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Dabrafenib. High variability and active metabolites limited interpretation of dabrafenib exposure
Trametinib. Exposure shows no clear exposure-toxicity or exposure-response relationship

CLINICALLY INDICATED DOSE
REDUCTION APPEARS TO BE A
SAFE AND EFFECTIVE STRATEGY

" Prospective Dutch biomarker cohort (NCT05221371)

" Advanced BRAF V600E-mutated NSCLC treated with

Trametinib concentrations at full dose were not associated with toxicity Trametinib concentrations decreased after dose reduction
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Median trametinib concentrations at 2.0 mg in patients with and without any grade or severe
toxicity. Both comparisons were non-significant (p > 0.5).

Figure 3. Within-patient trametinib concentrations before and after dose reduction
Median trametinib concentrations decreased from 11.95 to 9.73 ng/mL after reduction from 2.0 to 1.5 mg
(n = 4; p = 0.062) and from 12.60 to 8.42 ng/mL after reduction from 2.0 to 1.0 mg (n = 7; p = 0.008)
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