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Danofloxacin (DANO) is a synthetic antibacterial agent belonging to
fluoroquinolone class, a family of compounds useful for the treatment of
a variety of microbial infections. Some drugs included in this family are
substrates of the transporter BCRP/ABCG2 (Breast Cancer Resistance
Protein). (Pulido et al., (2006): Merino et al., (2006)). Recently, we have
shown in vitro interaction of DANO with BCRP/ABCG2 (Real et al..
2008). This protein extrudes xcnotoxins from  enterocytes and
hepatocytes as well as other cpithelial cells from organs and it actively
secretes drugs into the milk. DANO is actively scereted into the milk
(Escudero et al.. (2007)): this I hanism could infl
DANO cchcu\ eness in the treatment of infections and could be

iated with antibi The purpose of this
slud\ was 1o determine the in vivo mlcracllon of DANO with Breast
Cancer Resistance Protein.
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Fig. 1: Chemical structure of dannl]o\zcm

MATERIALS AND M

[ETHODS

Pharmacokinetic studies were carried out at different times (5 to 30
minutes) and doses (5, 10, 30 and 50 mg/kg) after oral and intravenous
administration, using Berpl knockout mice and they were compared
with wild type mice. In addition, secretion into milk was analysed in
lactating females. HPLC conditions to process samples were based on
Merino et al., (2006).

RESULTS AND DISCUSSION

sho“cd that plasma concentrations of DANO in wild type

ut mice were very similar at the doses and times studied after
ntravenous i Fig. 2 rep onc example of
of experiments. However. in lactating females. milk
jon and milk/plasma ratios were significantly higher in wild

knockout mice following intravenous administration of 10
0 minutes. (Fig. 3).

Fig. 2: Plasma concentration after
DANO  oral administration (50
mg/Kg) in wild type and knockout
mice at different time points. Results
are expressed as means and error bars
indicate standard desviation ( n= 4-7).

&

Con g/ mi)

- ;
A ; 8
- .
i * i
3 2 H %
i i
;. wnits || 3
i 2
o 1
. o
= = ©

Fig. 3: Milk concentration (A) and milk/plasma ratio (B) of DANO in WT and KO lactating
females. DANO was intravenously administered (10 mg/kg) and plasma and milk samples were
collected after 20 minutes. Results are expressed as means and error bars indicate standard
desviation (n =5, * p<0.01 )

In this study. we have demonstrated that DANO is actively secreted into milk by the
Bcrpl u'ansponcr Our data contribute to milk residues studies and to the

of ¢ to antibi A strategy to reduce DANO milk residues
could include the inhibition of this transporter.
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2009 con la tesis sin terminar, y ahora que????




Participacidon en proyectos con empresas 2009-
2011




Defensa Tesis Doctoral 2011

“Caracterizacion del transportador de membrana BCRP y sus
polimorfismos en rumiantes: importancia en la aparicion de
residuos de farmacos en leche”

bajo la direccion de las doctoras Merino Peldez y Marqués
Martinez



Caracterizacién del transportador BCRP: cultivo
in vitro de células MDCKII que sobreexpresan el
transportador

Estudios in vivo: ratones y ovejas

Estudio de polimorfismos del transportador de
rumiantes




Y ahora qué???
ALIVIO

ICERTIDUMBRE

<»Convocatorias publicas (postdoc)

<+Salto a la empresa privada



http://www.google.es/url?sa=i&rct=j&q=alivio&source=images&cd=&cad=rja&docid=fvgyaGO-YnlMVM&tbnid=_1rdgWDB34WcnM:&ved=0CAUQjRw&url=http%3A%2F%2Fquierodejardesergordagorda.blogspot.com%2F2011%2F07%2Fdia-59-ufffff-que-alivio.html&ei=ZjBnUf-0De-Y1AX5mYHADw&bvm=bv.45107431,d.d2k&psig=AFQjCNGBP8Ro9inKq0zdoVbC8kjuRRhSfA&ust=1365803424668016

Salto a la empresa privada : Beca ADE aio 2012 en
GH Genhelix

Ade

Inversiones y Servicios

Produccion de proteinas recombinantes mediante el cultivo in
vitro de células de mamifero
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- Enero 2013 contrato con la empresa
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