
- CARLOS TAMAYO & ASOCIADOS 
INTERNATIONAL PATENT AND TRADEMARK OFFICE 

Trademark Marcas VVb 
Patent Patentes 
Permit Health Registros Sanitarios 
Software Soporte LOgco 
Commercial Name Nombres Comerciales 
Design Diseæos 

SUPE(Th11f4 Y MOM 
RadiiOB :60588 BMW FIi 
ceda clth): -$-e 13334 
Tarjte Lł2 PTEUTES D 1 R61STRO/ SA 1’ETICI01 
Dpendenci -MUIiO E WAS CRE*CIES 

Seæores 
SUPERINTENDENCIA DE INDUSTRIA V COMERCIO 
DIVISION DE NUEVAS CREACLONES 
E. S. D. 

REF: EXPEDIENTE No.00-85238 
PATENTE: "QUIMIOTERAPIA DE COMBINACION’ 

Estimados seæores: 

Con fundamento jurEdico on lo dispuesto par el Articulo (44) de Ia DecisiOn (486) 
de Is ComisiOn  do Is Comunidad Andina de Naciones (CAN) ruego a ustedes 
disponer lo pertinente para proceder a’ Examen de PatentabIidad de Is Solicitud 
citada en Is referenda, para to cual estamos adjuntando el recibo de pago 
correspondiente a Is tasa vigente para este caso. 

En consecuencia, esperamos as surta este trÆmite para que el expediente siga su 
curso normal, hasta su concesiôn. 

Atel7)u 
CARLOS ORLANDO MAYA DRI 

y 

GUEZ. 
C. C. No. 17.117.818- Bogota 
T.P. No. 17402- C.S.J. 

Anexo.- Recibo de Pago 

Carrera7allo. 17-51 Of. 710 TeIs (571)341 9841 
(571)400 9180 (571)286 8037 ’Celular: (315)317 1181 

E-mail: tradernarks1tutopia.com. Bogot, Colombia, S.A. 
trademarksl 'hotrnall.com 

- -..------. - --



NIT : 000176009-2 

RECIBO OFICIAL BE CAJA 03 - 60,624 
FECHA AGOSTO 27 BE 2003 

2PRN0USTRU I 0NERCIO 

Rdiairn 838 �6 Folios: 

Feha (AflD): 3-8-28 153334 

2 PATERIES 1 1 RE6IS1fU/ 1EUC10 

ependeneia; 212 DIVSOH DE WPA CEf4CIOHES J 

110t CONSI8NACION ***** 

BEPOSITANTE TIPO PAGO BANCO CUENTA No PAOO FECHA POD Vr. PASO 

- CARLOS TANAYD CONSISNACION BANCO POPULAR 050-00110-6 3697954 27/00/2003 1,69700000 

***** C 0 N C E P 1 0 **** 

-----------------------------------------------------------------------------------------------------------------------

CANT RENTISTICO CONCEPTO TOTAL CONCEPTO 

1 50005-01-01 SOLICITUDES 05 EXAMEN BE PATENTASILIDAD BE INEN 335.000.00 
TOTAL $ 335000.00 

SUN TRESCIENTOS TREINTA V CINCO NIL PESOS 

RESPONSABLE 

RECIBO BE CAJA APLICADO AL EXPEDIENTE No  



Industria y Comerck 
P E.RINTE N D E NC 

-600 

DIVISION DE NLJEVAS CREACIONES 

RADICACION EXPEDIENTE No. 00.85238 

EL EXTRACTO DE LA PRESENTE SOIJCITUD DE PATENTE DE INVENCION FIlE PUBLICADO 

EN LA GACETA DE PROPIEDAD INDUSTRIAL No 525, DE FECHA 28 DE FEBRERO DE 2003, 

EL TERMINO NAB IL SEIALADO POR LA LEY EXPIRA EL 28 DE MAYO DE 2003 

NOTA Dentro del piazo de los seis (6) meses siguientes a partir de la fecha de publicaciôn en la gaceta de 
Propiedad Industrial, debera solicitar y cancelar el examen de patentabilidad so pena de que la sohctud caiga 
en abandono, de acuerdo con to, establecido en el Articulo 44 de la Decision 486/2000 

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS. 

SI -- NOX___ 

* ., �c. 
- a S. 



11111111)11111111 11111 11111 1011 liii 0111 11111 111 I I1l1 ill 111111111 
t1S005137918A 

United States States Patent (193 [11] Patent Number: 5,1319918 1. 
Weiershausen et al. E453 Date of Patent Aug 11,1992 

(54] N.(2’.AIflN0PIIENVL).BENZ4MIDE [583 Field of Search ............... 5"/157,169; 514/616, 
DERIVATIVES PROCESS FOR THE 514/619 
PREPARATION THEREOF AND 
PHARMACEUTICAL cOMPosrnoNs 

ONTA1NING THEM 

[75] Inventors: tJte Welerahausen, Oundelflngen H 
Gerhard Satzinger, Denzlingen 
Earl.Otto Voihuer, Preiburg 
Wolfgang Herrmann, Merzhaosen all 
of Fed. Rep. of Germany 

(73] Assignee Goedecke Aktlengesellschaft, 
Sa1zufer, Fed. Rep. of Germany 

[21] AppI. No.: 594,592 

(22] Piled: Oct. 9, 1990 

Related U.S. Application Data 
[63] Continualion.ln.part of Sr. No. 455,860, Dec. 

1989, abandoned, which is a continuation of $at, 
39,204 Apr. 16, 1987, abandoned. 

- [30] Foreign Application Priority Data 

Apr. 22, 1986 (DE] Pad. Rep. of Germany ...... 36L 
Jul. 26, 1986 (t)E] Pad. Rep. of Germany ....... 362 

(5 1] mt. CL’ ...................A6IZ 81/165; CO7C 231 
L523 U.S. CL ....................................514/616; $141 

564/157; 564) 

1563 References Cited 
U.S. PATENT DOCUMENTS 

4,004,029 1/1977 Collins at at ............. 424/325 
4,642,379 2/1987 Beadle at at ..... _..--- 564/155 
4,816,485 3/1989 Satzinger at at - ..... ...._.. $141619 
4,857,662 8/1989 Sa*zinger at al ........... $14/619 X 
4,933,368 6/1990 Satainger at at .......... $14/619 X 

FOREIGN PATENT DOCUMENTS 
3305755 8/1984 Fed. Rep. W Gernsiny - 5641168 

OTHER PUEUCATIONS 
CA 106:19956v, Moser at at, Jan. 1989. 
Atsac at at, CA 88:51950J (1911). 
Shohel’tsyn at at, Zb Org. K.him 1986, 22(2), 359, 365. 

prb"ry Exambzer..-Carolyn S. Elmore 
Astomey, A04 or Rpm�Elizabeth M. Anderson 

(513 
The present Invention provides substituted N.(2’4mino. 
pheuyl)-benzaniide derivatives useful for combating 
neoplastic diseases. The present Invention also provides 
a process for the preparatton of these benza*ntde deriva-
tives, as well as pharmaceutical compositions contain. 
lug them and methods for using them. 
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N-(2’.AI1INOPHENYL)-BENZAMJDE 
DERIVATIVES PROCESS FOR THE 

PREPARATION THEREOF AND 
PHARMACEUTICAL COMPOSITIONS 

CONTAINING THEM 

CROSS-REFERENCE TO RELATED 
APPLICATIONS 

This is a continuation-in-part of U.S. application, Ser. 
No. 45$,860, filed Dec. 15, 1989 which is a continuation 
of U.S. application Ser. No. 039206, filed Apr. 16, 1987, 
now abandoned. 

BACKGROUND OF THE INVENTION 

The present invention is concerned with new N-(2’-
aminopbenyl)43enzamide derivatives, a process for the 
preparation thereof, pharmaceutical compositions con-
taining them, and the use thereof for combatting neo-
plastic diseases. 

German Patent 3305 755 describes compounds of the 
general formula I 

wherein at least one of R1 and R3 is a methyl radical and 
the other symbols R1, RZ, and R3, which can be the 
same or different, represent hydrogen atoms or methyl 
radicals, as being effective for combatting malignant, 
proliferative, and autoimmune diseases, 4-amino.N-(2’-
arninopbenyl)-benzamide and its N-monoznethyl deriva-
tive being said to be especially effective. 

Surprisingly, we have now found that the basic p-
amino function, which was Initially thought to be phar-
macologically essential, is not responsible for the thera-
peutic effectiveness of these compounds but rather that 
the absence thereof or a chemical change or thereof into 
neutral-reacting groups by substitution or replacement 
thereof by. nonbasic radicals gives rise to effective com-
pounds with a superior compatibility. 

SUMMARY AND DETAILED DESCRIPTION 

The present invention concerns new N-(2-amino-
phenyl)benzômide derivatives for the therapy of malig-
nant, proliferative, and autoimmune diseases which 
have, the general formula II 

NH 

P--a rit 
wherein R is a lower acylamino radical, including those 
with up to four carbon atoms which are optionally 
substituted with hydroxyl groups. 

The term lower acylamino is 

1? 
X-C-NH-

wherein X is hydrogen or a group of from one to three 
carbon atoms which may be unsubstituted or substituted 
by one or more hydroxyl groups. 

Preferred compounds of general formula (II) which 
5 contain a lower acylamino radical R include the 

1) 4acetamino-N-(2’-amInophenyl)-benzaInide, 
2) 44sobutyrylamino-N.(2’-aminOpbenYl)-beflzaIflide 
3) 4_formylaminoN.(2’aminopbenyl).beflZamide, 
4) 44J3.hydroxypropionylamino).N.(2’-aminopheflYl)-

10 bejzamide, and 
5) 4g1ycolaminoN(2!.aminophenyl).benZatflide. 

The 4-acylamino compounds 1) to 5) are new. The 
compound in which R is a hydrogen atom has been 
described (Beilstcin, 13, Main Work, p. 20) without 

15 mention of its pharmacological action. 
The present invention is also concerned with the use 

of compounds of general formula (II), wherein R can 
also be a hydrogen atom, for combatting neoplastic 
diseases. 

20 The compounds of general formula (11) can be pre-
pared by reacting a compound of the general formula 
Ma 

25JZXcOA 

, HIs 

30 wherein R has the same meaning as above and A is a 
reactive acid group, with a compound of the general 
formula 11Th 

X35  
H1b 

fl2N 

40 wherein X is an amino group provided with a protec-
tive group or is   llitro group, to give a compound of the 
general formula IV 

N 

11 

�N�( R�CrC  

so 

wherein X and R. have the above-given meanings, 
which is converted into a compound of general formula 
(II) either by reduction or by splitting off the protective 
group. 

5 The reaction of compounds of general formula (lila) 
with compounds of general formula (Ilib) takes place In 
known manner. The reactive acid group A can, in par-
ticular, be an acid halide, acid anhydride, Imldazolide, 
or ester group which permits a reaction with the amino 

60 group. Thus, A is preferably a halogen atom or an imid-
azolyl, acyl or lower alkoxy radical. 

The protective group for X is one of those conven-
tional in peptide chemistry, for example, a benzyl or 
carbobenzoxy radical. The reduction can be carried out 

65 with hydrogen for the use of an appropriate catalyst, for 
example, platinum or palladium, in such a manner that, 
on the one band, the free nitro group is reduced to give 
a primary amino group and, on the other hand, the 
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protective group on the amino group is split off hy-
drogenolytically. 

The active materials according to the present inven-
tion are advantageously administered in the form of a 
pharmaceutical composition which contains the active 
material in free form or in the form of  mixture with an 
appropriate pharmaceutical organic or inorganic solid 
or liquid carrier material, which can be administered 
topically, enterally, for example, orally or rectally, par-
enterally, for example, intramuscularly or intrave-
nously. For the preparation of such compositions, there 
can be used those materials which do not react with the 
new compounds according to the present invention, for 
example, gelatine, lactose, starch, stearyl alcohol, mag-
nesium stearste, talc, vegetable oils, benzyl alcohol, 
propylene glycols, petroleum jelly or other pharmaceu-
tical carrer 

The pharmaceutical compositions can be in the form 
of, for example, tablets, dragees, capsules, suppositories, 
salves or creams or in liquid form as suspensions or 
emulsions. If necessary, they are sterilized and/or con-
tain adjuvants, such as preserving agents, stabilizing 
Agents, wetting agents or emulsifiers, solubilizing agents 
or salts for changing the osmotic pressure or buffers. 
They can also contain further active materials. 

The dosage employed depends upon the nature of the 
disease to be treated therapeutically and upon individ-
ual factors. In general, dosages of from 10 to 300 mg and 
especially of from 20 to 50 mg are administered. In 
special cases, the individual dosage can also be higher. 

DRAWINGS 

FIG. 1 shows graphically that there is not statistically 
significant difference of the AUCs (area under the 
plasma concentration-time curve) found after intrave-
nous and intragastral administration to rats at 10 mg/kg. 
FIG. 1 is the AUC, rat, after administration of 4-
acetaminoN(2’-aminopbenyl)benZamide. The * is in-
tragastral administration (2 mg/kg; 10 mg/kg; 50 
mg/kg). The * is intravenous administration (10 
mg/kg). 

FIGS. 2 and 3 show graphically that the active mate-
rial of the present invention is characterized, in compar-
ison with the standard, by a longer half-life time so that 
it is possible to maintain a cytostatic activity level over 
a comparatively long period of time. In FIG. 2 the 
average plasma level of 44mino-N-(2’-aininophenyl)-
benzaniide in rats after single administration of 10 
mg/kg intragastrally (n=4). The half-life (t*) is about 
15 minutes. 

PIG. 3 shows the average plasma level of 4-
acetarnino.N-(2’aminopheny1)-benzamide in rats after 
single administration. + stands for 10 mg/kg intrave-
nously (n=5), o stands for 2 mg/kg intragastrally 
(n=5), for 10 mg/kg intragastrally (n=6), 0 stands 
for 50 mg/kg intragastrally (nsi5). Half-life (ti) is about 
4.2-4.5 hours. 

From FIG. 4 it is evident that 5-acetamino-1442’-
aminophenyl).benmmide affects tumor growth in a 
dose-dependent manner with almost complete tumor 
growth inhibition in the highest dose group. FIG. 4 
shows the activity of 4.acetamino-N-(2’-azninopbenyl)-
benzarnide against methylnitrosurea-induced (MNU-
induced) mammary adenocarcinotna in SD rats. is 
control; 0 is 12.5 mg/kg; � is 10 mg/kg; and 0 is 7.5 
mg/kg. 

PIGS. 5 and 6 show the antineoplastic effect of com-
pounds A. B, C at equimolar doses (33 .unol/kg/day); 

is control; A is compound C (8.0 mg/kg), o is corn-
pound B (:7.5 mg/kg), and 0 is compound A (8.9 
mg/kg). 

HG. 7 shows the growth inhibition of AMMN-
$ induced colon adenocarcinoma with compound A at 

different doses (5.3, 7.0, 9.1, and 11.9 mg/kg). 

BIOLOGICAL DATA 

4-Acetamino-N-(2-aminopheny1) bennamide was 
10 used as an example of a compound according to the 

present invention and compared with 4-N-(2’-ainin0-
pbenyl)-bcnzamide as standard, the outstanding inhibi-
tion action of which against various experimental tu-
mors in vitro and in vivo is known. The testing was 

15 carried out in vivo with SD-rats against MNIJ-induced 
mammary adenocarcinoma and acetoxymethylmethyl-
nitrosainine-induced. (AMMN.induced) colon adeno-
carcinoma. The testing was carried out in vitro in the 
"colorhnetric-cytotoxicity assay" using L1210 and 

20 mammary Menocarcinoina 16C tumor cells. In this test 
system, substances with 1D50 values of 250;&g/ML 
are assessed as being cytostatically active. 

It could be shown (see the following Table 1) that the 
active material 4.acetamino.N-(2’..aminophenyl).benza-

25 nude according to the present invention: 
1) acts outstandingly cytostatically; and 
2) has a cytostatic activity which is about the same or 

better as that of the comparison standard. 

- TABLEI 
JDs 

Tee Substance pg/mt 

L3210 Colothneuic Cytotoxieitv Asesy 
(A) 4.Acelvnin0-N.(2’.soluopbeny1).bcnz*fl2idC) 3.15 

35 (B) 4-Mnin0.N.(2.*mu0pbcnyl)-benzsmidc 2.18 
(C) 4-MetbyN.(Y.lmnOph).bCamutde 4.04 

14=Ma Menocarcincaa 16C Cytotoxicity Assay 

(A) 4.Acetimino-N42.snopheny)).beszaflæde 0.73 
(B) 4-AmNopbny1).benzasnide 0.69 

obuyry1amlno.N.(2’4nWnOpheny1)- 0.32 

40 beuzamide 
4.Fornzylun1no.N.(24mi*0pheny1).beUZa1flide 0.40 
4(ft-}*ydroxypropionyl)amlno-N.(2- 0.77 
aminophenyl).benznnide 
4Oycooy1minoN.(2.*nopbmyl)-beeZlflhide 0.62 

45 Surprisingly, we have found that the active material 
according to the present invention, 4acetam1no-N-(2’-
aminopbenyl)-benzamide, is considerably less toxic in 
the case of acute Intragastral administration than the 
comparison standard. This was demonstrated in an ori-

50  experiment (n=4) on male mice for the deter-
mination of the LDo with a 7-day period of observa. 
tian. The results are shown in the following Table 2: 

TABLE 2 

55 LD5o 
Tee Substance tn/kg 

(A) Acmico-N(2*n5nopheny1).b""de 1600 
(B) 4.Amino.N-(2’4aninopbe*2yI)4scflzamidc - 623 

60 In pharmacokinetie experiments on rats, a reduced 
resorption as a possible cause for the substantially im-
proved acute compatibility of the active material ac-
cording to the present invention in comparison with the 
standard could be excluded: the intestinal resorption of 

65 the substance took place quickly, completely, and dos-
age-linearly. 

The bioavailability of the active material according 
to the present invention is 100%. No statistically signifi-
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cant difference of the AUC’s was found after intrave-
nous and intragastral administration to rats of 10mg/kg. 
This is shown graphically in FIG. lot the accompany-
ing drawings. 

Besides its better compatibility, the active material 
according to the present invention is also characterized, 
in comparison with the standard, by the longer half-life 
time (see FIGS. 2 and 3 of the accompanying drawings) 
so that it is possible to maintain a cytostatic activity 
level over a comparatively long period of time. 

The in vivo activity of 4-acetamino-N.(2’-amino-
phenyl)-benzamide was tested against primary mam-
mary adenocarcinoma induced by 3 single N adminis-
trations of metbylnitrosurea on Days 50, 71, and 92 
following birth in female SD rats. As soon as tumor 
volumes 90.8 cm3 were reached, test Rnimsh were 
randomized and therapy was started. The compounds 
A, B, and C were administered intragastrally, 5 limes!-
week for 5 weeks. The doses of compounds A. B, and C 
were respectively: A: 7.5,8.9, 10.0 and 12.5 mg/kg/day; 
B: 7.5 mg/kg/day; C: 8.0 mg/kg/day. Median tumor 
volumes and numbers were determined weekly and 
compared with untreated controls. At equimolar doses 
(33 unoL/kg/day) the acetyldinaline (compound A) 
shows the highest antineoplastic effect, as can be seen 
from FIGS. S and 6. From FIG. 4 it is evident that 
4.acetamino-N.(2’.aminopbenyl)benzamide affects 
tumor growth in a dose-dependent manner with almost 
complete tumor growth inhibition In the highest dose 
group. 

The activity of the compounds A. B, and C was 
tested in vivo against AMMN-induced colon adenocar-
cinoma. Male SD-rats were given 2 mg/kg/week ace. 
toxymethyhnethylnitrosamine (AMMN) intrarectally 
for a period of 10 weeks for tumor induction. Animals 
with manifest tumors were assigned randomly to the 
test groups. The therapy scheme is given in Table 3. 

TABLE 3 
Number Test Duration of Tota 

Of Sub- Dose Therapy Dose 
Group Animals stance (mg/kg/day) (Weeks) (tug/kg) 

KI 15 - - - - 
K2 20 - - 10 0 
3 15 10 10 500 
4 15 (B) 7,7 10 355 
5 15 (B) 5.9 10 295 
6 5 (A) 11.9 10 595 
7 13 (A) 9.1 10 455 
$ 15 (A) 7.0 10 350 
9 15 (A) 8.3 10 265 
10 15 (C) 13.8 10 690 
11 15 (C) 10.6 10 530 
12 15 (C) 8.2 10 410 
13 10 (C) 6.2 10 310 

vI* gentle tube. 5 dele per

 

week 
(A) - Copoesd A. (B) Compotud B. ( - Cnpound C 

The animals were examined twice daily. After the 
10-week treatment period, the animals were sacrificed 
and a total necropsy performed. All tumors were indi-
vidually measured and their volumes added to a total 
tumor volume. All three compounds show an antineo-
plastic effect, compounds B and A being very efficient. 
The optimum dose of compound B (5.9 mg/kg/day e-26 
&moL’kg/day) resulted in arrest of tumor growth (rela-

tive median tumor volume TIC: 10.6%). The eqwmolar 
dose of compound A (7.0 mg/kg/day) also completely 
Inhibited further growth of colon carcinoma in the 
medium (F/C 11,1%). ..Furtbermore, with a dose of 

compound A being 11.9 mg/kg, the growth inhibition is 
much less (F/C about 5%), as can be seen from FIG. 7. 

Thus, the compounds according to the present inven-
tion are, in comparison with the comparison standard, 

5 4-N-(2’-ainlnopbenyl)-benzamide, cytostatics which are 
clearly improved in important biological parameters 
and, at the same time, are equally effective cytostatics 
against L1210 leukemia cells and AMMN.induced 
colon carcinoma and have better activity against main 

10 vary adenocarcinoma 16C. 
Therefore, the new compounds according to the 

present Invention are of therapeutic importance and are 
agents for the systemic and/or topical treatment of 
malignant neoplasms, for the treatment of benign prohf 

IS erative diseases, and for the treatment of disturbances of 
the cellular and bumoral immune system. 

That is also included the possibility of a combination 
with therapeutics from which it is to be expected that 
they strengthen and favorably influence the desired 

20 effects. 

The following examples are given for the purpose of 
illustrating the present invention: EXAMPLE I ) I (itiiC 

4-Acetainino.N.(21-aminophenyl)-benzamide 

30 g 0.1 mole) N42’-aminopbenyl)4-

acetylaminobeuzamide are hydrogenated under stan-
dard conditions in tetrahydroftiran in the presence of 

30 10% palladium charcoal. After removal of the catalyst, 
the filtrate is concentrated to about one-quarter of its 
volume and the precipitate obtained is filtered off with 
suction. If desired, the product can be recrystallized 
from methanol/tetrahydrofuran (1:1 v/v). Yield 18.6 g 

Is (69% of theory); m.p. 243.? C. 
The N-(2 .mtrophenyl)4acetyIammobe117rnde 

used as starting material is prepared as follows: 41.3 g 
(0.33 mole) oxalyl chloride are added dropwise at 0°-5’ 

C., with the exclusion of moisture, to a solution of 60.3 40 g (0.83 mole) dimethylformamide In 1.5 L dry ethyl 

acetate. Alter stirring for 30 minutes at this tempera-
ture, 44.8 g (0.25 mole) 4-acetamidobennoic acid, to-
gether with 27.7 g (0.35 mole) pyridine, are added 
thereto and the ice bath is removed. After stirring for 3 

45 hours at ambient temperature, the reaction mixture is mixed with a solution of 38 g (0.28 mole) o-nitroaniline and-27.7 g (0.35 mole) pyridine in 30 niL dry ethyl 

acetate. After stirring for 15 hours at ambient tempera-
ture, the reaction mixture is mixed with 500 niL IN 

so aqueous sodium hydroxide solution, the phases are sepa-rated and the aqueous phase Is shaken out three times with 150 niL amounts of ethyl acetate. The combined 

organic phases are washed neutral with water, dried 
over anhydrous sodium sulfate, and concentrated to 55 about one-third. The precipitate obtained is filtered off 

with suction and purified either by recrystallization or 
by column chromatography. Yield 15 g (2096 of the-ory); imp. 205.8’ C. qi’J t) 4-(J3-HydroxypropanoyI)-amino-N-(2’-aminopbenyl) benzamide 2 g (4,76 mMole) N-(2, nitrophenyl) 4-(3-benzy1oxy-propanoylamino).benzamide are dissolved in 300 niL 65 ethanol and hydrogenated in the presence of 1 g 5% palladium charcoal at 80’ C. for 6 hours in an autoclave. After filtration, the solvent is removed and: the residue is purified by column chromatography silica gel; meth-

2OL# 
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ylene chloride/methanol 9:1 v/v). Yield 0.8 g (56% of 
theory); m.p. 197. C. 

The compounds used as starting materials are pre-
pared as follows: 

4-(3.Benzyloxypropanoylamlno)-bcnzoic acid 
8.09 & (59 mMole) p-auzinobenzoic acid, together 

with 4.9$ g (63 =Mole) pyridine, are dissolved in 100 
mL dioxan and mixed at 15° C. with 11.7 g (59 mMole) 
34enzyloxypropionlc acid chloride (S.C.S.I Perkin I, 
1976,2229) in 2 mL dioxan. After stirring for 3 hours at 
ambient temperature, the reaction mixture is mixed with 
300 mL water. The precipitate obtained is filtered off 
with suction, washed with water, and dried. Without 
further purification, the product is used in the next step. 
Yield 15.7 g (89% of theory) m.p. 162’-164’ C. sinters; 
>200° C. decomposition. 

N-(2’-Nitropbenyl).4-(3.benzyloxypropanoylamino)-
hen7anlide is prepared analogously to Example I using 
12 g (40.1 mMolc) 4(3 benzyloxypropanoylamino)-ben-
zoic acid, 6.6g (0.13 mMole) oxalyl chloride, 9.7 g (0.13 
mole) dimethylformamide, 2X4.5 gpyxidine, 6.1 g(44.1 
mMole) o-nitroanlline, and 280 mL dry ethyl acetate. 
The crude product is purified by column chromatogra-
phy (silica gel; ethyl acetate/n hexane 1:5-1:1 v/v). 
Yield 3.5 g (21% of theory); m.p. 140° C. 

EXAMPLE 3 

4-isobutyrylamino N (2’-aininophenyl) benzamide 
13.1 g (40 mMole) N-(2’-nitropbenyl).4-

isobutyrylaminobenzamide are hydrogenated under 
standard conditions in 400 mL tetrahydrofuran in the 
presence of 10% palladium charcoal. After concentrat-
ing the solvent to 120 mL, the precipitated crystals are 
filtered off with suction. Yield 10.2 g (869o’  of theory); 
m.p. 247.6’ C. 

The compounds used as starting materials are pre-
pared as follows: 

44sobutyrylaminobenzoic acid 

50 g (0.36 mole) p-asninobenzoic acid and 30 g (0.38 
mole) pyridine are dissolved in 600 mL dioxan and 
mixed dropwise at 15’ C., with the exclusion ofmois-
ture, with 40.5 g (0.38 mole) isobutyric acid chloride. 
After stirring for 2 hours at ambient temperature, 500 
ml. water are added thereto, with vigorous stirring. 
The precipitate obtained is filtered off with suction, 
washed with water, dried, and recrystallized from diiso-
propyl ether/ethyl acetate (3:4 v/v). Yield 22 g (30% of 
theory); m.p 241° C. 

N42’-Nitrophenyl).4-isobutyrylaminobenamIde is 
prepared under the reaction conditions given in Exam-
ple 5: after the addition of pyrldine/o-nitroaniline, the 
reaction solution is stirred for 15 hours at ambient tem-
perature and for 5 hours at boiling temperature, the 
following components being used: 54.6 g (74.68 mMole) 
dimethylformamlde, U L dry ethyl acetate, 37.3 g 
(29.42 mMole) oxalyl chloride, 47 g (22.63 mMole) 
4-isobutyrylaminobenzolc acid, 34.4 g (24.89 mMole) 
o-nitroaniline, and 25.6 g (32.36 mMole) pyridine. The 
product is recrystallized from ethyl acetate. Yield 13.3 g 
(18% of theory); in.p. 237.6’ C. 

EXAMPLE 4 

443lycoloylamino..N-(2’-aminophenyl)-benzamide 
6.08 g (15 mMole) N-(2’-n1trophenyl)4-benzylox-

yacetaminobcnzamide are dissolved in 400 mL ethanol and 200 ml. tetrahydrofuran and hydrogenated in an 

autoclave for 19 hours at 80° C. and 50 bar hydrogen 
pressure in the presence of 3 g 15% palladium charcoal. 
The contents of the autoclave are filtered while still hot 
and the colorless filtrate is evaporated to dryness. The 

5 crystalline residue is recrystallized from 800 mL metha-
nol. Yield 2.6 g (63.2% of theory); m.p. 221’-223° C. 

The starting materials used are prepared as follows 

4-Benzyloiyacetaminobenzoic acid 
10 35.7 g (0.26 mole) p-aminobenzoic acid, together with 

23.7 g (0.30 mole) pyridine, are dissolved in 420 ml. 
dioxan and mixed dropwise at IS* C. with 51.7 g (0.28 
mole) beuzyloxyacetic acid chloride (Heterocyclic 
Chem., 15, 601, 1978). After stirring for 2 hours at ambi-

is cut temperature, the reaction mixture is mixed with 300 
mL water. The precipitate obtained Is filtered off with 
suction, washed. with water, and dried. The product is 
used for the next step without further purification. Yield 

20 63 g (98.3% of theory); m.p. 178°-179’ C. 

N (2’-Nitropbenyl).4-benzyloxyacetaininobcnzamide 

28.5 g (0.39 mole) dry dimethylformamide in 910 ml. 
dry ethyl acetate are mixed dropwise at 2° C., under an 

2$ atmosphere of nitrogen, with 21.5 g (0.17 mole) oxalyl 
chloride. After stirring for 30 minutes at 2’-5’ C., a 
suspension of 37.2 g (0.13 mole) 4-beazylox-
yacetaminobeuzoic acid and 14.4 g(0.18 mole) pyridine 
in 65 mL ethyl acetate are added thereto and the ice 

o 

bath is removed. After stirring for 2.$ hours at ambient 
temperature, the reaction mixture is mixed with a solu-
tion of 198 g (0.14 mole) o-nitroaniline and 14.4 g (0.18 
mole) pyridine in 65 mL ethyl acetate. After stirring for 
1 hour at ambient temperature, the reaction mixture is 

35 heated to the boil for 3 hours. After cooling, it is mixed 
with 500 mL IN aqueous sodium hydroxide solution 
and the phases are separated. The aqueous phase is 
shaken out twice with ethyl acetate. The combined 
organic phases are washed neutral with water and dried 

40 over anhydrous sodium sulf’ate. The solvent is evapo-
rated to 150 mL and the precipitated crystals are filtered 
off with suction and recrystallized from 700 mL etha-
nol. Yield 13 g (24.7% of theory); m.p 1280-1300 C. 

45 EXAMPLE 

N-(2’Aminophenyl).4..formylamino-benzamide 
1.92 g (67.3 mMole) N-(2’-nitrophenyl) 4-for. 

niylamidobenzamide are hydroginated under standard 
so conditions in 500 mL tetrabydrofuran in the presence of 

10% palladium charcoal. After removal of the catalyst, 
The solvent is removed In a vacuum and the crystalline 
residue is recrystallized from tetrabydrofuran/dilsopro-
pyl ether (1:1 v/v). Yield 1.5 g (88.5% of theory); m.p. 

55 197.7’ C. (decoxnp.). 

The starling material is prepared in the following 
manner: 

60 6$ 

N-(2’-Nitrophenyl)-4-formylamidobenzamlde 
7.9g (0.11 mole) dimethylforamuinide and 80 mL dry 

ethyl acetate are mixed dropwise at 0°-5, C., under an 
atmosphere of nitrogen, with 5.9 g (46.8 mMole) ozalyl 

chloride. After stirring for 30 minutes at this; tempera-
ture, the reaction mixture is mixed with 5.95 g (36 
mMole) formy14anildobenzoic acid (Chem. Bet., 23, 
3625, 1890; Beilsteins Handbuch derQrganidschen Che-
rule, pub. Springer Verlag, 1931, Vol. 14, p.432) and 4.3 
g (54 mMole) pyridine and the ice bath is removed. 

SRI 
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After stirring for .3 hours at ambient temperature, the 4. A compound according to claim 1 and being 4-for-

solution Is mised with 5.47 g (39.6 niMole) o-nitrosnI- mYino-N-(phenyamide. 
1ineInI5mL dry eth I acetate and  15b 

$ordinoIsim1and beins t-Ql-
Y an. or ours hydroxypropionylamino)-N-(2’aminophenyl).benza-

at ambient temperatum. The Solution is subsequently MICIp 
rendered alkaline with ammonia, Washed with water, 6. A compound according to claim 1 and being 
and dried over anhydrous sodium sulfate. After re- glycoloyIamino-N-(2’-aminophenyl)4enLauzide. 
moval of the solvent, a crystalline residue remains be.. 1. A pharmaceutical composition effective for treat-

hind which is tecrystafted from ethyl yj mg u,ammry  16C comprising a thera-
. ,,, Ia peurlcaliy eflbctive amount of a compound according to 

1.5 g #0 0 *u0tJi W+.’. claim 1 in combination with a pharmaceutically accept-
We claim: able carrier. 
2. A compound of the formula . 8. A pharmaceutical composition effective for treat-

ing L1210 leukemia comprising a therapeutically effec 
ii dye amount of a compound according to claim 1 in 

2 combination with a pharmaceutically acceptable car-
ncr. 

I 
C 9 A p1iarmacutical composition effective for treat-

a U lug colon adeuocarcinonm comprising a therapeutically 
20 effective amount of a compound according to claim 1 In 

combination with it pharmaceutically acceptable car-
wherelnRisa Iowa acy]arnmogroup 

10. A method for treating mammary adenocarcinonia 
16C in mammals which comprises administering to a 

ft 2$ mammal In need thereof a pharmaceutical composition 
X�C�NR� according to claim i in unit dosage form. 

It A method for treating L1210 leukemia in main-
wberem X is hydrogen or a group of one to three car- mals which comprises administering to a mammal in 
bon atoms unsubsmnted or substituted by one or more new thereof a pharmaceutical composition according 
hydroxyl groups. 30 to claim 8 in unit dosage form. 

2. A compound according to claim 12. A method for treating colon adenocarcinoma in 
mammals which cotaprises administering to a mammal 

aoetamlno.N.(2c4minophenyl)4enzamide. in new thereof a Obarmawatical wMidon accord-
3. A compound according to claim 1 and being 4- big to claim 9 in unit dosage form. 

isobutyrylamlno-N-(7..aminophenyl)-benzarnide. 35 * * * * * 
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The Journal of Clinical Pharmacology, 1990; 30:770-788 
' 1990 American College of Clinical Pharmacology 

- 

Article 

New natural products in cancer chemotherapy� 
WJ Slichenmyer and DO Von Hoff 

Four new and clinically relevant antineoplastic natural products are reviewed. 
Taxol is derived from the bark of the western yew. It promotes the formation of 
microtubule bundles which deform the cytoskeleton and interfere with mitosis. 
Although phase II efficacy testing Is incomplete, taxol Is effective in the 
treatment of patients with ovarian carcinoma an6has s mo atMWiiiiatients 

It
 nofl-stha cell lung can  and imelanoma. l[imains untes agains 

Severa  The thf1 ’ciesotaxol are myelosuppression, 
mucosItis anaphylactoid reactions, and peripheral neuropathy. 
Homoharringtonlne is the most active and abundant of the cephalotaxine esters 
derived from the genus Cephalotaxus. This agent appears to act at the 
ribosome to inhibit protein synthesis and has clinical activity in patients with. 
acute myelogenous leukemia. The dose limiting toxicities of hornoharringtonine 
are hypotension and myelosuppression. SKF .104864 and CPT-1 I are 
derivatives of camptothecin which are still in early clinical trials They are 
cytotoxic in vitro, acting through an Interaction with topolsomerase Ito induce 
DNA fragmentation. The spectra of activity and toxicity of SKF 104864 and� 
CPT-1 I are still undefined. All four of these new natural products offer 
possibilities for clinical activity for patierits with a variety of malignancies. 



D3 
308 

The Journal of Clinical Pharmacology, 1988; 28:208-215 
' 1988 American College of Clinical Pharmacology 

Article 

Clinical pharmacokinetics of carboplatin 
S Oguri, I Sakakibara, H Mase, T Shimizu, K Ishikawa, K Kimura, and RD 
Smyth 

The pharmacokinetics of carbop!atjnwere investigated in cancer patients after 
single, IV infusion doses &75, 150, 247.5, 300, 375, and 457Th2T1 
plasma and urine platinum and plasma ultrafilterable platinum concentrations 
were determined by atomic absorption spectrometry. Carboplatin was analyzed 
in plasma by a specific high-performance liquid chromatography (HPLC) 
procedure. Total plasma platinum, which represented free carboplatin, protein-
bound platinum and metabolites, declined triexponentially, plasma half-lives 
(t112 lambda 1, 02 to 0.4 hr; t112 lambda 2, 1.3 to 1.7 hr; tl/2 lambda 3, 22 to 
40 hr) and total body clearance (CLTB 2.8 +1- 0.5 L/m2lhr) were dose 
independent. Maximum plasma concentrations (Cmax) and area under the 
plasma concentration time curve (AUC) increased proportionally with dose 
Plasma ultrafilterable platinum and carboplatin concentrations at doses of 375 
and 450 mg/m2 declined in a biphasic manner. Plasma carboplatin elimination 
(t112 lambda 1, 0.50 hr; t1/2 lambda 2, 2.2 hr) and CLTB (4.4 to 5.8 L1m2/hr) 
were also independent of dose, AUG and Cmax increased proportionally to 
dose. Plasma free platinum was essentially all carboplatin for 8 or 12 hours 
after administration. Carboplatin did not bind to plasma protein in vitro but did 
degrade (tl/2-26 hours) to yield a reactive intermediate that bound rapidly and 
irreversibly to protein. The long terminal elimination half-life of plasma platinum 
was associated with irreversible binding of a platinum metabonate to plasma 
protein. The urinary excretion of platinum (0 to 24 hours) accounted for 58 to 
72% of doses in 12 to 24 hours. The remainder of the dose is slowly excreted. 
The pharmacokinetics, in vivo stability, protein binding, and elimination of 
carboplatin are distinct from the first-generation analog cisplatin. 
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Como resultado del examen de patentabilidad de la sohcitud de patente de 
invenc,On, realizado segun to establece el arttculo 45 de ’la DecisiOn 486 de la 
Cornision de la Comunidad Andina, se notifica el siguiente concepto tecntco 

1. Docurnentos estudiados  

Para el presente estud to se tuvieron en cuenta el capitulo descriptivo 
comprendido en Los folios 8-60 ye! capitulo reivtnthcatono de los folios 61 �63 
de la solicitud en estudio. 

2. Objetó de la Invenciôn 

El objeto de la presente solicitud de patente de invenciôn consiste en: 

Las reivindicaciones I - 7. se refieren a una cornbinactón. de agentes 
antlneoplÆsicos que contiene acetidtnahna y pachtaxel y/o carboplattna (en 
capsule 

a sotuciOn estØril pare inyección). 

Las reivinthcaciones 8 - 12 se refieren a un mØtodo para tratar cancer que 
consiste en administrar una combinaclón. 

Las reivindicaclones 13-15 se refieren .a unjuego que contieneacetidinalina 
en un compartimento y pachtaxel y/o carboplatina en otro u otros 

El problema planteado en esta sohcitud es Ia necesidad de proporcionar un 
mØtodo pare trgtar cancer. 

Para resolver este problema tcnico la solicituq en estudlo proporciona un 
metodo pare tratar cancer que consiste on administrar una combinaciOn de 
agentes antineoptÆsicos que contiene acetidinalina y paclitaxel y/o carboplatina 
(en cÆpsulaO soluciOn estØril pare inyecciOn). 

El objeto de la invenciOn definido antenormente se clasrfico do acuerdo con la 
1PC: A61 K 31/555 1/ 31/68 /1 31/28 1/ 31/00. 



TambiØn se reMndica prioridad de las Solicitudes de Patente de los Estados 
Unidos US 60 164 889 de noviembre 10 de 1999 y US 60 222 561 de agosto 3 
de 2000, con respecto a las cuales la fecha de presentación de la actual 
solicitud cumple el plazo mÆximo permitido. 

3. Excepciones a la Patentabilidad 

El articulo 20 do Is Decision 486 establece: "No serÆn patentables: d) los mØtodos 
terapØuticos o quirOrgicos para el tratamiento humano o animal, asi como los mØtodos 
do diagnóstico aplicados a los sores humanos o a an/males" 

Las reivindicaciones 8 - 12 so refleren a un mØtodo para tratar cancer quo 
consiste en administrar una combinación. 

Se observa que el mØtodo do tratamiento que comprende administrar una 
combinación, de las reivindicaciones 8-12, no es patentable de acuerdo con la 
norma citada, que especifica que los mØtodos terapŁuticos para el tratamiento 
humano o animal no son patentables. 

En conclusiOn, el mØtodo de tratamiento que comprende administrar una 
combinaciOn, do las reivindicaciones 8-12, no es patentable de acuerdo con el 
Art 20, literal d), de la decision 486. 

4. Unidad do Invenclón 

El articulo 25 de la DecisiOn 486 establece: "La solicitud de patente sOlo podrÆ 
comprender una invenciOn o un grupo do invenciones rolacionadas entre si, do manera 
quo con formen un Ænico concepto inventivo’ 

En una solicitud de patente so puede reivindicar: 
a) una sola invenciOn; o 
b) un grupo de invenciones relacionadas entre si POT Ufl ünico concepto inventivo. 
Cuando se trate del caso b), so debe considerar quo el concepto inventivo Crnico que 
relaciona las invenciones debe ser tØcnico, cumplir por si mismo con los requisitos do 
novedad y nivel inventivo, y ser comün a todas las reivindicaciones. 

Se observa quo las reivindicaciones 13-15 Se refleren a un juego que contiene 
acetidinalina en un compartimento y paclitaxel y/o carboplatina en otro u otros, 
no mantienen el principio de la unidad de invenciOn porque los compartimentos 
no pertenecen al mismo campo tØcnico No so observa quo entre los dos 
inventos reivindicados: los compuestos y los compartimentos en que se pueda 
envasar, exista un concepto tØcnico inventivo inico que los relacione. 

Debe hacerse la correcciOn respectiva. 

5. Determinación del Estado de la TØcnica 

El articulo 16 de la decisiOn 486 do la comisiOn de la Comunidad Andina quo establece 
que "El estado do ía tocnica comprenderÆ todo lo que haya sido accosiblo alpublico por 
una descripciOn escrita u oral, utilizaciOn, comercializaciOn o cualquier otro mac/Jo antes 
do Ia fecha do presentaciOn do la solicitud do patente o, en su caso, de la priondad 
reconocida. 

Solo para el efecto do ía detorminaciOn de la novedad, tamblØn so considerarØ dentro 
del estado de ía tØcnica, el canton/do do una soilcitud do patente en trÆmito ante Ia 
oficina nacional competente, cuya fecha do presentación o de prioridad fuese anterior a 
Ia fecha do presentacion o do prior/dad do ía solicitud do patente quo so estuviese 
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examinando, siempre que die/ic contenido estØ inc/u/do on (a solicitud de fecha anterIor 
cuando el/a so publique o hubiese transcurrido el plazo previsto en el articulo 40". 

Considerando quo la fecha de presentaciOn de la primera solicitud do patente 
do la cual se reivindica prioridad es noviembre 10 do 1999, se consultaron las 
bases de datos y los archivos con que cuenta la entidad con fecha de 
publicación anterior y so encontraron los siguientes documentos que anticipan 
el objeto de esta solicitud: 

No. Documento TItulo Fecha de 
PublicaclØn 

i5f us 5137 918 Derivados N-(2’-aminophenyl)- Ago 11, 1992 
benzamide, proceso pare su 
preparaciôn y composiciones 
farmacØuticas qua los contienen  

D2 The Journal of Clinical New natural products in cancer 1990 
Pharmacology, 1990; 30:770- chemotherapy 
788 (*) 

@ 1990 American College of 
Clinical PharmacQiogy  - 

D3 The Journal of Clinical Clinical pharmacokinetics of 1988 
Pharmacology, 1988; 28:208- carboplatin 
215 

' 1988 American College of 
Clinical Pharmacology  

6. Evaluaciôn de los requisitos de Patentabilidad 

El artIculo 14 de la DecisiOn 486 do la CornisiOn do la Comurtidad Andina establece que 
"Los Pa/sos Miembros otorgarØn patentes para las invenciones, sean do producto o do 
procedimiento, en todos los campos do /a tecnologia, siempre quo sean nuevas, ten gan 
nWe/ inventive y sean susceptibles de apllcación industrial". 

En cumplim.iento del articulo 14 de la Decision 486, se procediO a evaluar el 
cumplimiento do los requisitos de novedad, nivel inventivo y aplicaciOn 
industrial, con el fin de establecer la patentabilidad do la invenciOn reivindicada 
en la solicitud en estudlo. 

Evaluaciôn del Nivel Inventivo 

El articulo 18 do la DecisiOn 486 de la ComisiOn de la Comunidad Andina establece quo 
Se considerarÆ quo una invención tiene fivel inventWo, si pare una persona del oficic 
norma/monte versada en /a mater/a teen/ca correspondiente, esa !nvenciôn no hubiese 
resu!tado obvia ni so hubiese derivado do manera evidente del estado do Ia tØcnica. 

Las reivindicaciones I - 7 se refieren a una combinaciOn do agentes 
antineoplAsicos quo contiene acetidinalina y paclitaxel y/o carboplatina (en 
cÆpsula ó solución estØril para lnyección). 

Dl enseæa composiciones farmacØuticas quo contienen 4-acetamino-N-(2’-
aminophenyl)-benzamida (ver folios 308 y 310). 

D2 enseæa paclitaxel (Taxol) efectivo en tratarnientos de cancer de ovarios, 
cancer de cØlulas no pequenas de pulmOn y melanoma (ver folio 311). 

D3 enseæa carboplatino para tratar cØncer (ver folio 312). 

Se observa que 



(a) los compuestos que caracterizan a las combinaciones de esta solicitud, as 
decir acetidinalina y paclitaxel y/o carboplatina eran. conocidos an las 
anterioridades, por to cual para una persona conocedora de Ia materla era 
evidente eI elaborar las combinaciones teniendo an cuenta estos 
compuestos; 

(b) las reivindicaclones de esta solicitud no mencionan una caracteristica que 
conceda un efecto diferente o especial a los compuestos que pueda 
considerarse como un aporte a (a tØcnica, as( que son obvios para una 
persona versada on Ia materia. Con referenda a (as combinaciones 
reivindicadas se aclara que estas no aportan una ventaja dentro del campo 
tecnico an estudio Mora bien, con respecto a las ventajas terapeuticas de 
Ia admlnistración conjunta de acetildinalina con paclitaxel y/o carboplatina, 
se considera un avance an ciencias mØdicas porque Se relaciona con 
ensayos clinicos durante los cuales se varlan los niveles de dosilicack5n 

y 

vIas de administración y se eva(üan los resultados sabre los pacientes; 10 
cual no se relaciona an si con Ia industria farmacØutica y sus 
composiciones, que son (as que se corisideran eventualmente (caso de ser 
nuevas, tener nivel inventivo 

y aplicaciOn industrial) coma objeto de patente. 
(c) el problema planteado an esta solicitud que era la necesidad de 

proporcionar un mØtodo para tratar cancer se resuelve proporcionando un 
mØtodo para tratar cancer que consiste an administrar una comblnaciOn de 
agentes antineoplÆsicos que contiene acetidinalina 

y 

paclitaxel yb 
carboplatina, no se puede evaluar con referenda a nivel inventivo porque 
estÆ exento de patentabilidad. 

(d) el resultado obtenido: combinaciOn de agentes antineoplâsicos que 
contiene acetidinalina y paclitaxel y/o carboplatina (en cÆpsula O soluciOri 
estØril para inyección) no  as inesperado, porque no se ha seguido un 
procedimlento diferente para su elaboracton, ni as sorprendente para una 
persona normalmente coriocedora de Ia matetia el hecho de disponer 
acetidinalina an un compartimento 

y 

paclitaxel y/o carboplatina an otro u 
otros. 

(e) no parece haberse superado un prejuicio tØcnico anterior, con Ia 
combinaciOn farmacØutica propuesta. 

Por todo lo anterior, las combinaciones reivindicadas no tienen nivel inventivo. 

� 7 Conclusion 

En conclusiOn, los requisitos de patentabilidad de (a presente solicitud estÆn 
afectados asI: 

Item Documento Reivindicaciones 
- 

Requisito que afecta 
afectadas  

Dl 
. US 5137 918 1-7 

- 

Nivel inventivo 
D2 The Journal of Clinical 1-7 Nivel inventivo 

Pharmacology,. 1990; 30:770-
788 

) 1990 American College of 
Clinical Pharmacology  

D3 The Journal of Clinical I 7 Nivel inventivo 
Pharmacology, 1988; 28:208-
215 

' 1988 American College of 
Clinical Pharmacology  

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

NotifIquese el presente oficlo co forrne a lo dispuesto en el numeral 5.2, literal 
e), del capitulo quinto del titulo primero de la Circular Unica No. 10 de 2001. 

ALIX CARME 
Jefe de la Div 

CESPEDES DE VERGEL 
de Nuevas Creaciones. 

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

CONCEPTO TECNICO EXAMINAIJOR TECNJCO 
No. 393 COdigo 202007 
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SUPERINTENDENCIA DE INDUSTRIA V COMERCIO 
(3 ILI 

RADICACION: 0-85238 EDICTO No. 10869 

LA SECRETARIA GENERAL AD-HOC 
HACE SABER: 

Que esta Superintendencia profiria Resoluciôn No. 17215 de 29-JUN-2006. Que ci contenido de Is parte resotutiva es corno sigue: El 
Supenntendente de lndustria y Comercio. 

RESUELVE 

ARTICULO PRIMERO: Nagar el privilegio de patente de invenciôn  pars is solicitud 
correspondiente a QUIM(OTERAPIA DE COMBINACION’. 

ARTICULO SEGUNDO: Notificar personalmente ci contenido de Is presente resoluclôn 
al doctor Carlos Orlando Maya Rodriguez, o a quien haga sue veces, on su cabdad de 
apoderado de Warner Lambert Company., entregandole copia de Is misma, advirtiØndole 
que contra ella procede el recurso de reposickn Interpuesto ante ci Superintendente de 
lndustrla y Comerolo, al momento de Is notlficaciSn o dentro de los 5 dies hÆbites sigulentes 
aelia. 

NO11FIQUESE Y CUMPLASE 
Dada en Bogota, D.C., a los 29 JUN. 208 

EL SUPERINTENDENTE DE INDUSTRIA Y COMERCIO, 

1 -44 
Para notificar a los interesados, so fija el presente EDICTO en lugar visible al pIbIico en Is SUPERINTENDENCIA D DUSTRIA Y 
COMERCIO, por el tØrmino de (10) diez di h4lftes contados a partirde las 8:30 am. de hoy. 

Secretaria General Ad-Hoc 19-JLlL20061_______ Este edicto se desfija hoy 02-AGO-2006 a [as cinco.(5:00 p.m.)  
Secretaria General Ad-Hoc 
EDICTO No. 10869 

http://1 020.1 ..i 1 /Docurnentos/ApEdictos/edictos.php?fecha= 1 9-7-2006&kini=40 18/07/2006 


