such truatmcitt could avoid the need for surgical intervention 
in some patients. 

The mechanism whereby Saaotsn provides autidyaki-
nctk effects cluntinx to be clicked. Tb, drug is known to bet 
doparnine receptor antagonist that primarily af%cts the 1)4 to-
ceptor. but Liko such quota probably has some 1)2 and 1)3 re-
ceptor antagonism, which could account for Its antidyskinctic 
effect. The toncomirart worsening in ptrklnonistii seen in 
many oft, patients who received higher dosee suggests that 
this rcccptor blockade. Is likely a contributing factor. .¶arizotah 
is also a 5.14TIA Alienist and them is speetsiatiotu that this cIt 
lent might also abate d.’skinesie. indeed, the S-HTIA virago. 
fiat WAY100635 has been shown to eliminate the arutidyski-
netic effect of Saflzota,-t in MPTP.Je.sioned monkeys ,4 

Based on our dam that Satizotan treatment piovideils 
significant reduction in troublesonw dyskinesia when used as 
an adjunct to levodope 

’a
PD patients. we steommend doebte-

blind controlled trial; to test further the potential value of this 
agent in PD, 
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(54) Amlno(thlo)ether derivatives as CNS active agents 

(57) Aitno(thio)ether derivatives of formula I 

R6 

’ R   
R° R2 

R8 
t7L xLtN 

R3 

wherein A°, R1, A2, R, R6, R, M. R, X and Z are as defined in Claim 1, at their sails, are active on the central 
nervous system. 

P,innd by Ran Xem (UK)IM Btwrics Servicn 
2.1 l.2I4 
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thesized, compounds possessing two or more centres of asymmetry are generally obtained as mixtures of ’acetnetes, 
from which the individual racemates can be isolated in the pure form, for example by recrystallization from inert solvents. 
If desired, the raceims obtained can be chemically or by crystallization of conglomerates resolved it their optical 
antipodes by the methods known per se. Preferably, clastereoisomers we formed from the racemate by reaction with 
an optically active resolving agent Examples of suitable resolving agents are optically active adds such as the D and 
L forms of protected amino acid derivatives such as tosylproline, tartaric acid, dbenzoyflartaric add, diacetyttartaric 
acid, camphor-suhonic acids, mandelic acid, malic acid or lactic acid. The different bra of the diastereoisomers can 
be resolved in a manner known per se. e.g. by fractional cryswilizabai, and the optically active compounds of binila 
I can be liberated from the diastereoisomers in a manner known per as. 

ro A base of formula I can be converted with an acid into the corresponding acid aJcMkn salt. Acids which produce 
biocoirpathle salts are suitable for this reaction. Thus it is posstleto use inorganic acids, e.g. sulphuric add, hydrohalic 
acids such as hydrochloric add or hydrobronic add, phosphoric adds such as orthophosphoric add. nitric add and 
sulphamic acid, as well as organic adds, i.e specifically aliphatic, alicyclic, arafiphS aromatic or heterocyclic mono-
basic or polybasic carboxylic, sulphoitic or sulphuric acids, such as formic acid, acetic acid, propionic add, pivaic add, 

15 diettIacetic acid, nlonic acid, succinic add, pimelc add, fisnwic add, maieic acid. lactic add, tartaric acid. maic 
acid, benzoic acid, salicylic acid, 2-phenyipropionic acid, citric acid, gluconic add, ascorbic acid. nicotinic acid. isos-ic-
otinic add, methanesulphont or ethanea(flonic acid. ethanedsXhonic acid, 

24hydro’ethanesulphthc 

acid, ben-
zenesulphonic add, p-toluenesdphonic acid, naphttJenemonosulphonic and naphthalenedisulphonic acids and 
lauryfsulphLric acid. 

20 If desired, the free bases of formula I can be liberated from their salts by treatment with strong bases such as sodium 
or potassium hydroxide or sodium or potassiixn carbonate provided there we no other add groups in the molecule. In 
those cases where the compounds of the formula I have free add Woups, salt formation can also be achieved by treat-
ment with bases. Suitable bases are alkali metal hydracides, alkaline earth metal hydroxides or organic bases in the 
form of primary, secondary or tertiary anines. 

25 The invention further relates to the use of the compounds of formula I and their biocoripatle salts for the menu-
facture of pharmaceutical preparations, especially by a non-cheatS route For this purpose, they can be converted 
into a suitable dosage form together with at least one aiccipient or adjunct and, if appropriate; in combination with one 
or more additional active ingredients. 

The invention further relates to conoaitions, especially pharmaceutical preparations, containing at least one corn-
3° pound of formula I and/or one of their bloconvallble salts. These preparations can be used as drugs in human or vet-

erinary medicine. Possible excj,ients are organic or inorganic substances wtiiofl are suitable for emeial (e.g oral), 
parenteral or topical administration and which do not read with the novel compounds, examples of such excpents being 
water, vegetable oils, benzyl alcohols, polysthyleneglycola, gelatin, carbohydrates such es lackew or starch, nwesiuii 
stearate, talc and petroleum jelly. Tablets, coated tablets. cepsules, syn, juices, drops or suppositories we used in 

35 partIcular for enteral administration, solutions, preferably oily or aqueous solutions as well as suspensions, enwlsions 
or implants are used for parentetsl adainistralion, and ointments, o’ewne or powders are used for topical ab*isVation. 
The novel compounds can also be lyvphilized and the resulting lyophilizates used e.g. to manufacture injectable prep-
arations. 

The preparations indicated can be sterilized air can contain adjuncte such as ktricants, preservatives, stabilizers 
40 and/or wetting agents, nisifiers, salts for influencing the osmotic pressure, buffer sdjstances colotzants, late cor-

rectors and/or flavourings. It desired, they can also contain one or more additional active ingredients, e.g. one or more 
vitamins. 

1]simais,inia jad their biocon,ate salts can be used for the therapeutic treatment of the human 
or animal body and for controlling diseases, ]y treaJnodisoç4pj  the central -nervous system, such 

45 asjSressaonsandkir.psyd... and se-ass in Vs Iucbu..J of ts1njp @png. with ainel[ja/ 
The compounds can also be used in endocrinology and gynaecology, e.g. for the therapeutic treatment of acromegaly, 
hypogonadism, secondary amenorrhoea. premenstrual syndrome and undesired puerperal lactation, and also for the 
prophylaxis and therapy of cerebral disorders (e.g. migraine), especially in geriatrics in a nffller similar to certain ergot 
alkaloids and for controlling the sequelae of cerebral infarction (Apqiexia cerebri), such as stroke and cerebral Schae-

5° nia. 
Furthermore, they are suitable to eliminate cognitive deficiencies, to fl,rove the power of learning and memory 

and to treat Alzheimer disease. 
In these treatments, the sitstances of formula I of the iwention are normally administered analogously to known, 

oomerdally available preparations (e.g. bromocriptine, dihydloergocorrin), preferably in dosages of between about 
55 0.2 ad 500 i, especially of between 0.2 and 50 mg per dosage unit. The daily dosage is preferably between about 

0.001 and 10 mgflcg of body weight. The low dosages (about 02 to 1 mg per dosage unit; tout 0.00110 0.005 mgflcg 
of body weight) we particularly suitable for use as anti -migraine preparations; dosages of between 10 aid 50 mg per 
dosage unit are preferred for the other indications. However, the particular dose for each individual patient depends on 
a very wide variety of factors, for example the activity of the particular compound used, age, body weight, general state 
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of heath, 
a 

diet, time and method of administration, rate of excretion, thig contirmtion and seventy of the partici4ar 
disease to which the therapy is applied. Oral administration is preferred. 

In the following Examples. "working-up in conventional manner mean: Water is added if necessary, extraction is 
tamed out with methylene chlorida the organic phase is separated off, dried over sodhim sulphate and filtered, the 

5 filtrate is evaporated and the residue is purLed by chromatography on silica gel ande’or by crystallization. Tenpes-atires 
are given in °C. 

Exarrule 1 

ic A solution of 2.8g 2-aminomethbl-d,romane [flre by reacting 3-(2-hydroxy-pheny-propenal with KCN and 
subsequent catalytic reduction of the 2-cyano-chromanel and 2.2 g 31choromethyQ-pyflclne in 250 ni of DMF are 
stirred together with 19 N-methyl-morphcdine for 12 hours at 200 and worked ip in a conventional manner to give N43-
pflmett1)-N-(2’thronwI-methyfl-a,Thne. Stirring with 0.5 equivalents of rndeic acid in 100 ml ethanol gives the 
maleate, m.p. 163-1640. 

is The following are obtained nlogotsly: 
from 2-wlinometh)l-chromwle and 3-(dae0y9-544-mtxyheny-pyiidine 

N-[5-(4-methoxyphenyI)-3-pyridlmethyfl-N-(2-dwoman)l-meth)l)-amine, maleate, m.p. 1771780; 
from 2-aminomethyl-chranarie and 3-(cNorctnethy9-5-phenyl-pyiidine 

N-(5phenyl-3-pyridylmethy-N-{2-dvon,an)l-methy-ami,e, maleate, m.p. 1640; 
20 from 2-aninoethyl-chromane and 3-(chiorometh)l)-biphenyl N-34henytethyt-N-(2.cflroman)l-methyI)-anine, 

maieate, m.p. 162°; 
from 2-arnin meth)I-6-phen4-chromarie and 3-(chloromethy9-5-(4-tkjorcpheny-pyrdne 
N-[5-{4-fluahenyQ-3yylmethyt]-N-(6-pflenyl-2cinyl-methy-anine, maleate, m.p. 222-2240; 
from 2-aninomethyt-chranene and 3-(cNoromethy9-5-(4-fkiorophen)l)-pyridine 

25 N-[5-(4-fk oropheny dlmetbyl]-N-(2-ctromanyl-methyQ-anine, maleate, m.pL 182-1830; 
from 2-aniinomethyt-chromaie and 3-(domethy-bflenyl 

N’3Imethyl-N-(2-chroman)4-meth1)-an*le, males m.p. 174-1750; 
from 2-wninoniethichranaie and 3-(dtromethy944luoro)flen)l 

N-(4’-fluobiphenylmethyl)-N-(2chrnn)l-mett)’9-amine, maleate, m.p. 183-1640 
30 from 2-wtometh)l-8-methoxy-clvamne and 3-(de4tiy-5-(44luorcphenyQ-pyrkih,e 

N-[5-(4-fluoropheny9-3-pyrdy1methyl-N-[(8-methory-2-thromany9-methyq-ardne, maleate. m.p. 160-165°; 
from 2-wlinometh)1-7-methoxy-thaTwle art 3-(cIiorcmethy-5-(44uorophenyQ-pyrdne 

N’[5-(4-fluoropheny9yrd)lmethyl]-N-ffl-methoxy-2-chromanyl)-methyl]-anine, maleate, m.p. 170,5-172°; 
from 2-aminomelh)l-6-melhoxy-ctwomane and 3-(d1oromethy-5-(44luoropheny-pyriC1ne 

35 N-[5-(44luoropheny9 rdlmefll]-N4(6methacy’chroman-2-yfl-metflylj-anine, maleate; 
from 2-arnfriolneth)l-5-methoxy-c1-romane arid 3-(dWrcmelhyl)-5-(44luoropheny4-pyrdne 

N-[5-(4-fluoropheny9-3-pyrkiylmethyl]-N-ff5-methacy.clroinan-2.y9-metjfleflne, maleate, m.p. 181.1830; 
from 2arninometh)I-8-r*o4wonnne arid 3-(thbomethyf)-5-(4-Ikiorcphenpyrtlhe 

N-(5-(4-fluoropheny9-3pyridytmetbylJ-N-ffB-nftro-thromwi-2-y.methy1]-aiThne, maleate; 
40 from 2-al inomethyl-2,3,4,5-tefraliydro-1-benzoxepine and 3-(dloranethyQ-5-(44luorophenyQ-pycidine 

N-[5-(44luoropheny4-pyrid)lmetbyfl-N.f2-(2,3,4,54et1ahydio-i -benzoxepny9-methyf)-amine, maleate, m.p. 194-1950; 
from 2-ar-ninoethyf -chromane and 3-(chloromethy9-5-(4-fkjoropheny-pyridine 

N-[5-(4-fluonpheny-3-pyridylmethy1-N-(2-cWomanylethy9-ajflne, ’teats, m.p. 160°; 
from 3-amino-2,3.4,5-tefrahro-1-benzoxepine and 31chbmethyf)-5(4-fluhmyI)-pyrdne 

45 N-[5-(44bionphen)l)-3-pyrid)Imethyf]-N-3-{2$,45-tetahydro-1 -benzoxeØnyl)-amine,  maleate, m.p. 179-180-; 
from 2-wninometh)l-8-hy&ay-chromane and 3-(ctioromethyl)-5-(44kiorophen)l)-pyTidine 

N45-(44kxfleny9-3-pyrd>lmeftlJ-N-{(8-hydroxy-2-chromeny4roalhiyfJ-aji*ie, molests, m.p. 1730; 
from 2-arninometh)l-8-methoxy-ctvomane and 3-{ctcomethyf)4-fkiorobipflen)I 

N-(4’-fluoro-3-biØemethy9’N-f(8-methoxy-2-cflron$n)I)-methylj-anine, rteate, mp. 1760; 
so from 2-aminomethyl-6-fluorodiromane and 3’(chloromethyt)-5-(44kioropheny)-pyrdne 

N45-(44hheny9-3-pyridylmethylJ-N-f(64luoro-2-clyo,mny-mfl1]-amine, molests, m.p. 169-170°; 
from 2-aniinomethl-chromane and 3(2-pyrtthloromethyI-benzene 

N-13’(2-id)l)-phenylmetbyl]-N-2chromanyl-mfll-anina males, Imp. 201°; 
from 2-aminomethyl-chromane and 3-(3-pyridyfl-chlorometh)l4)enzene 

55 N-[3’(3- )-phenyknefl-N-2-thronwiyt-methyl’arnne, dimaleate, mp 1200; 
from 2-aminometh)l-8-methoxy-chromane and 3-(3-pyridy-cHommethyl-benzene 

N-[3-(3-pyrdthett-N-ft84nty-2-thomany9-mflanine, maleate. ni,p. 856; 
from 2-aminometh)l-8-methoxy-ctromene and 3-(2-pyridyt)-cI-doromet1l-benzene 

N-[3-(2-pyrdyl)-phenyknethyI]’N-(8-metIncy-2-thronianyt)-melJflanine, ,mJS tap. 167°. 
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Example 2 

By reaction of 2-aninometh)l-2.3dhtroberzoft%an with 3-(thloromelhyl)-5-(4-luorophen)I)-pyridne analogously 
to Example 1, N-(5-(44tiorcçheny9-3- yVnethI]-N-ff2,3-dfldrobenzolixan-2-yf)-inetM-anine ist obtained. 

5 maleate, m.p. 178-180°. 
The following are obtained analogously: 

from 2-aminomethyi-2,34ihydroberuoftnn and 3-(cNoromet)-&(4-methacypheny-pcidine 
N-(5-(4-methoxyphenyI)-3-pyridylmett,1J-N-2,3-dihydro-benzofwan-2-)l)-nhethyl]-amifle, maleate; 

from 2-aminomethl-2,3-Sitrobenzolinn and 3-(cNoromethyl)-5-(3,4-dThelhox)phenyQ-pyridine 
10 N-[5-(3,4-dimethoxypheny9-3-idImethdJ-N-((2,3’dihdro.benzofuran-2jl)-methylJ-anine, maleate; 

from 2-aniinometh1-2,34thdrobanzofuran and 3-(cHoromethyfl-5-(2,4-dknethoxyphenyq-pytidine 
N-[5-(2,4-dimethheny9-3-"ridImeIh)1j-N-((2,34tht-Denzoftnn-2-)I)-methyq-anina maleate; 

from 2-aminomethyl-2,3-dihydrobenzofuran and 31chloromethyo-5-(3.4,5-nhioitchenyo-pyridine 
N-(5-(3,4,5-VffItaqflen)l)-3-lmethy-N4(2,&di1Øo-benzo(uran-2l)-metIyO-aIæne. maleate; 

is from 2-wninometh)l-2,3-dihydrobenzoluran and 31comethyfl-5-(2.3,4,5.8-pentafluoroØ1enyl)"pTidine  
N-(5-(2,3,4,5,6-pentafIuoropheny)-3çyridyknethyq-N-[(2,3-dihdrthenwhzsn-2-y9-methyfJ-wNne, maleate. 

20 A mixture of 2.29 3-meth*pflenol, prefarablythe sodium salt thereof, and 5,6g N-(20eth9-N-(5-(441uorcçh-
enyQ-3-pyrid)Imelhylj-amine ("Al (obtainable by reaction from pflthalfld potassium salt and ophenyl)-3-cNo-
rometh)l"pyrdne, cleavage of the product with hydrazine and subsequent reaction with 12dchla0ethan 1150 ml 
acetonitrile is stirred for 5 hours at 500 and worked up in the conventional manner. 

N-(213-meno,’)-ethy9-N-[5-(44kloropflenyI)4-p1t)lmet-anine is obtained. Stirring with 0,5 e@va-
25 lents of maleic acid in 100 ml ethanol gives the maleate. m.p. 152-1540. 

The following are obtained analogously: 
from 2,4-dichbtphend sodium salt and "A" 

N-[2-(2,4-dthorophenoxy)-ethyl]-N-[5-(4"Itoropheny94-pyrid)lmethylj-anine, maleate. m.p. 148-1500; 
from 3-methophenoI sodium salt and "A" 

30 N-[2-(3-methohemxy)- fl-N-[5-(4-fk eny-3-pyrid)lmethyfJ-an*1e, maleate, m.p. 122-1240; 
from 4-methoxyphenol sodium salt and "A" 

N-[2"(4-methoxØenoxy)-ethlJ.N45-(4-flL)-3-pyrid)lmethyl-anine, m.p. 94-96°; 
from 34iorophenol sodium salt and "A" 

N-[2-(3cwy)-ethyfl-N-(5-(44kjowphenyq-31yi’idylmethyq-anine, maleate. m4).150-1520; 
35 from 2-dilorcçflenol sodium salt and "A" 

N-[2-(2dxophenoxy)-ethyq-N-(S444luompheny9-3-pyridylmethyq-anine, maleate, m.p. 1531550; 
from 2-methoxyphenol sodium salt and "A" 

N-[2-(2-methoxyphenoxy)-ethyl]-N-(5-(4-floroØleny9"3"pyyid)lmelhyl]"anine,  maleate, m.p. 134-1380; 
from 4"dilorophenol sodium salt and "A" 

40 N-[2(4-chb’c eno4’)-ethyf]-N-(5444kiofophenyfl"3"pyrid)lmethyl]-arflne, maleate, m,p. 163-1640; 
from 2-eth)lphenol sodium salt and "A" 
N-j242"ethheny)"J-N{5-(44kJoroØeny9-3-pyrid)lmettiyifanine,  maleate. m.p. 128-1300; 
from 3-cyanopheriol sodium salt and "A" 

N42-(3-cyanophenol)4thyi]-N-15444luoropheny-3"pyrd)lmethyl]-aflne, oxalate, m.p. 245°; 
45 from 4-cyanophenol sodium salt art "A" 

N-[2"(4cyanophenoQ""N"(5-(44Iuompheny941*d)1mett-aflne, oxalate, m.p. 250°; 
from phenol sodium salt and N-f39henoxy"benzyQ-anine N"(2-phenoxyethy9-N-(3-Øierioxy4)eizy-anine,  

maleate, m.p. 166-1680; 
from phenol sodium salt and "A" 

50 N-(2’ oethy9-N’f4luorcpfleny9"3-pyridImethylJ-azThne, m.p.  

By reaction of 2-aminometh)I-6-mettioxy-chromane and 3-(chloromethl)-5-(44hiorophen)l)-pyrdne analogously 
55 to Example I N(5 (4-fl flen)I)-3-pyrd)lmethylj-N-ft6-methoxy-2-chrolmnyl)-methyfj-anine is obtained. Stirting 

with hydrochiorid acid gives the dih)trochloride, m.p. 205-2060. 

11 
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PYRIDYL CHROMAN modify the accasirsdatkon of DOPA In the corpus striatum 
and the accatioulations of 3-WI? in the nuclei raphes 

The Invention relates to novel ino(lbio)ether daWn- (SetIedM aL. Eurepean J. Pharmacol. 160(1989).31-41). 
They also have analgesic said hypotensiveeffects; lists. In 

tives Of formula j catheterized. conscious. spontaneously bypatemive rats 

Re 
(*aim: SHR/Oknot&N1B-MO-CHB-K1511eg8 niethot 

cv. 

Wet and Jones. Proc. Soc. Exptt Bid. Med. 104 
RI (1960). 646-648), the directly measured blood wessn is 

lowered after oral administration of the compounds. They 

’’ 
are also use?Ut ta proltylnls and control dthe sequelae of 

--- 10 cerebral infarction (Apoptexia cerebsi) such as stroke and 

Re cerebral j4t 
These substances can be used lithe treatment of diseases 

wherein which we minted to fiderfarences in the scrosoninergic and 

X is Oxygen. sulphur, sulfinyl. sulfonyl or. In the case dopasninagic systems and which involve the uganda with 
where ft° and R’ are not together an alkylene chain 15 high afflity to the 5-bydroxytyptaida (5ffflA type) Cr/and 

with 1-3 atoms. also CU,, dopainla (132 type) receptors-
They are suitable for the freflhi of disorders of the 

* is -(C l2)at4CUA)s(CU2)as with 
ceiiS nervous system such as anxiety, tendon and dqres-

nl-0. 1. 2 or 3; don dates. sexual dysfuactlo.s caused by the central ner-
n2=0 or 1; 
n3=0. 1.2 or 3 and the proviso that 

20 
y-.a

 system disturbances in - or absorption of food. 
Furthermore. they are, suitable to -linijase cognitive 

nl+o2+n3<4, deficiencies, to Improve powers of learning and memory and 
R° is hydrogen  Or A. to treat Ajzhdma’s disease. They are also suitable for 
R’ is hydrogen, A. OA. phenoxy. Hi. OH. F. Cl. Br. CM. psychosis (schizophrenia). 

Cps. COOL COOA. acyloxy with 1-4 C atoms. r Ccnçads of formula I and their bioconçatibie acid 
caiboxamido. -CH,NU,. -CH3NHA, -CH2NA3. addition salts can therefore be used as active Ingredients for 
-CH2NHAc. ..-.CH,NIISO,CH,. or anxiolytics. antidepressants. neuroleptics. and/or 

R° and K’ are together an alkylene chain with 1-3 C atthypflasives. and also as isniediates for the prepa-
atoms or an alkenft.e chain with 2-3 C atoms. ration oft pharmaceutical active Ingredients. 

K’ is hydrogen. A. Ac or -CH,--R4. 3° The invention relates to the aniiao(thio)ether derivatives 

K3 is -CH-R4. or -CHA--R4 of formula I and to thdr bloconçatibic acid addition salts. 
The radical A is ulkyl having 1.2.3.4.5 or 6 C atoms. 

K4 is Ph. 2-. 3- or 4-pyridyl which is unsubstitiled Cr especially I or2C atoms. preferably methyl and also ethyl. 
monosubstituted by R’.or thiophene which Is isopropyl. n-butyl. isobudyl. sec-butyl or teat-butyl. 
unsubstitutod. mono- or diSISsUtlial by A. OA. OH. F.35  OA Is preferably niedsoxy and also ethoxy. n-prepay. 
Cl. Br. CM and/or CF3. or by another thienyl group. isopropoxy. n-butoxy. Isobutoxy. sec-tiutoxy Cr tert-butoxy. 

K’ is a phenyl group which is unsubultuted. or mono-. di-. NRA is preferably asethylasnino sad also ethylamino. 
Sri.. tetra- or pentasubstituted by F. CF,. Partially or n-propylamino. isopropylamino. a.butylamino. 
completely fluorinated A. A and/or OA. ISOsdylatno. sec.butyl amino or tat-butylamino. NA2 is 

K’. K’. R5 are independently of each other H. A. OA. 40 preferably dimethylaniino and also N-ethyl-N-ntthylaniiin 
phenoxy. OH. F. and dlethylandno. di-n-jropylaniino. dIiscropylamino or di-n-

K’ Cl. Br. I. eN. CF3. NO2. NH,. NBA. NA,, Ac. Pb. btitiflio 
cydonlkyi with 3-7 C atoms. -cii,roç. _j,qpj, Ac Is preferably alkanoyl having 1-6. In particular 1, 2.3 

-CHINA,. -CH,NHAc or -dH,NUS0fl13 or or 4 C atoms. In detail preferably famyl in acetyl. 

two adjacent residues are together an alkylcne chaIn 45 fuidiennore, preferably propionyl. butyiyl. isobutyiyl. F’-
with 3 or 4 C atoms, and/or taoyl or h.ant7l. and In addition preferably benzoyl. 0-. 

K’ and K° are together an alkylene chain with 3 or 4 C m- or p4oluyL 1- or 2-naththoyt 
X Is preferably oxygen a sulphur. whereas Z stands 

at. chiefly for -CH,-. -(CU,),-. -(CR2)3-. 
A is a11,1 with 1-6 C atoms. so -CHCH,)-, furthermore also preferably for -CH,-
Ac is alkanoyl having 1-10 C atoms or aroyl having 7-11 

- 

i,)rCHfli,). -4H3--(CHCH3)--
C atoms. CUr or -(CflCH,)-4C}I2) 

Ph Is pheayl which Is unsubstituted a substituted by K’. The residue K° is preferably H or methyl. but K° and R’ 
2-. 3. or 4-pyridyl or phenoxy, are preferably together an alkylene chain. especially a chain 

and the physiologically acceptable asks thereof. 55 having 2 C atom. MR’ Is different from the .-wnlag given 
An object of the invention is to provide novel compounds previously It is preferably hydrogen. A. OA. CONH, or CM. 

capable of being used for the preparation of dregs. K’ Is preferably H or A and Its is preferably 2-. 3- Or 
Upon further study of the specification and appended 4-pyridylmethyl or pheayl which Is substituted by another 

claims, further objects and advantages of this invention will phenyl a furthermore. K’ is thienyl which Is preforably 
become apparent to those skilled in the art. 60 substituted by another thleayl group. 

It has been found that the compounds of formula I and The meaning of 10 is chiefly 2-. 3-. 4-pyridylmsiyl. 
their biocompatlble add addition salts possess valuable 5.phenyl-3-pyrldylmethyl. 5-(fiuorophenyl)-3-
pharmacological properties. Thus. in particular. they are pyridylmethyl. 5-nsethoxyphenyl)-3-pyrldylmethyl. 
active on the central nervous systen especially as serotonin 4’-fluoro-3-blphenylmetyl. 3-biphenylniethyl or 4-(thienyl) 
agoolds and antagonists. They inhibit the binding of aitlatcd 65 -2hienylmethyl. Furthermore, the meaning of its is - 
serotonin ligands to hippocampal receptors (Cossay at at. ertly 2,4,5- or 64q .fluoropltenyl)-3-pyridylmethyl. 3-. 
European I. Phannacol. 140 (1987). 143-155). They also 4-. 5. a 6.(q.-thaorophenyl)-2.pyridyl methyl or 2- or 3-(q 
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4fluorccbcayl)4-pyrldyl methyl whereby q dads for the 
prefixes mono-. di-. Sri, tuna- or peata-. 

It’. It’. Its and It’ are preferably Independently of each 
ether H. A. OA. 

a. 

CN or O� Rummuore, It’ and It’ xc 
preferably together an aikylene chain with 4 C Main 
Furthermore. wtprted meaning is that two - 
residues selected from R. W. It’ and It’ are together as 
alkylene chain with 3 or 4 C Moans. 

Accordingly, the invention relates paticidarly to those 
compounds of formula I in which it lead one of said radicals 
has one of the meanings indicated above, especially one of 
the IrefaTed -.niags indicated above. Some preferred 
groups of compounds an be expressed by the following 
partial formulae in tot which correspond to formula I and 
Is which the radicals and jwazrsers not described in greater 
detail are as defined for formula L but In which: 

in in. X is oxygen. It° and It’ are together -(CU,),--. Z 
is methylene and R’ It’. It’ and It’ are hydrogen; 

in lb. Xis oxygen. It° and  Its we together -4CR,),--. Z 
is methylene and It is pyridyl or biphenyl which Is 
unsubstitided or monosubsthuted 

in Ic. Xis oxygen. It° and It’ are together -(CR,),-.-. Z 
Is methylene and R’ is 5-(4-fluorcphenyl)-3-pyzidyl; 

in Id. Xis oxygen. R° and Were  together methylene and R  is 5-(4-fluanyl)-3-p&idyl 
in Ile. Xis oxygen. It° is hydrogen, Z Is methylese and R4 

is 5-(4-fiuorcphenyl)-3-pyfldyt 
in LX Is oxygen. It° and It’ me hydrogen. Z is methylene 

and R4 is 3-(4-Sucropbenyl)-3-pyndyl; 
in IS. K is oxygen. It° is hydrogen. It’ is chlorine, ethyl 

or methoxy. Z is methylene and It’ Is 444-
flooavphenyl)-3-pyridyl; 

in lb. X is oxygen. Z is methylene and It’ ls5-phenyl-
3�; 

in S. x is Oxygen. Z is (CH), ’4CIl2) W 
-(CHCH,)- and R’ is 544-fluorophenyl)-3-pyrldyl, 

and the salts thereof. 
Especially preferred compounds are those of partial for-

mulae taM lak to It which coarespond to partial formulae 
I and Is to E. but in which additionally: 

X is sulphur. sulfinyl or Sfonyl. 
The invention father relates to a process for the preps, 

ration of derivatives of founuila I and their salts. character-
ized in that a compound of formula II 

RI 

a’ 
a, 

RI 

tin 
(1 is (1. Br. I. OH or an OH group functionally modified 

to form a reactive group. e7ecially a suitable leaving soup. 
and It°. It5, R’. It’. W. R . K and Z are as defined, 
is tended with an amine of formula lii 

I1!IR’R’ In, 

wherein 
It’ and It3 are as defiled. 

4 
or Is that a compound of the fanwla IV 

RI IV 

RI 

Is X-hk 

RI 

to wherein. 
Mist 1.4+. Na* K+.N04+ or another suitable metal ion. 

and X. R’. Its. It’. It5 and It’ areas defined. 
is reacted with a compound of formula V 

Is Re a, 

Z-N 

’It,1 

20 Wherein 
G has the definitions given for U and It°. It’. It’ and Z are 

as defined, 
or in that a compound of formula VI 

23 V Vi 

a’ 

z 

itVty" 
X-M 

)- 
 

0 V. 
30 

wherein 
It° and It’ are  together an alkylcae thai. with 1-3 C 

atoms, and Its. Its. W. R’, R. It’. X. 1 M and U are 
33 as akeady defined, 

is cydidsed to an amlacetber or amlnothioether derivative 
of formula L or In that a compound which has formula I 
except that one ant hydrogen mom have been replaced 
by one or more reducible puape and/or one or more 

40 addItional C-C and/a C-N bonds is treated with a 
reducing ages, or In that a compound which has formula I 
except that one or more hydrogen atoms have been replaced 
by one or nt solvolyz*le groups is treated with a 
solvolyzing agent, and/or In that an OA group is optionally 

45 cleaved to form an OH group, and/or an At gras, is 
converted into ant Ar group. and/or In IbM a ranking 
base or acid of formula lit converted Into one of its salts by 
treatumat with an add or base. 

The compounds of formula I are otherwise prepared by 
so methods known per at. such as those described In the 

literalize (e.g. In the standard wTh such as Houbea-Weyl, 
Methoden der Orgnalsdten Qiwnle (Methods of Organic 
Cbcinistiy). Geag-Thieme-Veilag. Stuttgart; Organic 
Reactions, John Wiley & Sons. Inc.. New York). namely 

55 under reaction conditions such as those which are kiowa 
and suitable for said reactIon his also poolWe to make use 
of variants known per se. which are not mentioned in greater 
detail Isem 

If desired, the staling materials for the claimed process 
60 can also be formed in situ ln such a way that they are out 

Isolated from the reaction nttiwe but are immediately 
tended finder to give the compounds of formula L 

Is the derivatives of formula 11. U is pffelerably 
a 

or Br. 
but It can also be I, OH or an OH group functionally 

65 modified to form a reactive group, especially alkylnlpho-
nyloxy having 1-6 C Moms (e.g. niethanesulphouyloxy) or 
arylsulphonyloxy having 6-10 C atoms (e.g. 

<it 
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benzenesulpboayloxy. p-toluenesulphoayloxy. 
nnpbthalene-1 - or -2-sulphonytay) 

Some of the compounds of formulae fl and. In particular. 
Ill are known; the unknown compounds of formulae II and 
III can easily be prepared analogously to the known cims, 

Primary alcohols of the formula II can be obtained e.g. by 
reducing the appropriate carboxylic adds or their esters. 
lYeatinent with thionyl chloride. hytbogea btcaide. phos-
phorus Uitromide or similar halogen compounds yields the 
corresponding halides of the compounds of the feinSa U. 
The corresponding suiphosyloxy compounds can be 
obtained from the alcohols of formula 11 by reaction with the 
appropriate sulphonyl chlorides. 

The iodine compounds of the formula II can be obtained. 
e.g. by reacting potassium Iodide with the appropriate 
p-toluenesulphonic acid esters. 

Most of the amine derivatives of formula ifi are known 
and can be obtained, e.g.. by alkylasion 

of 

acylatioa of 
known art 

The reaction of the compounds of formulae U and III 
proceeds according to methods such as those known front 
the literature for the alkylalion of amines. The components 
can be melted together In the absence of a solvent. is a 
seated tube or an autoclave if necessary. It Is also possible, 
however. to react the compounds in the presence of an meal 
solvent Examples of suitable solvents are hydrocarbons 
such as beazene. toluene or rylene; ketones such as acetone 
or butanone; alcohols such as methanol, ethanol. Isciro. 
panS or n-bsanol; ethers such as tetal’y*oftiran (THF) or 
dioxane; amides such as dimdhylfcem-nid. (DMF) at 
N-methyl-pynolido.r or nitrites such as acetonilrlle. or 
Sac. if desired, mixtures of these solvents with one another 
or mixtures with water. It an be favourable to add an 
acid-big ding agent, for example an alkali nSal or alkaline 
earth metal hydroxide. carbonate or bicarbonate or another 
alkali metal or alkaline earth metal salt of a weak add, 
preferably a potassium, sodium or calcium salt, or to add an 
organic base such as triethylamine, dimethylaailine. pyri-
dine or quinoline. or an excess of the amine conçonent. The 
reaction time is between a few minutes and 14 days depead-
ing on the conditions used, and the reaction temperature is 
preferably about 0°-150°.  normally 20°-130°. 

It is also possible to obtain a compound of formula I by 

n 

mnorense the presaire. However. Ills also possible to rad the 
compounds I. the presence of an laM solvent Suitable 
solvents are these misadoried previously for the radian of 
compounds of formula U with those of formula IlL The 
addition otaa &-bladlag agent to the radio. mktre an 
also have a favorable died. The same bases are suitable as 
those previously deserted for the reaction of compounds of 
formulae Hand ilL 

Depending on the reaction conditions chosen. the c 
mum reaction time Is between a few minutes and 14 days. 

10 and the radian temperature is preferably about 00_1500. 
usually 20°-1300.  

Furthermore, a compound of formula I a_a be obtained by 
cydlzation cia compound of formula VI wherein R° and R 
are together a alkylene dial. with 1 to 3 C Suns. 

1$ Compounds of the formula VI can be obtained, for 
by she reduction of knees which are similar to 

compounds of formula VI but wherein the CHG-pcup Is 
replaced by a ombo.yl put. 

The cyclization reaction of  compound of the formula VI 
30 proceeds accort*ag to the MC1110111 described previously for 

the reaction of the compounds of formulae Wand V under 
- reaction condltions. 

A compound of formula Ian also be obtained by beating 
a precursor. In which hydrogen atoms have been replaced by 

25 one or more reducible groups aadkr one or mare additional 
C-C and’cr C-N bonds. with a reducing agent preferably 
at lençertres of about -80° to +2500. In the presence of 
at lead one most solvent 

Reducible groups (groups replaceable by hydrogen) are. 
30 in particular. exygea in a cabcoyl poiç hydroxyl. aryl-

sulphonyl (e.g.. p-toluenesulphonyloxy). 
N-benzeaesulpbonyl. N-beuzyl or O-benzyL 

In principle. compounds containing only one of the 
above-mentioned groups or additional bonds, or compounds 

35 a’.fràg two or more of die above-mentioned groups or 
additional bonds adjacent to one another. can be converted 
into a compound of fntAa Iby reduction, it being possible 
simultaneously to reduce stthstlwenta which are present in 
the stating compound. This is, for example, rIM out 

40 using nascent hydrogen or complex metal hydrides or by 
means of a Woff-Kishm seduction or the reductions with 
hydrogen gas under transition metal catalysis. 

Preferred starting nisials for the reduction have formula 
VU 

a nniruuu .JI lanaila iv wArn a aeiwino or 43 
formula G’(CHR°)-Z-NR2It3 (V). V VII 

Some of the compounds of formulae V and, in particular.  IV are known; the unknown compounds an easily be V 
prepared analogously to the known compounds. Thus, coin- 

of formula IV can easily be by 
I 

i 

pounds prepared nwtalation so  
cia jtenol or thiophenol with for example hydrides such as 

RO Nall. 101. or with pheaylllthium or inedtyllithiuma It Is also 
possible to obtain compounds 

of formula Why the oxidation wherein 
of 

thicphenols to yield sulfinyl or sulfonyl-compounds. Z’ Is a chain which corresponds to the radical Z except that 
The amines of formula V can be prepared staling from a 55 one or more -4CR2 groups have been replaced by -CO.-

primary amine by mews of the diverse possibilities at and/or one or mom hydrogen atosin have been replaced by 
alkylation or acylation of amines known per se. I Is also Cl, Br. F. SR. or OR groups. 
possible to convert appropriately subetituted nitro coin- Compounds of formula VII can be obtained by amldatlon 
pounds into the nines of formula V by reduction and of adds, acid Slides. anhydrides or esters with primary or 
subsequent alkylation. 60 secondary suites. It is jxSthed to react the free carboxylic 

The reaction of compounds of formulae IV and V pro- acid with the amine under the conditions of a poptide 
cards according to methods which are known from the syrdhesis. This reaction is jrderty carried out In the 
literature for the formation of ethers, thloethas or esters. presence of a dehydrating agent, e.g. a cabodilinide such as 
The components can be melted with one another dlcectly dlcyclohexylcarbodfimlde or else N-(3 -
without the presence of a solvent, if appropriate in a closed as dlmethylamlnopropyl)-N-ethylcarbodllmlde, or propane-
rube or in an autoclave, at normal pressure or at elevated phosphcmic anhydride (q.v. Angew. On 92.129(1980)). 
pressure. an inert gas such as, e.g.. N2 being added to dlphenylphoq,baryl ant or 2-ethoxy.N.ethoxycabonyl-l. 
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2-tythoquindinc, in an inert solvent e.g a halogenated have (anita I except that. In the 1-position of the radial. 
hydrocarbon such as i’ykae chloride. an t such as they contain an icy! pnq% pefantly an alkanoyl. ilk)’!-

THF or dioxin, an amide such as DMF or su%ihasyl or aylsuljtoayl group having iç to 10 C atoms 
dimcthylacetasnide. or a Malta such as acetosiltille. at tan- in each can, suds as mettsaaeaulpbonyl. beazeaeaulkony1 
perMutes of jrefaaldy about _I(0400. especially 0°-300. 5 or p-loluesemlphoayl) can be hydrolyzed to give the cci-

ii nascent hydrogen Is used as the Sucing agow. this an responding secondary sane derivatives, e.g.. in an acidic 
be produced e.g. by teasing metals with weak adds a with or. preferably. neufral or alkaline medium S temperatures of 
bases. Thus it is possible e.g to use a mixture of ZInC with preferably about 00-200°.  Sodium potassium or calcium 
an alkali metal hydroxide solution or a mixture of iron with hydroxide. sodium or potassium carbonate, or smntoait Is 
acetic acid. It is also appropriate to use sodium a another ’0 conveniently used as the base. The chosen solvents are 
alkali anal In an alcohol such as ethanoL lscçropanol.  preferably war, tower alcohols such as methanol or etha-
txitanol. amyl or Isoantyl alcohol or phenol. It Is also ad; ethers such as ]’HF or dloxaae; sulltones such as 
possible to use an aluminium-nickel alloy In aqueous- tetramethylase suljto.e a mixtures thereof  especially 
alkaline solution, ethanol being added If necessary. Sodium mixtures containing water. Hydrolysis an also be red 
amalgam or alwniaiuni sen-lipsen in aqueous-alcoholic or as our simply by treatment with water alone, especially at the 
aqueous solution is also suitable for producing the -Base= boiling polar. 
hydrogen. The reaction can also be carried out In the Acempound of formula Ian fiudacrc be converted to 
heterogeneous phase. in n4IICh case it is convenient to use an another compound of (mmiii Iby methods town per se. 
aqueous phase and a benzene or toluene phase. Compounds of (anita I in which for naniple R2 is 

Other reducing agents which can be used to particular so hydeogea an be converted to compounds with teiliary, 
advantage a complex metal hydrides such as Ll#dlL. amino groups by alkylation or acylation of the secondary 
NaBH4. dilsobutylalurainium hydride or NnAI amino residue in an hurt soblent, e.g. a halogenated hydro- 
(OCJI2C!120CHAH2. and cbbas,e. catalysts such BF, carbon such as methylene chloride. an ether such as FlIP or 
MCI3 or LIE, being sided If desired. Solvents which arc diaane. an wade such as DMF or dumethylacetarnide. or a 
suitable for this purpose are. in particular. ethers such as rs nitrite such as acctooitzlle. at temperatures of about -10 to 
diethyl ether. di-ri.butyl ether. THE dlonanc diglymne or the boiling point of the solvent. preferably 0°-7’.  
1.2-dimethoxyethane. and hydrocarbons such as beuzene. Ptnthannm ether pmnary amino groups an be tans-
Solvents which are suitable for a reduction with NaB!!4 are (cod to secondary at tertiary amino groups by the known 
Primarily alcohols such as nrthaaol or ethanol, as well as alkylatlon reactions. 
water and aqueous alcohols. Reduction by these methods is so Compounds of fonsnla Ian also be converted into other 
preferably carted out at temperatures of preferably about derivatives of fcsmnla Iby transformation at the radical Ar. 
-80° so +150°,  especially about 00-10M. Ethers of formula I in which the radical Ph is mono- or 

The reduction of �CO groups In add amides (e.g. those disitsatiflited by 04lkyl an be cleaved, the corresponding 
of formula VI in which Z’ is a �(CH2).,(C3jA)�CO bysiroxy derivatives being trained. It is possible. e.g. to 
group) to CH, groups can be carried out to particular u cleave the ethers by treatment with dimethyl sulpliide.ba’on 
advantage with UAIB5 in THF at tenipaswnof preferably, tritromide canrica. for example In tobiem ethers such as 
about 00-66. TUP or dtethyl suØosdde,  a by arising with pyridine or 

Ills also possible to reduce one or more carbonyl groups aniline bydrulsalides, jrdaty pyridine hydrochloride, at 
to CH2 groups according to the Wolf-Klthae method. e.g. about 150°-250°. 
by treatment with anhydrous hydrazine in absoline ethanol. 40 If other side reactions in the compounds of fonnala I are 
under pressure. at temperaflites of preferably about to be ""& the radicals Pb an be diiosin*S. Sousi. 
150°-250°. A sodium alcobolate Is advantageously used as used or alkylated under the conditions cithe lkiedel-Crafts-
the catalyst The reduction an also be varied according to reactions, by reacting the appropriate halogen or alkyl 
the Huang-Minlon method by carrying out the reaction with chloride or alkyl Iranide under the catalysis of Lewis adds. 
hydrazine hydrate In a high-boiling water-miscible solves 45 such as, e.g.. MCI,,. PeR,, or Fe, at temperatures of about 
such as diethyteac glycol or triethyleac glycol. in the i- 300-I57. expediently 50° -ISO’ In an inert solvent, such as, 
ence of an alkali such as sodium hydroxide. The reaction e.g.. hydrocarbons. ’FlIP or carbon tetracblaide, with the 
mixture is normally boiled for about 34 hours. The water is compound of the formula Ito be da’ivatised. Macover, it is 
then distilled cdi’ and the hydrazone famed is decomposed for example possible to reduce a nitro group so an amino 
at temperatures of up to about 2000. The WoIff-Kithac so group by the reactions known per Se. 
reduction can also be carried out with hydrazine In dlraethyl The compounds of fauuda I can possess one or more 
sulphonide at room temperature. centres of asymmetry. When flare& they can therefore be 

Moreover- it is possible to carry out certain seductions by oblalned as macassates or else in the optically active fain if 
using H2 gas under the catalytic action of transition metals. optically active stating materials are used. When 
such as e.g. Raney Ni or Pd. In this way. e.g. U. Br. I. SH ss synthesIzed, compounds possessing two or rourc castes of 
W. in certain cats, even Oil graçs an be replaced by asymmetry are generally attained as mixtures of macemates. 
hydrogen. Nitro groups cam also be converted Into NH, from which the individual maceases an be isolated in the 
groups by catalytic hydrogenation with PM/H2 in methanol, pint firm. for example by reaystalllzntioa from inert sal-

Compounds which have (ursula lexoept that one or more vents. If deskS, the racesmates obtained can be chemically 
H atoms have been replaced by one or more solvolyrable so or by a-’-- of congIo*es resolved into their 
groups can be solvclyzed. especially hydrolyzed, to give the optical antipodes by the m.4bds known per se. Preferably. 
compounds of formula L diassneolsonters are fanned from the racemate by reaction 

The starting materials for the solvolysis can be obtained, with an optically active resolving agent Examples of suit-
for example, by reading compounds of formula III with able resolving agents are optically active adds such as the D 
compounds which have (ursula II except that one or more 65 and L fame of protected amino add derivatives such as 
H Scans have been replaced by one a more solvolyzable tosy*nollne, taitsic aci& dibeazoyltaflaric acid. diacetyt-
groups. Thus, in particular. 1-acytamine derivatives (which tartaric acid. caiqtor-udphonic acids. mandellc acid. inallc 
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acid or lactic acid. The different forms of the disateseolso-
s can be resolved In a rw’w known per is. e.g. by 

fractioaaj crynallization, and the optically active coat-
pounds of fesmula I can be liberated from the dlaateseoiao-

s in a manna known per se. 
Abase of formula I an be converted with an acid into the 

conespooding acid addition salt Acids wilds produce No-
cocçatlble  salts are suitable for this reaction. Thus I is 
possible to use inorganic acids. e.g. sulphuric acid, 113*0-
balic adds such as hydrochloric add or hydroheosnic add. 10 phosphatic adds such as orthophosphocic add, nitric acid 
and sulphaniic acid, as well as organic adds, i.e. specifically 
aliphatic, alicyclic. naliphatic. aromatic or buterocydic 
mocobasic or polytasic carboxylic, ntlpboaic or sulphuric 
acids. such as formic acid, acetic add, propiosic add. 
pivalic acid, diethylacetic acid. nialonic add, succlnic add. " 
pinselic acid. fuinsic acid, maleic acid, lactic add, lartaic 
acid. malic acid. benzoic acid. salicylic acid. 
2-ptsenyropiouic acid. citric acid, gluconlc add.. ascorbic 
acid, nicotinic add, isoniaxinic add, atethaaesuiphoaic or 
ethanesulphonic acid. cthasedisulphonic acid. 
2-hydroxyethaaesulpbonic acid. beazeacsulphonic add, 
p-toluenesulpbonic acid, naphthalencmonosulphoaic and 
.aiththaienedisulphonic acids and Iawylsulpbsric add. 

If desired, the five bases of fsnail. I an be liberated 
from their salts by treatment with strong bases such as r 
sodium or potassium hydroxide or sodium or potassium 
carbonate provided there we no other acid group in the 
molecule. In those cases where the compounds of the 
formula I have free add groups, sait formation an also be 
achieved by treatment with bases. Suitable bases we alkali 30 
nnal hydroxides. alkaline earth metal hydroxides or organic 
bases in the fain ci primary. secondary or tatlx’ aaiines. 

The invention fluter relates to the use of the compounds 
of formula I and their bi000inpalible salts for the marsufuc. 
flue of pharmaceutical preparations, especially by a non- ss 
chemical route. For this purpose, they an be converted into 
a suitable dosage fain together with at least one excipient or 
adjunct and, if appropriate; in combination with one or mine 
additional active ingredients. 

The invention finiha relates to compositions, especially 40 
pharmaceutical preparations, containing at leant one can, 
Pound of formula I and/or one of their blocompatible salts. 
These preparations can be used as drugs in human or 
veterinary medicine. Possible excipicis are organic or inor-
ganic substances which are, suitable for enlesal (e.g. oral). 45 
pareatesal or topical administration and which do not read 
with the novel compounds. examples of such exc*iients 
being war=. vegetable oils. benzyl alcohols, polyethylene 
glycols. gelatin, carbohydrates such as lactose or sth, 
magnesium stearate. talc and petroleum jelly. Tablets, coated 
tablets, capsules. syrups. juices. drops or sia)positc*ies are 
used in particular for enteral administration, solutions. jref-
aably oily or aqueous solutions, as well as suspensions, 
emulsions or implants are used for parenteral administration, 
and ointments. crams or powders are used for topical 
administration. The novel compounds can also be lyo-
philized and the resulting lyoplillizates used e.g. to mans-
facture injectable preparations. 

10 
anlanalhaid for coolling diseases. They can be used 
for trg dSorJàiittj5,tstefl1.  

such
 as 

ant sskds in 
the u�t’ of h7patasioa (e.jwlth a-Stfldopa). The 
compircaa also be used In endocrinology and 
gynaecology. e.g. for the therapeutic treatment of 
-. hypogS - aincnouboet pa-
menstrual syndrome and undesired paapa.i lactation, and 
also for the prophylaxis and therapy of cactri disorders 
(e.g. migraine). especially In geriatrics in a manner similar 
to certain ergot alSuids and for controlling the sequelae of 
.xavta4 infarction (Apoplexia ceretri). such as tote and 
caai4 fp4st 

Fuilberinore. they at suitable to eliminate cognitive 
deficiencies, to Iaqroue the power Of learning and menuy 
and to new AI,b.Juw disease, 

In these treats. the substances of formula I of the 
Invention arc normally administered analogously to biown, 
conimacinity available preparations (e.g. bromocriptine, 
dlhydroagocoain). preferably I. dosages of Sian 0.2-500 
mg, especially Miat 0.2-50 mg per dosage unit. The daily 
dosage I. preferably about 0.001-10 tog/kg of body weight 
The tow dosages (about 0.2-I tug per dosage unit; about 
0.001-0.005 mØkgof body weigla) areparticularly suitable 
for use as aati.aaigSne preparations; dosages of about 
10-50 mg per dosage unit are preferred for the other 
indications. However, the particular dose for each Individual 
patient depends on a very wide variety of factors, for 
example, the activity of the particular compound used, age. 
body weight general state of health, sex, diet, time and 
method of administration, rate of excretion, drug combina-
tion and severity of the p.tiailar disease to which the 
therapy I. applied. (a1 administration is preferred. 

Without harther elaboration, it Is believed that one skilled 
In the art an. using the preceding description, utilize the 
Insect Invention to its Adlest extent. The following pre-
fared specific embodiments are. therciore. to be construed 
as merely Illustrative, and sot HmSive of the remainder of 
the disclosure In any way whatsoeva 

In the foregoing and in the following examples. all 
temperatures are set lath ueaedia degrees Cellos and 
unless otherwise Indicated, all parts and percentages are by 
weight 

The entire disclosure of all applications, patents and 
Publications. cited above and below, and of corresponding 
European application 94116223.2. arc hereby incorporated 
byrcieren 

so In the following Examples. "working-up in conventional 
manna" means: Water Is added If necessary, extraction is 
carried out with methylene chloride. the organic - is 
separated oM dried over sodium subtase and filtered. the 
filtrate is evaporated and the residue I. purified by drana-

55 tography on silica gel and/or by crystallization. ’ftmpaa-
tires we given In "C. 

Example 1 
The preparations i�IirI an be sterilized ad/or an A solution of 2.8 g 2-asnosnethylaromane [obtainable 

contain atuacts such as lticaats, iresavadves, stabilizers to by reading 3.(2-bydroxy.pheayl)-jrcpanal with KCN and 
and/a wetting agents. emulsifier.. salts fir lnfl.wdag the subsequent catalytic redection of the 2-cyano.-drosnanej 
osmotic pressure, buffet substances. coloorauts, taste cor- and 2.2g 3-dslcrome1hyl)-pyridine in 250 nil of DMP are 
rectors and/a flavourings. If desired, they can also contain stirred together with I  N-methyl-snocpholine kit 12 hours 
one or more additional active ingredients. e.g, one or more at 200 and wd up in a conventional manna to give 
vitamins. 65 N-(3-pyzidylinethyl)-N-(2-diranaayl-niethyl)-aniir,e. Stir-

The cos!qotmds of formula, I and their bloceuçtble salts ring with 0.5 equIvalents of snaleic add in 100 ml ethanol 
an be used tot the thaetSk neatmeat of the hwnan or gives the maleate m.p 163°-164° 
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Nl2.(2.4-dichloropheIOxy)- ethyl] -N[5-(4 from 3am1nometbyl-4*-flUOrO-blPhCnYl and 

fluaoptrny1)-3-pyridyl-thyfl-aSne. maleate, sap. 2-dikzodh0jtenykth& 
1480_1500: N_(4’fluoro_3-b1pbenylmethy1)-N-2-phenOxYethYI-

from 3-nSioxypbcnot sodium salt and "A" amine. nialtite sap 194°-1960;  
N42(3methoxyplte.oxy)-dttYl)-N-I5-(4-tWrCPhefll)-5 from 3-amlnomethyl-2’.4’-difluoro-bipbCnYl and 

3-pyridyl-methyll-axnlr maleate. sap. 122°-lW; 2-d,lmoethy}çbenyShef 
from 4-sncthoxpheno1 sodium salt and "A" N.(2’.4’-difluoro-3.biphenylmethyl)-N-2-phenOXYcthyl-
NI2.(4mthoxyjtenOxy)-dbyII-N45-(4iUctcVheaYl)- amine; 

3-pyridyl-methyli-amlfle. sap. 940_960; from 3-aminomethyt-5-pbenylpyridine and 
from 3-chiorophenol sodium salt and "A" 10 2-ddoroethyl-pbenyletha 
N-[2-(3-chloropbenoxy)-ethyll-N-(5-(4-fliKrofteayl)-3- N.(5-pheayl-3pyrldyl2hyl)-N-2-phenoxydhyl-a1flifle. 

pyridylrnflhylj-amine. maleate. sap, 150°-1320;  sap 770-70°;  
from 2-dslcgophenol sodium salt and "A" from 2.amu.omethyl-4-(3-thienyl)-thiopbcul and 
N-[2-(2-chlorophenoxy)-ethytl-N-[5-(4-fluorotthenyl)-3- 15 2d0t0ndtY411tlIYldl 

pyridylmethyll-asine. maleate. sap. 1530-l550; N.14-(3-thienyl)-24bienylmcthylj-N-2-pbenoxyethyl-
from 2-niethoxyphanot sodium salt and "A" 0nine. ALP. 96_9$0; 

N-12-(2-methoxyphenoxy)-dtiyl]-N-(5-(4-fluccophenyl)- from 2-aminomethyl-4-methyl-thlophe. and 
3-pyrldylmethylj-aniine. skate, sap. 134°-1360; thW0yiIieaØha 

from 4-chktophenol sodium salt and "A" 20 N44-methyl-2-thleaylmcthyl)-N-2-pheneayethyl-mine; 
N-12-(4-cMcrophenoxy).ethylJ-N-15-(4-fluoropbenyl)-3- from 2-amlnomethyl-4-methoxy-thiophcn and 

pyridylntcthylj-aiSne. rualease. sap. 163 °- 1640; 2-dulaoeihyljthenylether 
from 2-cibyipb000l sodium salt and "A" N-(4-metboxy-2-thlenylmethyl)-N-2-phe.oxyethyl-
N-f 242-ethylplienoxy)cthylj-N-(5-(4-Huoropbeayl)-3-

pyridyhnethyl}-arnl.e. r.nl.a� sap. 1280-l3O°;  25 from 2ram1aoshyl4-cthylthlcçbea  and 2-&kroflhsyl-
front 3-cyanophenol sodium salt and "A" P&nfttha 
N-[2-(3-cyanophenot)etby1)-N-I5-(4-fiuorophenyl)3. N’(4-Cthyi.24ticnylntediy-N-2-p&ncayethyl-aniiue; 

pyridylinethylj-amine.oxalse. lap. 2450 (Ingoxalic from 2-aminomethyl-4chloro-thiophen and 
add in place of music add); 30 2-ddtroethyl-pheaylcdn 

from 4-cyaoqtenol sodium salt and "A" N-(4-dao-2.teaylmthyl)-N-2-r,tenoxyethyl-anine; 
N’[2-(4cyanophenot)-ethylj-N-5-(4-Uuo,opbeayl)-3. from 3-aminomethyl-4’-fluoro-biphenyt and 

pyridylmethyl j-amine. oxalate. lap. 250°; 2-thlaue1hy1.(3-qaao-pheayl)-dber 
from phenol sodium salt and N-13-pbtnoxy-beazyl) N.(4’-fluao-3.biphenylmethyI).N-2’(3-cyano.phenoxy 

amine N-(2-phcaxy-ethyl-N(3-phenoxy-benzyl).amjae,33 ethyl)-amune, maleate. lap. 1W-1600; 
maleate. lap. 166°-168°; from 3-amlaonscdiyl-biphenyl and 2-chkeoethyl-(2-

from phenol sodium salt and "A" mdhoxy-ptienyl)-mlier 
N-(2-pheaoxyethyl)-N-t5(4-nuorophenyl).3 N-(3-b1pbenylznety1)-N-2-(2.methoxyphey).nyl 

pyridylnaitylj-amine. sap. 840-86°. amine, sap. 72°-740: 

Example 4 

By reaction of 2-aminomethyl.6-onhoxy-ds,omni and 
3-(chla’oinethyl)-5-(4-fluoscphenyl)-pyrj.line analogously 
to Example I N-[5-(.4-flmroithnlyl)3pyiidylniahzyjJ..w 
I(óhoxy-2-chrosnanyl)-methylj.smuae Is obtained. Stir-
ring with hydrochicuid acid gives the dthyrkochla’ide. sap 
205 °-206°. 

Rtample  

By reaction of 2-aminomethyl-chroinanc and 
34cblwomethyl)-5-(4-fluorophenyl)-pyrjdjne analogously 
to Example 1 N-15-(4-fivaophenyl)-3.pyridyilnahylj-N. 
(2’chromanyl-athyl).amine is obtained. Stirring with 
hydrochloric acid gives the dtydrochlouide-besnIiy*me, 
sap. 2100-213°. 

c from 3-aminomethyl-blphenyl and 2-ch1oethyI-2-
-t 
N-(3-biphMWN%byl)-N-2-(2-?Icay)-yWnint. 

maleate.mp. 146°-148°; 
from 3-amlnoin&tyl-5-(4-fluoco-pheayl).pyrjdlje and 

45 2-chkxocftI-(2-biy1yi)_edaer 
N-I5-(4auoropbcayl3pridylmcthyu)JN2(2 

Wy)-łkyl-ei. nLp, 134°-136°; 
front 3-amlnomcthyl-Spbenyl and 2-chlorostlsyl-(2-

hydmxpbcayl)-eihw 
so 

PJ-(3-bipheaylmcthyl)..N..2.(2..hytoxypheaoxy) 
ethylanue. m.p. 880-90°;  

55 

Example 6 

A solution of 1.8 g 3-atninosnethyl-blpbenyl (obtainable 
by reducing 3-cyano-biphenyl] and 1.6 g 2-diltroe1hyi  60 -
phenylcther [obtainable by reaction of sodlum-pbeaolate 
with dlcblorodhanej In 200 ml of aalonitrfle Is Mined for 
8 hours at room tcnçaanse and worked up in a conven
tional manner to give N-(3-bip4aenyImethyl)-N.2 
phdtyl-amine. Stifling with 0,5 equivalents of sualeic 65 
acid in 100 ml ethanol gives the maleate. lap. 178°-180°. 

The following us obtained analogously: 

Pnn’rJe 7 
A solution of 1.2 g 2-hydroxy-benzonitrfl and 23 g 

N-2-cbloroethyl-N.(5pheayl3pyrIdylmethyl).amlne 
I obtainable by reaction of 2-hydroxyethylamiae with 
3-diloronicthyl-5-ptenyt-ps-idIne and subsequent fraador-
matlon of the product to the 2-obloroethyl-conspound by 
reaction with PQ,I In 200 nil of acdcainile Is stirred for 5 
hours at room taawe and waked up In a conventional 
manna to give N-12-(2-cyanopbcnoxy)-ethylj.N.(5-pfrny1. 
3-pysidyhnethyl)-a’nlne. Silting with 03 equivsle.ets of 
oxalic add 1.100 nil ethanol - the oxte, sap. 20S°. 

The following we obtained analogously: 
from 2-dikwo-pbeaol and N-2.dsloroeilzyl.N.(5-phe.yl-

3’pyridylmndiyl).amlne 
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N [2.(2chlorophenoxy)-ethyI1-N-5-pItenyl-3 

from 2-wetbyl-itenol and N-2-clilaoethy1-N-5-jteliyl-
3-pyridytmethyl)-amlne 

N-I 2-(2-metbylpheuioxy)-ethyll-N-(5-pheayl-3-
pytldytmdltyl)-amlnc; 

from 4-ctilcro-phenol and N-2-diltroethyl-N-(5-pbenyl-
3-pyridylnaethyl)-amlnc 

NI2(4.chlOrOpbeflOXy)-ethyi1-N-(5-phenyl-3-
pyiidy1mby1)-amine; 

from 4-cysno-phenci and N-2-ddoroethyl-N-(5-pbeayl-
3-pyridylmethyl)-amine 

N-I 2-(4-cyanophenoxy)-ethyll-N-(5-pbenyl-3-
pyriloathyl)-wSne; 

horn 3-ethyl-phenol and N-2cb1oroethyt-N-(5-pbenyl-3-
pyridylmethyl)-amlmt 

N-I2-(3-ethylphenoxy)- ethyl j-N-(5-pbenyl-3-
pyxidylniethyl)-amine; 

from 4-trifiuoroniethyl-phenol and N-2-dilcroetbyl-N-(5-
phenyl-3-pyridyl-mdhyl)-anslne 

N-[2-(4-triflucromethylpbeaoxy)-cthylj-N-(5-phenyl-3-
pyridylmcthyl)-smine; 

from 2-&oino-phenol and N-2-dilaoethyl-N-(5-pbeayl-
3�n�)-smint:N-I

 2-( 2-bromophenoxy ) -ethyl J -N-(5 -phenyl-3-
pyiidylmethyl)-ajnine; 

from 2-aininomcthyl-phenyl and N-2-daIucthy1-N-(5-
phenyl-3-pyridylinethyl)amine 

N-[2-(2-aminomethylphenoxy)-ethylj-N-(5-phenyl-3-
pyddylmethyl)-aniine; 

from 4-methoxy-phenol and N-2-chloroethyl-N-(5-
phenyl-3-pyridy1methyl)-ainine 

N-I2-(4-methoxypbeuoxy)-ethylJ-N-5-phenyl-3-
yridySethamLuc: 

front 3-asninomcthy1-phencl and N-2-dilwoethyl-N-(5-
phenyl-3-pwidylmethyl).ainine 

N-[2-(3-aminomethylpbeiioxy)-cthyll-N-5-plienyt-3-
flrid)4mdhyl)-amiae; 

from 4-aininosnethyl-phcnol and N-2-ddwoethyl-N-(5-
pbenyl-3-pyridyl-methyl)-amine 

N-12-(4-aminomethylpheooxy)-ethyl I-N-5-plieayl-3-
pyridylntthylMSne. 

A mixtwe of 3.1 g N-12-(2-yanenoxy)-ediylJ4J-(5-
cthenyl-3-ptdyl-nxthyl).amine, 3 g NaOH. SG ml of wan 
and 40 ml of diethylene glycol monoethyt ether is trod for 
3 hoist at a bath temperature of 140°. It Is cooled and 
worked iç after a conventional -a-’. and N-[2-(2-
carboxamidopbenoxy)-ethyllN(5.phenyl3 
pyzidylniethyl)-sminc is obtained. Stirring with (U equiva-
lents of onhic acid in 100 nil ethanol gives the oxalate. jap. 
2300. 

Example 9 

Analogously to Example S N-12-(4-
carboxamidophenoxy )-ethyll -N-(5-phenyl-3 - 
pyrldyknethyt)-a,niac is obtained by partial hydrolysis of 
N-[2-(4-cyanophcnoxy)ethylJN_(5phenyt_3 
pyridylmethyl)-amiae. 

Example 10 

Starting from N-12-(4-cyanophcnoxy)-ethylj-N-(5. 
plienyl-3-pyridylmethyl)-anilne analogously to Example 8. 

18 
boiling for 16 hoist and data waking up in a conventional 
manner gives N-[2-(4-carboxyphcaoxy)-ethyl]-N-(S-
phenyl-3-pyrldylmethyl)-Snlne. 

S 
_11 

Starting from N-(2.(2-cyanopheaoxy).-etkylI-N-(5-
pheayl-3-pyridylnicthyl)-alnine analogously to Example & 
boiling for 16 hours and then waking up in a coaventional 
manner gives N-[2-(2-carboxyphenoxy)-ethyi]-N-(5-

10 pheayI-3-pTidylmethyl)-aflifle. 

Example 12 

Analogously to Example 7 a solution of 2.3 g sodium 
phenolate and 2.5 g N-3-chloropropyl-N-15-(4-

15 fluaopbenyl)-3-pyrld$niethylJ-aniae [obtainable by reac-
tion of 3-hydrcayjrq,ylamlne with 3-dgnnshyl-5-(4-
ftuotopbeayl)-pyridine and subsequent transfutniation oldie 
rMud to the 14ksoçrqpyl-cosiçouad  by reaction with 
PQ.J In 200 =1 of aceaontllc Is stirred for 5 bows S room 

ZI temperature and waked up in a conventional manna to give 
N-(3-phenoxy-ptopyl)-N-15-(4-tuorophenyl)-3-flhidyl-
mcshylj -ante. Stiring with Q5 cq4valents of onnlic add 
In 100 ml ethanol/water mixture gives the oxalaic-
hemthyfle, ap. 2170. 

25 The following at obtained analogously: 
ban sodium phenolate and N-4-th1orobityl-N45-(4-

fluoropbeayl)-3-pyrldylmeihyljamlnc 
N-(4-phenoxy-butyl)-N-15-(4-2uoropheayl)-3-

30 pyrldylmediylj-amine. malta, ap. 1430; 
fran SCIliIImJtCIIOIaIC and N-2-diloroisojropyl-N-15-(4-

fluanphcnyl)-3-p)Tldylmethylj-amine 
N-(2-phenoxy-lsopropyl)-N-[5-4-fluorophenyl)-3-

pyridylmethylj-amine. males. lap. 1230425°;  
s fran sodium thiophenolate and N-2-dilwodhyl-N-1 544-

ftuwophenyl)-3-pyrldylmeibyl J-amlne 
N-(2-thlophenoxyethyl)-N-i5-(4-fiuorophenyl)-3-

pysidylinethyll-asnlne. oxalate. sap. 2300; 
from sodium thiophesolate and N4-cblombutyi-N-(5-

4° phenyl-31rjridyl-mdhyl-amiae 
N-(44lslophenoxy4xityl).N-(5.phenyl-3-pyridybnethyl)-

from sodium thiophenolale and N-3-4ihrqropy1-N45-
pbenyl-1pyridyl-methyl)-amine 

45 N434io0eaatyjropyl)4445-phen$-3j,yridythigthyl) 

from sodium thiophenolate and N-2-cblorclsopzopyl-N-
(5-pbenyl-3-pyddylnictbyl)amine 

so 

N-(2-thlophenoxy-isopropyl)-N-(5-phesyl-3-
pyddylmethyflamlne. 

Example 13 
According to Exaisçle 7 the following an obtained 

35 analogously-
front 2-dikro-ddophenol and N-2-chkroethyl-N-(5-

playl-3-ppldyl-nadbyl)-amiae 
N-[2-(2-cblorothiophenoxy)-ethyl]-N-(5-phenyl-3-

go from 2-mcthyl4blophcnol and N-2-chloroethyl-N-(5-
pbeay1-3-pysidyl-nwthy1)-amlne 

N-(2-(2-methylcblorothlophcnoxy)-.ethylj-N45-phenyl-
3-pyridyl.niethyl)-ainine; 

from 4-dilowo4hiophenol and N-2-cblwoethyl-N-(5-
65 phenyl-3-pyridylniethyl)-amine 

N-(2-(4chlorothiophenoxy)-ethylj-N-(5-phenyl-3-

)44 
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from 4-cyaao4thlopbenol and N-2-chloroethyl-N-(S-
tayl-3-pyfldyIncthyI)-ante 

N-[2-(4-cyanotkiophdnoxy)-etbytj-N-(5-pbenyl-3-

from 3-ethyl-thlophenol and N-2-cblorocthyl-N-(5-
lthenyl-3-p}Tidylntlhyl)-amine 

N-[2-(3-ethyltbiophenoxy).etbyl]-N-(5-pbe.yt-3-
p�i�

from 4-tifluctcane6yl-thiopbeacd and N-2-cbkrodhyl-
N-(5-pbeoyl-3-pyridylmethyt)-anilne 

N-{2-(4-trifiuoromethyltMophenoxy)-ethylj-N-(5-
pbeny!-3-pyridylmethyl)-amune; 

from 2-broano-thiophenol and N-2-chloroe*byl-N-(5-
phenyl-3-pyrldybncthyt)-amine 

N-12-(2-bromothiophenoxy)-ethylj-N-(5-phenyl.3. 
pyridylmethyl)-amine; 

from 2.mlnoniethyl-thiophenol and N-2-ddcrocthyl-N-
(5-phenyl-3-pyridylmedayl)-amlne 

N-[2-(2-anunomethylthiopbeaoxy).ethyt}.N..(sjgienyl 
3-pytidylmed.y!)-ajuine; 

from 4-methay-thloplienol and N-2-ctiloroethyi-N-(5-
ltenyi--3-pyrldylinethyl)-amine 

N42-(4-snethoxythiophenoxy)-ethylj-N-(5-phenyl-3. 
pyzidybnethyt)-an,ine; 

from 3-amlnomethyl-thiophenol and 14-2-thlorcethyi-N-
(5-phenyl-3-pyridylniethyl)-amine 

N-12-(3-aminomethylthiopheaoxy)-eshyll-N-(5-phenyl. 
3-pyTidylinethyl)-amlne; 

from 4-amlnotnetbylhlcpbenol and N-2-chloroethyl-N-
(5-pheayl-3-zidylmedi4)-amiae 

N-12-(4-aminomethylthiopbenoxy)-ethylj-N-(5-pbenyl-
3-pyridylmsliyt)-anlne. 

Example 14 
A solution of 2.8 g N-[2-(2-metbcsypbeaoxy)-ethytl-N-

15-(4-fluorophenyl)-3-pyridylmethyll-amine lobtalnable 
according to Example 31 and ODC equivalent 
3-dilaanethyl-5-(4-fiuoropben}4)-pyridjne in 125 mn of 
acetoStrile are stirred for 6 bows at 400 and waked up in 
a conventional manna to gin N4242-methoxypbenay)-
ethyij-N N-bls-15-(4-ftuorophenyl)-3-pyridylmethytj 
amine. lap. 90092°. 

The following are obtained analogously by reaction with 
3-thiwomathyl-5-(4-fluorop&ayt)-pyridiae 

and N-(4-phenoxy-butyl)-N-(5.phenyl.pyrldybneshyl).. 
amino 

Naoxy-buyl)-N-(5-pheny1-3ptdylncy1)w.. 
[5-(4-fiuoropbenyl)-3-pyridylinethylj-amlne; 

and N-(2-phenoxy-izopropyl)-N.(5..phegyl..3 
pyrldylmabyt)-amine 

N-(2-ftenoxy-isqropyt)-N-(5.pheny13.pyrMysgbyl). 
N-1544-fluaophe.yi)-3-pyridylmcthytj-amine; 

and N-(2-thiopbenoxy-ethy!)-N-(5-phenyi-3-
pyridylmediyt)-amine 

N-(2-thiophenoxy-ethyi)-N45-pbenyt-3-pyrldylmethyt)-
N-15-(4-fluc.oçtenyl)-3-pyfidylmethylj-aniljt; 

and N-(4-thiophenoxy-butyl).N-(5-pheayl-3-
pyridylnthyfl-anine 

N-(4-tbiophcnoxy-butyl)-N-(5-pbcnyl3 
pyridylmethyl)-N -15-(4-fluoropbenyl)-3-
ntd$nxll-ajnhz: 

Example 15 
Analogously to Example 7 a solution of 2.3 g sodium 

l-naphtbolate and 2.9 g N-2-cbioroethyl-N-15.(4. 

20 
fluorafr3pyridyhnethyl)-amlne [obtainable by mc-
doe of 2-hytnytylalne with 3-dilt*oacthyl-5-(4-
lluocophenyl).pyridlne and subsequent transformation of the 

odnd to the 2.thlwoshyl-couiçound by reaction with 
5 IV,fln200mlttacetonluflelsnkred for 5 hours sroosn 

temperature and waked up in a conventional manna to On 
N-12( 1-uaphtbyloxy)-ethytj-N-[5-(4-fluaopheayl)-3-
pyridylmetbylj-amine. lap. 920-94°. 

lit following are obtained analogously by reaction of 
10 2-napttoli1e 

with N-2-chloroethyi-N-15-(4-fiuorophenyt-3-
pyridylindbyl)-nmiae: 

N12-(2-nap&thoxy)-etbyt)-N-[5-(4-ftuorophenyi)-3. 
U 

pyrldyl-methyll-aninc. lap. 128°-130°; 
with N-2-chloroctbyl-N-[5-(2.4-dtfluorophenyl.3-

flddyhixthyi)-amine: 
N-12-(2-aqb*hoxy).eihylJ-N-[5-(2.4-dlfluoropbeayl)-3-

pyrldylntth$]aisat 
20 

Example 16 

A solution of 2.1 g N-(2-pbcnwy-cthyt)-N-[5-(4-fiuoro-
pbcayl)-3jiyddylm6hyljamlae lobtainaLe according to 
Rumple 31 in 100 ml THF1s treated with 2 nil metbyliodide 

a under sabring over a period of 3 bows. VAnting up In a 
conventional mna - N-(2.phewny-ethyl)-N45.(4-
fluocopbe.yl)-3-pyrtdylniethylj-N-methyl-aminc. oxalate. 
m.p. 159*-1610: 

30 
The following are obtained analogously by alkytation of 

the secondary swim: 
N-[5-(4-fluorophenyl)-3-pyrldylmethylj-N-(2-

ctsomnaayl-mtthyl)-N-nieihyl-anine. nip. 710; 
N-3-bipbenylmethyt-N42-chromanyl-methyl )-N-

35nkcthylt 

Example 17 

By reac*km of N-45-(4-Iuoroteny1)-3-pyridylznetby1J-
amine with 1-cbloro-3-phenylpropanc analogously to 

4° Rw. 1 N-[544.4.aupbenyt).3.pyridylme6yll-W(3-
phaiylpiopyl)-amine Is obtained, lap. <500. 

Example 18 

43 Analogously to Example 3 one obtalnes by readicn of 
phenol sodium salt with N42-chloroethyl)-N.342. 

pyridyl).diloroniethyl-beazene 
N- 13-(2-pyrldyl).pflenylmeth)lj -N- [ 2-(pbenoxy)-cdiyl I-

amine. maieatc, ap 1700; 
5° phenol sodium salt with N-(2-thloroethyl)-N-3-(3-

pyzidyl).cbloromethy!-bcnzene 
N43-(3-pyrIdyft-pbcnylmethylj-N-2-(,pbenoxy)-etlsylJ-

amine. maleate. ap. 123°-1250. 

33 
Ptejiarton of enandonwic compounds: 

Example 19 

A solution of 4.5 g 2-amiaoaiethyl-dironnae [obtainable 
by reacting 3-(2-bystoxy-phenyi)-jropanal with ICCN and 

60 subsequent catalytic reduction of the 2-cyano-darotnanej 
and 3.9 g tosyiproline In 190 ml ethanol are relluxed fat 15 
,ni.ttn Afterwards the solution is cooled down to 50 while 
it Is stined. Diving the cooling procedure a few aystalls of 
past (R)-2-amuno.ncthyl-dwcnunnc were aided. The solu-

65 t.ion was imp under Mlthngat5O for a period of iS hours Mad 
afterwards the pure enantiomer (R)-2-amlnomethyl-
ckomane was separated. The aystallission purees was 
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repeated two tints with the aydalls dnlved from the first (R)-(-)-2-(44ua-3-t4beaylyl-methylaminomethyll-8-
aystallisatlon in oat to yield an eiiantiolc excess of mSn’tytosuane 1$R)-(-)-1 N44�-tuao-344lieny1yl-
nwxe than 99%. methylJ-N-12-(8-methcxy-chromaayl)-methyll4mine] is 

Subsequently the (R)-2-aminomethyl-thromaae was obtained. Stining with 0.1 a hydrochloric acid solution 
reacted with 34thlwomethyl)-5.(4-fluatçhaiyl).pyridine  S the djh$4d&4e, imp. 189°-190°; Ia’ =-743° (c 
analogously to  methanol). 
fluornoSthyfl-duemne 4 pharmaceutical prepare. 
diromnanyl-methyl)-aminel. Stirring with 0.1 a hydrochloric 
acid solution yields the dihytoobloside. nip. 2340-2350; 
Ial-650 (c1. methanol). 

Analogously by reaction of (S)-2-aminomethyl.duoniane 
and 3-(chlaomeahyl)-5-(4-ftuoro-pheny-pyndlne (S)-(+). 
2-I 5-(4-fluorophcnyl-3-pyridyl-methylamunomethylj-
chromane I (S)-(+)-I N-15-(4-fluoropheayl)-3-
pyridyimethyl]-N-(2-chromanyl-mcthyl)-amlaeI is 
obtained. Stirring with 0.1 n hydsocticuic acid solution 
yields the dlbydrochlodde. nip. 2270-2280. Ia20Ia*62°  
(c-I. methanol). 

Analogously by reaction of (S)-2-amiaometbyl-8-
inethoxy-chromane and 3-(chloroinethyl)-5-(4-fluoro-
phenyl)-pyridine: (S)-(+)-2-I5-(4-fluospbenyl)-3-pyrldyl. 
ninthylaminomethyl 1-8-methoxy-chromane (-(S)-(+)- 1 
N-15-(4-fluaochenyl)-3-pyrldylinethyij-N-[2-(8-inethoxy. 
thronianyl)-methyll-amlae] is obtained. Stirring with 0.1 n 
hydrochloric acid solution yields the dihytochioride. imp. 
214°-215°. 

Analogously by reaction of (1t)-2-amunomethyl-8-
methoxy-chromane and 3-(chloromethyl)-5-(4-fluoro-
plieayl)-pyiidlne: (R)-{-)-2. [5-(4-fluorpheayl)-3-pyridyl-
inethylaminomethyi]-8-inethoxy-chromaac ($R)-(-)-1 
N-15-(4-flucropbenyl)-3-pyrldylmethylj-N-i2.(8-methoxy-
thromanyft-mdhyfl-amiael is obtained. Stirring with 0.1 n 
hydrochloric acid solution yields the dlhytochlalde. nip. 
2140. 

Example 2D 
A solution of 5 g (R)-2-ami.oniethyl-chromane 

Iobtainthle by reaction of 2-carboxy-thromane and (1-)-
pheaylethylamine. separation of the mainly aydalllsatlng 
diastereoma purification by reaystallisatlon from ethanol. 
transformation into the ethyl chromanate. additional purifi-
cation via HPLC chiral phases (Qilracel 03"). Uaasfcrnia-
lion Into the amide. reduction with UAJIj, or Vitide"’ in 
TIIF to give the (R)-2-amlncmethyl-clwoivaacj was reacted 
with 3hloromethyl)-5-pbenyl-pyridirie analogously to 
Example 1 to give (R)-(-)-2-15-pbe.yl-3-pyridyl-
methylaminoniethyll-clromaae [=(R)-(-)-1 N-(5jtheny1-3-
pyridytmethyl)-N-(2-cbromanyl-metbyl)-amlael. Stirring 
with 0.1 n hydrochloric acid solution yields the 
dlhydrochkride. nip. 243°-2440.  

Analogously by reaction of (S).2-aminoineth>4-toniane 
and 34chloromethyl)-5-pbenyl-pyrldi.e (S)-(+)-245-
phe.y1-3-pyridyl-methylaminounethyl)-ctromaac [=(S)-(+) 
-1 N-(5.phenyl-3-pysf4lmethyl)-N-(2-dwonaa.yI-methyl)-
amine] is obtained. Stirring with 0.1 a hydrodilosk acid 
solution yields the dihydrochicuide. imp. 244°-245°. 

Analogously by reaction of (S)-2-uninomethyl-8-
methoxycluomane and 3.(ailoroethyl)4’-fluao4çhenyl:  

(S)-(+)-2-[4’-fluor-3-biphenylyl-methylamisomethylj-8-
inethoxy-dncmane I(S)-(s-)-1 N-[W-fluoro-3-hi$enylyl-
methyl I-N-1248-methoxy-chromanyl)-methyll-amlnel is 
obtained. Stirring with 0.1 n hydrochloric acid solution 
yields the dihydrocliloride. nip. 1890-1900; Ia2°ln+740 
(c-I, mSianol). 

Analogously by reaction of (R)-2-amlaomethyl-8-
nflhoxy-cliro.nane and 3-(thloromethyl)4-fluoro4rl1tenyh 

Uon& 

to Example A: lnjeton vials 
A solution of 1009 of an active compound of the formula 

I and 5 g of disodiom hydrogenphospflate in 31 of doubly 
distilled water is adjusted to pH 6.5 with 2 N hydrodikric 
acid. taUt filtered, filled Into Injectio, vials and lyophilized 

is under guile conditions, and Ut vials we closed I. a statUe 
inasa Each injection vial contains 5 aug of active corn-

pat 

Example B: Stçposltcxks 
A mixture of 20g of active ccnçaind of the formula I is 

In fused with l0ogofsoyaledthla and l400gof cocoa boa. 
and the mixture is pawed Into moulds and allowed to cool. 
Each suppository contains 20 mg of active compound 
Example C: Solution 

A solution oflgot active compound of she formula L 
9.38 g of NaH2PO,, 2110. 211A8 g of Na3HPO4l2H2O and 
0.1 g of beazaikonium chloride Is prepared in 940 nil of 
doubly distilled flu. The solution is adjusted to pH O.S. 
madcupto 11 and sterilIzed by Uradision. This solution can 

30 bc used in the form of eye drops. 
Example D:Oi.tment 

500 mg of ave compound of the formula I are mixed 
with 99.5 got petroleum jell under aseptic condition 
Example B: Thltts 

" A mixture otl00gofsn active compound of the formula 
L   kg of lactose. 600 got miaoaystalllne cellulose. 600 g 
of maize starch. 100 g of polyvinyl-pyirolidone. 80 got talc 
and 10 got magnesium tent Is pressed to give tablets in 

40 a customary manna. such that each tablet contains 10 tug of 
at - 
Example F. Coated tablets 

Tablets at pressed as stated in Example B and then coated 
in a aaomaty, manna with a coating of sucrose, maize 

45 starch, talc, trageca.th and colorant. 
Example (I: Capsidea 

Hard gelatin capsules at filled with an active compound 
of the foals I In the customary-manna. so that each 

30 capsule contaIns 5mg of active ccuiçeuad. 
Example H: lehatadoo spray 

14 g of active compound of the formula I we dissolved I. 
101 of isotonic NC solution and the solution is filled into 
conimacially availtle spM ooatalnas having a panç 

ss mcchanism. The solution an be sprayed into the mouth or 
nose. One spray burst (about 0.1 ml) corresponds to a dose 
of about 0.14 mg 

The preceding examples can be repeated with similar 
success by substituting the generically or specifically 

60 described reactants and/or operating conditions of this 
invention for those used In the preceding examples. 

From the foregoing description. one skilled in the at can 
easily ascertai, the essential characteristics of this invention. 

65 and without departing from the spirit and scope thaeof. an 
make various changes and modiflcthons of the invention to 
adapt it to various usages and conditions. 
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What S claimed is: 
l.A compound of fccada I 

a’ 

JIIIIi 
’ 5 

I a’ 

1_j._, Ve’ 

R, 
10 

tin 
X is oxygen; 
Z is -(dH2)ai-(CHA)n2-(CH2),a-; 
a! is 0. 1. 2w 3; 

13 
.2 is   or 1; 
.3 1.0. 1. 2w3; 
alin2-+n3 is less than 4; 
R° and V together are an alkylcac chain having 2 C 

atoms or an alkenyle.c chain having 2 C atoms; 20 

R2 is H. A. Ac or -CH2--R; 
R’ is -C112--R’ or -CHA-R’; 
R4 is phony!. 2-. 3- or 4-ptdyl wisith i& in tact ca& 

mceosubetitutcd by K’; 
K3 is a phenyl group which is unsubstitated. or mono-, di-. 25 

ui-, tons- or pentasubstituted by F. CF, A. QA. partial 
Of completely fluorinated A. or combinations thereof; 

It6. It7. K8 and K°  are independently of each other H. A. 
OA. phenoxy. OH. F. a. Be. L CN. CF, NOr Nil2. 30 
NHA. NA2. Ac. Ph. cydoalkyl having 3-7 C Moms. 
W2 1i2t -012NHAcW 

CH2NHS02CII3; 
A Is alkyl having 1-6 C atoms; 
Ac Is alkanoyl having 1-10 C atoms or aroyl having 7-11 35 

C atoms; 
This unsuhetituted pheayl or phenyl substituted by K’. 2-. 

3- or 4-pyridyl or phenay; or 
a physiologically acceptable salt thereof. 

2. A compound according to claim 1. wherein said corn- 4o 
pound is: 

(a) N-(5-phenyt-3-pyridylmcthyl)-N-2-cbromanyl-
methylamine or a physiologically acceptable salt 
thereof; 

(b) N-15-(4-mcthoxyphenyl)-3-pyrldylmethylj-N-2- 43 
cbrotnanyl-methylaniiae or a physiologically accepi-
able salt thereof; 

(0) N-L5-(4-fluorophcayl)-3-pyridytmethyll-N-2-
cluomanyl-melbylaminc or a physiologically accept-
able salt thereof; so 

(d) N.(4-fluoro-3-biphenylmethyl)-N-2-chromanyl-
methylansine or a physiologically acceptable salt 
thereof; 

(a) N.(34016nylmethyl)-N-2-dwomanyl-methylante 
or a physiologically acceptable salt thereof. 55 

3. A compound according to claim 1. wherein said com-
pound is: 

24 
N-I5-(4-fluorphanyl)-3-pyüdybnethylj-N-I(8-rnty-

2-chromanyl)-mdhyll-ami.e or a physiologically 
acceptable salt thereof. 

4. A compound according to claim 1, wherein said is an 
cat 

S. A compound according to SIns 1. wherein Z is 
methyime and It’. K7. K’ and V at each hydrogen. 

.A ccaiçouad according to claim 1. Z Is mediyleae. 
7. A compound according to claim 1. wherein z is 

mathyleac. and V is 5-(4-fluosvphcnyl)-3-pyrldyL 
It  A compound according to claim 1. wherein Z is 

medsylcnc and It’ is 5-pheayl-3-pyiidyL 
9. A compound according to claim I. ten z Is 
(H2)2-. (H2)Y- or -4CHCH,)---- and K’ I. 544-

flucroç6enyt)-3-pyr1dyL 
It A compound according to claim 1. wherein. 
Xis oxygen; 
Z is -cu2-. -(0M-. 012)C’ -(CRC!,)--. 
-C!2 (CHCR,) r4CIIC1l,}. -air 
(CRCH,)-Ul,- of )4CB,); 

K° and K’ together at an alkylenc or albnylcae thin 
with 2 C Moms; 

K’ is H or A; 
It’ is 5-phenyl-3-pyridylmethyl. 5-(fluorophanyl)-3-

dylmethyl, 3-(q-
44q4ucroçtenyl>2-

6-(q-fluorophesyl)-2-pyridylmethyl. 2-(q-
fliaoltenyl)4-pyiidylyl or 3-(q-fiuorophenyl)4-
pyridylnrthyl. nliacin q stands fathe jwetes io-, 
dl, ti- isa or peata-; and 

K’. K7. It’ and K’ at. in each case independently. H. A. 
CA. a. cr or CF,. 

ii. A compound according to claim 1. wherein said 
compound is (K)-(-)-2-15-(4-lluorophenyl)-3-pyridyl-

12. A pharmaceutical composition comprising compound 
according to claim 1 and a pharmaceutically acceptable 
cant 

13 A composition according to claim 12. wherein said 
composition contains 01-500 mg of said compound. 

14 A method of treating psychosis or anxiety comprising 
administering an effective amount of a compound to claim 
1. 

15. A method according to claim 14. wherein said cc0 
adml.lsed in an amount of 0.001-10 mg/kg of body 

we 
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Patente de lnvención ETI Patente de Modelo de Utilidad 

Via Nacional 

Via PCT (fase nacional) Cap. I 71 Cap. II 

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

1. Documentos estudiados 

1.1. Descripción: Folios: 2 a 40 

1.2. Reivindicaciones: Folios: 41 a 44 
Folios: 108 a 110 Memorial de 11/01/2007 

1.3. Prioridad: EPOOI 04531 de 10/03/2000 

1.6 Respuesta del solicitante: Folios: 118 a 128 Memorial de 16/11/2007 

2. Objeto de la lnvención: 

Titulo de la solicitud 

� "Nuevo uso de (R)-(-)-2-[5-(4-florofenhl)-3-piridilmetil-aminometi]-
cromano y sus sales aceptables para uso fisiolOgico" 

� El objeto de la presente solicitud de patente de invenciOn consiste en el uso 
del compuesto (R)-(-)-2-[5-(4-florofenil)-3-piridilmetil-aminometil]-cromano ode 
una sal del mismo aceptable para uso flsiológico para  la fabricaciOn de un 
medicamento para el tratamiento de afecciones extrapiramidales relacionadas 
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con el movimiento y/o para la fabricaciOn de un medicamento para el 
tratamiento de los efectos adversos de los farmacos contra el Parkinson 
mediante la estimulaciOn de los receptores 5-HT1Ade las vias del rafe nigral y 
del rafe estriado. 

Reivindicaciôn 1: Se reivindica una composición farmaceutica que comprende 
coma principios activos: 

i) (R)-(-)-2-[5-(4-florofenil)-3-piridilmetil-aminometil]-cromano a una sal 
fisiologicamente aceptable del mismo. 

ii) L-Dopa 

En combinaciOn con uno o mÆs excipientes farmaceuticamente aceptables. 

Reivindicación 2: Se reivindica un kit de dos composiciones separadas, la 
primera comprende coma Unico activo principal (R)-(-)-2-[5-(4-florofenil)-3-
piridilmetil-aminometil]-cromano a una de sus sales farmacØuticamente 
aceptables. 

-7 

Y la segunda comprende L-Dopa 

Sustenta Descriotivo 

Se afirma que en contraste con el arte previa - es decir el compuesto buspirona - 
el compuesto (R)-(-)-2-[5-(4-flarofenil)-3-piridilmetil-aminometil]-crOmanO es 
mucha mÆs potente (30 veces) sobre el receptor 5-HT1A con una IC50 de 1 nmolbL, 
con respecto a la buspirona de 30nmol/L. AdemÆs las sales del compuesto an 
mención muestran un antagonismo frente a los receptores de D2, baja dosis 
incrementadas, hecho Øste que representan una ventaja adicional an 
comparaciOn con los antagonistas canvencionales de 5-HTIA coma la buspirona. 
Y es par el antagonismo D2 que presenta el compuesto en mención que se 
disminuye el riesgo de las reacciones psicOticas y discinesia causadas par la 
estimulación de los receptores de seratonina, situación que causaba el problema 
tØcnico que pretende resolver la solicitud an estudia mediante la estimulaciOn 
mÆs selectiva de los receptores a traves del antagonismo 5-HTIA y la interacciOn 
el receptor D3, el cual genera efectos ventajosas an el sistema extrapiramidal 
motor. 

� (ma vez catalogada la invenciOn Østa se clasificO en Ia secciOn: A 61 P 25!ie 
de la Clasiflcaciôn Internacional de Patentes. 

3. De la solicitud de Patente 

3.1. Reivindicaciones (artIcu!o 30 D. 486) 

El solicitante reclama prateccion para una combinacion farmacológica que 
comprende los principios activas: Sarizatan y L-Dopa, no obstante, en la 
clausula 2 del pliega reclamada incorpara un kit de partes que comprende 
dos composiciones separadas. Al respecto esta Dependencia se permite 
senalar que dada que el sinergisma de patenciaciOn de dos sustancias 
activas se predica de Ia administración asociada de los principios activas yen 
dosificaciones especificas, no es clara par quØ el solicitante pretende 
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protecciOn para composiciones separadas cuando de las composiciones 
independientes de cada una de las dos sustancias se tiene noticia desde 
mucho antes de la presentaciOn de la solicitud. 

Al reivindicar de esa manera el producto se estÆ haciendo alusión tanto al uso como 
al mØtodo de tratamiento terapØutico basado en la administración independiente de 
las sustancias y no como se ha planteado en el aparte reivindicatorlo ydescriptivo de 
la solicitud, en tØrminos de una mezcla de sustancias terapØuticamente activas que 
disminuye la incidencia de psicosis, discinesia y fluctuaciones motoras causadas 
cuando se trata la enfermedad de Parkinson exclusivamente con L-dopa. 

Es decir que, en tratÆndose de un sinergismo de PotenciaciOn en el que uno de los 
farmacos presenta actividad intrinseca, es decir, es capaz de producir el efecto 
(para el presente caso SarizotÆn) y el otro farmaco es capaz de "ayudar" a que ese 
efecto se realice mÆs fÆcilmente, sin que por su uso en dosis elevadas se produzcan 
efectos colaterales indeseables (caso de L-dopa), resulta incuestionable que la 
mezcla de sustancias debe presentarse en forma de una composicion farmacolôgica 
que contiene los dos activos y no como erróneamente se define en tØrminos que 
hacen alusiOn al uso y mØtodo de tratamiento basado en la actividad independiente 
de composiciones separadas. Si ese fuere el caso, se desvirtuaria la ventaja tecnica 
atribuida a la administración de la mezcla de sustancias y se reduciria a material 
conocida en el estado del arte. 

Queda claro entonces que la mera especificación de funciones o medios tØcnicos, en 
este caso atribuidas a un kit de partes y extrapoladas a partir del comportamiento de 
la mezcla de sustancias, no implica automÆticamente que el objeto de la solicitud de 
patente en la clausula 2, siendo en este caso de producto, cumpla con el requisito 
bÆsico de ser de carÆcter tØcnico. Por la separacion de las composiciones se pierde 
la ventaja tØcnica atribuida a la asociación fIsica que se administra en un mismo 
portadory no como se muestra en el capitulo reivindicatorlo solamente en un mismo 
embalaje, dado que entonces se trataria de un diseno para la presentación de dos 
productos con caracterIsticas tØcnicas distintas y diferenciadas. 

4. Determinación del Estado de la Tecnica 

Considerando que la fecha de presentación de la primera solicitud de patente de Ia 
cual se reivindica prioridad es: 10/03/2000, se procedió a efectuar Ia bUsqueda de 
documentos relacionados en el estado de Ia tØcnica con fecha de publicación 
anterior a Osta. 

Fecha de 
Documento Titulo publjcacjofl* 

FD2

US5767132 "Pyridyl chroman" 16/06/1998 

EP0707007 "Amino(tIo)ether derivatives as 17/04/1996 __________________ CNS_ active _agentes"  

Anterioridades Dl y D2 en los folios 129 a 147 
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12. AnÆlisis de patentabilidad (artIculo 14 D. 486) 

12.2 Nivel inventivo (artIculola D. 486) 

La reivindicaciOn 2 hace referenda a un kit que comprende dos composiciones 
sepa radas: 

I) La primera de (R)-(-)-2-[5-(4-florofenil)-3-piridilmetil-aminometil]-cromano 0 
una de sus sales fisiolôgicamente  aceptables como Unico activo principal 

ii) La segunda de L-dopa como un compuesto activo 

Las anterioridades relacionadas de acuerdo con el estudio del arte mÆs prOximo ala 
invenciOn son: 

Documento Dl: En el cual se senala que compuestos derivados del nUcleo de la 
- formula (I), a continuacion relacionado, como es el caso de (R)-(-)-2-[5-(4-florofenil)-

3-piridilmetil-aminometil]-cromano (Sarizotan) pueden formularse en composiciones 
farmacØuticas en dosis aproximadas entre 0,2 y 500mg - ver columna 21 lmneas 6 a 
8 del folio146 -. 

En dicho documento tambien se senalan composiciones farmaceuticas constituidas 
por estructuras que responden a la fOrmula (I) [as cuales pueden formularse con 
Metil-dopa para el tratamiento de desordenes del sistema nervioso central como 
depresiOn y/o psicosis e incluso hipertensiOn - ver columna 10 lIneas I a 4 del folio 
140-. 

Documento 02: Hace referenda a compuestos amino-tio-Øter derivados que 
presentan la siguiente estructura: 

Dentro de los que se encuentran la estructura 1 N-[5-(4-fluorofenil)-3-piridilmetil]-N-(2-
cromanil-metil)-amina del ejemplo 5, el cual junto con Metil-dopa pueden constituir 
composiciones farrnacØuticas destinadas pam el tratamiento de la tension, depresiOn 
Y/O psicosis 

Como se observa, existen composiciones independientes que contienen el 
compuesto SarizotÆn y ademas que lo combinan con principios activos como Metil-
dopa, compuesto anÆlogo estructural de la L-dopa. Y siendo que Østa constituye la 
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(mica diferencia tØcnica existente entre las caracteristicas que definen las 
composiciones reclamadas por el interesado bajo el preÆmbulo de kit y la materia 
que revela el estado del arte, es posible concluir que dicha diferencia resulta 
irrelevante para efecto de la valoración de la altura inventiva dado que un conocedor 
de la materia hubiera podido anticipar las composiciones reclamadas. 

Si bien no se trata de L- Dopa, las composiciones independientes del kit incorporan 
metil-dopa cuyo efecto farmacológico es similar a la 1-dopa, an este sentido resulta 
incuestionable que la clÆusula 2 se deriva evidentemente de las enseæanzas 
reveladas en las anterioridades en comento y par consiguiente no cumple con el 
requisito de altura inventiva. 

De otro lado, 51 se tiene en cuenta que el problema tØcnico esbozado por el seæor 
solicitante tienen que ver con los efectos colaterales indeseables causados par las 
dosificaciones elevadas de L-dopa en el tratamiento de la enfermedad de Parkinson 
y que la solución se deriva del efecto sinØrgico de potenciación que ocurre cuando se 

- administran concomitantemente las sustancias: SarizotÆn y L-dopa en una misma 
composiciOn farmacØutica resulta indiscutible que dicho efecto tØcnico desaparece 
cuando se separan los principios activos. Yen el caso de Ia clausula 2, su contenido 
desvirtóa la ventaja tØcnica atribuida a  la administración de  la mezcla de sustancias y 
reduce la materia a objetos conocidos en el estado del arte. 

No sobra resaltar que la mera especiflcacion de funciones a medios tecnicos, en este 
caso atribuidas a un kit de partes y extrapoladas a partir del comportamiento de la 
mezcla de sustancias, no implica automÆticamente que el objeto de la solicitud de 
patente en la clÆusula 2, siendo en este caso de producto, cumpla con el requisito 
basico de ser de carÆcter tØcnico y par consiguiente solucionar el problema tØcnico 
planteado. Y par la separaciôn de las composiciones se pierde la ventaja tØcnica 
atribuida a la asociaciOn y no puede afirmarse que las caracteristicas tØcnicas se 
conservan por el mero hecho de incorporar dos composiciones independientes en un 
mismo embalaje ya que entonces la invenciOn tratarla de un diseæo para Ia 
presentación de dos productos con caracteristicas tØcnicas distintas y diferenciadas 
y no de una composiciôn farmacologicamente activa que contiene dos ingredientes 
en un mismo portador. 

13. Conclusion: 

Los requisitos de patentabilidad de Ia presente solicitud se encuentran afectados as!: 

N° Documento N° 
Reivindicaciones 

Afectadas 
Requisito que Afecta 

_____________________ 
Dl US5767132 2 Nivel Inventivo 
D2 EP0707007 2 Nivel Inventivo 

- 

En cumplimiento del artIculo 45 de la DecisiOn 4.86 de la Comisión de  la Comunidad 
Andina, se le indica que debe dar respuesta dentro del tØrmino de sesenta dias 
contados a partir de la fecha de notificaciôn  de la presente comunicaciOn. 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. 
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Notifiquese el presente oficlo confopçe a lo dispuesto en el numeral 5.2, literal e), del 
capitulo quinto del titulo priynera4e )Ł Circular Unica NO 10 de 2001. 

ALIX CARMENZA CE*EDES DE VERGEL 
Jefe de DivisiOn de l9Øevas Creaciones 

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

EXAMINADOR TECNICO 
CONCEPTO TECNICO No. 2438 COdigo No. 202044 




