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Project Description:
The precise molecular mechanism explaining the failure of 5-10% asthmatic patients to

properly respond to corticosteroid (CS) therapy still remains unclear!. Finding novel
therapeutic alternative to overcome inflammation-related steroid resistance in severe asthma is
an unmet medical need. Using a cellular model of steroid resistance that was developed in our
laboratory?-5, we have uncovered a number of different molecules induced by pro-asthmatic
stimuli such as IRF-1 or GRp that dramatically reduce the anti-inflammatory action of CS in
airway structural cells. Our latest report showed that phosphatases also participate in
mediating cytokine-associated steroid resistance. The purpose of this PhD studentship is to
extend these observations by exploring novel therapeutic avenues to inhibit steroid-resistant
genes. The student will focus on different compounds that can dissociate the transactivation
function of corticosteroids from their beneficial transrepression function which mediates the
vast majority of their anti-inflammatory actions, whereas transactivation has been associated
with the unwanted side effects of corticosteroidsé. We are looking for a highly motivated, hard
working and exceptionally enthusiastic student who will obtain training in a range of state-of-
the-art techniques applied to cells and tissues derived from healthy and asthmatic patients.
Prior experience in cell culture, molecular biology, and protein analysis by ELISA and western
blotting is strongly desirable.
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