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Objective

To characterize the time course of endogenous Thrombopoietin
(TPO) concentration during multiple cycles of conventional
chemotherapy

Background

Conventional chemotherapy often induces cumulative toxicity
when administered over multiple cycles, especially in the setting
of moderate dose intensification (enabled by G-CSF support).
The characteristic of the endogenous response pattern of TPO
in this setting has not been evaluated in detail so far, but may
play a role in planning therapeutic administration of TPO. To
learn more about the endogenous TPO response characteristic
during chemotherapy induced thrombopenia, we measured
platelet counts and TPO levels in patients receiving multicycled
myelotoxic chemotherapy.
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Patients, Material and Methods

3 patients with non-myeloid malignancies receiving myelotoxic
polychemotherapy (standard or intensified) over multiple cycles were
evaluated.

Inclusion criteria:

No signs of bone marrow infiltration by the tumor
No previous treatment with any cytostatics
No transfusions during evaluation period

Blood samples were taken in 2-3 day intervals over whole period of
chemotherapy

TPO levels were measured using a ready for use sandwich ELISA kit
specific for human TPO (Quantikine ® , R&D Systems, Minneapolis, USA)

A cross correlation analysis was performed to characterize the
relationship between the time courses of platelets and TPO. By
calculating the correlation between both time series for different time
lags in between this method is able to identify time lags yielding
maximum correlation.

Results of cross-correlation
analysis between platelets and
TPO for different time lags
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This data may have to be considered in planning
optimal  scheduling for exogenous TPO
administration. It is hypothesized that TPO
administration might be more effective during the
first cycles in the multicycled dose-intensified

d kinetics of setting.




