Population pharmacokinetics and pharmacodynamics analysis of hydroxyurea,
in adult patients with sickle cell anemia (SCA), and evaluation of disease markers.
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Background

Hydroxyurea (hydroxycarbamide) (HU) Is an antineoplastic agent, it
was approved for indication of sickle cell anemia (SCA).
The efficacy of HU in SCA is generally attributed to its ability to boost

the levels of fetal hemoglobin (HbF), and reducing the abnormal
hemoglobin (HbS), hence reducing the frequency of painful crises In
patients with SCA.

ODbjectives

The aim of this study was to develop PK-PD models using HU PK
parameters to characterize the exposure-efficacy relationships between

HU and the two disease markers: HbF% and mean corpuscular volume
(MCV).

Methods
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Conclusion

* The observed delay between the blood concentrations and the effect
was due to the mechanism of action of hydroxyurea, which acts by
stimulating HoF% production but also by inhibiting MCV decrease.

* As perspective, the model will be used for simulations to investigate the
optimization of dosing schedule to reduce the time of occurrence of
maximum drug effect.




