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whereas only ALT was increased in non-exposed rats (+51%,
p < 0.05). Furthermore, these transaminases increases happened
earlier in DU-exposed rats. These markers were not modified at
50 mg/kg. At 24 h after 400 mg/kg acetaminophen treatment, his-
tological analyses showed tubular proximal necroses in the kidney
and plasma acetaminophen was increased (+56%, p < 0.05) in DU-
exposed rats. Elimination kinetics of acetaminophen and its major
metabolites were not disrupted shortly after therapeutic dose.

In conclusion, with a unique acetaminophen treatment, we
described differences between DU-exposed and non-exposed rats
only after a low-hepatotoxic dose. Indeed, DU chronic exposure
resulted in worse elimination of acetaminophen linked with kid-
ney and liver impairments. Therefore, it would be interesting to
evaluate the effects of DU chronic exposure on acetaminophen
metabolism after repeated medication to mimic human treatment.
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M118 is a next-generation low molecular weight heparin product
that was rationally engineered to provide flexible supportive anti-
coagulant therapy to patients with acute coronary syndromes. This
study was conducted to evaluate the pharmacokinetics of M118 as
determined by the plasma Anti-factor Xa (Anti-Xa) and Anti-factor
IIa (Anti-IIa) activities in normal and uremic (5/6 nephrectomized)
male rats after intravenous or subcutaneous administration in com-
parison with unfractionated heparin (UFH, for the intravenous
route) and enoxaparin sodium (EPS, for the subcutaneous route).
The results for UFH and EPS concur with published data on
pharmacokinetics/pharmacodynamics of these anticoagulants in
experimental or clinical renal insufficiency. The pharmacokinetic
parameters measured by plasma Anti-Xa and Anti-IIa activities for
UFH administered intravenously were comparable between normal
and 5/6 nephrectomized rats, whereas systemic exposure to EPS
was about twofold higher in the 5/6 nephrectomized rats than in the
normal rats. After IV administration, exposure to M118 in the ure-
mic rats was about 50% higher than in normal rats (AUClast 5.48 and
8.20 Anti-Xa IU × h/mL for normal and uremic rats, respectively).
However, after subcutaneous administration and in contrast to EPS
results, the PK parameters for M118 were comparable between nor-
mal and 5/6 nephrectomized rats (AUClast 3.62 vs. 4.69 Anti-Xa
IU × h/mL, Cmax 1.59 vs. 1.27 Anti-Xa IU/mL and half-life 0.96 vs.
0.87 h for normal vs. uremic rats, respectively). In conclusion, renal
insufficiency may not require adjustment in M118 dosage when the
drug is administered subcutaneously.
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Among the different mechanisms proposed to explain the toxic
effects of dietary flavonoids towards cancerous cells, substrate-
like interactions with cytochrome P450 CYP1 enzymes have
recently been explored. In the present study the metabolism
of the flavonoids chrysin, baicalein, scutellarein, sinensetin and
genkwanin by recombinant CYP1A1, CYP1B1 and CYP1A2 enzymes
and their cytotoxicity in MDA-MB 468 human breast adenocar-
cinoma and MCF-10A normal breast cell lines, were investigated.
Baicalein and 6-hydroxyluteolin were the only conversion products
of chrysin and scutellarein metabolism by CYP1 family enzymes
respectively, while baicalein itself was not further metabolized.
Sinensetin and genkwanin produced a greater number of metabo-
lites and were shown to inhibit strongly in vitro proliferation of
MDA-MB 468 cells at submicromolar and micromolar concen-
trations respectively, without essentially affecting the viability of
MCF-10A cells. Cotreatment of the CYP1 family inhibitor acacetin
reversed the toxicity noticed for these two flavones in MDA-MB
468 cells to 10 �M. In contrast chrysin, baicalein and scutellarein
inhibited proliferation of MDA-MB 468 cells to a lesser extent
than sinensetin and genkwanin. The metabolism of genkwanin to
apigenin and of chrysin to baicalein was favored by CYP1B1 and
CYP1A1 respectively. Taken together the data suggests that CYP1
family enzymes contribute a major part to the activation of dietary
flavonoids to more toxic conversion products in breast cancer cells.
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Propofol (2,6-diisopropylphenol) is a potent short-acting intra-
venous sedative hypnotic agent, often used in intensive care.
Despite its inherent pharmacological and therapeutical advantages,
the use of propofol has been related with some adverse effects (1,2),
albeit its toxicity is not being easy to predict. This communication is
in the ambit of a prospective study aimed to relate the serum levels
of propofol and its no-conjugated metabolites (2,6-diisopropyl-1,4-
quinol and 2,6-diisopropyl-1,4-quinone) with the adverse effects
exhibited by patients. Because no method was previously published
to simultaneously quantify propofol and the free metabolites in bio-
logical fluids, the study started with the implementation of a gas
chromatography method with mass spectrometry detection. The
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