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of intracellular protein binding of bile acids is also unclear. ratio of the rate constants remains the same. Ratio of BSEP k to protein k than when the drug-BSEP constant is occurring.
The goal of the current simulation work was to investigate the nereased (blue)
impact of drug and bile acid binding kinetics on BSEP 2. The concentration of binding protein in the system
Inhibition using a mechanistic QSP model. was also shown to be an important consideration, as
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n the dynamic model, the drug-BSEP and drug- 5 < 4000 affinity for binding protein bile acids and thus exacerbate bile acid accumulation.
orotein rate constants still matter. The total amount of = 3 3000 e ot of 3. Complex behavior such as chaperoning — the process
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J 15 present. . J P concentration captures more bile acids in the cell Time (h} Accumulation is enhanced thus may render the free-drug hypothesis unable to
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