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Melanoma
Dabrafenib as monotherapy or in combination with trametinib is indicated for the treatment of adult patients
with unresectable or metastatic melanoma with a BRAF V600 mutation.
Adjuvant treatment of melanoma
Dabrafenib in combination with trametinib is indicated for the adjuvant treatment of adult patients with
Stage III melanoma with a BRAF V600 mutation, following complete resection.
Non-small cell lung cancer (NSCLC)
Dabrafenib in combination with trametinib is indicated for the treatment of adult patients with advanced non-
small cell lung cancer with a BRAF V600 mutation.
Anaplastic Thyroid Cancer (ATC)
Dabrafenib is indicated, in combination with trametinib, for the treatment of patients with locally advanced
or metastatic anaplastic thyroid cancer (ATC) with BRAF V600E mutation and with no satisfactory
locoregional treatment options.
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4.2 Posology and method of administration
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(excluding pyrexia)

Grade (CTC-AE)* Recommended dabrafenib dose modifications
Used as monotherapy or in combination with trametinib
Grade 1 or Grade 2 Continue treatment and monitor as clinically indicated.
(Tolerable)
Grade 2 (Intolerable) | Interrupt therapy until toxicity is Grade 0 to 1 and reduce by one
or Grade 3 dose level when resuming therapy.
Grade 4 Discontinue permanently, or interrupt therapy until Grade 0 to 1
and reduce by one dose level when resuming therapy.

* The intensity of clinical adverse events graded by the Common Terminology Criteria for Adverse
Events (CTC-AE) v4.0

Pyrexia

If a patient’s temperature is >38°C therapy should be interrupted (dabrafenib when used as
monotherapy, and both dabrafenib and trametinib when used in combination). In case of
recurrence, therapy can also be interrupted at the first symptom of pyrexia. Treatment with
anti-pyretics such as ibuprofen or acetaminophen/paracetamol should be initiated. The use of
oral corticosteroids should be considered in those instances in which anti-pyretics are
insufficient. Patients should be evaluated for signs and symptoms of infection and if
necessary treated in line with local practice (see section 4.4). Dabrafenib. or both dabrafenib
and trametinib when used in combination, should be restarted if the patient is symptom free
for at least 24 hours, either 1) at the same dose level, or 2) reduced by one dose level if the
pyrexia is recurrent and/or was accompanied by other severe symptoms including
dehydration, hypotension or renal failure.

If treatment-related toxicities occur when dabrafenib is used in combination with trametinib,
then both treatments should be simultaneously dose reduced, interrupted or discontinued.
Exceptions where dose modifications are necessary for only one of the two treatments are
detailed below for-pyrexia, uveitis, RAS mutation positive non-cutaneous malignancies
(primarily related to dabrafenib), left ventricular ejection fraction (LVEF) reduction, retinal
vein occlusion (RVO), retinal pigment epithelial detachment (RPED) and interstitial lung
disease (ILD)/pneumonitis (primarily related to trametinib).

Dose modification exceptions (where only one of the two therapies is dose reduced) for

selected adverse reactions
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4.4  Special warnings and precautions for use
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Therapy (dabrafenib when used as monotherapy, and both dabrafenib and trametinib when
used in combination) with-dabrafenib-should be interru pted if the patlent s temperature is
>38.5°C (see section 5.1){please referte Ta danee). In case of
recurrence, therapy can also be mterrupted at the ﬁrst svrnptorn of pvrexm Treatrnent with
anti pyretics such as ibuprofen or acetaminophen/paracetamol should be initiated. The use of

oral corticosteroids should be considered in those instances in which anti pvretics are

If fever is assomated w1th other severe signs or symptoms therapydabmiemb should be
restarted at a reduced dose once fever resolves and as clinically appropriate (see section 4.2).

Pyrexia is observed in patients treated with dabrafenib and trametinib combmatlon therapy. -
The initial registration studies for the combination therapy in the unresectable or metastatic
melanoma setting (COMBI-d and COMBI-v; total N=559) and in the adjuvant melanoma

setting (COMBI-AD, N=435) recommended to interrupt only dabrafenib in case of pyrexia
(fever >38.5°C). In two subsequent studies in unresectable or metastatic melanoma (COMBI-j

interruption of both medicinal products when patient’s temperature is >38°C (COMBI- e

Aplus). or at the first symptom of pyrexia (COMBI-i; COMBI-Aplus for recurrent pyrexia)
was adwsed In COMBI-i and COMBI Aplus there was a lower m::ldence of grade 3/4

___________________

interest (AESIs), the time spent in pyrexia AESTs, and permanent discontinuations from both
medicinal products due to pyrexia AESIs (the latter in the adjuvant setting only) compared to
COMBI-d. COMBI-v and COMBI-AD. The COMBI-Aplus study met its primary endpoint
with a composite rate of 8.0% (95% CI: 5.9, 10.6) for grade 3/4 pyrexia, hospitalisation due to

rexia, or permanent treatment discontinuation due to pyrexia compared to 20.0% (95% CL:
16.3, 24.1) for the historical control (COMBI-AD).
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