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JOSÉ LUIS REYES VILLAMIZAR, mayor de edad, identificado como aparece al 

pie de mi firma, abogado en ejerciclo, titular de la tarjeta profesional nUmero 44655 

del Consejo Superior de la Judicatura, obrando en calidad de apoderado de la 

sociedad TECNOQUIMICAS S.A.,dentro del trÆmite de la referencia, en ejercicio 

de lo dispuesto par el artIculo 42 inciso 20 de la Decision 486 de 2000, por media 

del presente escrito, procedo a sustentar y complementar la oposicion presentada 

el 2. de Septiembre de 2007, en los siguientes tØrminos: 

I. RATIFICACIÔN 

Comedidamente me permito insistir en los argumentos planteados en la oposiciOn 

referida, los cuales, coma se dijo en su momento, demuestran que la solicitud de 

la referencia incumple’ los requisitos de patentabilidad establecidos por los 

articulos 14, 16, 18 y 20-d de la Decision 486 de 2000, y que par ella no merece 

recibir el beneficio patentario. 
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) En primer tØrmino, reitero que una simple lectura del capItulo reivindicatorio en 

curso, en especial de las reivindicaciones I a 9, pernhite concluir que la 

solicitud pretende, sin mØs, obtener exclusiva sobre el USO de composiciones 

farmacØuticas y principios activos, en abierta contravención del articulo 14 de 

la Decision 486 de 2000. En el mismo sentido hago notar que las 

reivindicaciones de uso tienen el agravante de serlo COMO PARTE DE 

METODOS DE TRATAMIENTO, pretensiOn Østa igualmente prohibida por el 

articubo 20 literal d) de Ia misma norma citada. 

De otro lado, me permito reiterar que la patente americana US 3,539,573 

publicada el 10 de Noviembre de 1970 y titulada "11 -BASIC-, 

DIBENZODIAZEPINES AND DIBENZOTHIAZEPINES" revela un compuesto 

de la formula (I), entre los que se puede encontrar 11 -piperazin-1 -ildibenzo  [b,f] 

[1,4] tiazepina, los cuales pueden ser usados terapØuticamente como 

analgØsicos, antihistaminicos, agentes sedantes y depresores de la motilidad, 

agentes parasimpaticoliticos, antialØrgicos, adrenolJticos, neuroplØgicos, 

neurolØpticos, antidepresivos neurolØpticos y antiemØticos. Si se considera que 

un agente neurolØptico o antipsicótico es un medicamento que actüa en el 

cerebro y que puede ser empleado, segin la publicación descrita y otras de la 

misma categorla, en casos de esquizofrenia, paranoia y psicosis, es necesario 

concluir que el compuesto cuya protección se pretende, al igual que su uso, se 

encuentran revelados en la citada anterioridad, afectando en forma 

irremediable el requisito de Novedad de la solicitud 06-002-323. 

Ahora bien, si en gracia de discusiOn nos encontrÆramos ante Ia ausencia 

textual de una composición oral como la descrita, es necesario reiterar 

entonces, ahora desde la perspectiva del Nivel Inventivo, que la materia 

revelada en la solicitud que nos ocupa es una simple combinaciOn habitual y 

predecible de materiales conocidos para bograr tipicas formas orales de 

dosificaciOn farmaceutica basadas en el principio activo I 1-piperazin-I-

ildibenzo [b,f] [1 ,4] tiazepina. 



IL COMPLEMENTO DE INFORMACIÔN 

Por si los anteriores argumentos no fuesen suficierites para demostrar que la 

solicitud en curso incumple los requisitos materiales de patentabilidad que le son 

aplicables, es del caso anotar el conocimiento previo del metabolito de 

quetiapina1’2 reivindicado por la solicitud colombiana en trâmite, por obra de la 

pubhcaciôn "Clinical Pharmacokinetics of Quetiapine: An Atypical Antipsychotic"3, 

en los siguientes tØrminos: 
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Como puede apreciarse, la publicaciOn anotada revela ademÆs del metabolito 

en mención, otros 10 posibles metabolitos que poseen actividad farmacolOgica 

y que podrIan ser empleados para la fabricaciOn de un medicamento, al igual 

que se pretende en la solicitud en curso. 

Par todo to anterior, ruego se analicen los argumentos expuestos con et rigor y 

detenimiento habituales y que en consecuencia se decrete, ademÆs de la 

negaciôn de la solicitud en comento, el archivo del expediente que la contiene. 

Ill. ANEXOS 

La publicación cientIfica "Clinical Pharmacokinetics of Quetiapine: An Atypical 

Antipsychotic" paginas 509, 510 y 513. 
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Abstract Quetiapine is a dibenzothiazepine derivative that has been evaluated for man-
agement of patients with the manifestations ofpsychotic disorders. in pharmaco-
kinetic studies in humans, quetiapine was rapidly absorbed after oral administration, 
with median time to reach maximum observed plasma concentration ranging from 
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1 to 2 hours. The absolute bioavailability is unknown, but the relative bioavaila-
biity from orally administered tablets compared with a solution was nearly com-
plete. 

Food has minimal effects on quetiapine absorption. The drug is approximately 
83% bound to serum proteins. Single and multiple dose studies have demonstr-
ated linear pharmacokinetics in the clinical dose range (up to 3 75mg twice daily). 
The drug is eliminated with a mean terminal half-life of approximately 7 hours. 

The primary route of elimination is through hepatic metabolism. In vitro stud-
ies show that quetiapine is predominantly metabolised by cytochrome P450 
(CYP) 3A4. After administration of [14C]quetiapine, approximately 73% of the 
radioactivity was excreted in the urine and 21% in faeces. Quetiapine accounted 
for less than 1% of the excreted radioactivity. 11 metabolites formed through hepatic 
oxidation have been identified. Two were found to be pharmacologically active, 
but they circulate in plasma at 2 to 12% of the concentration of quetiapine and 
are unlikely to contribute substantially to the pharmacological effects of the drug. 

The pharmacokinetics of quetiapine do not appear to be altered by cigarette 
smoking. Oral clearance declines with age, and was reduced in 2 of 8 patients 
with hepatic dysfunction but not in patients with renal impairment. 

Quetiapine has no effect on the in vitro activity of CYP 1A2, 2C9, 2C 19, 2136 
and 3A4 at clinically relevant concentrations. The lack of effect of quetiapine on 
hepatic oxidation was confirmed in vivo by the lack of effect of quetiapine on 
antipyrine disposition. Quetiapine had no effect on serum lithium concentration. 
Phenytoin and thioridazine increase the clearance of quetiapine, and ketocona-
zole decreases clearance. No clinically significant effects of cimetidine, haloper-
idol, risperidone or imiprarnine on the pharmacokinetics of quetiapine were noted. 
Quetiapine dosage adjustment, therefore, may be necessary when coadministered 
with phenytoin, thioridazine or other potent CYP3A4 inducers or inhibitors. 

The relationship between the therapeutic effects and the plasma concentrations 
of quetiapine has been investigated in a multicentre clinical trial. There was no 
statistically significant association between trough plasma quetiapine concentra-
tion and clinical response as measured by traditional assessments of psychotic 
symptom severity. Subsequent clinical studies of the plasma concentration versus 
effect relationships for quetiapine may help to further define guidelines for dosage 
regimen design. 

Approved by the US Food and Drug Administra-
tion (FDA) in 1997, quetiapine (quetiapine fumar-
ate, Seroquel") is an atypical antipsychotic with a 
unique receptor-binding profile. A dibenzothiazep-
me derivative, quetiapine is indicated for the man-
agement of patients with the manifestations of psy-
chotic disorders and has been shown to have efficacy 
equal to that of the traditional antipsychotics in the 
short term treatment of schizophrenia.1141 Control-
led clinical trials have shown quetiapine to be effec-
tive in addressing symptoms of schizophrenia and 
to have a low propensity for causing extrapyra-
midal symptoms. Quetiapine is available in strengths 

0 Adis International Limited. At rights reserved. 

ranging from 25 to 300mg and has been shown to 
be effective over a broad dose range (up to 750 
mg/day). 

Quetiapine has moderate affinity for serotonin 
(5-hydroxytryptamine; 5HT) 5HT2A, adrenergie 
(al), muscarinic and histaminergic receptors. It has 
only minor affinity for dopamine 11)2 and 5HTIA 
receptors and very low affinity for 511120 (12 and 
D1 receptors. 

The pharmacokinetics of quetiapine have been 
characterised in normal healthy volunteers and in 
individuals with selected psychotic disorders. These 
studies were performed with a specific high pres-

CUr Ph irmaconet 20131;4U(7) 
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4. Metabolism 

Approximately 73 and 21% of the radioactivity 
ofa radiolabelled dose of quetiapine was recovered 
in the urine and faeces, respectively, in a study in-
volving 6 men with schizophrenia. Unchanged 
quetiapine accounted for less than 1% of the ex-
creted radioactivity.16’81 Therefore, quetiapine is 
primarily and extensively eliminated by metabolism. 

Major routes of metabolism involve oxidation 
of the alkyl side chain, oxidation of the terminal 
alcohol to the corresponding carboxylic acid, by-
droxylation of the dibenzothiazepine ring, sul-
foxidation and phase II conjugation (fig, 1),[1.91 

11 confirmed metabolites have been identified. 
Quetiapine appears to be the major circulating spe-
cies in plasma. The for intact drug was 23.2% 
ofthe total plasma radioactivity. The sulfoxide me-
tabolite and the parent acid metabolite accounted 
for 15.1 and 14.7%, respectively, of total plasma 
radioactivity; however, neither of these metabo-
lites was active in vitro for serotonin or dopamine 
receptor affinity or in in vivo tests aimed at charac-
terising antipsychotic action in several animal 
models. The remaining metabolites each accounted 
for less than 5% of the circulating radioactivity. 
The plasma concentrations of 2 active metabolites, 
7-hydroxy-quetiapine and 7-hydroxy-N-desalkyl-
quetiapine, were about 5 and 2%, respectively, of 
that of quetiapine. The relatively low concentrations 
ofeirculating active metabolites were confirmed in 
a study by Gefvert et aL[’°] At 8 hours after a dose 
at steady state, the plasma concentrations of 7-
hydroxy-quetiapine and 7-hydroxy-N-desalkyl-
quetiapine were 12.1 and 12.3%, respectively, of 
that of quetiapine. Thus, these metabolites are not 
thought to contribute to the pharmacological ef-
fects of administered quetiapine. 

In vitro experiments have used human liver 
microsomes and individual recombinant cyto-
chrome P450 (CYP) isozymes to determine which 
of the CYP isozymes are responsible for the meta-
bolism ofquetiapine. CYP3A4 was found to be the 
primary enzyme responsible for the CYP-mediated 
metabolism of quetiapine, and CYP2D6 made a 
small contribution to the 7-hydroxylation of quetiap-

eAdi$ Internatlor,ai Limited, Al rights reserved, 

ine.fl31 As the 7-hydroxy metabolite constitutes 
such a small fraction of circulating metabolic prod-
uct, it is expected that the well-characterised genetic 
polymorphism of CYP2D6 should minimally alter 
the overall disposition of quetiapine. Additionally, 
any drug interactions that modify quetiapine meta-
bolism and pharmacokinetics are more likely to 
occur with drugs that are inhibitors or inducers of 
CYP3A4 rather than inhibitors of CYP2D6. 

In healthy volunteers, the CL/F of quetiapine 
varies and appears to be from 83 to 113 L/h, but 
the true value can be determined only after intra-
venous administration of quetiapine (table I). If 
these values are compared with average hepatic 
blood flow (90 LIh), the CL/F of quetiapine is char-
acteristic of drugs with a high hepatic extraction 
ratio and extensive first-pass elimination. Gastro-
intestinal CYP3A4 metabolism of quetiapine has 
not been reported. 

5. Excretion 

Following oral administration of radiolabelted 
quetiapine (150mg, 100 mCi), approximately 73 
and 21% of the radioactivity was recovered in the 
urine and faeces, respectively, within 168 hours of 
administration. Quetiapine accounted for Less than 
1% of the excreted radioactivity.t61 

6. Pharmacoklnetics In 
Special Populations 

6.1 Age and Sex 

In separate studies, the effect of age on the phar-
macokinetics of quetiapine has been assessed in 
adolescent and elderly patients. 

In 10 adolescent inpatients aged 12 to 17 years 
with a range of psychotic disorders, McConville et 
al.141 titrated quetiapine, starting with 25mg twice 
daily and increasing to 400mg twice daily. Drug 
concentration data from intensive blood sampling 
over a 12-bow interval on days 11(100mg twice 
daily) and 23 (400mg twice daily) were compared. 
The pharmacokinetic profile of quetiapine was 
similar to the profile previously observed for adults. 
For adolescents, apparent tl,cp and tax values were 

CUn Pharmecoinet 2001; 40 (7) 
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Fig. 1. Major metabolic pathways of quetiapine elimination. CYP = cytoctirome P450. 

5.3 hours (mean) and 0.5 to 3.0 hours (range), re-
spectively. Clearance values (mean – SD) after the 
100 and 400mg twice daily regimens were, respec-
tively, 95 – 16 and 107 – 12 L/h. These data support 
dose linearity up to 400mg twice daily and also 
provide evidence that, from apharmacokinetic stand-

0 Adis IrrterriOtlnrral Limited. All rights reserved. 

point, no dosage adjustment should be required 
when treating adolescent patients with quetiapine. 

The effect of aging was examined by linear re-
gression of the CL/F of quetiapine by pooling data 
from 256 individuals with ages in the range of 12 
to 85 years who participated in clinical trials.161 

CUrr Pharmacoklnet 2001; 40 (7) 


