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SUPERTENDENCIA DE DUSTRIA Y COMERCIO 
IC!CN F4SEN0M AC!OLI 

DIVISION DE NUEVAS CREACTONES 

Ref.: Expediente N° 05-112.548 

Solicitud de Patente de InvenciÆn Titutada: "DERIVADOS DE AMINA CICLICA, 

PROCESOS PARA SU PREPARACION, V COMPOSICIONES FARMACEUTICAS 

QUE CONTIENEN LOS MISMOS" 

Solicitante: GLAXO GROUP LIMITED 

SOLICITUD DE EXAMEN DE PATENTABILIDAD SEGUN 

EL ARTICULO 44 BE LA DECISION 486, GACETA No. 571 

J. IAN RAISBECK, mayor de edad y vecino de Bogota, D.C., identificado tat como aparece at 

pie de mi firma, en mi condición de apoderado sustituto tat como consta en la sustituciOn adjunta, 

respetuosamente me permito solicitar que Se examine si la invenciOn reline Los requisitos de 

patentabilidad previstos en Ia misma, dando cumptimiento a lo establecido en ci articulo 44 de la 

Decision 486 de la eomisiOn de la Comunidad Andina de Naciones. Adjunto recibo per el monto 

de $404000 pesos para cubrir la tasa correspondiente, seglin la ResoluciOn 36155 de 28 de 

diciembre 2006. 

Ate ntamente, 

- co’? (??u 

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

Anexo: SustituciOn 
Recibo por $404000 pesos 
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OLARTERAISBECK 
OLARTE RAISSECK & FRIERI LTDA. 

Seæores 

SIJPERTNTENDENCIA DE INDUSTR1A Y COMERCIO 

DIVISION DE NIJEVAS CREACTONES 

Ref: 

Expediente N’05-112.548 
Solicitmi de l’atente de Invdncjôn Titulada: "DERIVADOS DE AMINA 
CiCLICA, PROCESOS PARA SU PREPARACION, V COMPOSICIONES 
FARMACEUTICAS QUIE CONTIENEN LOS MISMOS" 
Solicitante: GLAXO GROUP LIMITED 

SUSTITUCION DE PODER 

CARLOS R. OLARTE. mayor de edad y vecino de Bogota D.C., identificado coma aparece al 

pie de ml firma, en mi carÆcter de apoderado de la sociedad de la referenda, respetuosamente me 

perrnito manifestar que SUSTITUYO ci poder a ml conferido per la mencionada sociedad, en ci 

doctor J. IAN RAISBECK LLINAS, mayor de edad, domiciliado en Bogota D.C., identificado 

con la Cedula de Ciudadanla No. 79.376.996 de Bogota y portador de la Taijeta Profesional No. 

135,799 del Consejo Superior de la Judicatura, para que sea ØI quien en adelante asuma ci trÆmite 

de la presente acción. 

El apoderado sustituto conserva las mismas facultades del principal. 

Atentamente. 

C.C. No. 79.782.747 de Bogota 
1.11. 74.295 del C. S. de la J. 
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Industria y Comerelo 
S   PE R I N T E N D E N C IA 

DIVISION DE NUEVAS CREACIONES 

RADICACION EXPEDIENTE No. 05-112548 

EL EXTRACTO DE LA PRESENTE SOLICTUD DE PATENTE DE INVENCION 

FtJE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 571 DE 

FECHA 29 DE DICIEMBRE DE 2006 EL TERMINO HABIL SEr1ALADO POR LA 

LEY EXPIRA EL 28 DE MARZO DE 2007 

NOTA: Dentro del plazo do los seis (6) mesos siguientes a partir do fa fecha do publicación 
an Is gaceta do Propiedad Industrial, deberÆ solicitar y cancelar el examen de 
pateritabilidad so pena de quo la solicitud caiga an abandono, do acuerdo con lo 
establecido an el Articulo 44 de la Decision 486/2000. 

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS. 

SI  NO X 



SUPERINTENDENCIA DE INDUSTRIA V COMERCIO 
DIVISION DE NUEVAS CREACIONES 

2020 
Bogota, D.C. 

Abogado 
Carlos R. Olarte 

ASUNTO RadicaciOn 05-112548 
TrÆmtte 011 
Evento 379 
Actuación 430 
Oficio 
Folios 009 

Patente de Invenciôn Patente de Modelo de Utilidad 

Via Nacional 771 
Via PCT (fase naciona!) Cap.] fl Cap. II 

No. Sal. Internacional PCT/EP2004/005005 
Fecha de Presentaciôn Internal. Mayo 7 de2005 
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Como resultado del examen de fondo, realizado con fundamento en el articulo 45 de 
la Decision 486 de Ia Comisiôn de la Comunidad Andina. see comunica: 

1. Documentos estucliados 

1.1. DescripciÆrr Folios: 133 a 262 (come se radicO inicialmente) 

1.2. Reivindicaciones: Folios: 263 a 267 (como se radicó inicialmente) 

1.3. Phoridad: GB 0310724.0 de Mayo 9 de 2003. 

2. Objeto de la invención 

� Titulo de la solicitud: DERIVADOS DE AMINA CLICLICA, PROCESOS 
PARA SU PREPARACION Y COMPOSICIONES FARMACEUTICAS QLJE 
CONTIENEN LOS MISMOS", folio 1, campo 54. 

� El objeto de la presents solicitud de patente de invenciOn consiste en: 

Reivindicaciones 1-10y 12: Compuesto derivados de la fOrmula (I). 
Reivindicaciôn 11: Un procedimiento para preparación de dichos 

corn puestos. 
Reivindicaciones 13-14: Usa de los compuestos en niedicanientos y 

tratarnientos. 
ReivindicaciOn 15: Una composición farmaceutica que los contiene. 
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El pi oblema ptanteado en esta solicitud es la necesidad de nuevos compuestos 
Uthes pam el tratamiento de trastornos del SNC ytrastornos sicÆticos (folio 133). 

Para solucionar este problema tØcnico la solicitud en estudio proporciona 
derivados de amina ciclica de formula (I), composiciones que Los contienen, 
procesos para obtenerlos, metodos de tratamiento y usos en medicamentos y 
tratamientos. 

� La invenciôn se cataLogo en la categoria C07D21 1/34, segün la  Clasiflcación 
Internacional de Patentes (IPC). 

S. Excepción ala patentabilidad (articulo 20 D486 literal a)-d)) 

La reivindicaciÆn 16 presenta un rnØtodo de tratamiento. SegCin la dedsiÆn 
486 Los mØtodos de tratamiento no son patentables. 

� Par La anterior Is reivindicación 16 no pueden ser patentada. 

4. Reivindicaciones reLativas a un uso o a un segundo uso (artIculos 14 y21 D 
486) 

En las 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 invencÆn y par lo tanto nose le puede otorgar 
patente. 

� Por lo tanto Las r&vindicaciones 13 y 14 no pueden obtener patente. 

5. Deterrninación del Estado do la TØcnica 

La fecha que so ha tenido en cuenta pare determinar el Estado de la TØcnica es 
la fecha de presentaciOn de Is solicitud prioritaria Mayo 9 de 2003. 

Teniendo en cuenta la fecha indicada se realizo la bisqueda an el estado de ia 
tØcnica de documentos relacionados con ía solicitud encontrandose los 
siguientes documentos mÆs relevantes: 

Fecha de 
NO Documento Titulo 

Dl W09925655 I 6- 
’�’��L_ 1999-05-27 

HD2W002063134 
CARDOXAMIDE DERIVATIVES I _______ 
ARYL AND BIARYL PIPERIDINES 2002-10-24 

I Ir’rn Ac’ RIr%I I ’rr rn,rIr-rc’ 

6. Anàlisis de patentabilidad (articulo 14 D486) 

61. Nivel inventiva (articulol 8 D486) 

� En la primera reivindicaciÆn se presentan compuestos derivados de la amina 



34 
El estado de la tØcnica representado por Dl, presenta compuestos de 
estructura similar segUn la tabla siguiente. 

CARACTER(STICAS TECNICAS ESENCIALES 
SOLICITUD  I Dl (W09925685) D2(W002083134) 

Un compuesto de fÆrmula (I) I Un compuesto que tiene la Un compuesto de fÆrmu]a (I) 
fórmula (1)  

3 R2 RI I 
RZ 

RLNOR4R5 

Donde: Donde: Donde: 
Ri representa H 
[_S 1-2; q es 14; r es 1-2 
i R6 epresenta Ho (CH,)0R8 L es CO, OCO, NRCO, S02, RB Se selecciona del grupo Fl, 

(RB representa H, cicloalquilo Ri es alquilo Cl-ic, aquiniIo, alquilo, cicloalquilo, alquilo 
C3 ..) sustituido con cicloalquilo o alcoxi 

oCF3.... 
R puede ser R2 es un grupo seleccionado de Arise selecciona entre 

R1 Ry. Rç/ kK 
I.. 

I R2 representa H o aiquilo C14 R3 es H, alquilo Cl-10 R2 es I-I, alquilo o alquilo susfituldo 

I-_______________
 con cicloalquilo. 

Z es R4CO3 R4S02, R4NR2’CO, R4 R3 
y 

R4 representan X es un enlace ó CR6R7 
in depend ienteniente H a 2 es COOR, R4000 

( 

R4 es fenil sustituido con 
alquilo C4 I R4 es H) alquilo CI-10 R7 0 fenil alquilo sustituido en el 
RS representa fenilo sustituida R5 es H, alquilo Cl-10 fenilo con R7) 
poi 1 a 3 grupos seEeccionados 
eritre trffluorornetil, alquilo 
C1-4, CN  

� La principal diferencia con Dl es que esta solicitud menciona sustituyentes en 
el Nitrageno del piperidilo, diferentes de aquellos mencionados en Dl. Sin 
embargo las opciones propuestas en la solicitud son similares alas propuestas 
en D2, sustituyendo en la misma posición  del piperidilo. 

� Las sustituciones del grupo piperidilo reivindicadas son evidentes para una 
persona medianamente versada en la materia (basado en Dl), asi corno los 
sustituyentes en el extremo carboxarnido de la molØcula (basado en D2). Las 
modificaciones sugeridas a la amina ciclica (piperidina en Dl y D2) pueden 
considerarse obvias por derivarse de manera evidente S las sugerencias en 
DIyD2. 

� Para un experto en la materia en conocimiento de Dl y D2 seria obvio 
combinar las ensenanzas de estos dos documentos, par lo cual no puede 
reconocerse nivel inventivo a fa presente solicitud. 
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7. Conclusion: 

Los requi&tos de patentabilidad de la presente solicitud se encuentran afectados asi: 

N° Documento N° 

Dl V09925685 

11 D2 
W002083134 

Reivindicacionesafectadas  Requisito e afecta 

ReivindicacionesI y NiveI inventivo ,endientes (2-10; 1215)  
Reivindicaciones 1 y 

In In. An. Nivel inventivo s. ln 

En curnphmiento del articulo 45 de la DecisiOn 486 de la Comisión de la 
Comunidad Andina, see indica que debe dar respuesta dentro del tØrmino de 
sesenta dias contados a partir de la fecha de notilicacion de la presente 
comunicaciôn. En caso de no dar respuesta al presente requerimiento, o si a 
pesar de la respuesta subsistieran los impedimentos para la concesión, se 
denegarÆ la patente. 

NotifIquese el presente ofci ntorme a Ic dispuesto en ci numeral 5.2, literal e), del 
capitulo quinto/deltlIo de Ia Circular Unica N° lOde 2001. 

ALIX CARMESPEDES DE VERGEL 
Jefe de Oivisiôuevas Creaciones 

El anterior requerimierito tue notificado por fijacion en lista, de lecha 

CONCEPTOTECNICO 
No.3081 

EXAMINADOR TECNICO 
CÆdigo No.202074 



PCT WORLD TNmLEDLrAL PROPERTY ORGpIZATION S C lnmationaj Bureau 

INTERNATIONAL APPLICATION PUBLISHED UNDER TI-lB PATENT COOPERATION TREATY (PCT) 

(51) Intcrnationa Patent Classification 6 (11) International Publication Number: WO 99125685 
COlD 211130, 211106, 211160, AO1N Al - 
43/40 (43) international Publication Date: - 27 May 1999 (27.05.99) 

(21) lnttrimtional Application Number: PCT/1:598/24513 

C International Filing Date: 16 November 1998 (16.] .98) 

(30) Priority Dan -
601665,9 1ata,60/065,91 / 18 November 1997 (1S.1 1.97) US 
9727214.0 23 December 1997 (23.12.97) GB 

(71) Applicant (for all desighared Sttes except (5): MERCK & 
CO.. INC. US/US]; 126 hast Lincoln Avenue, Raliway, NJ 
0706 (US). 

(72) Tnventors; and 
(75) Inventors/Applicants (for CS only): DELASZLO, Stephen, E. 

[0B US: (US). EAGMANN, WiIiam, K. US/US] 176 
EaRL Uncoln Acru, Rabwa Ni 07065 (US). 

(74) Common Representative: v1ERGK & CO., INC.; 126 East 
Lincoln A,cruie, Rahv,ay. NJ 0706S (US). 

(81) Designated States: AL, AM, AU, AZ, BA, ES, BC,, BR, BY, 
CA, CN, CU, (2, RE, GD, GE, ER, Flu, ID, IL, IS, JP, 
KG, KR, 1(2, LC, LK, LR, LT, LV, MD. MG, MK, MN, 
MX, NO, NZ, PL, RO, RU, SC, SI, SK, SL, TI, TM, ’FR, 
YT, CA, US, UZ, VN, YU, ARIPO patent (OH, GM, KE, 
LS, MW, SD, SZ, UG, ZW), Eurasian patent (AM, AZ, BY, 
KG, 1<2, MD, RU, TJ, 

’r&), 

European patent (AT, BE, CH, 
CY, DE, DK, ES, F!, FR, GB. OR, US, IT, LU, MC, NL, 
PT, SE), OAI’I patent (SF, III, CF, CO, CI, CM, GA, ON, 
OW, ML, MR. NE, SN, TO, TO). 

Published 
With international search repor,. 

(54) Title: -SUBSflTUi CL)-4-PIFER]DINE CARBOXAMIDE DERIVATIVES 

(57) Abtract 

4 -substituted-1-piperidine :arboxamides of Formula (I) an, aritngonists of VLA-4 and/or c437, and as such are useful in the 
inhbjrion or prevention of]] adhesion and cell-adhesion mediated pathologies. These compounds may be formulated into pharmaceutical 

rnpositions aad are suitable for use ir the eatmnL of asthma, allergies, inflammation, multiple sclerosis, and other inflammatory and 
auroimrnun�r Jisorders. 



WO 99/25685 
PC T/U S 9 8/2 4 5 13 

WHAT IS CT ALMED IS: 

1. A compound having the formula I: 

- N 

N - z 

R4R5 

I 

or i pharmaceutically acceptable salt thereof wherein: 
L is 1) -C(0)-, 

2) -O-C(0)-, 

3) 
4) -S(0)-, 

5) -P(0)(0R4)-, 

6) -C(0)C(0)-; 

Xis 1) a bond or 

2 

Z is 1) C(0)ORd. 

2) P(0)(ORd)(ORe) 

3) p(o)(Rd)(oIte) 
4) S(0)mORd, 

5) c(o)NRdRh, or 

6) -5-tetrazolyl; 
ft1 is 1) Ciioalkyl, 

2) C210alkenvl, 

3) C2joalkynyl, 
4) Cy, 
5) Cy-Cljoalkyl, 

6) Cy-C2jOalkenyl, 

7) Cv-C2joalkynyl, 

wherein alkyl, alkenyl, and alkynyl are optionally substituted with one to 
four substituents independently selected from Ha; and Cy is optionally 
substituted with one to four substituents independently selected from Rb; 
R2 is 1) a group selected from Ri; 

-56-
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R3 is 1) hydrogen, 
2) Ciioalkyl optionally substituted with one to four 

substituents independently selected from R, or 

3) Cy optionally substituted with one to four substituents 
independently selected from Rb, 

R4 is 11 hydrogen, 
2) Ciijjalkyl, 
3) C.jQalkenyl, 

4) C210alkynyl, 

5) Cy, or 
6) Cy-Cljoallrl, 

wherein alkyl, aikenyl and alkynyl are optionally substituted with one to 

four substituents independently selected from R, and Cy is optionally 

substituted with one to four substituents independently selected from Rb; 

R5 is 1) hydrogen, 
2) C -alkyl, 

3) C21OalkeflYl, 
4) C2-0allcynyl, 

5) Cy-(Cyl)p, 

6) 0y(Cyl)pCii Oalkyl, 

7) Cy-(Cyl)p -C2joalkenyl, 

8) Cy-(Cyl)p -C210alkynyl, 

alkyl, alkenyl and alkynyl are optionally substituted with one to four 

ubsituents independently selected from Ra; and Cy and Cy1 are 

optionally substituted with one to four substituents independently 

selected from Rb; 

K6 is 1) hydrogen, 

2) a group selected from Ra, or 

3) a group selected from R1; 

R7 is 1) hydrogen, 
2) Cijoalkyl, 
3) C2-loalkenyl, 
4) C21oalkynyl, 
5) Cy, or 

-57-



3,097,209 United States Patent Office Patented July 9, 1963 

1 2 
an appropriately selccted 4-aryipiperidine carbox-

3,097209 amide 
l-AEQYALKYL-4-AflyJ.PIPEfflDINE. 

CARBOXANIDES 0�R PaoJ A. I. Jannen, Vossalaar, near Thruboul, Belgium 
. / - scignor to Regearch Laboratorium Dr. C. Janssen, HC 

N.Y., Beerse, Belgium, a company of Belgium 
No Drawing. Filed Mar, 14. 19d0, Sor. No. i4,7O 

16 Claims. (Cl. 260-493.4) to Produce a compound of the formula 

Tie present invc-ntion relates to a trOve1 group of 1- 10 
x 

00-11 
arovlalkv!-4-arylp1 eridii:carbwcamide; of the tnichnl 
fcrnula 

- 

Se 

when a At, Ar’,R, and X one defined asabov Tim 
00�B 15 reaction can be carried out in an inert solvent such as an 

aromatic hydrocarbon eg, benzene, toluene, xyleno, a 
lower alkanol e.g. ethanol, propanol, butanol, or a lower 

- 

alkanone e.g. acetone, butanone, pentanone, or hexanone. 

- 

A particularly useful solvent for the preparation is the 
20 4-methyl-2peutanone. The reaction carried out can be 

;-herein Ar is s member of the class consisting of yhenvi, accelerated by use of elevated temperaturm 
lower aikylphenyl, xyjyl, halophenvl, niethoxyphenyl, rnd The aroylaikyl halides used as intermediates can be 
thienyl radicals; Ar is a member of the class consisting prepared conveniently by the Friedel-Crafts reaction in

 
-

of phenyl, lower alkyiphenvl, xyll, halophenylmethoxy- eluding its joilder variation employing, for exampLe, ,-pl’enyl, and trffluorornethviphenvl radicals; Alk IS ’a OWer 2a chiorohutyryl chloride and Ibenzene or an appropriately 
alkylene ralical of .11e.3 carbon ’atoms; X is a member subsitured hcnzene such as toluen and xylene, a liMo-
of tho cliss coaSting of hydrogen and the mertyl rad- renated benzenc such as cblorobenzene, hromobenne, 
cai and R i a n’cmbcr of the class consisting of a pri- and fluorobenzcne, or an alkoxybeazene such as anisole 
mary7 secondary, or tertiary anturo r?Ji. and phenetole. 

Typical examples of theio*er alkyiphenyl groups which 20 These intermediates can also be prepared by treating an 
At aid Ar’ can represent are tolvi, ethylpheny], cumyl, -haloalkanonifriIe with the appropriate arylmagenesiurn 

- and the lke, bromide followed by acid hydrolysis of the addact. 
The radical Alic represents .1 tosser alk-ylene radical The compounds of the formula

of at least 3 rarbon :atcuns including trimethylene, pro-
plene, buh lone. methylpropylene, tetraniethylene, and 35 I co-s 
pentamethylene, An especially preferred embodiment of 
this invetion Ic represented by the compounds in which 

- 

AJ& is a traiethy1ene radical. ar’ 
Thz pr-’nary. secondary, and tertiarY amino wher4n Ar’, R, and X are defined as above, which are winch R can reresert are niemkers of the class 0OW1!tIUg 40 used as intermediates in the process described above, are of �NH.-. �’Ch)-phenyi, amlino, benaylamino. prepared by the fol’lowthig reaction schemes. rcrdino. pipe admo. morphojino, rnethylmcrphiAmo, di- First a mixture of one mole of a compound of the  metayL-::orpholino, plperazmo, and pheriyln:peraztno rad- formula 

ICLJS. . cvi aLo represent rathcols of the formula 
YHXlc.ver rikyl and X(lower eikyl, wherein the lower 45 H0�CHrCI{-}I--CH2�CH(X)_0Ji 
akyl iodizsi re-)rescnts muethcl, ethyl, iraihtcharn or 
branched nrop\’l. butyl, amyl, Cr heq. end 0.5 mole of sodiimi carbonate in 2-N aqueous sob-

The compounds described herein have potent biological boa is heated at about 70-95" C. At that temperature is 
effects as apomornhhie inhibitors and barbiturate poten- added one mole of a compound of the formula Y.-C1, 
tiators. At therapeutic levels they produce little Or 110 50 wherein? is de5ned as above and Y is a radical capable 
Parkirson-like side effects, hypnosis, and cortical inhibi- of blocking the nitrogen atom Such as p4oluenemilfonyl or 
ion. They are thus highly usdtil as selective anti-vomit- benzy.I. This mature as then heated to about 95- C. for 

irz ;agents. one hour. After extraction with ether, the solvent is 
The organic basee of this invention form pharmaceuti- evaporated and the residue is dissolved in 2-propanol. 

,ally acceptable salts with a variety of inorganic and 55 Biter is added and the mixture is chilled. The said 
strong organic acids iiiciadiug inliuric, phosphoric, hydra- ’vhith precipitates is collected on a lifter and dried to yield 
chloric, hydrobromic, hydriodic. sulfamie. citric, actis, a compound of the formula 
ruajeic, mdc, sucinic, tartar-ic, cinnarnic, acetic. benzoie, x 
gheconic, ascorbic, and elated acids-They also 

lb,.quaternary animonnmm nmlts with: variety cf oranic esters Go / 
oisuliuric, hyrirohailo arj aroaiatisuIfonic acics. Aor 
such esters are methyl chloride and brL.mide, ethyl chic- dui-Oxi-on 
rid., propyl chlcide, bu:yl ch’oride, i�obu:yl ehloride, wherIn Xand Yore d -fined as above benzylchloride .4 bromide. .phenethvl bromide, naPhtkvl. Wien X is defined as a methyl radical and Y is  met.)’l chlor:de, dimthyisuIfate, diethlsuLate, merrt3.l 
bonzene lfor is, --thyl tolt ene ilforaate tbylene chloro 

Oo toluenesulfonyl radical the, compound can be purified by 

lYdrI9 pi’oPy;eC eulocohyarm, alln brcmid. niethalyl chilling ma I by valuous mixture of ethanol and acetone 
.N-(-hydroxyethyi) omde and otyi bromide, - N 

- - 

hydroxypropyl)4-tojuene-
The corpomuis or this invention c ’prepared by the a- sufamide thus obtained melts at about 66,2-68.2 C. 

condensation of an aroylaikyl halide of the rormuia A mixture of 1.73 moles of the foregoing product and 70 6 moles of thionyl chloride is ’heated to about 125- C. 
for one horn and then cooled. The excess thionyl ebb-

Ar�CO--Alk--Halogen 
. ride is evaporated and the residue is dissolved in toluene, 
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2,097,209 
33 

is di,alved in ruetharci. to this solution is added a 
methano]ic lolotbon of oxafls acid. After chilling the 
solution at -20’ Cl. the solid whieh precipitates is col-
lected a a 2 flute’ nd thea rerrvcfji ,A 4:1 mix-

34 
3. 1 - N - bnzoylpropy1) - 4 - (4 - tolyl) - 4 - carboxy-

piperidine rrolidide. 
4. A compound of the formula 

-- ------------------ 
Cu1 tire ci acetone and methanol to yield I - (a-benzoylbutyl ) - 4-;henyl-4-carboxypineridjne r-yrrolidide Oloalaro melting 

at about 187-188’ Cl. F-<//  CRi 
By substituting the appropriate startirs materials in the - 

alj DVO procedure, 1- (-benzo)lpropyl ) -4-(3-chlorophen. 
3:)4-carl’oxypiperidine pTrolidide oxalat-a melting at 10 awtralkyD about 20-209.3 C. is orained. 

Exwnpt 100 

By substituting 2-xylene and 4-xylene in the procedure 
of Example 1, ,-chlo10-2,44imethyjbutyrophenoue boil- 
ing at about 140-146’ C. at 5mm. pressuiv and -ch1oro- 15 

2:5-butyrophenor.e boiling at about 142-148° C. at 7 
mm. tresaire are obthjncd. 

A. mixture of 4.2 parts of 7-chloro-25-din,ethymutyro-
ranone, 6 parts 4-phenvl-4-carboxypiperidjne pyrrol-
icLide, 120 2 -parts of sodium carbonate, 0.1 part of potassium 
iodide in 280 parts of 4-methvl-2-pentanone is refluxed for 
5 hours and then filtered. The filtrate is evaporated and 
the residue dissolved in :-propanDi. To this solution is 
added oxalic acid in 2-propanoL The precipitate is col. 
le:ted on a filler, wished with acetone, and then recrystid-

25 
Lied from methanol to yield l-[,-(1,5-dimethylbenzoyl) 
propylj -4-phend-4-caroxypiperidjne proh&de oxalate 
melting at about 183.6-184’ C. 

By substituting appropriate starting materials in the 
above procedure, 1- f-r(2,4-dimethyibenzoyl)propyfl -4  - 30 
phersc 14-carhoxypiperjcjjne pyrrolidide oxalate melting at 
aT:out 186.-187.5’ C*is obLdned. In a similar niannor 
1-[7-(2,4-dimethvTh1nzoylpropyti4 

- (4 - to’ yl) -4-car-
boxypiocridine yITohidiie oxalate is obtained. 35 

Itxamp! 101 
A mjxture of 5 parts of y,4-dici’lDrobutv1ophenorie, 6 

parts of 4-phenvl-4-carbcixypjperidine pyriolidide, 12 parts 
of sodium car’oonate. 0,1 part of potassium iodide, and 
2O parts of 4-melt: hZ-pentanone is :efinxed for 69 hours c40 
ud then ifitered. The flivate is evaporated and the resi-

due di.soIved in 2-pro7raol. To this scætxtion is added 
oxalic acid in 2-prop.aol. The solid which precipitates 
is collecte.i on a filter and then triturated with acetone 
o yield 1-[-( 1-cblorob cnzoyl 

) ,ropyIl -4-phenvl-4-car-
boxvsperidjnc pyrro1dide oxalate melting at about 202.5 - 

-T 
203-5 C. 

What is elaimed is: 
1. A compound of the formula 60 

3: 
00-H 

Ar-CC-ilk-k 

’As’ 
herein ATh is a lower ailcyicre radical of at least 3 

55 

carbon atoms; Ar is a member of the class consisting 
of phcnyl, lower alkvlphenyl, xylyl, halophenyl, methoxy-
phenyl, and rhienyl; Ar is a member of tho clas con-
sistng of phenyl. lower alkylphenyl, xylyt halophenyl, 
methoxyphenvi, and trifiuoromethylphenyl; R is a mem-
Soc of the class consisting of Nfla, N1f-(lower alkyl), 
N(lower alkyl),. anilino, N(0H3)-phenyl, benzylamino, 
pyrrouidino, piperiJ!no, rnorpholino, methylu-rorpholino 
dimethvlmorholino, oiperazino, and phonylpiparaxizo; 

rid X is a mcmber f the class corsislin of hydrogen 
and methyl radicals. 

2. A compound of the fom,ula �

). I - 17 - ’f - nuOroJJeflZoyi)propyij - 4 - (3 - tOlyJ) 
piperidine-4-(NN-dimethyl)crboxarnjde, 

6. A compound of the formula 

CU, 

Co-N, 

CXI 

7. 1 - [y- (4- fitmrobenzoyl)propyl3 - 4 - (4 - cliloro-
phenyl)piporidiuv-4-(N,N-dimethyl)carboxamzde. 

8. A compound of the fcrnu1a 

C 
CO-N 

" 

Oowor alkyl) 
9. 1 - [y - (4 - fluorobenzoy1)-propy - 4- (4- tolyfl-

4-car1oxypiperidine pyrrolidide. 
10. 1- [’y- (4- fluorobenroyl)propyl -4- (3- tolyl)-

4-carboxypiperidine pyrrolidide. 
11. A compouod of the formula 

oo-fl 

12. 1 - - (4 - fiuorobenzoyl)propyl] - 4 - (3 - me-
thoxyphonyl)-1-carboxypipejjdjne pyrrolidide. 

13. A compound of the formula 

o- OHI- Ott,- C 

(!ower alkyl) 
14. 1 - [y - (2 - thenoyl)propylj - 4 - (3 - tolyl) - 4-. 

car-boxypiperidine pyrrolidide. 
15. 1 - N - (4 - fiuorobemtoyl)propyt] - 4 - (2,4-

x>yl)piperidine4-(N,N-dimethyl)carboxide 
16. 1 [,-(4- fioorobenzoyl)propyf] - 4 - (3. cMoro-

phenyl)-4-carboxypiperidjne pyrrolidide. 
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