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FRe: FPl.-F. OFFMANN- OCHE G,.-Solicit Patente de
Invencidn _en _ Fase Maciopal PCT  para_ “3-AMINO-1-
ARILPROPIL-INDOLES M INHIBRIDORE D
RECAPTACION DE MON NAS".-Cla o7 9/04.-

Expediente nimero 06-121.181 .-

1.  Me refiero a mi solicitud de patente de 30 de Noviembre de 2006.

2.  De conformidad con lo dispuesto en el Articulo 5.2.12 de [a Circular
Externa No, 03 de 28 de Abril de 2003, y estanda dentro del plaze de seis
meses contados desde la fecha de 1a publicacién de la solicitud en la Gaceta
de la Propiedad Industrial nimero 578 de 31 de Julic de 2007, solicito 2 ese
Daspacho proceder a realizar el examen de patentabilidad de la presente

invencian.

3. Me permito recordar a usted, que tal como se informa en & Petitoric de

la invencidn, la presente solicitud corresponde a Capitulo IL.

4. Anexo me permito acompanar recibo nimero 07-9%.282, expedida por
la Superintendencia de Industria y Comercio, que acredita el pago de la tasa

que dicho examen causa.

Sefiar Superintendente,

) o
KCL,JL . |
ACICIA LLOREDA RICAURTE

T.P. 53.215
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Indusiria y Comercio

SUPERINTENDENCIA

DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No. 06-121181

EL EXTRACTO DE 1A PRESENTE SOLICITUD DE PATENTE DE INVENCION
FUE PUBLICADG EN LA GACETA DE PROPIEDAD INDUSTRIAL Ne 578 DE
FECHA 31 DE JULIO DE 2007 EL TERMING HABIL SENALADO POR LA LEY

EXPIRA EL 26 DE OCTUBRE DE 2007

NOTA: Dentro del plazo de los seis {(6) meses siguientes a partir de 1a fecha de publicagion
en la gaceta de Propiedad industrial, deberd solicitar y cancelar el examer de
patentabilidad so pera de que la solicitud calga &n abandono, de acuardo con 1o
establecidy en el Articulo 44 de la Decision 486/2000,

SE PRESENTARON CPOSICIONES POR PARTE DE TERCERQOS.
Si NO X




SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO
DIVISION DE NUEVAS CREACIONES

202012
Bogotd, 0.C., 9 de enero de 2010

Apoderado: Alicia Lioreda Ricaurte

ASUNTO Radicacién D&-121181
Tramite 002
Evento {01
Actuagion 430 .
Oficia S I TN
Folios
Patente de Invencién ®
Via PCT (fase nacionafj ® Capt & Cap. W [ ]
No. Sol. Internacional PCT/EP2005/005734
Fecha de Presentacion Internal.  27/mayf2005

Coma resultado del examen de fondo, realizado con fundamento en el articulo 45 de
la Decisidén 486 de la Comision de la Comunidad Andina, se le comunica:

1. Documentos estudiados
1.1 Descripcion; Folios: 95 a 275 Como se radicd iniciaimente.

1.2. Revindicacicnes:  Folios; 276 a 290 Medificade al momento de
entraren fase hacicnal.

Folios: 45 a 64 Modificado en fase internacional.
1.3, Pripridad: Folio 2: US 60/ 76044, (6/act/2005
2. Modlficaciones no aceptadas (articuio 34 .486 y art. 22 Tratada PCT)

En el oficio (felio 94) mediante el cual el soficitante presenté un capitulo
reivindicatotio modificado (folios 276 a 280}, no tal como habia side presentado en
la solicitud internacional © modificado en dicha fase, el solicitante manifiesta que en
ejercicic del derecho conferido por el articulo 28 numeral 1 del tratade PCT, el
capitulo reivindicatorio fue modificado al momenio de su presentacién en fase



TEL

2
nacional. Esta oficina considera que el solicitante hizo una lectura erronea del
articulo citado porque dicha modificacidn no esta prevista en el momento de entrada
a fase nacional, comao Ic confirman el articulo 22 y 34 del mismo Tratado, sino lan
sblo después de haberse admitido a dicha fase nacional y solo previo
diligenciamients vy presentacién de un formularc Unico de correcciones y
mogificaciones y pago de una tasa (numeral 1.2,1.8 del capitulo quinto, titulo X de la
circular Unica de la Superintendencia de Industria y Comercio}. Puesto que dicho
formulario no se presantd y el pago tampoco se efectud, dicha modificacion no podia
fomarse en cuenta, mucho menos a la entrada de la fase nacional de PCT.

3. Objsto de Ja Invencion

Titulo de la solicitud: 3-AMING-1-ARILPRCPIL-INDOLES COMO INHIBIDORES DE
LA RECAPTACION DE MONCAMINAS.

La presente solicitud tiene muliiples objetos derivados amine-1-arilalquil-arilos de la
formula Markush (1)

R {
Reivindicaciones 1-6,28,; Un compuesto de la farmula {1).
Reivindicacionas 7-12:Un Compuesto de Ja formula {il)
Reivindicaciones 13-18:Un Compuesto de la férmula (i)
Reivindicacion 18: Un Compuesio de ja férmula (IV}
Reivindicacién 20: Un Compuesto de Ja formufa (V)
Rewindicacién 21: Un Compuesto de {a formula {1}
Reivindicacidn 22; Un Compuestos de las férmulas (Via), (VIb)
Reivindicacion 23: Un Compuesto de la formula (Vi)
Reivindicacion 24: Un Compueste de la férmula (Vi)
Reivindicacion 25 Un Compuesto de la fdrmula (X}
Reivindicacion 26: Un Compuesto de fa fdrmula (X}
Reivindicacién 27: Un Compuesios de Jas formulas (Xla),(Xlb}.
Relvindicacién 29: Dos compuestos especificos
Reivindicacién 30: Composicién que contiene 108 compuestos.
Reivindicaciones 31-32: Uso
Reivindicacion 33: como se describid

Se catalogt Ja invencién, segidn la Clasificacion Internacional de Patentes (IPC.):
CO07D209/04, AG1K31/4042.

4. Do la sollcitud de Patente

4.1. Relvindicaciones farticiio 30 D 486 de ta C.AN)

230
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Tal como aparece reivindicada la matenia, &s una solicitud con base en un

medelismo meolecular obtenido mediante ordenador, por lo lanto es muy amplia y
especulativa, no hay razones téenicas fundadas, para creer que un experio del nivel
medio sera capaz, sobre la base de {a informacidn dada en a solicitud ta) como fue
presentada, de extender la ensefianza particular de la descripcion a (a totalidad de
los campos abarcados en [as reivindicaciones, usando los mélodos experimentales
de rutina a de aialisis, toda vez que para la descomunal vanabilidad de la formula
Markush reclamada, no existe evidencia que todas 'a probabilidades de los
compuestos que caen bajo su alcance conserven el efecto comao inhibidores de la
recaptacion de mongaminas..

Mo es racional enconfrar sustento técnico real, dande se demuestre gque con esa
desmedida variabilidad en posibilidades de enlaces entre mdltiples estructuras
guimicas variables, con sustituyentes mutables se consiga el mismo efecto citado.
Ya que se trata de “principios activos” que se unen a receptores en seres vivos, y
esas tan diversas clases de compuestos no es factible que conservan los mismos
efectos como inhibidores de la recaptacién de monoaminas citados, por lo 1anto no
aparece el sustento téchico real en la descripcion de ase desmedido medelisma de
extrapolacion.

Por lo tanto se debe ajustar el capituio reivindicatorio de tal manera que la mateyia
reclamada tenga un soparte téenict real, donde aparezca una porcidn de estructura
quimica reconocible, fija y sobre la cual se encuentire el sustento técnico en la
descripcién, de tal suenie que sobre ella gire Jas reivindicaciones, ademas se debe
tener en cuenta que &l capitulo reivindicatorio debe conservar fa unidad inventiva.

Por consiguiente el capitulo reivindicatorio carece de definicion, claridad, concision y
falta de estar fundadas enteramente en la degcripcidn, {al como se exige para las
reivindicaciones, por I tanto no cumplen con el requisito de definicién, clandad,
concisian yo sustento por la dascripcién de acuertdo ai art. 30 de la Decisién 486.y/e
art.22 Tratado PCT.

5. Unidad de invencién (articuio 25 D 486 de la C.AN.)

La presente solicitud no conserva fa unidad de invencién. Ern la reivindicacion 1 se
encuentra una gran cantidad de grupos de invenciones, s muy engorrosc para esta
oficina determinarios, toda vez gue no tienen sustento en la descripeion.

De la parte que se pueds determinar mediante 1a estructura fija indol, gue es Unica
parte sustentada, o sea, estd fundada enteramente en ia descripcién, algunos
posibles grupos inventivos pueden ser:

(i 3-(2-3-disustituiclo-1H-ihdel-1-iljpropan-1-amina.
(ii) 3-(1-3-disustituido-1H-indol-2-il)propan-1-amina
(i} 3-(1-2-disustituido- 1 H-indol-3-propan-1-amina

Para cada uno de estos grupos se reguiere un examen de patentabilidad
independiente.

8. Reivindicaciones relativas a un uso o a un segundo uso (articwlos 14y 21D
486 de la C.AN.)

2N
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Las reivindicaciones 31 y 32 reclaman el uso de compuestos y de acuerdo con |2
legislacién colombiana el uso no se considera para proteccidn por patente, como se
lee en el articulo 14 de la Decision 486 de la Comision de la Comunidad Andina *...
Los Paises Miembros olorgardn paterias para 1as nvenciones ssan de productos o
procedimientos en fodos los campos de la tecnologia...”; agui NO se hace alusién a
gue el uso sea patentable.

Los usos o segundos uses na son patentables, de conformidad con la sentencia del
TJAC 89-A1-2000, en general los usos no son patentables

7. Detarminacidir del Estade de la Técnica

La fecha que se ha tenido en cuenta para determinar ¢l estade de [a téchica fecha
de presentacion de la solicitud de la cual se reclama prioridad, 01/06/2004.
Teniendo en cuenta la fecha indicada se realizé ta busqueda del estado de la
técnica, en bases de datos en las que esta oficina tiene acceso fibre, en busqueda
de docurmentos relacionados con la materia que se reclama como nugva ¢ inventiva
. en presente solicitud, encontrandese los siguientes documentos mas relevantes:

o . Fecha de
N Documento Titulo presentacion
D1 | GB705.852 Manufacture of 3-amincpropane {7-mar-1950

compounds
02 | US2708497 Prep ara.tlon of (hydrixy-3-indole)- 10-may-1955
atkylamines
Us502326% 3-aryloxy-3-substitutes-prepanamines | 11-jun-1991

8. Analisis de patentabilidad (segin requisito) (articulo 14 D486}

. 8.1 Novedad {articulo 16 D485 de la CAN.)

La solicitud en estudio reclama los compuestos de fa formuia Markush(i}:

-las anterioridades D1.D2,D3 escriben dervados 3-aril-3-arilpropanolaminas
sustituidas. Las anteriorides D1 y D2 se refieren a derivados indglil-prapanaminas
que fal como puede verse en (a fotafidad de 01 y D2, por lo tantc la solicitud de
considera upa generalizacion especulativa de estas anterioridades,

-La anterioridad D3 se refiere a 3-fenil o naftii-3-aril-propanaminas, tal como aparece
especiaimente en las cols.1-16 y tabla 1. Tal como puede verse la solicitud en



estudio no es nueva, no cumple con el reguisito exigido en el articulo 16 D486 de la
C.AN.

8. Conclusion:

-Se hizo un estudio de patentabilidad parcial, debido a la desmedida extrapolacién
presentado mediante un modelisma malecular, ya que en la solicitud no aparece el
sustento técnico de todas las posibles combinaciones reclamadas mediante la
férmula Markush (1).

Documenta N° Relvindicaciones afectadas T Requisito que afecta

DA 1-33 Novedad
D2 1-33 Novedad

D3 1-8 \ Novedad

. En cumplimiento del arficulo 45 de ia Decisidn 486 de la Comision de la Comunidad
Andina, se le indica gue debe dar raspuesta dentro del términe de 60 dias contados
a pariir de la fecha de notificacion de la presente comuni¢acién. En casc de no dar
respuesta al presente requerimiento, ¢ si a pesar de la respuesta subsistieran los
impedimentos para la concesién, se denegaré la patente.

Notifiquese et presente oficio conforme a lo dispuestoenel numertal 5.2, \iteral ), del
capitulo quinto del titulo prim d% la Cireutar Unica N° 10 de 2001.

CESPEDES DE VERGEL
evas Creaciones (c)

ALIX CARME
Directora de

Ef anterior requerimients fue nofificado por fijacién en lista, de fecha

2B HR i

CONCEPTO TECNICO No. 805 | EXAMINADOR TECNICO Cod. N°202012
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# United States Patent Office

oV

2,708,157

Fatenkted May 14, 1955

el

2,708,107
PREFARATION GF (MYDROXY-3-INDOLE)-
ALEYLAMINES

w.ﬂpwm. Ealamargs
%nmmdﬁgﬁn

= Prrewlng  Applicalioa Mer M, 1351,
Mo, 269,872

13 Chrimp, {Cl. 260315

The pedoent inpedlion et Io ¢ wovel phooesr T
ihe preparatiag of ¢ranle cympoundt, and i3 more par-
ticielady congerrad with 1 Aovel procest for the prepd-
wion of (hydroxy-3- lnduilr:]-alkylamtma. and with e
pq-udm thug-proafucad. -B.ppl.l.cﬂ-lm is 3 conrinus-
tenpane of my [riee Pl gopttdficg arplealings
Seria] Momber 278931, Aled Apgil 1, 1952, agd Sceal
Nﬂ:;l;_er 265045, fijed Janaary 4, 1952, and oow ghao-
dg

Thttuummmhpﬂ'q:amdhy the navel proces of the
PIESEME SoweThon rody be rcpcmmm Ty the forouds:

E @::E ICH e—UE—2

wherein Ka and By represant hydoogen o bawer-alod,
arl & % sedected frm ZaTD ar owe. 2 (SpTRdenty gyt
AT tadiml

Hr

-
e,

whetetn Ry and Ry represcol hnimgen, alkyl, cpcle
aterl, plecy], and aralkyl. The zolion radicals thue
ropistraied by Foancodt Bch mdicold 84 fre unsoksi
toted amlas ~—NHz, alkyiaming, cycoalkylamino, aml-
hrlmum.n, phenytaming, dicyclandiylamicg, daralkvl-
ating, dalkyfaming. dipbeoylaciing, alkyt aralkyfam-
ing. alkvl evelaakyiemoo, alkyl pheo)Taming, aralkd
cyeloalkyviaming, ardly] phenylamion, of cycloalkyd
pheoilaming, &34 B and Ry ciken fopether with he
DiwcEsn also represscl g monohsemocyRll aming Tedi-
ol felected froeo five and el atem Mmoheteroeyelic
amine Rdicals, |nsedicg oming tadicals smch 4 piper
ldyl, morpiolyl, bisnorphold, mamelidyl, or the Hke

It ix an object of the preseot fovention to provide 2
agvel process fac the Drepacation of {hydruy.d.indole)-
glkylartines apd saler theteof, It i 2 Eorther object of
1he WHEsom lnveotion t0 provide g poved process for e
prefvtion ol 1 ebydoeay--kodo)sy-dik famigey,  [5-
hydrezy - 34dodgle)-plliylamines, | A-bydrory-3-ladole)-
ale¥lamines, (Thydieny-Hndole-glkylamines, acid ad-
diclart, end quaternary ammenine wits thesest, Chher
obitels of the pregeal iovendion wilf be apparent 1o gae

skilled ln (e act to #ileh the imventldh pertaing.

The cxnpoumds podoced by the povel process of the
preséel imventin, the (hydrog-1-iedob)-alkylsmices,
have demonttrated polenI vasopooziricior goalites. Tha
isclation of suoEin CTealinine ulfae, Shydroxy-1-{2-
armirgethyd] -indohe oreatinioe stilate, wid Grt apnoanesd
by Eapport (. Biol. Cheo, 14, 961 (194577 and the
conapicd wea definlbely shown to pores VRSOGO
tor Propenies.  Similerly oaber mpalogt of =yolomim,
prepered by the egwg] proces: of whe Presatl iwvention,

\ sush a3 bobotenin, S-hydroxy-3-12-{N,N-dimeibylacn-

14

L3

h
—

&3

T

2
inay-ihy)l-indole ¢(Karrer, Organic Chemisr¥, 2nd Eng-
lish cdittan, Elesvler Publisbing Compony, New ¥ork,
pogs  7e4),  Shydroay-3-[(M-methylamioo)-ethyl 1-
Imvlede, ¥ - hydrmgy.3. £2-{ M-sopropy faming )-sthid J-in.
drde, and the e, heve eabdbived witdder oMb
af artivity-

Arcording 1o the methed of the presen; lovenlioo the
(hydrony-3-indole )-afiylamines aTe propared Ty the de-
beszylation of the {I:mzylm‘-]-mdu]:}-alkylmnﬁ ™
rexenbed by the formuia:

]
-t GRS L HrE
X—CHO—
1 h

L

:‘hhemn X represents phsnﬁ;ILhaluphuy], jower gikexy-
eayl, or lower alkyipheo¥l Y repressols hydrosen,
wwnyl, naloptend, Jower alkaxypheny], or iower alkyl-
pheoyl, ard Ra, Rs, n, and Z have the aam# valoss as
specified abave

The startiog cotipoueds for te process of Lbe present
Invention, the (Lemeylomy-diodole)-albylamnines, &
prapared Py the sedocion of & (benzyvicuy-3-indole)-
Alksnoylumide represegted by the formaela:

mﬂ:—ccm:..—g._z

Represaniative Tediiing agedtd inclede medsl bodride
much g5 Iitdhm alominwm hydride, Hibiom borabypdride,
and the e, with lithipm altminam hydride being pre-

Terved, Tiw redoction of the rmmamu;ﬂ
kanaylacxdes cam alwy be aeeoplished earalvtically, in
which caas platimam by the prefemed cawelyst, The om.
catalnie reduction is asually coodocied b an organic
solvens, with tetrahydrofuran being prede Alrbonsh
Qrher well koown solvens sooh &: BEopropy] & -+ elheL,
W-mmbyimarpbelive, dzasne, 353 e dde mey s be
wed, The tedoctkm of the | beneyloxy-3-iodals)-gl-
kanoylpmides i uyuelly acemplshed a1 the bolling palae

sbowt ey and 1 deprees mnay be employed, and prel-
ey temo 0 6F degwass pencgrade when thivm alo-
m.lnhmfayd,ﬂ.d.ﬂf:ﬂj:rﬂmmmwm Adter a
reaciion period of from thirh' Micutey to five boors,
berzrloay-3-indole)-alkylanfe fm basey are teadiy
oiMained go beAVY pop-cryetafline oily, or m wema o
stancts au oystallinge cyppoands, by hydeslydog the
reaction pradact with aquesos ciber follguwed by dilgl=
alkali, extrpcting the glkcling residus with geveral por
tinoa nl!' etheT, combiniog the #ther sxtracin, aod coneen-
tcabing sad Alipereting the salvent. Otber eormveobnnal
procedore fof the hydrolyals ty e oxsd V Acvred, and
ather Argegie sHwenty may bt wed in pace of ether.
A preferabjs mannsr of protdute, howerer, cefides in
renchjng the free base, withor Bolaion, with 2 #od-
chivmeiyic quaniilty of ao adid, such &= hydrochiodc,
hydrobromie, selfurle, aoetic, PEFoars, e, o the ke,
to form the (benzyloay-I-indtde)-elkylamine stid addi-
ticm gt Slmilariy 4 quarernary amgnium AL may
alee be prrpared by seacting the Lertiary ambne froe base

g

2,TOR, 157

3
i, aiory kalinde o draieyl walide Dok s pUALEL-
nory ommoniom fafts Inchude 1 methoehlarids, etheoe
brenmide, tenzyl chisride, and the ke To dhiy ganacr,
the frot base MEY b tmpartaed &7 i1 erystallioe ealt,

. & B hydrochlonide, which wezly precipitates trom the

solution.  Allmmatively the free base may be isgiated by
removal of the Bolvent and sdotved with a aodchio-
metric quagtikey of a0 eed, & £ hydrochlarie, to form
ibe coremponding asid wddition salt or ihe fsaleted ter-
Hary amine fres base may be crifed with an alkyl halide
or arafcyl balids to foom the quAEtIAry MO
bt af che (mz}llnxy-Sﬂnd.oﬂz?-alkﬂarmn: emp'lb‘ybd.
The ¢(benrylors-iindole)-alkylacime sl an ohtained,
may be remowsd by fltration and se utlized, or the
reaufting salt precipitste may be fwther purified, i de-
sired, Wy recryMabizing Troe Hiovhel-waler R0Gons
mch wa methiool-water, sihawnl-water,  3apeopansd-
walsr, and the e, with elbamol-wwier being preferred,
The {banryiomy-3-indofe)}-alkapoylamides ars peepared
ard reastion of & benrdoaylodeds Tepo=

Whﬂdnx,vmdmmmmwmuapédﬁﬂ
zabwc wih s holoalkanoylamide repressoted bF
ooy,

X-—‘SH —[CHil =t =2
wherein Xi represenlt & balogen § €., chlofne, fodies,
ae broodoe, ppd whereln s, Rr, and z lmve the valges
specifled abeve  Represntofive baloalkamoylasddes io-

. cludr the q-haldzoctamides, ,ﬁ-ha.ll:rpmmunuﬂudn, o thg
ke, The —erting 3-benyioxyindolst and

brarylayy=
indoles may be prepared nooording do the method of
Burtoe and Stoves [T Chacm Sov. 1937, 17261 AD al-
ternative method for the preparation of ke She

jodales Jgwolves the veductive cyclization of the bnm
aaflncaar-p,z-qﬁmmmms. a2 moee fully discineed in my
oopending applleation Serial Momber 273,148, fled Fab-
oy 70, 1952, The S-rewindiny - Bob-Sim ommnTen sy BT
prepared by 1he debydation of the S-benryloxy.2-oirg-
a-[1- tl-nm-oaltrl}lbml akehigls, BE more fully diz
closed jo my copending application S=ria] Mumber £73,~
148, fled Fabrvary 23, 1952, The 3-benrylawy-2.titvo
e [f-f Lonitrowliyl} Heanzyt alcehals are prepated by the
condentation of $-brnzyloxy-2-nlirabeazaldebydes with w
1-pitrodlkane, ks mere Mily disclosed i my copending
opplication Serigl Mumber 373,147, Bled Pebruary 23,

aQ
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Tt Sfigatd Tewetibe, 1or e prepetitito of {oegs
eyloxyS-imbole)-alkanoyinmides, @ woeolly corvied aut
in the presence of an organic sobvent, dieth esther and
dibmtyd ¢ther heing peefered, althoogh odher orgenic
sohvents, saltable For 1% o Grignaod reactlens, such o
trerrene, tolwine, or soisels, con b be smplayed. In
soma lustances dimethylfenmamide may abx be utilized.
A greal many Grignand Mageors arg satiafacinsy, amang,
then being thoss prepered froem alk] helides, cyejoajky]
halidet, aryl elides, assd aalid halides, the Jower-alkyl
halides, et ay methyt Fodide aod ethyl ladide Befng
preferteid. The preparAion of the benzylozylodobe
Grlpnard reagenl js wsaally conducied at the bplling
point of the solvent emploved, clthough ather tempera-
wres betwesn about zeTa smd 15D degrece sentiprade,’
prelerably befeen abowt zoro and 10F) degrees conti-
grade, Muay also be wad, o [onger ceactim period helng
requirtd o the lower teDEpARstire Tangss.  Lhé retuliing
banzyonyimdolemagneyjrrm halide i5 theg reacted mith a
halnalkancylembde, such 25 the o-halsscemides, f-halo-
proplebamides, ar the lide, o the presesce of the mme
vig=aic 3olvent oefized In whe proparetien of fhe Grg-
B, paapemt elthongl, olines Wty ¥tk e ased B delmed
Thw reaction of tha kaloalkapoylamide and the benryl-
oxgindobamapnegnm halsde iz upally conducted ot Hie
balling pelnl of the solvent empboyed, . sltboogh cther
temparaties; betnesn abotl o eod 150 degrees centic
gmdc,ptdnmbhrq.bwt 10l deprees centigrads may plag

b opsd, Upon remensl OF the cegpmic solvent by dis-
tillatied. te remeining reddoe js beated oo a seambaib,
and g heswy ofl i5 obtained upen coolinp. Tha (beuz'_r]a
oxp-3.ipdole ) -alkanoidamvdes may then e iavlaled Broom
the all or in some lnstinces the {bepeylosy-Z-imdoe)-
alinnrylamides ceed nof be Bolated ey o grystallion prods
wet, in hich case b ail may be teenred directly with &
reduciAE agent to0 prodaos the desred (benryloey-Lig-
dole ] splkylamion. Cme meibod fin the sepaITtios af toa
{oeroritedy 5 oy uliomerArrides Itmm Yoe Of i0-
wolves the addition of s ofganic solvent Such ar wther,
chiarelomm, or behréne, with cther being preferes], to
the ofl, and hydrolyse of the mizhre ga with Adide acetic
aeid, whercopon the  (benzylawy - 3 - igdole] -alkanoyl-
amide %parates from e miztge, Upoo Gliration the

* snjde product may e recryslallized Erom alcolm] e

I¥E. The 5-benzvioxy-2- uftmhtmldﬂ:}'dﬁ L1 :P‘TD- B

pared scoonding bt lhe methiod of Burton [T Ctem, Soc

1935, 12551 or Dortmanm and CHeveonini [Helv, Chim.
Ana 31, |38] (134801, ‘The siackiog T-beryyloxyindodzs
ere prepaned by the benrylation of a FBydroxy-2-milm-
bemmldehyte (Elodpson af a1, . Chemn, Soe, 127, 877,
-wiiln % "z’ habitie such 3 penzyl thitebde, parsaetnyls
benzyl bromifde, #0d the Hxe, 0 prodmee 2 3-bepryioxy-
2-nittebecrabdehyde.  The prepamntion of the 7-benzyi-
oxvindole from the Hhppproduced 3-banryisxy.2.oitre-
bemnldehrde thereafisr follows the Mdcotfcal process
utllized in fhee prepacation af the S-beuxyloxyindale from
the starting ¥ benryiocy.2pirabenzaldabyde at outlined
abhave Tn 3 gintilar Mannsr the &-benmyinrmindobss B
prepared by the benzvlation of & Ehydmry-2-nitnobenr-
aldchwds {Ashley =t ni, ], Chem. Sec. 1920, 352-393),
with » henzy] hallde to produoce B G-henzyloxy-2-pile-
benzafdabipde, whereefter the 4-bemyloryindolea ACe
prepered frean the dhuspooduced  B-baneybony.?aitmoe-
Benzaldebyde by he detbcal proo=ss whilized in the prep-
Aretion of the 5.penrybocyindole o the imrtpg 5-ben-
ooy -Epirobenzaidehyde o5 previoudy dlscnssed.

i
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greater degree of purity Ad may be comvensd to e
amdnes @3 previoudly dBclosed.

In the method of the presam invegtion the (hydoepy-
Findabe ] -alkylamlies are prepemsd by adbiectog che
fbenzgioxy3-indoleJ-alk¥laomings o hydrogenolysls En
the preseice of A cetalyal whith m=wults |t B debanzye.
line of te {banryromy-Hndoleh-abkylagtine. The . de.
beneylativn regcton may Rlso reankn io the removal of
the oAyt r=dicad from e amigo group to preduce a
eondaTy Oor pAmaTy amlne growp. The aming groop
may be re-Benrylawed, if $o desired, by varimas well knowa
procodiies), &, g, bonzaldshyds may.be added to the de-
benzylated soduton and the mixture reflured for & short

lime, wharcafter the apdviion may be hydrogensted fo.
the preteoce of a pladmi™ exide catelyct, reeoiting in g .

oy, In e hynleagenelpds Teadilon the
hydggen pretsure empploved may range Gom slighly
hder wmoaphberis te aboawl two or thees atmospheTes,
although higher prewuret €20 &l be wsed, The hydeo-
pmelyyis = wiually corried ont a8l the lemperabre of
about 25 dogrecs ceatipehde {room fmpesaticre), nnt the
reaclion @ Alse be ponducied satisfzeronily [ B Unm-
peTAlUrE MAogs hetween BhoUL Tern degpreed oewtigrade
2o 1he boiling point of the slvent empboyed.  The ce-
Eoiton is sompieled in 8 peried of & Fow mimubes to 56—
eral hoOrs, With & chorter maction dme, of courte, being
regeired At the higher temiperoinres god Ereater press
surea. Cetalysly which @9y bt emplayed in the maction
include 2mamg others pafladiom Mack, palladlbm-berium
sulfare, pallegiom-charcssl, aod the like with & ten
petceal  pallodium-charcoal calalyar beiny  prelemed,

+
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Dither cantentrations betvesn about cne ard Aty percettt
Ay elec ba employed, with & samewial shorter reaction
W being requirsd et the highar coocentrations. o=
Fmic aobvenis wdirble for the hydrogenclysis ioclode.
omong others, lgwer-aliphatiz kelonss, such a5 Bostomt,
and glianals, auch 25 methenl, cthannl, and Eopropand,
with mthend bwlng preferred. The dealted {hydnomy-3-
bRy -n e Yigmine cin e ojaied ot Yol poing by e
ing i rempws the catalyst, covoemrtng, and tvaporad-
ing the mjvent coployel The isodated (hydroxy-3-
ipdele)-aikylaomne B3 obtpiced &5 2 momeecystal i,
waler-insnbs ol which may e readlly coovertsd o8
mtye comvenlenl Ackd additom @it by reacdise with o
etodthiomenie quenity of add such a5 hydrochlodc.
Made, lartadc, Steie, acelic, aalfpsde, and the like, or
by 1he wdditon of sulfucc acid swd & stolchicmebnic
Wantity of yeatinme sulface.  Sipdetly A quaternacy
momoahie sale by alsn be prepared e heating th:
Bofated tertiary arfn fwe bage fn p Dresurs otk with

&0 alkyl haTide or arulkyl hablde, and foch quetemary
wmmwmlam ealts Betde the mebochlonids, srhotramide,
brery] chlode, aed the Lke  The resultiog {hrdmaar-a-

iodole)-alindamine sl soluign oAy lhen be

the Bftrmie hepted, 3md the ChydesXy- 14nduh]..n;g-1-
Amine gale precipliaisd therefrom by the addiden of an
appropLwie procipitaling apenl bar e pertcolar desined
mlt, anch a3 a drser abiphatic ketents € . Aceton=, di-
ethyl Eetone, methyldsopeopyl kebooe, meshyl-isohaiyt
ietons and the REe, with seesnme B3 the prefemed pe-
agend, 10 g0 aQuadi selllion of RTMOLD crealndae
galfeas:, lomepaliyl sthere wxh o Tsmethyl, dieded,
owethyln-buryl, cotthyl-ethel, and e Lke, with diethy]
cther belnp predereed, to an ghoholic solotien af
semotonin sulfale, hyvdrochiacids wcetadz, tartrals, ar el
ua; be addition of WAKC to an akchabic solubom &F
womﬂnpmu;mhyﬂwaddiﬁonmfcthﬂmmm-
halie sclutlon of the gUArtarAry gooonimn sak, Lower
atkapols soch 2s methasnl, efemnod, propeoo, isopro-
pamw, hrigocl, aod The e ate susly em@oyed g5 sl
vonts b the precipitation of the pierzbe, sulfue hydet-
ciloride, accdare saciate, apd ctrate oeid sdditles sl
Altprnatively, the sddition miis mey be preparsd By
treating the (hydoo®y-3-indels ] -al¥ylacdne, without iso-
bufem foom the reaclion mistoee, with 2 Ardichicmeirie

quantiny of the phove-mentioned cids, of with the addi-

tion of sulfuric atid xgd ereatigrme Selfete, or by the
addition of an alE¥l o aralkyl halig to the wop-isclated
tertiory cmine free base, An addirlenal atermiive pro-
cedury for \be penperstion of the (hydroxy-1dndele)-
alkylacnlne sl iavolves tbe direct debenmylation af aa
alabetic solotion of & (benzyloxy-Hnrode alkylaming
salt I the prempce of the camlyet a0d hydrogen whece-
after tha [hydeexy-3-indod olkyladuine salts are pre-
apkaied by e sl of e proper preiRisiing ueeil
a8 onllowd abee, The hwedrogeoolyds of the {bma;,'i-
oxy-3-indcled-alkybimines mey plyo be accomplished by
reactiom. with aodlum amd ligwid ammonin, condpcted
at the bofling point of the Hguid ammenia, whessio
Bascant hydpogem & libereted for the detiosd hydroges
clysiy, bt iha calalyic procedure is protomed
The 5-hydrozyiryPlomines, i. &, woonio, the primary
agng, can alss b prepared in an glKIGEtve precedure,
In the pltemetive procede perodoni i Prepesed by the
dnbenoyindom of 4 S-benzyloryinpimiee by the pro-
cedurn  desrribed Bbove, The §.mEyloxyiryplaminss
Are prepasad s dinclosed in my cdptading applicadon
Serial Woamber 260,315, :E|u=d. Crecember 4, 15‘5'! by e~

pregared,

25 discloasd by my topending aplecalﬂnn Serin] Mumbsr

257961, filed Wovember 2%, 1951, by o treatmens of

known 5—h-am‘lnx}indu]=s &5 mora fully disclosed bers-
inafter,

The $henryloxyindedearrtoqitriles 7 prepaned by -

scibty & S.beozylorvindalembgresum folide, popared

an
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& described above For the smide proces, with B by,

avetonitile suck ax chlsroacetonlirle, bromoscsbonion,

or [eleoanitrile, with chlomecetonlila bming .
ferred, o prodwce 3 §-benzyloxy-3-indglepcstonitrile.
The tame organic sabrent g5 cmployed in the Grignard
siep is uselly nfflized in e reaction with haloaceia-
nitrelm althoogh others may ke osed if deaired. The tam-
peratore rangs for e reacibad af ihe haloacsintle ad
the S-bensyloryindolemagasiin halide iz usially e
torezn alfll Zéro apd 100 dsgreet cpfigrade, Wik Lbe
resctinn ordingHly befng copducted at the boifing polol
of the solvend srnployed, after refluziog for a perdod
of abgut goe (0 fve hown, the remitdng 5-beozyboy-3-
tntholen e bomitrite is s:pammd by comenticnal procedure,
which, for axample, may wodve 2 mild hydoobmls, as
with m1uwmﬁca.dd,wrmawmhwmdm
cther layar. The cther layer sootpioing the S-hénsylamy.
J-indoleocetoMivk: can be separated and drisd to phve
an ctiwreal solotion of the S-bemeydoxy-3-lodo]iscso-
nitrjle, Prom this sologon it desdmd S-hemzg]oay-3-ie-
dabesceronitrile can ba alained in high punry by =vapo-
radon oF solvent ceoovel scsording o other convadtoonal

Boedur,
Tt meduttion of the T-benzybexy-kindojeacetondivila

3 1o alzg idepiical 1o the Lihinen slominwm hydode rednc-

Gion of the wmide frlly dismasd above except that 1o the
nitribe proge3t sther it the prrferred sobvem:

Tha twllgwiog exemplea will srve io illourais the oo
exx of This Evveetiem, bot the 5ald ioveolion o oot o b
cofcdered #5 limited thersto.

FaEraaTon | —a-3-(5pEaayLozvipols) -N-Beent-
M-METHyLACETAMINE

To o Grigmed reggend prepared (rom 4,27 prams
[0.03 mobe) of mechy] iodide and 24 grams of megme-
sinw i 20 mliliters of ather Was added a siutien of
5.5 prams (0.025 moke]) of Sbeorylcyindole 1n 200 mil-
liliters of alher.  After heating neder pmfux far thiny
migutes, the mixiom was cogled in an leabmih aod 8 s0-
hufm qf 5.9 grame (0.03 moke] of a-chlooe-M-beroyl-M-
meihylacetamide in 200 millilieey of cther was added
theretn.  The mixture waa strred aod the cther W -
maved By dBtibatien, wheegfier the pidich poomy res-
ldns way warmed for (e howra 0o 3 dleambpth, The
mlrmes was cooled amwt appevzimately 500 mindiers of
Ve man WA Toliorped Gy ok doietom with Wiptrtar
sirring of & solution of five milltlitaed of glaclal zearbs
eeld aod 3F millilltess of wader. A Ught colgred aolid

meibylacsiamide owelbed ar 151152 deprees centigrade:
yicld, 75 pramg (78 percese).

Aro] —Fereent cak. Ry CoaElwlabla: C, 78,1; H, 6.29.
Tound: C, 78,25, H, 621

Cher pepredsatasive S-benryloayiodoles which oy be
utllized in the procedurs 1 prepare ihe S-bepyloxyin-
deplemamesdun balides inelonde (e S-bearyiocg-2-alkyl-
indokeg, & g 3-teozylony-2-mithylindgle, Swnxr
Zusthylindole, Bimi the like;, >Denshydrdonvindals; 5
abkvibenrylosyindala e g, S mmmmmhmy
mdale, 5 - {paraperm’ - dissethylbenzhydrylngy) - in-
dele, § - (parspara - dietfrrlbenchyvdryloxy) - I - ethyl-
imdpls, and e lke; Fhajabtorylomyindode, & £, 3

3 (parm - chicrabeozyloxy) - iodake, 5« {pampam « dichlo-

robemhydrviony) - indgfe, 5§ -

Denzhydryboty] A-methylndoR, ond (he m;: S-alkoxy-

tennyloxyindolss, ¢ g, 5-lpare-methoxybent¥loxy)-

Mmﬁhfi_-ﬂm.md whmmﬂm} u.*g‘.l - -
e, 3-(potiperm’ . dithomybeathydrplony) - 2 - pro-

prifndede, pod o L.

The preparalon of the Haloalkanaylamides wilized im
i popcess of ibe prestnr mweotion Bvelves the ddltbon
of g0 goid halide to sther, epaling o an doe-batk, and
Adding thercto wo amies wih wgorons stmiog wherns-

2,208,187
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a bdavy pepcipilate fams and may be removed by
ﬁlup:';un.n. The precipitate i onzally Smsed with s
erzl portions of cthet and the combined lirate then dix
fusd arder varyom o TEmove the solvent and prodbces
the deerable Dadoseznoylamide,  Qeber reprepentative
baicatkanoylamides which can be enplavyed 10 rear with
the choten 5. hemeylonyibdol=magnegom halide ra gosr
duce the detined [5-benzvleoy-3-iwtale ) -alkaoclvlamide
ioclisde the a-halearsmmides nich 22 the a-hado- N-alkeyl
M.iral¥yEacetompiden, . §. o-chloro-H-noethyl-B-beoyl-
acptamlde, o - chigpr- W - benryl - M - iscpropylacsa-
mide; = - hale - B, - diglkvlacatsmider, = #, a-
chilwe « NN - dimethylacetamids, o - chiare = MNM-
ditotylesaramide, & - fodo - NN - distiylecetamide, .
ks - MM dariiinccteniden, =, 3, & - dhioio-
M - ditenrylaceamide; o - bato - NN - digrloalkyl-
Aectamides, w2, g, a - ¢hlomn - NN - dicweloherylacets-
mide; &« Tl - o - 8lkyl - M - alky] - N - aralkvlaceia.
midet, & g o - clorT - o - meethyl - M- methyl - M-

bepzylacetemide & - ale - ™ - aralky - W - cychoalyl -

uc,uhmﬂlﬁ, LY g.. a - chigm - W - benzyl - N - cydoe

- bromo - W-- phensthyl - N - cpels-
pummmm a - bSlogcetyiplperidde=, = g, o-
chkmoacetytpiperidids, #nd the' phaloprmopioorumid=,

e R fohlormd H-dicthripropiooannide,  gchlone-g- -

methiyl - N - misibyi - N - beogylproplopfunide, B - iudo-
propmay\piperidids, and the ks
PREFARATION 2,—T - Bmzmrv:!-[?.-{ﬁ-hun't
N-METAmvTo e} -BIRyL]-INDor g a2 Sarys
TVERERT

A stlufion of 384 prama (D01 mols] of =3-(5
beneyiacyindole )-N-bensyi-N-meibylocztamide, ‘ax  ol-
tmiped in Fraparadon 1, in 1570 miQjlers of tetrabydoo
furan wny added wiih slircng to & sofuicn of 3.7 grams
{0,0 male} of Hthium aluminan hedrde lo 200 mii-
Toere of tedrahydmfumo. The miznoe wes beared v
der e dfor thiny minatza, conconirated da 3 volanre
of 75 millErtery, and dbaies with 500 palilibecy of ether
followed by Kfey millilitera af five peyvem sodinm hys
ki sotuton. The =ther lover wae décamied and the
aqocois alkajine reshde mos extpeted With severgl 300-
millikfter portions of ¢ther.  To the combined edher o=
haions af the free S-Genrylomy-3-13-(Mehenzy - D -meth-

yiammo}-sthy]l Findole was added dilute Bydpochbotic - v

il & owhite wlid wparated which s Blieoed, wtsived
witit ether, #nd morygmblized from sihanod, The vield of
5. benzviowy - 3 - [2 - begrd - N - mehyleming, -

" abyli-indole hydrochlotide melbng 3 110-112 degrees

wiy 29 gramé (Tl percemgt).
Anol—Percent calt Tor CaHwnON HOI: C 73.79;
H, 863, Feare; O, T0.74; H, 669,
In 8 s rnprmer e foblawing rqm:a:umﬂu (5
‘penEfAF - 5 - e} - AThvamines and sl may e

. prepartd: 5 - benayioay - - [2 « (MM - dibansydamime)- <

ethvl] - Indede, % . benzyloxy - 3 -12 - PN - dimeihd-
amning) - ethyl] - dode, 5 - beneyloxy - 3 - [T - (I-

" plparidine) - ethyl] - indose, 3 - -{para,para’ - dimediyl
- henzhydrdloayy - 5 - I —m:ﬂr_'rl 3 - [N, - dibearyl-

apnir) - propy) - dpdobe, 2 - eyl - 5 - (purs,pam’-
dichborobsnrbydeylong) - 3 « 12 « (M - methyl - N -
benigylaming] - sibyl] - méok, § - (paapam’ - diveih.
oxybecoidrylomy) - 3« 3 - (N - meliylaming) - pro-
pll - indale, F - ey + 3 - {2 - {N - bentid-
anie] - gtfiyld - indele, 5 - benzyloxy - 3 - [3 - (N N-
diethilamina) « propyil - iodoke, 5 - benzybooy = 3« [2-
(MM - dibmiylaminn} - cothyl] - indols, sad the Lk

Exaneply § —-fypdrery-3-[2- mr-mrayhm::-}-e:ﬁyn
Tadale and zoird thérsof

T Yo z swspepaion of 264 prama (G005 meled of 5-
benryhoxy-3.[ 2 (M-benzyl-Nemethylam ) -sthyt-indake
tydrachloride in 100 midli#ers of warer was added 29
milliliters of ten percen! sodion hydroids telugon fol-
lowed b= 20 milliliters of cther. The mixue wao

i)

ol

]

B
stirred wigarously uniil 3l srspemded solid had dbsolved,
Lhe #ther Fayer was decomted, 2d Lhe. extrection was
rencaled with thres additieng] Z0-miliBirer portiom of
ether, The efher extracts were combined, washed (wice
with wazier, delesl cver potossiom cxrbonate, and tha éther
removed Ty (Jigtiltation, m[ﬂﬂutmmmm
25 mrillbbaes of. wiesints. Simeol, twensbetmed 10 b WL
reduction flask and 0.5 gram of len percent pafadiem-
tharcaa] cptalvst was added. The mixture waa thakeq

it with hydroged Bt & pressire gightly grester’ than ilmos-

pheric eod w4 emporature oF #Root 25 deprees Cont-
gade Tn gboul thoply minubes e hydrogen oooaLmD-
tion Wi approcimelsly 110 peresnt of theory, Tha me
action midwre waa fltered o eoove the complyst amd

= 4o e sohobiol Wt added fyimisen malltidgrw (DLOOE3

equivlent of 0.5 N mliurde acod, The salution wea
concentraied 0 8 velume of ghont five mililiers bod »
eolutipn of |13 grams {8.0035 mole) of crestigine sifale
{megtral oall] in feq millilliers of water was added there-
1. The resuftiog pink soloHon whs Ghered through o
sincared glass funned aod the Seak and foone] were tingd
with water; the Aogl volums of solotion was thirgy milll-
liteca. The solnton war heated M sivty desress ceot-
grade and mighty millilitery of Rcctom Was pdded o i
wilth girring; 2 begwy bult precipitate of S-bordrexy-3-
12 - (N« metiylamiog ) --cthid)-pwddle creatinme Al
quickly sspamied. After flterjgg, drying, amd recTyEtab-
lizing from watsr-acetone, the prodhoct weighed 1.3 grams
(B percent, aod melted at 2332 degress cendigrads,

At = Prrent cale foo CumUaN:E: ¢ L4480 B
57T, Pound: o, 4502 H, 555,

To the 3ame manner the falewing ocld addition aalda -

of the 5Aydrmay-3-[7-( Momethyl e dorthyl ] dndels ape
prepared by recetng the frea hese with the comeapood-
ing neid: hydrochlopde, picrate, hn'mu:. cltral= acztate,
zod sulfade, -

E:ﬂmp‘h?..—P!ﬂ?dftﬂ}-}-i!-[“.“-ﬁmﬂﬁ}hmhﬂ)-
pifi¥il-indale and galis therpaf

In excentially the same mannes ar disclosed in BExampls
1, Sbydrnxy-1-L2-{ M N-dimefirylamine)-athri]-indole is
prepared by debenzplatlny  fobeorylomy-3-[2-(0N-0F
methidomioo ) -sbyll-indole, nnder a hndropen oo
ol two ammespheres, emploving 3 palludmm-chRrooael
TEIYEL  The 3 -Thvdpouy - EI}iﬂmmmmhuj-
eihy]]-mdole meextinine sulfate was obiakwed in G0y peT-
sal yieTd qnd coaleed n{ 141-143 - dexrees ceotiprade.

Abclm=Perrent cale. fop CuBmOaMas: o 44,3139 H
E.38; W, 16.16. Found: O, 44.88; 3, 6,13 M, 16,67

Example oS Strdroty- 2 [N-Coglohezylmmina)-
. gthyil-indole and wiles taeren!

In espencialty the same manner of gived in Example
1, Fhydroxy-3-[2-{ Ncyclohexylaminag) thyl )-indole iy
preparad by &sbenzvlating . S-beneyloxy-3-[2-{M-eyelo-
Bexylamtino)-thyl]-ingile, wader & hydropen premure of
D Bmnspheres, cuplaying s paltadiuce-boizan yalla
cnialyst, and edding B abdchsamelnt quantty of hydro-
fen chigride hered Lo pregare i Shpdmxg-3-L3(M-
eyclohaxylamino) whyll-Indole hydrochloside.

Eormple 4. —5-ydrery-2- 03 Nuphpenp N1 plaming}-
el rindale ang sifts thereof

It mmegrigliy the sme mpGRer 35 gyveo in |¢-_ L
S-brydroncy-3. 1 2- (H-pheisyl-M-etbviamiee ) -«tbF] 1 H
el by debesmibiing Seroyitooy-3-EE- T gt
Moeibyaroine -=lhylF-ndads, opder a hydoogen prosmues
of lwo atmespherez, employlag & prilndipm-chireosl
catalyst, and piding ¢ seaichiomettic goantity of plric
acid ibzein o prevare the S-bydrome3-Li-N-pheod-
MembrArminn ) athyt)-indcde plerte, mr.lunn gl 185-184
denTets centigrade.
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a i .
Etample § —5kpargry-1-Li- L piperidime eyl o the =me mammer she llowips  (hepleeny.l.
tdols ergd it theref jndole]) -atkrlamines opd saltr thereoF are prepared: 3~

In sasemtially (e $20 menger as given in Example 1,  bdrany-3-[-{NN-dicyelofhexylamine-echyll-idde, 3-
Sobydpoxy-3-L2.{ Lpiperidine)-sbyT)indole & prepared hpdrovey-3-01-edyl-d- (- methpbaming ) oyl Hindul=, 5.
b¥ debenzyloting 3-Benoyloxp-3-1 3- 1-piperidine )-othyl]- 7 bydogre 3 [ 3-(N-dsopropylamina}-propyl Fandels,  5-hy-
ipdale nader 2 hydmogen premure of (e Atmospheres, Arcoy-3. [t -3 N-raeshiplamning ) peopyl]-dole, and
eibpleying 5 palladium-charooel raalyst, and sdding & the Em? = n._n-uﬂg.“_h.m_”uﬁ The fellowing {5-hatobeneryi.
stoichiometric quentity of hydrogen chloride thepera to O0Sindele) - afbplamines respectively;  Je(pam-odo-
CFEPATE e F-hydeomy-3-[2-( Lpiperidize 3-athd] -imdole dﬁauwwu-m.n.u.ﬁz.z.nun@ﬁuuﬁnaugw.ﬂrﬁu.uﬁu—n,
bdrachloride, melling 3t 246248 degvens centlrade 10 5-(parsgary dichlorotenzhydrftony ) - 3 - {1-sthyh3-(N-

Angl—Pertegt enle. B CluMN=0C: C, 64,15 H, ethyl - W - benzylomim)cirl lHndole,  S.(para,para’
15%; 1, 097, Fousd: O, 65.85; K, 1.67; N, 5,64, dichlorobensbysiryloxy)-3-3 - (N - mpmpyiteting}-pre-

In the same maDier the following {S-bpdroxy-3-dn-  Piil-indol, S - (parabromobeazyony).d. [f-ethyh3-(N-
dobe p-alkylamines are prepared by sobiecting the compe- | Leibylamino)-propyl)-iodote, aod the Like.
sponding [S-benrylory-3-mdols)-elylamine to hydragens 3% Eramele #.—8 - hpdrocy « 3 - (I-memhiyfdandnopropyi}-

R e o indole ani!
- xy-3-[ §-mme =2 ]-p - -10- - - "
dole, U..Eﬂnﬁwru.Hﬁ.naéuﬁwaﬁnuiau:.guuwu&# In exntinily the sanis cxpnner gs given in Bvample 1,

oS- 241 inejethylllndnk, 5 - hydrome3- [2- ugm-n_éﬂiuuﬁﬂgw: cindole v prE-
(e hammogetiiucy ety indie, 3 - Wpdoay - - (3 (L. 2 Pared by debensylating $-(para gary’retivibecihy-
piperidlnehpropy] ] Tndols, 5 . bpdroay - 3 - [ Letydadi- dryfoxy 13- [T-{matby-3-(H.N-dibenrriamime) - propyl]-
piperidinc)-propyl] Endcle, and the Jike. Mu.“m_wnrr =n3amnnan- ...n._.uh z palladfun-darion alfss ﬂﬂnﬁﬂu
Exemple b5 edrop- 302 H-dunyiamins) - and 4Ading & staihinmetns quantity of slfurlc acd
#ehyl] irdale aud s2ale chereat a5 e creaaine Auiltaie shepetd to prepare the Shydneog-3-

In epentially tim Sme manos: as given o Exanple L, (1 -methyd-daminopropyl j-wdele creatining sulinte.
5 hpditrony-3. [2- (N, NxERuylumino )£l ddole 16 pre. | I ihe stme mammer the Following (5-bydrory-3-
pamd by debenmylEiing S-bermylomy-3L2-(N, N-dibhyl- indoje}-alkvlamines and aalts theceaf sre preparsd:
arane}-otiyl J-Endolr, 10der B hydmgen presse of e ug__,.m”ﬁ.u:ﬂubﬂ_.iu «indpda, 5-hydrgr-3-[ 2-(H-
apmemieres, amploying 8 palladivrochercosl catalyet, 30 Bopropylauminel-efhyllisdele, 2-methyl-5-hydrone-3-{2-
arh tfiitzey 3 SOICINEMLAE Quantiry of bydmgen dhloride  WH-PURFLCSTADE) il e, Saydroxy-d-{damine-
theredo 1o prepare the  S-bhydpory-3- (N Neditngl- propyl)-odole, 2od the Nke. by debenzylatloy the fol-
aming) -cibyf)-lndofe brdrochlacde, melting et 213.214  Jowiog (5-alcylbeneploxy-3-fodole}-alkylamiped, Tespec:

degrees cenbiprada tively: 5 - {pora - meibylbenzylony) - 3- [2 - (¥ - benzyd
Anal —Percent cale. Bor CiuleCE: C, 6654 H, 37 mimej-cibpll-indcle, $[pars-propylbenzylosy) - 3 - [2-
195 M, 863 Toud:s ', 66.75; H, £.5%: N, 139 {M-Hoprepyl-N-bebrylamina)-eabd1-indols, 2-methyd-5-

E&Eﬂﬂ&&aﬁ_..-q . -
Ewmple T Sutp o d-Ue N RPN pragyll e e T A ) o)
el and gaite thereof propyl]-inddle and doe Lk,
[0 =spzndelly the seme manmar i I 1,
M..m_u_.___._.anu.u#ulﬁ,qu_ .Eﬂﬂ-uﬂ.ﬂah«%@aﬂﬂﬁﬂ&?ﬂﬂpﬂhﬂﬁ. i Example J0.—S-kydroxy - 3 - (2-drmdnoethyf)-dndole ond
pared by deheorylatieg S{perspar’-dimsthocybenzhy- saler thereof
&r¥lony -3 3 {M-methylamino)-propyl -indobs, st At- In essendially the saniw annsT 83 gives in Sxempls 1,
mesphersc prese in the presence of bydregen, anplol- Shydroxyf2-amipoethyl)-ibdok i prepaned By de-
ing 2 palladium-chereeal cutalyst, and 2dding a gtodchi- 43 batylating 5 - benahydrylexy - 3 - [2-({N-banzylamiog]-
odedtit quonficy ol Pric agid thefes o prepare the s )-igdide, under 3 hydrgen precture of fve Almos.
Sshydroxy-3-[3-(To.oerth ylamino -poepyd Jdndole  pjcste, rherey, coploying & prlladivc-tades suifste ortlys,
In te same mrsoosc Wbe following (S-hpdroxy3-  20d xdding 8 sdchiometric JRANSLY of hypdropes chlaride
indcle)-alkyinmipes 4wl saley theyenl e prepured: = therete i prepars  the  J-hydecoor-3. [ 2aooinoachyl)-
Rydroxy-3-[2-( M N-dicycloheryiaminn ) «edbyl FHodats, 5 5 dndole hpdrochlovide,
o 3-{ 1-propyl-2- (M - ethiyl - W - eyclthexylamdng}- In the sams macmer the follawing (S-Bydraxy.3.
1ndede, 2.pro@rl - 5 - hydoomy-3-( 2-amlaoetod ] o indole)-alkyburiner amd i thersof == Preparsd:
ddle, Fhpdomey-3-faminoabyli-dols, Shydsocy.d S-hydvomy- 3 LI1-(H - orinpenl- Haedylumant) eimll-
nugﬁ.rﬁghwﬁu#uﬂnr and the like, by de mdcls,  S.hydeooor-3-11-mthyl - 1 - (3, N~Gpbenyamingy .

e - H oxy-3-[2.(N- -
3 pauu pare’ - Smednoryoetrydr oy - 3 - T2, efhyiaming}-othdl-ndoke, Foemzhydraxy3-01-ethyl2.
bearylamino}-wiidi-iodols, 5-{pae-riroytenrybomy )3 [N, N-giphenyiaming )-cthyl )-liode,  2-mebyl-S-benzhy-
[ 1-thy®-2- (H-benzylaming ) -propyd ) indols, and (he k= w&%ﬂ%ﬁﬂhﬂﬁn&w . %P
Examipie §.~—Fpthtl-Firdrory. 3-[2-{N - metkylaming )= P e m etk .H“.,.._ L
b Gty dnd selts Seeat 1] “hwuﬁwmﬂ.wép.ﬂgﬁ I-(M-metbiylami-

lo exwgtiafly the Site mOnee ax given o Bxamgls 1,

2 ethiyl- S-hycrory-1-L N -tuetbylanien 1-erhyl | vdols 18 Exumple 11—2 - methyl 5 kydeaxy-3-(2agmincethyl-in-
prepared by debenzylating Z-srhyl5. [Parapara -dichloro- L

E&hﬂsv.u.nu.ﬂz.anévzgg?nﬁw:- T0 -In eagaatially the same mRDOer a8 given jo Example
indcle, under a iylregmn preszee of T90 atmospheces, I, Z-oethyl-5-Rydroxy-3-f2-aedpoethyl )-dodgle I pree
enploving @ palladlim Wack catalysh, a0d adding & pared by debenryisging -2metbyl-S-beogyloxy-#- (2 [N
stalchloretne quantity of sulforic achd tdecsto ta pre- dibansylamico)-athyl )-indole, mider g hygroges preracs
pares  the 2.-cthyl - ¥ - hydroey3. [Z-(H-methylamino )+ of twe apmospheras, eqplving & peilediem-charcoal
et d-indabs ankEa, 76 cutalyst, apd A0i0g & SokfImEtie gty of goic
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11 12
acid thersio o prepam the Eorethyd-S-hgdromg-3-(2- Beorhgdrebary) - 1. dteleeteooivile,  S-pars pe -
aminncthyl}-<indoks plovale, mehing sl 233335 degrees hemoxybenrhydryloxy )-3-igdoleacabenitrie, aod the I
EnLigrags, 5. (dicyohoalk ylbenzhydryioxy ) 2-indaleacstonitiles, o g

Anal—~Pereenl cale, for CorHavMee; 0, 4%.64, H, 3- (et mets ~Ticychopentylbenchydryloxy ) - 3 - indoke- .

408, N, 16.70, Found: C, 48,60 H. 4.00; M, 1633 & acelaoittile,  3-{pam ppa’-dicyelspenndbenzhydeyiney)-

TIn the same rooer the Z-mecthyl-S-bydoemy-3-{2- FHindodemcetomiirile,  §.fpers,para” - dicycoberylbamhy-
amdnsethyl bindale hwdrochloricds. melting at 2255227 doyloxyi-3«ndoleacetonitily, and e like; S-{diaralkyl-
degrees cetigrade, 13 prepared by escting hydrochboric benzhydrrlozy 1«3 imfoleaceianitoles, e g 3-(parm.pame'-
Ay wilk  the  I-rgelhyl-S-hydroxy- 3-02-eminoetbyl ] - dibenzyibenzbvdeyvioxy b -3-indoler=tonimils,  dod - the
e 10 Hke.

"PREPARATION 1-—5-BENEYLaxt-I-INDOTH A ETONTTRILE BREPARATION I —3-BRIEYTOXYTEYPTAMINE AND Acm

ADNTIOH SALTS THeRECE |

_ An elher sglutizn af S-benzyloxy-3-indoleacetonitrile,
9 obtaiged 82 io Lbe above prepamtion, wis added 0 a

To 2 Grignard reapsnt prepared froqp 428 grams
iu.._.uu mole) of methyl indid= aqd 2.0 grams of Dubg-
oeEinm io 200 midtliers of ether was added a saluiion af
5.5 grams {D075 mols) of 5-benzmioxyiodale fn 200 mili- soliing 0f 3.7 grame (01 mods) of Hthium aluminom
lLiters of other. After hestiog goder cefiox for thicky hrdelde in 400 militoes of anhydoogy e The
minotet, the mithirt wis cooled i an joe-Bath and to b mixture Wan heated yodet relur for one botie and hydro-
wiy added & solmon af three prams (004 mals} of _ lveeet by the sddiion of #A0 millifitery of sther sarirated
Breehly digtilled chloroaceisribily. in 100 millililers of 2 with weater Eollomed by Ffty milliliters of fve paccent
etfier.  The mixfurs weg heated vigerogoly under yefiy 3goeoud eodiom hydrexlde solofen,  The- sther layer

* for two and one-beif bewrs, coolrd sud hydrolysesd by Was denicd and the agoeie alaline pealdue wos .o

the additinn ot & Sbation of bee malititers of ol sesie Lol with seaal 30temillibde pevions of thicr. The
acld and pincty miliiliters of water. The ather Jayer ,_ other solutiony of the fres Shemryloxyteypaming were
wae separated o the adquegus La¥er was exlracisT with = tombimed end washed with dilnt= gqoepils sodiem hy-
#veral portions of ether  The combined ether 3alo- drrtide solrtion and with woter, whereafesr the free 5.
thoms were wathed sucorssively willl macer, sxliom car- teeyloXvirypinmine was sboken with an equimelecular
bogsie toliction 8nd war=r, and. deisd over potasiom  portion OF five peroenr bydrochloric agd. A coystaliioe
carbémate for at Ieast 24 houry o give an ethems]l 30fu- precipiate of Fboteytasytryplmine hydrochlorlds sepa-
tion of - hepryfoy-S-indoleaceroaitrile from which tie ¢ misd god way wmoved by flwmtion; yeld 5.9 grams
degred S-bengyloay-Hindodearatoldiril is ohtalned by {44 perezot bawed on FBttdylosyiefele).  After twa
Evaporetion or gther convenlioon] proceduee. reorystallizafiong feom sthanod-marer, ihe -Fhbenzvhuoe

- Orber representative S-benzvioy-3-mdoleacetoaiteibes . trypiencine hwdrochlosse= melted at 248280 deprees’

3 centipmds wiih decompoaifhon . .
by uwting the approprizte Sbineylavrindols, ave Salkyk 5 dnefycd—Caloulated for CrHu{INe0: €, 5745 H

benryloxy-I-indgleacerovitrlles, ¢ §. S(pars-methyls 632 CL 117 N, 920, Pound: C, §7.26; H, §34; €1, |

Euﬂa._.wnu.._bmn_.ﬂhﬂuﬂmﬁm? 5+ { para-progy (hezyl- 1L7E; H, &N,
057 y-I-indnignatindieie, 5. Coretcirpre e AT Ot CEETEEIAETE SArTEATRATYTAmnes and Tasr
u.u.uua_..ﬂnhnnuhﬂun,nnnEa_nrn.,u.ﬂﬂh_ﬂ._vg%.u-.ummpﬁnhanmaniwﬁﬂspwunuﬁmi?aﬁu&:w

© imboleatetonioiles, = g, S-(pass-begmplbenzyioar)-3- M the ssme manncr, by wsing the appropriste J-temmdony-

indolegoeieanitrile, - {pira - pheprlpropylbeoeyloxy 3-3- Seindelsacaonitrile, are  S-akylbenzyioxFEYplamines,

indalemertonlirile, amd the Hie; S-cyclonlkytbeoylooy-3 e g, > [(Eam-mobhylbenrylory) frygpiemine,  Fimels- -
. indoleAckiomiiriles, & g, So(pamecrolobexy]beney]oy - etfytbertyboxy pmyptamict,  S-(ortho - bur¥benorony)-

inda]maceronhrile, 5 - {mets - epchapentboney boayt-3- Inyplapies, and the Jike; S-arallylbepzyfoocriryyrian e,

Indoleiemtomitrile. and the like: Salkarybenzyisuyd- 43 o g Spam - benrgbenzilony} - eyptasine, S-{pars
.aw&ﬂﬂﬂ&ﬂaﬂ‘ £ §. S(pare-meabewybopzylo®yl - phenylpropyb=arylony}ryplammy, and the Ble; Scyclo-

T-indolemcstonlirde, 5 (PATE-propofybenzylony J-Tdndols-  abkpibenT¥lony-typlamings, ¢ g, S-(pam-cyclobedy].
acaonirile, aod the liks, S:halobensy osy-3-indoleacetoni- benzylasy )-oyplamise, S-{para - cyctopearylbenzyloxy)-
toles, 8 g, 5-[meta-brooobenzybony }-3-islaleacetroni- myptamise,  5-(mela - cyclobexylbenzylozy ) soypinmine,

. ivile, F-(para-indobenndonyy-3-indalsacstonline, apd e 0 and the fike; Falkoxybenrtloxyioptamines, € ¢, 5-(pama.

{ikn: 5 - benzhydrytosy-3-mpdoleaosbanirile; 5 - {g-alkyl- methoxybeazylocy]-trypaming,  3-{pach - Shoxybenzyl-
benzyloxy ) -3-mdoleatztonlieiler, o, &, F-(o-methylbenzyl-  oxy)-tryplimior, and be Ghe;  T-habobea2yleconmypt-
oxy T l-indaleaosoninids, Hu-ocdlborTilone) Hinkobn-  amimes, % %, Soipam-dloeebhoeyiexy)-ryemen, 5.
acetomitrle, aod the Mhe; S-(ooopchatodbenzvioa b-2- {para-idobenrylony }-ryplrmine, and the Ik J-bens-
indolcacetomililes, €. g 3 (o - qyclobutylbemmdoxyi-3- 5F bydndonyicypteming  $-{a-alkylbenzydony }-lnptamines,
indokeacetonittide, J - { & - cyclabexylbenzviony }-2-idole- = g, 3-fe-mefiylbedeyloxy) - yyptamint, 5 - (o -
Bcetemirile, $-{o-c¥tlopentybennyiony ) -3-indoleacrioni prapyibearylony ovpinmine, and e Lk - [e-cpc-
tride, and the Koo S-balobemhypdrviozy-hindolescelonr- allylbartitoxy -tryptamines, & g, S{a-ciclsbesyibennd-
triley, & g, $-{paeciodobenzhydrylony)-I-ndedsacepmi- axy)-opptamine, Sofe-cyeopeatylbemylony - T¥Hamine,
trlie,  5-(pmra-bromebenriodryloxy )-3-indoleacetonimie, M oand the like; Fhafebephrdryloxyieygtawines, . ¢, +
S-pare, para‘-dibroobenshydryloay} - 3 - Jadodeeecioni (para-chlorebenzhrdrylory \inyptamine, S-{pacz-bromo-
trile, Speara,para -Eichlorobenzhydrylony J-1-dndaleaceto- TenzindrFlery -tryptamins, S(parn, pae’-dchiacabenr.
nitcibe, and the Uke; S-{c-glkylalkylivmoioxy)-A-dndol=  hydr¥loxy}-rFplamine, 5-{para pars’ -diomobenshydryls
soebanbtles; e g, 5-(a-wethy] pam-methylbemzyloar)- - 0y trypiemdne, and the e 3{o-alkyl-atkyibenzylonyl-
I-imdolegcaronirily, §-(w-benyl - paresmethylbeindory)- & typADntes, & g, $-lo-ostydpare-metolbnsylonr)-
3-dndelenceionitribs. 2nd the ke 3-{s-cycioaliyiiaks Lyplaymine, 3-[e-stby] - para - soathylbencyloxy j-toypl-
brmerloxy) - 3.indalenscetonlivies, e £, S{e-cyclohesyl aming, amd the Llbe 5 - pcloalkyihabibenzybony-
varrbinmobarattony ) - imloltaonentoie, aad the 1Tke; WYPEmIRE, & g, Ma-<¥eiopentyl-para-chlormbeny]-

(parepara” = dimethylbenthydrylosy) - 3 - iodaleacsto- 70 OYpLzmines, £ £, 3-f pars AR dimethyibenhordil ooy ) -
nitrie, 5- {pars pors” - dhexylb=ozhydrybony }-3-mdile- iryptamifre, 5-{Dare para‘-dinetylbenzhydryLoxy) - (oypt-

S-( Ak ylbenzhpdrykoxy ) - Lindodeseotonitrdes, ¢ .o 3- &y }-tryplatine, and the ke Fdialkylbepzhyarviony}- -

adetemitrle, I-fmets metn dicthylbeashydrdory ) - 3 - in- aming, an0d the Jike; $-(dlalborybegzinediylony)-rype
© Bmdoleacetoniug=s, € g, 3{pduapaa-dimethozyben. trypramine, J - (parapsra’ - distheoybemrhydrploy -

Soteasamannrile, atd the like; 5. (diz0oomy banrhyd oy k- amimeg, B, 3+l parepars-diowthedyhenzhydrdooy -
hydryloxy ). 3-ingolescttomirde, J-(pata,pars” . digthoty- 75 irypmint. and the s, $-{dacyclaniopbaoahgdeybamy -
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0xy-3- [ T-({ M, M-gibearylaming) cchyll-indols by ke ac-
dor af Bydrogen In the preveace of 4 palladinm catakyst.

W3, W opuenes for bk prepagmtion of S-bylmoage
mypamloe and gddition salts theregk, the siep of debe-
zylating 2 vampound sekected frqn S-benzyloxTirypeming
sl acid additeon sty therenl by reactiog 8 S-benrybory-
iypmime Witk & debepEylrting sgeol w0 produce 8 3-
bydregyyEmine.

4. It B procsas for the pooparstioe of S-hydroxy-
s and addbion Sin thereol, the step of cargiys-
cally debemylating & compoand eelecizd from S-bearyl.
Bayirypiatioes apd acid addilon siby thereof in tha pres.
enck of hrdrogen ro producs Fhndroxytop tumine,

15, In & process for the pmparation of S-hydrogy-
ryptamise and addricn chlts themmgf, the Eep of de-
brozylating n compopnd scheied fom S-henzybooy.

R Oe B dord AASTOn B Yol o produce -
h‘fﬂmxylrnmm:.uc By be action of hydroges o fhe
presencs oF 2 palladfiom catalyst.

I6. ¥y & pooceds far 1om preparatom of S-bydroxy-
yplemlos 2d pddition 23t thereof, the atep of des
benzylatmg 3-banzvoxyaymmmine to prodibce 3-hydioey-
ypamioe by dhe sobos of bydmpen in (be presmon of
% pallpdians cacslesd

17. [ & DIofeaa foor the peeparation of S-hydroxy-
tryRamits od wddifon salt thecesd, the stepe of redoo-
ing the mitrle grong oF a S-bexcyloxy-3-lndolescemnirile
1o an amice g with & Haliting agend seleted tm.m

the pressmee of hydoogen o producs S-hrdmrtr?plzmtrc
13, Ip & procem for the peeperadon of
Wmummmmmmautm—
ing the oierle gpewp of S-benzvioxy-3-indolescmionigile
I an amine proup with & medusieg pgent selected foum

bmfm3 mdolumun{uﬂ:. mdn:mg the nitrile group

of the $-benzdaxy-3-ndeleactonitrile with a redocing

mrwlﬂcwdfmmfhenwpmm:almalﬂh}'drdﬁ

aoel bydyogen in the preseme of 3 hydrogenation catal _m

I prepmye » Sbenzylonytryptamine,. pod catalydenlly de-

benrelaiing the S-hednrrioypmmios it gomeee of
AFiyptambng

20k

o

a%
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coialytically debeneylasiog the §-beazylecyuryplamine m
the presence of bydropsn 10 prodocs S-hpdroxyrypes-
e

I1. In 2 process for the preparadion of (hpdraxy-3.
indoled -alkylamines including salts thereok, the Step of
debanrylating 2 (henzyloxy-Hodole ) alkylamine having
the formoks

B

fecmae omet
xoHO
- R

&

5 whereio X i3 wlected From the proup conddsting of

phenyl, hatogbewyl, lower atkoXyphenyl, aod lewer al-
ey, ¥ = ghechd mom the grnup coosisnag of
hydrug:u, phenyl, halophegyd, lower alieoypheny[ wed
lower atkyipieoy], Fi and B are salacted fom tie group
cansighing of byvdrogsn aod lower alkyl, » is seherded
from the gl consksiing of 240 and ope, aind 2 i an
pmine radical, with n debenzylatng ageor 12 produce
: 3':; n ].'-Pm!-indobei ﬁtwm- Gom o Ry
o L Xy
indnfe ] -aloyiamines Meluding srdts iDereot, the steps of
mdnwin; & cosngroamd gelected from the group comsisiing
S.bengylory-FHmdoleatronitries and { baarylomy -3
mdulc}-alkann}'l'amﬂ:s with 3 reducing agept selecied
Eom the group cooisting of Petal hydelder snd hydm-
gan in the poevence of 8 hydrogenstion ceralyat $o pres
pan = {beaylonyedindchkey-aliyleniae, wod coimbyd-
cally debepoyipting the {iens¥loxy-3-ipdole )-plkylaming
In the prescce of hydrogen 1o produce g (hydroxy-3-
jodole J-alkylamine.
i ;n;pmmr:hap;pﬁm Mm
Indodey-aikyiamines ipeleding LA
mixing & beotyloxyindole hawing the facoula;

Kiﬂ'l:l }_g

wherin X @& tebected from e goop copicteg of

eyl balopktTit, ipwe oI, and 1o Wi
phenyl, ¥ & ®lectad froum the groop condsiog of hy-
droges, phenrl, balophenyl, Jower afoxyphenyl, and

sistiqg of hydeogen eod lower 2yl with o Orgnacd
m.gaqf,m;ﬁnglhcﬂnn-pmwmdbmqlh;ynﬂulmag—
neaime balide with 8 camponnd lected from e groop
condaing of 2 htdotianopiantde. aod v LEoAt b T
to produce 3 compatnd slected from the groop coaciyt.
irg of 3 (benzvloxy-B.ivdole}-afkanoylamils and a 5
berorylory-3-mdclcacetontirfle, educing ihe  tho-pro-
duced coonpenoeds with a vedicing agent ssdecded from
the groop contisting of metal bydcodes and hydtogeg in
mzwniabymmﬂmmmmpmpmu
Poenryiony .3 Avdoled allepe sare, el
benzytating (b (hemerlaxy-3.bdede] -aliylambes ﬂl:
wreemee of Bydvegp o prodoce & (hydroagy-3-isdale)-
alkylimine.

Mo paferegess chied.
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HACEFROUND OF THE (NYENMTION

Croring the fott decsde, the relatiasbip between
mmw-mﬁmmm
kot ham beep appreciated and ipvedigsttd. oy eznm
pl;ltchymnchlmﬂ:ahulﬂmeﬁncw-mﬂm
T-E*H.lrlﬂ Iphennaythenzopepropanamine &

seleciive Joroloin (S-bydronuyptamins)  mpake
llhl.hm presenily pnh;ttwdwﬂuﬂmﬂn:
the treatmery vf

Propanamine iz} i & asbeotive imbibitor of =
T et ctivity, i pwps

romPOGNEN A sy
moany fanghi 10 1L5. Par Nos 4,015,895, 4,754,00%, 104
4314081 & being potent but selsctive blockens of the
upankr of g particulid moocamine,
SUMMARY OF THE INVENTION

The prescat inwemtion provides n0vel 3-aryoxy-3-
tibrtitoted profunsmines which wre potent intribitor of
A sercunain 3 otrepmeEnne wﬂnﬂmcwf
weally, the present imvenikm relaiey mlmpnmduf
the: formuls

n‘—?lmngs

a
Ar

wherm:
RL 5 5Oy cyhialiyl, (hieny], halothicnyl, (2-Cy
alkyfjthienyt, furaayh, pymidyd ar thinsakyl:

X0

sach of Biand K3 independently It iydrogen o methyl;

cach R pdcpendently hllD. C=Cy mlkyl, -3
or Wiflsoronethyl;

nchR Independeatly ulu.‘ln. o=l o wrifluc-

muﬂ,lul;

ahbor]; ued

therect,

The Invention sl providet pharmpeentes) formols-
tlene comprising & coaopeund of the above formids and
¥ phormporutically scceptable carrler, diloeul or exciil
et Gherelor.

A forther sabodiment of the @wathn &= oetbods
far sciectivety inhibiting the opake of seratemn pod
itepinephrine, as well g3 for weating o varisty of dio-
ders which have been Boked Lo decrned neunorkas.
wigin of serotonin and oopepil = mammal
{oclsding shesity, deprestion, aleqbeliam, pain, bogs of

3

io

14

15 §

&

1]

2
Memory, asisty, smokmg, wnd the Lve, employing a
wompomd of the nvention

DETAILED DESCRIFTION OF THE
INYENTION

Iny the ghvove forrnoks, e teren )= alliy]
i wiright o branched alky] chaln bearing fpm oo oo
[ carbom stome. Typicad Ci—Cy alkyl groups oclie
wethyl, ethd, ooprepyl, Bopropyl, n-butyl, obatyl,
e btyl and Lty

CrC1 Aloxy reprotenty methosy, ethoxy, n-
PUPOLY oF SOpTODORY.

Haby represents flooms, chiem, bromo o jodo.

When Ar by naphthppenyl, it tam be either 1-naph-
thakny | o 1-naphihaden vl

“mﬂlﬂﬂﬂmﬂuﬂﬂhdﬁu‘mylﬂm
¥k when B! & fursnyk M tam be athar 2doriny] or
F-Fermnyl; whe B i pyridyt oo e cither Tporadyl,
Fpyadyl ar dpyridyl wheo B & chinzolyl, I:mbr
cllber 2-Wogolyl, 4-thinzoly] or Shiszcbyl.

(C1-C Myl whieny] represcnity Iltinnylm;mm-
sobstrucad with w Oy ulkyl robrtihoen.
C1—Cy alkyTrthicnyl groom iclode 4-mathyl-2-thicnyl,
Freatoel-2abienyl, Z-methyb-3-thisnyl, &propyl-3-this
ayl, So-botyT-d-thiesyl, +wethyl thisoyl, 3-methyl-
2thienyl, and the ik

Hukcigienyl repossents & tienyl ring eacmosobstivated
with & kals sestiuent. Typical b
e F-<hloro-24hicn, SEomo-3-thieayd, 24odgs3-
thiemy], S-iada-3.Mrienyl, +Mucvo-Tthionyl, £-byemo-3-
lwpwﬁ'llndlhcm

While ali of the componnds of the presot mvention
wrt believed bo bkl che optake of setatain and oor-
eplnephrine in mammals, there are canain of these cot-
pounds which are prefested for such usca. Preferably,
K} i halowhieyl, (’CL—Cd. alkylpthizny] and sspecially
thieayl. Furtbher, ome of Bt and K2 & hydrogan and e
oftier it methyl, Ii i alse preferred thar thoss com-
pumtwhafdnboth]t!udalmqﬂmtmmﬂhﬂ

T‘h:mpﬂundsqftb:pﬂmtmvmn pirsesE B
cartem pepresanied by the carbos atom
labebed - b0 the idlgwing formik:

ul—%mlnl
o
Ar

A sl the compounds can @xisl 43 the mdividusl
HCTCOIBCmArs 24 well gn the racemic misture Accond.

As poioted cut abows the lnventicn indudcs the
pharmsceutically acceptable acid addition st of e
compognds deikhet by fhe above frmoh, Sloce e
ernpouRds of Uik lovention are sminemy, ey oot Tugc
1n oalpre snd accomtmgly oo with wny anccber of

Irgmnic aod ovpudic goids (0 o phumecewtionlly

acveptable ackl addivion galfs, Since the free amines of
the invemkion e typicaly Til ot roim Lepyperature, i is
prefnohin 1o ottt tbm e attie v Uk TROIE
gronding  pharmacenticafly acotpoable soid wddition
iz, which are routlndy sobid ot rodm e=mporunre, for
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Apsbyris caleoksbed for CoHpMNOaS Theory: O
A2 EY H, 577 N, 149 Foood = € E!'J'O;H.SSI N,
326

EXAMELE .
NaH:ﬂlﬂJ{iﬂphhﬂmyhmmﬁmW'

M'lchhmﬂﬁﬂuﬂmﬁnﬂ)“ﬂm
drmwmarcﬂmndmﬂ'ﬂfNng:;;!{l
napditbalenyl oxy)-3-(2-thira yTIPreFARLmITE I3
000N ol i 100 ml of totwant- The conulting sclotion
Wk refirred cm sl e bl Bowrs and sonled o moom
tetrperatare. The olution wid waibsd (L3N wodivm
hypdrochdn, warar, LN hydeochboric aad, triac), dried 5
v anhydroos sodize mlfiz end conccoieied o
waenn v e TA g ol dhwe cowde cubamate 38 Sodem.
Iryctrocidla €115 mil, 0,058 mol) was sdded to & solotion
of Lhe carbarmaie (2.4 x, 0.0058 mabe) in propyieac glv-

<ol £100 mi}. The mirture wad beated st 1107 C for 75 g

and axrractad with dicthyl etheT. The organic phax: we
wathst with water and iben & satorated sodinm chlo-
rida sclutan, dried aver snhydcoos sodivm sulfste, pnd
conoenieated under vicoom 0 yicld 15 g of m 4l 39
Crystallizstion of the oil a5 the amleie it from ethyl
oot ethancl gave 30 mg (41.3%:) of the lithe com-
pmndulwh‘h:puud:r mp =13 C.-1305" C.
AnslyRe calmlated Tor CHFAnNTE Toawy: G

6200 H, 5.46; H, 362, Foand: C. 6221 H. 5.7, N, 157 30

EXAMPLE 3
W N Drmeuhy k-3 1 -aaphtha e yioay)-3-4{5-methyl-1-
iy e rparictiing: oxalata

A k]
3 Diamsethylardno-1- 5-methyl-2-thienyl)- 1-propaccns
drochloride

neconding to the

prepared
greoeral procedure siclined i Exaoipls 1 emploving oo

Laseryl Smarhyithinphemw st e dtirting materisl to

provide 3L3 g {3745 of a yellow pawder Tollowing

crynllization from socione @ = 45" C-4T° C
Anaiyrs caloulaied for O TNHOS Theary: C

51,08 1, £%% N, 59% Porpd G 154 H 8BL N, 4y

566,
B o2 {Dimetirplarmino ety E - S=methy k2 1hicplens
et

sl procedure st forth in Bx- o
{5-mathyi-2-thienyl}-

- Aceanding vo Lha
ample 1 usng }dhmlh:.l].nnlnu-l
1-grrerhrode hydenehborlde g the stanting material. The
title compound wan oblaincd (F1.9%) 11 1 opagme
cryrtalling sobid wes pmtheciyed mp =665 C=68" O
Analyth caboulated for CpHITNOE Theory: C a8
L6 A, 60 N, T Found: G, 804%; H, B 5 N, 651,
C-hnw!dhslulh:pmmdtunﬂl]rmhhfﬁ:mph
}, mmg eed{dimethnlumincletngl]-Semmerh yi-thla-
mthatend i Lhe ptarting material NM-dnothyl-

s
Hl-nlphhlmymr}}{!-mﬂﬂﬂl-}ﬂlﬂrmw )

mime waa prepared. The crode Teteril wm chromaio-

sraphed over sitics gel {cluznt-methylens chiorids/me
thancd} b wield 14 g (25507 of 20 o, Crysalization
Ty e¥orh aeeiue o) of w weadl portion o e e

a2 ibe puplate wal guyve the Sl compmmd s yelbow 55

crysial mp =151" C.
Analyct cabeuluted for CnHasHDeS Thewy: C
63.9%; H, 6.06; W, 1.1%; Found: C, 63 36; H, 5 84; M, 3.33.

* ride weeonding to the genemsl
Crymtallizetion from hexapes yickded 1138 g {5375} of -

]
EXAMPLE 4

MM -Dimethyl-3-(1- uphth;hrulm}l—{!-—m:hyl—t-
thisnyDipropanemine oxalsts

A .
A-Dimathyiamino-1-{ +methyl-2-thienyl)-] -propscas
Byptrochkrld
The tithe compownd v

Eeoeral
Fotpettry |\ Bptptene wi the siarting awterisl. The crode
matcrial ws cryvtallined from westoos 18 pravide 434 £
(8.7} of the title compornd 25 3 white powder. mp
= 15T Ce 158" C.

Analyir cideubiced for CobheCINOS Theerye C,
§13B:}L6.90:N £.5%. Foand: C, S1LEL 7. ML N, 5.82

n n{}mmwmmﬂwww

The tithe compound wey pat Iplrﬂdﬁuni-dmelhy!—
nmine- | { Fmethyl-2-4h ropumian=  hydrechio-
: m}-;nwdmnl'ﬂmpht

w0 opague crysalline aokd op =415 G425 G

Analysa caleubieed for CwHpNOS Theory: O
6025 B, $50; N, 7.03; Foond: G 60,80 H, £ 13 N, 6.56.

C. Crode NM-Dincthyl-{1- mpl:ihlm!'lﬂlﬂ-}(}
metiny]-Z-thicay] propansming Prepancd acoetding o
the peoery] procedom: ootlined in Fxxmple 1, wai chite
mutopaphed gvey gilica gel (Hentaorthyloes shiar-
e methazed) b yhakd lﬂ.i;{?i«.ﬁ}ﬂlﬂu&] The cil
wit converted to dee oxalate 3l and cryellized from
ethid sczuie/methanol fo give & white powder. mp
=147 C~141" C.

Analves calculuted for CutHnNOSS Theory: G
6359 A, 6.06: N, 1.37; Foumed: T 63.85; HL 60T; M, 1.40.

EXAMPLE 5
N, M-TRmeth 34 L-miphtiabenploay -3 Schlorn-2-
Wiy Trpanarmioe. oualie

A
FDrimethoylumine- 1 -{3-chlpro-2-thieaylp |-propangones
hydrockloride

The tile Dmpﬁ'und.wupo‘;l]_:l‘?dmﬂ;g lnilu;_
pereern] procedare of Exam aing 2-acatyl-

a 1he materinl, Crystallirsticn
from scctone gave 1455 g (10995 mp - 1700 C=1717

o
Ambycx ckulied (e CpHizCNOS Theooys G
4253 H, 5.4 M, 5.31; Foend: 42000 H, 325 N, &30

B. o= [2{Dimethyjaminc ety 5=chitroe 2 dhiophme
“ meetharc]

Thres prama of ihe ke compound were peopanad
fron  3-demetiylaming- 1 {5-chlone-1-thieayT)- 1-props-
wone hrdrochioride aocording o the geaeod proceduore
of Ecample 1 following crystallizsdan fom bessns
(38.6%) mp =76" 0T

Annbymia catculated for CHLWONOS Theooy: G
4520 H, 542 N, 6.37; Found: & 47.37; FL 6.65; N, 6.80.

. N, N-Drimethyl- HIWIJW}H;:{MW
TebberyTpsnparamiTe v
thylmmoe b - Schboer mmbinal  a.
mqmmm;umdurcufﬁamphl Tha

wit chromasogriphed over Alics gel
emp]nylng ahethylene chlorite/met il ammonkum

523,269

g
bychromidde w the efuent to ick! 20.mg (5.59) of an il
Crysmllization gF the ¢il & the oxalate w2l fram syl
pomatt/methanal pave 1 brown solid mp o P37
o-1350 O

caloulated For CyHpCTN0ME Theory: & 1

Anshai
57,86 K. 505, W, 1,11; Found- &, 5111, H, 535; N, 3,3
EXAMEFLE &

B M-Dbmeeriy yl 3 fayiflooncmedhyT) D naphibod e yicda-
¥} 3-(2-thimnyTincopanpmine oxalute
Awurdm;mmmnﬂmhmﬂmplﬂl
ming Hrillooroowah: hibalcos 2 2 pdi-
mgmneml, ITg{ﬁﬁ}ﬂﬂEEﬂEmﬂ.ﬁl
tan solid from

cthyl muza‘muhmql mp = 1S O 0T O
Aaalyia vileckast S CoigP G5 Theory: T
;&g&}n«mn 294; Found : C, 5504 H, 465 M,

EXAMELE ¥
N-Methyl M4 riffporomethyl | 1-naphthaly yioxy]-

-thrimny
Accarding v the procedore sot oo b Exaple 2
N.N-chmumrld-[l-(u-tﬁuumuwﬂ-lupmmgnylun
pound, Crysuliirariat Bow wuhyl;mm?
Ilthﬂztﬂll
mmhansd pive 439 mg (313%) of & s pereder, op
=1W C-1%

Analvale cakonbeted for Co2imP 05 Thewry: G,
53 HL 4.4 N, 3.0%; Found,: C, 55.63; HL 4,54, N, 317,
EXAMFLE B

M. H-Dimethyl- M -paphthalen oz T S hicoyly
Propanamine oakabe
A 3-Diestbyhaanino--{-bienyl)-1-propangue
ydm-nllb.:ide

The title compound Wit prepuned acconding to the
procadione of Example | udng Luquﬂnuphmnl
Fraritng maerial CryppFioien oo aatome gave T35

(Rl%}on.unpowﬂnr op - O

yir calowiated for CoHWCINGE Theooy: G
“MHMNI&’H Fomd: C 8631 H, 6.11: N, 7.00.

, Crysuliatem fom diethy]
Hﬂg(‘??%}dt&:hﬂ:mﬂpﬂnﬂu:ﬁhﬂ-w

mmmmm.mm C o
B, B16 N, 7.56 Fomd: C. 534 H, .17: N, 172
i M N-Dimethyt-3-{1-oaphtbaleary -

w}lﬂmum Wat prepmred secording
ibe procette of Faumplke I whhg of2{dame
tbﬂnhn)uhyl]-]mhsmhndn;m
material, Cryvalbizeiion frem efbry] scotabesmethapol
pwi.ﬁlg{ﬁﬂ_aﬁjaftwmm wp ol
T8
Anabyals abypied for CalipMs Themr: o
5263 HL 5.77; M, 3.45; Fouod; C, €3.13; H, 60]; N, 1,51,

EXAMELE 9

MN-Micthyl- H1-naphabalenyboy)-3-(3-thleaylpeopime-
e oakwie

The title compaund waa repared sconrding 1o pi-

oodare of Exmpbe 3 from N N-dimcthyl-3-(i-nagh-
thalenylaay)-34{ - thimylpropanamine. Crysalbizarion

i¥

0

2=

b L)

a5

L]

i3

10
from cthyl acersie/methanol gave 297 g (A1.69%) of &
whits perivder. mp = [48" C-1530° C.
Amalyeds calculged for CapHpMOsE Theory: ©
62 00; H, 545 N, .62, Pound- £, 62 3% §, 5.59; W, 185
EXAMPFLE 10

H,N-Dimehyl-3{4-chlom- 1 -aaphihalen oy - 32
Ly ey amamine o mmlste

To a stirred mixone of 4-chloee-1-maphthol (5,36 §. -

%k .00 mph;m‘“n 01
AR W ¥ B

wol] and 75 ml of tetralndrofena ander & fitogen
armcrphere wab added 45 ol (301 mol} of die
thylezodlcarborylus dreanise, Docarinaal cocling was
oecded bo keen the tompersinie of the restlon micnoe
whow sbwut W TThe mmﬂmmmﬁn

Imted witle wter and the mbciore was basified with 3N

dicthyl ether, aood the OrEENic cxiTRcts wedn wanbed .

Evaporation of the dicthyl ather und memraive HFLC
of the eaidoe ming a allka sohaom with o methylees
chioride/methanc] mdyturs 2 eluant yvidded 3.7 g (3%
yield) of the pare free base at an il The oxalute skt
s prepaers] From the above foen bage by ooating an
cthyl acatate elutlon o the froe baos wAth ozalls acd
The resulting precipitate wis reerystallleed fom cthe-
o o afond colorkess CTyRlL mp o 155 O dec,
Amalyy cabeubsted o CnHpOINOeS Theory: C
ST.B6; B, 5.09; N, }2t; Fotnd: & 57,66 H, 4.94: N, 3, (2

ExXAMFLE 11
N—Hﬂh‘y!-!—(l—tﬁhru*lamphﬂu]mdnw}m
thisny eninamine pxal

Tni.ldrmdnhmmdﬂﬂ-dm:th‘ﬂ-ﬂ-{i—chlnm-l
paphihalenydonyh-3-(2.thienylipropanamies (LK1 g,
%12 mmwel) and 20 m] oF teleme eatad m 25 O pas
sdded dropwise rrichbeoostbod chloroformats {189 g
E01 o). The atirring was continsed ot 837 C For
three hours, and ibe rasulting solution was coclaf in &
ice bath. To the mistge wes sdded 013 ml of 97%
Formic aoid followsd by 025 = of miethylaming. The
miztnre o BHITC] #t OO bemnperatore for 30 oanutes.

Famic phess was driej over anbydroes sodiun sulfate
The voluills sonttiiuedls were cvaporsted onder e
rum o yleld 1 E g (92% yicld) of 1ke crude curtmmaie
x5 a0 oil. T a salusiyn o the crads carbamata 1o 10.0:m)
of OMF wes pdded #8% formic acdd (069 g (-9
mmal). The vemction grlntion was coled to swma 157
. wowder m abivogen aiphere. Zine dos (222 g, 157
mmol) e nart sided i poTHCDY over 3 3 minue

s pariod The mivigre weas sirred at shooe 15* & for one

1]

boor amd then owemnight st room empesaure The
reaction mistore was Tltered through a dntered ghes
Tennel and e Tuosts W Sloed white warer. Tiee
aedlic wtion wes maie bagle warh s ecs cold ammo=
wium hydroadde and thesy wliracted with disthyl sther.
Ther Crgamic eTirce were withed with water followed
Ty w antorabed sodiom chinfide sdution The grgeeis
phase wat dried over wbydrows sodiom sulfute wed




023,269 12 1 5,023,269 "
.m,.,,,,m“ Andl
svaparated yi calovimed for CixEiBOsS Theorys G Aa nolad sbowe, the it
The reticun wad parificd by EXAMPLE If ﬁiﬁﬂi?ﬁﬂNﬂSlFﬂﬂndC.S;anﬁﬂm Mdhmhﬁngm:mwmﬂ?:w“m“ ;}
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Industria y Comercio
SUFPERINTENDENCTA

REPUBLICA DE COLOMBIA
SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

RESOLUCIONN& 2 7 7 3 4
Por fa cual se deniega una patenle de invencmn

t

Rad. PCT/6-121181

EL SUPERINTENDENTE DE INDUSTRIA Y COMERCIO
en ejercicio de sus facultades legales, en especlal de las conferidas en el numeral 38 del
articuto 3° de! Decreto 1687 de 2010,y

CONSIDERANDO:

PRIMERO: Que mediante escrito radicado en esta Superintendencia el dia 30 de noviembie
dei 2006 con el N° 06-121181-00000-0000, (a doctora Alicia Lloreda Ricaurte, en su caiidad
de apoderada de F. Hoffmann — La Roche AG, presentd a solicitud de patente de invencion
titulada “3-AMINO-1-ARILPROPIL-INDOLES COMO INHIBIDORES DE RECAPTAGIONOE .
MONOAMINAS®, correspondiente a la solicitud internacional PCT/EP 2005/0057 34 de fecha
27 de mayo del 2005, para que se iniciara ia fase nacional en virtud del Tratado de
Cooperacion en Materia de Patentes {PCT).

SEGUNDO: Que efectuado el exarmen de forma en cuanto a los requisitos que debe lienar la
solicitud y cumplidas las exigencias legales, se ordend publicar el extracto sin que se
hubieran presentado oposiciones por parte de terceros,

TERGCERQ: Que el articulo 45 de la Decisidon 486 de la Comisidn de fa Comunidad Andina
establece que; "8V la oficina nacional competente encontrara que la invencion no €s
patentable o que no cumple con alguno de los requisitos establecidos en esta Decision para
fa concesion de fa patente, fo notificara al solicitante. Este deberd responder a ja notificacion
dentro del plazo de sesenta dias contados a partir de fa fecha de fa notificacion. Este plazo
podra ser prorrogado por una sola vez por un periodo de treinta dias adicionales. {...) Siel
solicitante no respondiera a la nofificacion dentro del plazo sefialado, o si a pesar de /a
respuesta subsistieran los impedimentos para ta goncesion, la oficina nacional competente
denegara la patenie’. _ '

'CUARTO: Que de conformidad con lo dispuesto en el articulo 45 antes mencionado, se
realizé el examen de fondo v se requirié al solicitante para gue presentara respuesta a [3s
ohseryaciones de caractes ecnico visibles a {olios 331 a 248, formnuiadas enrelacion con '@
patentabilidgad o cumplimiento de los requisitos establecidos por la Decision 486 de la
Comision de la Comunidad Andina, para la concesion de la patente, sin que frente a dicho
requerimiente el solicitante se hublera pronunciade y, en consecuencia, el Despacho
procedera a denegar la patente. .
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Industria y Comercio
SUPERINTENDEMUOCIA

REPUBLICA DE COLOMBIA
SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

RESOLUGION Ne=3 & 7 & 4
Por fa cual se deniega una patente de invencién

Rad. PCT/06-121181

RESUELVE:

ARTICULO PRIMERO: Denegar la patente de invencién titulada "3-AMINO-1-ARILPROPIL-
INDOLES COMO'INHIBIDORES DE RECAPTACION DE MONCAMINAS®, que éntro en
fase nacional en virtud del Tratado de Cooperacion en Materia de Patentes (PCT).

ARTICULO SEGUNDO: Notificar personalmente el contenido de la presente reselucidn aia
doctora Alicia Lloreda Ricaurte, en su calidad de apoderada de F.Hoffmann-La Roche AG. a
quien haga sus veces, entregandole copia de la misma y advitiéndole que contra elia
procede el recurso de reposicion, ante el Superintendente de Industria Comercio, el cual
podra ser interpuesto en el momento de 1a notificacién o dentro de los cinco 5 dias habiles

siguientes a ella. .

NOTIFIQUESE Y CUMPLASE
Dada en Bogota, D.C., alos 2 5 N 200
I LS L

EL SUPERINTENDENTE DE INDUSTRIA 'Y COMERCIC (E)

1 LA

e

i i

PR " P e
. GYANCARLO MARCENARO JIMENEZ

Doctara

ALICIA LLGREDA RICAURTE
Calle 72 N° 5 - 83 Piso 5.
Bogota D C.

202021 ,
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