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BACKGROUND

▪ Dabrafenib-trametinib (D-T) is an effective first-line 

treatment for advanced BRAF V600E-mutated NSCLC 
1, 2

▪ Treatment-related toxicity frequently requires dose 

reductions 3

▪ The clinical impact of dose reductions remains 

unclear
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METHODS

▪ Prospective Dutch biomarker cohort (NCT05221371)

▪ Advanced BRAF V600E-mutated NSCLC treated with 

first-line D-T

▪ Enrollment: September 2018 to Juni 2025

▪ Data cut-off: June 2026

▪ All available pharmacokinetic (PK) samples collected 

at baseline and every 3 months thereafter were 

included; pre-Tmax samples were excluded

▪ Documented adverse events were extracted from 

clinical records and graded according to CTCAE

▪ Dose reductions at physician discretion
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57
patients initiated

first line D-T

72
mean age (years)

± 8.6

56%
female

60.2
median time to 

follow-up (months)

(IQR: 30.2 – NA)

32
median time to dose 

reduction (days)

 (IQR 20-62)

84%
caucasian

58%
ECOG 0-1

Pharmacokinetics

Any grade AE

(≥ grade 1)

Severe AE

(≥ grade 3)

Dose reductions and 

indications

Any AE (77%)

Fever (42%)

Nausea (25%)

Myalgia (18%)

Any severe AE (26%)

CPK Increased (7%)

Fever (5%)

Alkaline Phosphatase 

increased (4%)

Any dose reduction (44%)

Most common indication

Fever (28%)

Nausea (14%)

Myalgia (9%)

Predictors of 

toxicity and dose reduction 

In multivariable logistic 

regression analyses, age, sex, 

and ECOG performance status 

were not significantly associated 

with toxicity or dose reduction.

One-year PFS

50% (95% CI, 34-57)

with dose reduction

44% (95% CI, 29-65)

without dose reduction

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)

Figure 1. Impact of dose reduction on PFS

Dose reduction was not associated with an increased risk of progression. Multivariate HR 0.89 (95% CI 0.49 – 1.61)

Figure 2. Trametinib concentrations by toxicity outcome

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).

Table 1. Adverse events and dose reductions

Percentages are based on the total cohort. Indications represent adverse events 

associated with dose reduction; multiple indications could be recorded per patient.

DOSE REDUCTIONS 

EFFECTIVELY MANAGED 

SEVERE TOXICITY

DOSE REDUCTION DID 

NOT COMPROMISE 

EFFICACY.

LIMITED ROLE FOR 

THERAPEUTIC DRUG 

MONITORING

Efficacy Toxicity

Effect of dose reduction

▪ 86% of severe toxicities 

resolved after dose reduction 

(6/7 patients)

▪ Low-grade toxicity persisted in 

92% (24/25 patients)

CLINICALLY INDICATED DOSE 

REDUCTION APPEARS TO BE A 

SAFE AND EFFECTIVE STRATEGY 

FOR MANAGING SEVERE 

TOXICITY WITHOUT 

COMPROMISING TREATMENT 

EFFICACY.

CORRESPONDENCE

Trametinib concentrations at full dose were not associated with toxicity Trametinib concentrations decreased after dose reduction

Evaluate the impact of dose reductions on toxicity 

and PFS, characterize dabrafenib/trametinib 

pharmacokinetics, and explore the clinical utility of 

therapeutic drug monitoring (TDM)..

AIM

Dabrafenib. High variability and active metabolites limited interpretation of dabrafenib exposure

Trametinib. Exposure shows no clear exposure-toxicity or exposure-response relationship

mailto:m.vandenbos.2@erasmusmc.nl
mailto:m.vandenbos.2@erasmusmc.nl
mailto:m.vandenbos.2@erasmusmc.nl

	Slide 1

