Nonylpheno! ethoxylate(NPE) is a widely used surfactant and known hormone disrupter. In previous
study, NPE is readily absorbed and rapidly removed from the body by gastrointestinal and renal excretion
routes. P-glycoprotein(P—-gp) that confers celiular multidrug resistance to many cytotoxic compounds
may be an ideal candidate for this excretory role and can transport nonionic detergents like NPE. NPE
similar to Tergitol NP-9 is identified in human urine. It was reported that high concentration of NPE might
enhance the membrane transport due to cell membrane damage.However the effect of NPE on epithelial
membranes is not yet studied in lower concentrations may be similar to the physiological level. In this
study, the effect is examined using the Caco-2 and LLC-PK1 cell lines. TEER was also measured to
know the effect of NPE on the tight-junction with EVOM.Caco-2 and LLC-PK1 cells were grown to
confluency on a polycarbonate membrane inserts to permit loading of paracellular markers{mannitol and
inulin), a transcellular transport drug(Ketoprofen), and P-gp substrates(Rhodamine 123 and
Daunomycin) in the presence of NP-9 and other NPE. When NPE was put either in the apical or basal
side, TEER was significantly decreased and the transport of mannitol, a paracellular marker, was
increased and these changes were reversible in 2hrs. There was no significant change in the transport of
Ketoprofen. P-gp induction by NPE pretreatment didn’t affect the transport of P~gp substrates. In
conclusion, the effect of NPE on the barrier function of epithelial membranes is not by P-gp induction
but by tight junction opening.
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Agitation condition does not affect the correlation between in vitro permeability and in
vivo bioavailability of drugs.
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It has been well-known that a strong correlation is observed between in vitro permeability and in vivo
bioavailability. But its curve was different in each labs. The permeability of drugs across Caco-2 cell
monolayers have been measured and varied under each different agitation condition. Also there is a
report that the permeability of some hydrophobic drugs were increased by the increasing rate of
agitation. So we studied the effect of the agitation on the permeability of each drug and the relationship
between the difference of Papp by the agitation(APapp) and the hydrophobicity of drugs. Also we
investigated the effect of APapp on the correlation curve between in vitro permeability and in vivo
bioavailability. The transport of drugs were examined under two different agitation condition(60 rpm,
Orpm, respectively) using Caco-2 cell monolayers.

As a result, permeability{Papp) of propranolol, phenylpropanolamine and YH-439 was slightly increased
by the agitation. But, Papp of mannitol, cimetidine, ranitidine, hydrocortisone, loxoprofen, theophylline,
tacrine and benzylpenicillin was not affected by the agitation. Also APapp was not related with
hydrophobicity of drug and the agitation didn't change the curve indicating the relationship between the
permeability and the bioavailability.

In conclusion, it may not be necessary to consider the effect of agitation when we intend to predict in
vivo bioavailabililty from the permeability of drugs across Caco-2 cell monolayer.
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Population pharmacokinetics of aceclofenac in Korean healthy subjects using
NONMEM
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