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ESTUDO FARMACOCINETICO PILOTO DO LQFM002: ANALOGO

SINTETICO DO 4-NEROLIDILCATECOL

Pilot pharmacokinetic study of LQFMO002: The synthetic analogue of 4-
nerolidylcatechol

RESUMO

Introducdo e objetivos: O 4-nerolidilcatecol é o principal metabdlito secundario da
Pothomorphe umbellata que possui excelente atividade antioxidante, porém em estudos
prévios, apresentou baixa biodisponibilidade (2,7%)'. O LQFMO002 foi sintetizado tendo
como protétipo a molécula do 4-NRC visando a obtengdo de um composto com maior
atividade farmacoldgica, baixa toxicidade, melhores propriedades farmacocinéticas,
garantido eficicia e seguranca com minimas reacdes adversas.Metodologia: foram
utilizados 2 ratos machos Wistar(+250g), dgua e alimentacdo ad libitum e administracdo do
LQFMO002 foi intravascular (11mg/Kg) por meio da dissecgdo da veia femoral. Amostras de
sangue (250uL) foram coletadas (5, 10, 15, 20, 30, 45, 60 e 120 min) por meio de cateter
intravenoso introduzido na artéria carétida através de seu isolamento na porgdo distal e
proximal e a cada coleta foi realizada reposicao do dobro volume coletado com solugdo de
heparina. Resultados e discussdes: Apods administracdo intravascular do LQFMO002, o ty,
obtido foi de 17 min. A AUCq., clearance e Vq foram de 48,21+ 8,22pg.h/mlL, 0,069+
0,0lmL/h e 1,74 + 0,47mL, respectivamente. O valor de Vg4 foi indicativo de extensa
distribuicdo extravascular, caracteristico de moléculas lipofilicas®3.Contudo, ha indicios de
uma elevada ligacdo aos componentes tecidulares®. Conclusdes: no estudo piloto a
farmacocinética do LQFMO002 foi determinada com sucesso, os dois animais apresentaram
resultados semelhantes sendo os mesmos condizentes com as caracteristicas fisico-quimicas
da molécula. Agradecimentos:BioPK, LQFM, CNPq, FAPEG, FINEP e CAPES.
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ABSTRACT

Introduction and Objectives: O 4-NRC is the main secondary metabolite of Pothomorphe
umbellata, wich has an excellent antioxidant activity. Although, previous study showed low oral
bioavailability (2.7%). The LQFMO002 was synthesized having 4-NRC as prototype to obtain a
compound with higher pharmacological activity, low toxicity, greater pharmacokinetics
properties, security and efficacy and minimal adverse effects. Methodology: a single dose of
LQFMO002 (11mg/Kg) was administered intravenous to 2 male Wistar rats (£250g) by femoral vein
dissection in fed state. The blood samples (250puL) were collected (5, 10, 15, 20, 30, 45, 60 e 120 min)
by catheter introduced in carotid artery isolated in distal proximal portion and in each collect was
realized replacement of double of blood volume with saline heparin solution. Results and
discussion: the tifound was 17 min. The AUCq., clearance and volume of distribution were
48.21+ 8.22pg.h/mL, 0.069+ 0.01 mL/h e 1.736 + 047 mL, respectively. The Vd value (1.736mL)
indicates an extensive extravascular bind what is common in lipophilic molecules’ 2 3. However,
there is evidence of a high tissue components bind.Conclusions: in the pilot study the
pharmacokinetic of LQFMO002 was successfully determined, the result in the two animals were
similar and consistent with the physical-chemical properties of molecule. Acknowledgments:
BioPK, LQFM, CNPq, FAPEG, FINEP and CAPES.
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