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Solicitud de Patente de Invencién Titulada: “DERIVADOS DE AMINA CICLICA,
PROCESOS PARA SU PREPARACION, Y COMPOSICIONES FARMACEUTICAS
QUE CONTIENEN LOS MISMOS”

Solicitante: GLAXO GROUP LIMITED

SOLICITUD DE EXAMEN DE PATENTABILIDAD SEGUN
EL ARTICULO 44 DE LLA DECISION 486, GACETA No. 571

1. IAN RAISBECK, mayor de edad y vecino de Bogot4, D.C., identificado tal como aparece al

'pie de mi firma, en mi condicion de apoderado sustituto tal como consta en la sustitucion adjunta,

respetuosamente me permito solicitar que se examine si la invencién reune los requisitos de
patentabilidad previstos en la misma, dando cumplimiento a lo establecido en el articulo 44 de la
Decision 486 de la comision de la Comunidad Andina de Naciones. Adjunto recibo por el monto
de $404.000 pesos para cubrir la tasa correspondiente, segin la Resolucion 36155 de 28 de
diciembre 2006.

Atentamente,

$lon (Gl

J. IAN RAISBECK
C.C. 79.376.996 de Bogota
T.P. 135.799

Anexo:  Sustitucion
Recibo por $404.000 pesos
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C.C. No. 79.782.747 de Bogota

OLARTERAISBECK

OLARTE RAISBECK & FRIER] LTDA.

Sefiores

SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO
DIVISION DE NUEVAS CREACIONES

E. S. D.

Expediente N° 05-112.548

Solicitud de Patente de Invencién Titulada: “DERIVADOS DE AMINA
CICLICA, PROCESOS PARA SU PREPARACION, Y COMPOSICIONES
FARMACEUTICAS QUE CONTIENEN LOS MISMOS”

Solicitante: GLAXQO GROUP LIMITED

SUSTITUCION DE PODER

CARLOS R. OLARTE. mayor de edad y vecino de Bogota D.C., identificado como aparece al
pie de mi firma, en mi caracter de apoderado de la sociedad de la referencia, respetuosamente me
permito manifestar que SUSTITUYOQ el poder a mi conferido por la mencionada sociedad, en el
doctor J. IAN RAISBECK LLINAS, mayor de edad, domiciliado en Bogota D.C., identificado
con la Cédula de Ciudadania No. 79.376.996 de Bogotd y portador de la Tarjeta Profesional No.
135.799 del Consejo Superior de 1a Judicatura, para que sea €l quien en adelante asuma el tramite

de la presente accion.

El apoderado sustituto conserva las mismas facultades del principal.

Atentamente,

T.p. 74.295delC. S. delal.
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Industria y Comercio
SUPERINTENDENCIA

DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No. 05-112548

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION
FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 571 DE
FECHA 29 DE DICIEMBRE DE 2006 EL TERMINO HABIL SENALADO POR LA

LEY EXPIRA EL 28 DE MARZO DE 2007

NOTA: Dentro del plazo de los seis (6) meses siguientes a partir de la fecha de publicacién
en ja gaceta de Propiedad Industrial, debera soclicitar y cancelar el examen de
patentabilidad so pena de que la solicitud caiga en abandono, de acuerdo con lo
establecido en el Articulo 44 de |la Decisién 486/2000.

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS.
S NO X
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SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO '-
DIVISION DE NUEVAS CREACIONES

2020
Bogota, D.C.

Ahogado
Carlos R. Clarte

ASUNTO Radicacion 05-112548
Tramite 011
Evento 379
Actuacion 430
Oficio L
Folios 009

Patente de Invencion [X] Patente de Modelo de Utilidad ]

Via Nacional ]

Via PCT {fase nacional) [X]] Cap.| [] Cap.li [X]
No. Sol. internacional PCT/EP2004/005005

Fecha de Presentacidn Internal. Mavo 7 de 2005

Como resultado del examen de fondo, realizado con fundamente en el articulo 45 de
la Dacisién 486 de la Comisidon de la Comunidad Andina, se le comunica:

1. Documentos estudiados

1.1, Descripcidn: Folios: 133 a 262 (como se radicd inicialmente)
1.2. Reivindicaciones:  Folios: 263 a 267 {como se radicé inicialmente}
1.3. Prioridad: GB 0310724.0 de Mayo 9 de 2003.

2. Objeto de la invencion

» Titulo de la solicitud: “DERIVADOS DE AMINA CLICLICA, PROCESOS
PARA SU PREPARACION Y COMPOSICIONES FARMACEUTICAS QUE
CONTIENEN LOS MISMOS”, folio 1, campo 54.

« Elobjeto de la presente solicitud de patente de invencidn consiste en:

Reivindicaciones 1-10 y 12: Compuesto derivados de fa férmula (1).

Reivindicacién 11; Un procedimiento para preparacion de dichos
compuestos.

Reivindicaciones 13-14. Uso de los compuestos en medicamentos y

_ tratamientos.

Reivindicacion 15: Una composicion farmacéutica que los contiene.



3(}3
i problema planteado en esta solicitud es la necesidad de nuevos compuestos
utiles para el tratamiento de trastornos del SNC y trastornos sicoticos (folio 133).
Para solucionar este problema técnico la solicitud en estudio proporciona
derivados de amina ciclica de férmula (1), composiciones que los contienen,
procesos para obtenerlos, métcdos de tratamiento y usos en medicamentos y
tratamientos.
» Lainvencion se catalogé en la categoria C07D211/34, segun la Clasificacion

internacional de Patentes {IPC).

3. Excepcion a la patentabilidad (articulo 20 D486 literal a)-d))

s La reivindicacion 16 presenta un método de tratamiento. Segin la decision
486 los métodos de tratamiento no son patentables,

» Por lo anterior la reivindicacion 16 no pueden ser patentada.

4. Reivindicaciones relativas aun uso o a un segundo uso (articulos 14y 21D
486)

e En {as reivindicaciones 13 y 14 se presenta el uso de los compuestos en
medicamentos y tratamientos, respectivamente. De acuerdo con la decision
486 el uso no se considera invencién y por lo tanto no se le puede otorgar
patente.

o Por io tanto las reivindicaciones 13 y 14 no pueden obtener patente.

5. Determinacién del Estado de la Técnica

La fecha que se ha tenido en cuenta para determinar ei Estado de la Técnica es
la fecha de presentacion de la solicitud prioritaria Mayo g de 2003.

Teniendo en cuenta la fecha indicada se realizd la busqueda en ¢! estado de ia
tecnica de documentos relacionados con la solicitud encontrandose los
siguientes documentos mas relevantes:

“ N° ! Documento ! Titulo Fecha de

publicacidn
- 4-SUBSTITUTED-4-PIPERIDINE
W09925685 CARBOXAMIDE DERIVATIVES 1998-05-27

. D1
!h)z : wWO02083134  : ARYL AND BIARYL PIPERIDINES 2002-10-24
. USED AS MCH ANTAGONISTS

6. Analisis de patentabilidad (articulo 14 D486)

6.1. Nivel inventivo (articulo18 D486)

s Enlaprimera reivindicacion se presentan compuestos derivados de la amina

i FIY e e b o i e Ly ey bl 1 o pm ) g 1o o) o e
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+« El estado de la tecnica representado por D1, presenta compuestos de
estructura similar segln la tabla siguiente.

: CARACTERfSTlCAS TECNICAS ESENCIALES

SOLICITUD

un co{*—ﬁbuésto de formula (1)

D1 [W09925685)

D2{W002083134)

Un compuesto gue tiene la
férmula (i)

Un compuesto de farmula (i)

| * RZ R R, Ar
A . _

‘ R T e R1\LfN\/ 0 Rt R® NﬁR;

1 .(I{z I

' Donde: ' Donde: Donde:

| R1representa H ..
' nes1-2;qes1-4;resl1-2

i R6 reprasenta H @ (CH,).R8
{R2 representa H, ciclpaiquilo

L es CO, OCO, NRCO, 502, ...
R1 es alquilo €1-10, alguinilg, ...

R3 se selecciona del grupo H,
alguilo, cicloalquilo, alquiio
sustituido con cicloalquile o alcoxi
o CF3...

puede ser

~ N

L S
D

|
|
|

R2 es un grupo seleccionado de
R1

Arl se selecciona entre

ki,-‘\& R?"V}’*
foge A Lt e
Oy ey
l??’h-r& --TS})
L or u;}\n‘
Ka¥ B;

I R2 representa H ¢ alquilo Cy,
|

R3 es H, alquilo C1-10 ...

R2 es H, alquilo o alquile sustituide
ton cicloalquilo.

r R3 y§4 Fépres'e'ritan
. independientemente H ¢
alguiio C,.4

X es un enlace 6 CR6R7
Z es COOR,
R4 es H, alquilo C1-10 ...

Z es RACO, R4502, RANR2"CO, R4 y
R4QCO { R4 es fenil sustituids con
R7 o fenil alquile sustituido en el

1
i

R5 representa fenilo sustituido | RS es H, alquilo C1-10 ...
. por 1 a3 grunos seleccionados |

enire trifluorometil, alquilo

C1-4,CN ...

fenilo con R7)

La principal diferencia con D1 es que esta solicitud menciona sustituyentes en
el Nitrégeno de! piperidilo, diferentes de aquellos mencionados en D1. Sin
embargo las opciones propuestas en la solicitud son similares a las propuestas
en D2, sustituyendo en la misma posicion del piperidilo.

Las sustituciones de! grupo piperidilo reivindicadas son evidentes para una
persona medianamente versada en la materia (basado en D1), asi como los
sustituyentes en el extremo carboxamido de la molécula (basado en D2). Las
modificaciones sugeridas a la amina ciclica (piperidina en D1 y D2} pueden

considerarse obvias por derivarse de manera evidente de las sugerencias en
D1yD2.

Para un experto en la materia en conocimiento de D1 y D2 seria obvio
combinar las ensefianzas de estos dos documentos, por lo cual no puede
reconocerse nivel inventivo a la presente solicitud.
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7. Conclusién:

Los requisiios de patentabilidad de ia presente solicitud se encuentran afectados asi:

[ e | o | Reivindicaciones | . -

N i Documento N | afectadas Requisito que afecta _“

! L1 | | WO9925685 l Reivindicaciones 1y Nivel inventivo H

I ! ] \ dependientes (2-10; 12;15) v .

WO02083134 Reivindicaciones 1y . e . \ﬂ
2 i

| D2 | | dependientes (2-10; 12;15) Nivel inventivo ||

En cumplimiento del articulo 45 de la Decision 488 de la Comision de la
Comunidad Andina, se le indica que debe dar respuesta dentro del término de
sesenta dias contados a partir de la fecha de notificacion 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 concesién, se
denegara la patente.

Notifiqguese al presente ofici nforme alo dispuesto en el numeral 5.2, literal e), del
capitulo quinto del tijlilo grﬁogfo de la Circular Unica N° 10 de 2001.

ALiX CARMENZA CESPEDES DE VERGEL
Jefe de Divisidon de Nuevas Creaciones

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

16

CONCEPTO TECNICO EXAMINADOR TECNICO
H No.3081 | Cédigo No.202074




PCT WORLD INTELLECTUAL PROPERTY ORGANIZATION
- Iitcmational Bureau

INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

‘ (51) Internationa! Patent Classiflcation © ' (11) International Publication Number: WO 99725685

i+ COTD 211/30, 211406, 211/60, AOIN LAl [ -
43/40 ’ (43) International Publication Date: 27 May 1999 (27.05.59)

; (21} International Application Number: PCT/U398/24513 l (81) Designated States: AL, AM, AU, AZ, BA, BB, BG, BR, BY,
! CA, CN, CU, CZ, EE, GD, GE, HR, HU, ID, IL, IS, JP,
' (22 International Filing Dates 14 November 1998 (16.11.98) KG, KR, KZ, LC, LK, LR, LT, LY, MD, MG, MK, MN,
; MX, NO, NZ, PL, RO, RU, 8, 81, SK, SL, TI, T™, TR,
: TT, UA, US, UZ, VN, YU, ARIPO patent (GH, GM, KE,

(30) Priority Data: LS, MW, 8D, 8Z, UG, ZW), Eurasian patent (AM, AZ, BY,

0006591 ¢ 18 November 1997 (15,1197 US KG, KZ, MD, RU, TJ, TM), European patent {AT, BE, CH,
9727140 23 December 1997 (23,1287 GB CY, DE, DK, ES, Fi, FR, GB, GR, IE, IT, LU, MC, NL,

PT, SE), OAPI patent (BF, BJ, CF, CG, CI, CM, GA, GN,

GW, ML, MR, NE, SN, TD, TG}

{71) Applicant {for all designated Strtes excepr {75): MERCK &
0., INC, [US/US]; 126 Rast Lincoln Avenue, Rzhway, NJ
07063 (LUS). Bublished

With international search report,

(72) Trventors; and

(7%} Inventors/A pplicants (for IS only): DELASZLO, Stephen, E.
[GBLS: (US). HAaGMANN, William, K. {US/US]; 176
Ez:: Lincoln Avenie, Rahway, Y 07065 (U3).

{74} Common Representative: MERCK & CQ., INC.; 126 Hast
Lincoln Avcnue, Rahway, NJ 07063 (US).

- (54) Title: ——SUBSTITUTED-4—PIPERIDINE CARBOXAMIDE DERIVATIVES
[ (57) Abxtract

4 -substitutec~+-piperidine carboxamides of Formula (I) are antagonists of VLA—4 and/or w487, and as such are useful in the
inhibition or prevention of cell adhesion and cell-adhesion mediated pathologics. These compounds may be formulated into pharmaceutical !
¢oinpositions and are suitable for use ir the treatment of asthmu, allergies, inflammation, multiple sclerosis, and other inflammatory and
I autoimmung disorders.




WO 99/25685 PCT/USY8/24513

WHAT IS CL AIMED IS

1. A compound having the formula I:
R?  R°
e
R1\L/O\C’.’)/ R4 Rs
I
or 5 pharmaceutically acceptable salt thereof wherein:;
Lis 1 -C(0)-,
2) -0-C(O)-,
3) -NRe-C(0)-,
4) -5(M)2-,

6) -COYC(0)-;

X is 1) a bond or
2) C(REYRT);
7 is L -COORY,

2 -P(O)ORIYOR®)

3 -POXRINORe)

4  -S(O)mOR4,

5 -C(O)NRARh, or

6) -B-tetrazolyl;
Rlis 1) Ci-10alkyl,

2} C9.10alkenyl,

3)  Co-1palkynyl,

4) Cy,

51  Cy-Ci-10alkyl,

8} Cy-C2.10alkenyl,

7 Cy-Co-10alkynyl,
wherein alkyl, alkenyl, and alkynyl are optionally substituted with one to
four substituents independently selected from R2; and Cy is optionally
substituted with one to four substituents independently selected from Rb;
R2 ig i; a group selected from R1;

-56-
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WO 99/235685 PCT/US98/24513 ] s

R3 is 1) hydrogen,

2) C1-10alkyl optionally substituted with one to four

substituents independently selected from R2, or

3) Cy optionally substituted with one to four substituents

independently selected from Rb,
R4 is 1 hyvdrogen,

2) ~1-10alkyl,

3) Ca_1palkenyl,

4;  C2.1palkynyl,

o) Cy, or

6) Cy-C1-10alkyl,
whereln alkyl, alkenyl and alkynyl are optionally substituted with one to
four substituents independently selected from R2, and Cy is optionally
substituted with one to four substituents independently selected from RP;
RO is 1) hydrogen,

2) C1-10alkyl,

3) Ca-10alkenyl,

4)  C2-10alkynyl,

5  Cy-(Cyl)p,

6)  Cy-(CyLip-Ci-10alkyl,

7 C}-’—(Cyl)p -Co.10alkenyl,

8  Cy(Cyl)p-Ca.1palkynyl,
alkyl, alkenyl and alkynyl are optionally substituted with one to four
substituents indopendently selected from R®; and Cy and Cyl are
optionally substituted with one to four substituents independently
selected from Rb;
RE is 1) hydrogen,

2) a group selected from R4, or

3} a group selected from R1;
Rt is 1 hydrogen,

2} C1-10alkyl,

3} C9.10alkenyl,

4) C2-10alkynyl,

) Cy, or

-57-



United States Patent Of _'ice

3,097,209

Patented July 8, 1563

1

3,057,209

1. ARQOYALKYL-4-ARYT PIPERIDINE-
: CARBOXAMIDES
© Paal A, V. Janssen, Vosselaar, near Turnhout, Belgium,
- - assignor te Research Laboraftoriom D C, Junssen,
" N.V,, Beerse, Belgiim, a company of Belgium
No Drawing, Filed Mar, 14, 1960, Ser, Mo. 14,570

16 Claims, (CL 260-—293.4)

The prasent iovention relates to a novel group of 1-

. aroylalkri-4-arylpiperidinecarboxamides of the structural
. formnlz

CO~R

: X
Ar—00 —Alk——‘;\‘-\’—>/

Apt

wherein Ar is a member of the class consisting of phenyl,
- lower alkyviphenyl, xylyl, halopheny], methoxyphenyl, and
thiznyl radicals; Ar' iz a member of the class consisting
- of phenyl, lower alkylpbenyvl, x¥lvl, halophenyl, methoxy-
pheny?, and mifluoromethvlphenyl radicals; Alk is v lower

¢ alkylene radical of atJeast 3 carbon stoms; X is a member-

of tie ¢laoss c:unsntmg of hyc‘rooeﬂ and the methyl rad-

[

15

20

26

tca’; and R iz a member of the class consisting of 4 ori-

_ mary, secorndary, or tertiary amino radical.
 Typical examples of the lowet alkylphenyl groups which
Ar rnd Ar" cen represent are tolyl, ethylphenyl, cumyl,
- ané the like.
© Ths radical Alk repressnis & Jower slkylene radical
of at lezst 3 carbon atems including trimethylens, pro-
- pilene, butvicne, methylpropylene, tetramsthylene, and
- pentamethylene, An especially preferred embodiment of
this Investion Is repregenied by the compounds in which
Alk s a trimethylene radicsl. .

The prinary, secondary,
whicly B ¢zt represent are members of the ¢lass consisting
of —NH. —N(CH;)-phenyl, aniling, benzylamine, pyr-
rotidine, pipeidinn, meiphoiine, methilmorpholino, di-
methyloiorpholine, piperazine, and phenylpiperazino rad-
jouds. R e oal:o rzpressat radicals of the formula

- NH(lewer nikyly and N(lower wlkyl) s, whereir the Tower
kvl radical reoresents tuethyl, etbyl, straight-chain or
hrantched propyl, buryl, amyl, or hexyd,

The componnds deseribed herein have potent hiolopical
effects as spomorphine inbibitor: and barbiturate poten-
tiators: At therapeutic levels they produce little or mo
Parkinson-like side efects, hypnosis, and cortical inhibi-

.tion. Yhey are thus thth uszfnl a3 S‘Exhﬂtl‘\’e antj-vonut-
ing agonts. .

-The organic bases of this invention form pharmaceuti-
cally accepiable selis with 4 variety of inorzanic and
stronz orgenic acids fncluding sulforic, .phosphnric,'hydro-
chlorie, hydrobromie, hydriodic, sulfamiz, ci‘ric, -lactiz,
rha;[eic, malic, sugtinic, tartaric, tinpamic, c:cetic_. benrois,
gluconis, ascorbic, and iclated acids. The
quaternary ammonilm salts with & variety ¢ -f orzanic esters
o sulfuric, hydr ohax.\, and aromatic sulisnic acids. Among
such esters are ethyl chiorids and bromide, etiyl chlo-
ride, propyl chleride, burvl chloride,
tenzyvl chloride and bromide, phenethvl bromida, naphthyvi-
methyl chloride, dimcthyisulfate, diethyisulfate, methyl
benzenesclforate, othy! toluenesulfonate, cthylene chloro-
hydria, propy.ene chlorohydrin, allyl bromidz, methaliyl
btromide and crotyl bromide.

The compounds of -this invention are prepared by the
condensation of an arovlalkyl halide of the formula

* Ar—CO—Alk Halogen

and tertiary amine radicals

v aizo form
60

isobuiyl chioride,.

20

40

45

50

© N-(g-nydroxyethyl) - N -

2.

with an appropriately selwted 4-arylp1pendme carbox-
amide |

! COo-R

C>\

to produce a ‘.ompound of the formula

¥ co-m
Ar—CO—i— .

ar
where Alk, Ar, Ar’, R, and X are defined a5 above, The
reaction can be carried onf in an inert solvent such as an’
aromatic hydrocarbon e.g..benzene, toluens, xylens, a
lower alkanol e.g. ethanol, propanol, butanol, or a lower
alkanome e.g, acetone, butanone, pentanone, or hexanone.
A particularly wsefol solvent for the preparation is the
4-methyl-2-pentanone.  The reaction carried out ¢an be
acceleraied by use of elevated temperatures, -

The aroy Jalky]l halides used as intermediates can be
prepared conveniently by the Friedel-Crafts reaction in-
cluding its milder variation employing, for exampie, -
chlorobautyryl chloride and benzens or am appropriately
substitted benzene such as toluene and xylene, a halo.
genated benzeéne such as cblorobenzens, hromobengens,
und fluorobenzene, or an alkoxvbenzene such as anlsole
and phenetole. |

"these intermediates can also be prepared by treating an
w-lialoalkanonitrile with the appropriate arylmagenesium
bromide followed by acid hydrolysis of the adduct.

The compounds of the formula

b
i ©CO—R
HN
4
wherzin Ar', R, and X arg defined az above, which are
used as intermcdiates in the process described above, are

prepared by the following reaction schemes.
First a mixture of one mole of a compound of the’

formuia

HO-~CHy CHzp NH-~CHy—CH(X)—O0H

cand 0.5 mole of sodium carbonate in 2-N agucouns solu--

tion is heated at about 70-85° C. At that temperature is
added one mole of a compound of the formnlz Y—Cl,
wherein X &s defined as above and Y js a radical capable
of blacking the nitrogen atom such as p-toluenesulfonyl or .
henzyl, ~This mixture is then heated to about 85° C. for

one hour. After sxfraction with ether, the solvent is

evaporatcd and the residue is dissolved in Z-propancl,
Ether is added and the mixture is chilled, The salid
which precipitates is collected on a filter and dried to yield
a compound of the formula

OH.g—éE—OH
e

Y-
\O}Ia—CHs—OI{
whereln X and Y are defined as above. .

Wien X s defined as 2 methyl radicel and Y is a 4-
1oluenesulfonyl radical, the compound can be purified by
chilling in a 1:3 by volwne mixture of ethanol and acetone.
(8 - hydroxyprepyl) -3-toluene-
sulfa.mtde thus obtained melis at about §6.2-68.2° C.

A mixfure of 1,73 moles of the foregoing product and
6 moles of thionyl chioride is heated to about 125° C.
for one hour and then cooled. The excess thionyl chio-

. ride i3 evaporated and the residue is dissolved in toluene,
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is dissalved in mefhsnal. To this solution is added a
methanclic solution of oxalic acid. After chilling the
solution at —20° (% the solid which precipitates is col-
lected ou a filter .nd then recrystabiized from a 4:1 mix-
ture of aceton: and methanol to vield 1- (5-benzovibuty])-
4-phenyl-4-carboxypiperidine pyrrolidide oxalate melting
2t about 187-188° (.,

By substituting the anpropriate startinz materials in the
above procedure, 1-(y-benzoylpropyl)-4-(3-chlorophen.
¥ij-4-carboxypiperidine prirolidide oxalaiz melting at
about 205-209.37 C.is ghiained.

Exampls 100

By substituting 2-xylene and 4-xylene in the procedure
of Example 1, +-chloro-2,4-dimethyibutyrophencre boil-
ing at abont 140-146° C, at 5 mm. pressure and 4-chioro-
2.5-betyrophenonc boiling at about 142-148° C. at 7
mm. Brassure are obtained, )

A mixture of 4.2 parts of y-chloro-2,5-dimethylbutyro-
vhenone, 6 parts ol 4-phernyl-d-carboxypiperidine prrrol-
idide, 12 parts of sodium carbonate, 0.1 part of potassinm

,jodids in 280 parts of 4-methvl-2-pentarcne is refluxed for

55 hours and then filtered. The filtrate is evaporated and
the residue dissoived in Z-propanc!, To this solution is
added oxalic =cid in 2-propancl. The oregipitate is col-
lezted on 2 filter, wushed with acetons, and then recrystuf
lized from methznol to vield 1-[~(2,5-dimeihylbenzoyi)
propy.]-d-phenyl-dcarboxypiperidine pyrrolidide oxalate
meliing at alout 183.6-184° ,

By substituting appropriate starting materizls in the
above procedure, 1-{--(2,4-dimethylbenzoyl ypropyl]-4-
pheryl-d-carboxypiperidine pyrrolidide oxalate melting at
alout 186.5-187.5" . is obiuined. In a similar manner
1-ty-(2,4-dimethvibenzoyl} propyll-1 - (4 - tolvl) - 4 - car-
boxypirzridine pyrrolidide oxalats is obtained,

FHxampl: 101

A mizwre of 5 parts of y4-dichlorobunirophencne, 6
parts of 4-phenyl-4-carbozypiperidine pyrrolidide, 12 parts
of scdium carbonate, (.1 part of potassium fodide, and
250 parts o 4-meth;i-2-pentanone is refluxed for 69 hours
snd then filtered. The filirute is evaporated and the resi-
due dissolved in 2-propzzol. To this soiution is addad
oxelic acid In 2-prog:zaol. Ths solid which pregipitates
is collected on a Riter and then triiurated with acetone
W yield 1-f4-(4-chlorobenzoyl) nropyl]-4-phenyl-4-car-
boxyoiperidine pyrrolidide oxalate melting at about 202.5.-
203.5° C.

tWhat is claimed is:

1. A compound of the formula

. CO—R
Ar-CC-Alk-N
- % kY

Ar! .
wherein Alk iz g lover alkylone radical of at least 3
carbon atoms; Ar is a member of the class consisting
of phonyl, lower alkvlphenyl, xylyl, halophenyl, methoxy-
phenyl, and thienyl; Ar’ is 2 membeor of the class con-
sisting of phenyl. lower alkylphenyl, xylyl, halophenyl,
methoxyphenvl, arnd trifluoromethylphenyl; R is a mem-
ber of the cizss consisting of Wi, NH-(lower atkyl),
N{lower alkyl).. anilino, N{CH,)-phenyi, banzylamino,
pyerolidine, piperidino, motpholing, methylmerpholino,
dimethvimoryholine, piperazino, snd phenylpiperazinog:
+nd X is a member of the class corsisting of hydrogen
and meinyl radicals.
2. A compound of the formula

00—CHr-Oo— OB
> -

5
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a5

34
3. 1- (v - tenzoylpropyl) - 4 - (4 - tolyl) - 4 - carboxy-
piperiding . pyrrolidide.
4. A compound of the formulas
) CH;

' c 0-N<
F—@-CO—G}L- CH:-C ety ] >’ v):

(lower slkwl}
3. 1- [v - (4 - fluorchenzoyl)propyll - 4 - (3 - tolyl)
piperidine-4- (™, N-dimsthyl)carboxemide.
6. A compound of the formula

OH
co-N< _
r-& _> CO-CHyCErCHpN >’ CH;
C halogen
7. 1= [v-{4 - fluorobenzoyl) propyl] - 4 - (4 - chloro-

pheny])piperidine-4-(N,N-dimethyl Ycarboxamide,
8. A compound of the formula

FﬂGO—GH@-GH -OH:17
’ x: ><

Se—

‘e
co-N

{lower allcyh

8. 1- [v- {4 - fluorobanzoyl)propyl] - 4 - (4 - tolyl)-
4-carboxypiperidine pyrrolidide. :

10. I - [v -4 - fizorocbenzoyl)propyl] - 4 - (3 - tolyl)-

11. A compoungd of the formula )
Co-N 1
| —

o
r_< Y C0-CHy-OH-CHr K
- halogen

12. 1 - {» - (4 - fluorcbenzoyl)propyll - 4 - (3 - me-
ihoxyphenyl)-4-carboxypiperidine pyrrolidide.
13. A compound of the formula

O 0—CH—CH—~CH~N
8/

4-carboxypiperidine pyrrolidide.

(lower alkyl)

- [y-(2- -thenoy_l)propyl] =4 - (3 -tolyl) - 4

carboxypiperidine pyrrolidide.

15. 1 - {v = (4 - fluorobenroyl)propyl] - 4 - (2,4
xylyl}piperidine-4-(N,N-dimethy! }carboxamide.,

16. 1 [¥ - (4 - fluorobenzoyl )propyl] - 4 - (3 - chloro-
phenyl)-4-carboxypiperidine pyrrolidide, -
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