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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.
BRAF V600E Mutation-Positive Unresectable or Metastatic Solid Tumors
Dabrafenib is indicated, in combination with trametinib, for the treatment of adult and pediatric patients 6
years of age and older with unresectable or metastatic solid tumors with BRAF V600E mutation who
have progressed following prior treatment and have no satisfactory alternative treatment options.
Limitations of use: Dabrafenib is not indicated for treatment of patients with colorectal cancer because of
known intrinsic resistance to BRAF inhibition.

N'iNnA NOoin
BRAF V600E Mutation-Positive Low-Grade Glioma
Dabrafenib is indicated, in combination with trametinib, for the treatment of pediatric patients 6 year of
age and older with low-grade glioma (LGG) with a BRAF V600E mutation who require systemic therapy.
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4. CLINICAL PARTICULARS

4.1 Therapeutic indications

[...]

BRAF V600E Mutation-Positive Low-Grade Glioma

Dabrafenib is indicated, in combination with trametinib, for the treatment of pediatric patients 6 year of
age and older with low-grade glioma (LGG) with a BRAF V600E mutation who require systemic therapy
(see section 4.2).

4.2 Posology and method of administration

[...]

Before taking dabrafenib, patients must have confirmation of tumour BRAF V600 mutation using a
validated test. In ATC, solid tumors and Low-Grade Glioma, confirm the presence of BRAF V600E
mutation in tumor specimens prior to initiation of treatment with dabrafenib and trametinib (see section
5.1).

[...]

Duration of treatment

Treatment should continue until the patient no longer derives benefit or the development of unacceptable
toxicity (see Table 4). In the adjuvant melanoma setting, patients should be treated for a period of

12 months unless there is disease recurrence or unacceptable toxicity.

In ATC and Solid Tumors, the recommended duration of treatment is until disease progression or
unacceptable toxicity.

The optimal duration of combination therapy in the paediatric LGG population is not defined.

[...]

Paediatric population

BRAF V600E Mutation-Positive Unresectable or Metastatic Solid Tumors and LGG

The safety and effectiveness of dabrafenib capsules in combination with trametinib have been established
in pediatric patients 6 years of age and older that weigh at least 26 kg with unresectable or metastatic
solid tumors with BRAF V600E mutation who have progressed following prior treatment and have no
satisfactory alternative treatment options; or with LGG with BRAF V600E mutation who require
systemic therapy. Use of TAFINLAR in combination with trametinib for these indications is supported by
evidence from studies X2101 and G2201 that enrolled 171 patients (1 to < 18 years) with BRAF V600
mutation-positive advanced solid tumors, of which 4 (2.3%) patients were 1 to < 2 years of age, 39 (23%)
patients were 2 to < 6 years of age, 54 (32%) patients were 6 to < 12 years of age, and 74 (43%) patients
were 12 to < 18 years of age (see sections 4.8, 5.1 and 5.2).

The safety and effectiveness of dabrafenib capsules in combination with trametinib have not been
established for these indications in pediatric patients less than 6 years old.

The safety and effectiveness of dabrafenib as a single agent in pediatric patients have not been
established.

There are no adequate data on the safety and efficacy of combination therapy for long-term paediatric use
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in LGG.

Studies in juvenile animals have shown adverse effects of dabrafenib which had not been observed in
adult animals (see section 5.3).

[...]

4.4 Special warnings and precautions for use

[...]

Pyrexia

Fever has been reported in clinical trials with dabrafenib as monotherapy and in combination with
trametinib (see section 4.8). In 1% of patients in clinical trials with dabrafenib monotherapy, serious non-
infectious febrile events were identified defined as fever accompanied by severe rigors, dehydration,
hypotension and/or acute renal insufficiency of pre-renal origin in subjects with normal baseline renal
function (see section 4.8). The onset of these serious non-infectious febrile events was typically within the
first month of dabrafenib as monotherapy. Patients with serious non-infectious febrile events responded
well to dose interruption and/or dose reduction and supportive care.

The incidence and severity of pyrexia are increased with combination therapy. In the combination therapy
arm of study MEK 115306 in patients with unresectable or metastatic melanoma, pyrexia was reported in
57% (119/209) of patients with 7% Grade 3, as compared to the dabrafenib monotherapy arm with 33%
(69/211) of patients reporting pyrexia, 2% Grade 3. In the Phase II study BRF113928 in patients with
advanced NSCLC the incidence and severity of pyrexia were increased slightly when dabrafenib was
used in combination with trametinib (48%, 3% Grade 3) as compared to dabrafenib monotherapy (39%,
2% Grade 3). In the Phase III study BRF115532 in the adjuvant treatment of melanoma, the incidence and
severity of pyrexia were higher in the dabrafenib in combination with trametinib arm (67%; 6%

Grade 3/4) as compared to the placebo arm (15%; <1% Grade 3).

Dabrafenib administered with Trametinib (Pediatric): In the pooled safety population, pyrexia occurred in
66% of patients.

For patients with unresectable or metastatic melanoma who received dabrafenib in combination with
trametinib and developed pyrexia, approximately half of the first occurrences of pyrexia happened within
the first month of therapy and approximately one-third of the patients had 3 or more events.

Therapy (dabrafenib when used as monotherapy, and both dabrafenib and trametinib when used in
combination) should be interrupted if the patient’s temperature is >38°C (see section 5.1). 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. Therapy can be restarted once the fever resolves. If fever
is associated with other severe signs or symptoms, therapy should be restarted at a reduced dose once
fever resolves and as clinically appropriate (see section 4.2).

[...]

4.8 Undesirable effects

[...]

Tabulated list of adverse reactions

[...]
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Table 5. Adverse reactions with dabrafenib monotherapy

System organ class

Frequency (all grades)

Adverse reactions

[...]

Nervous system disorders

Very common

Headache

Common

Peripheral neuropathy (including

sensory and motor neuropathy)

[...]

Table 6. Adverse reactions with dabrafenib in combination with trametinib

System organ class Frequency (all grades) Adverse reactions
[...]
Very common Headache
y Dizziness

Nervous system disorders - - ;
y Peripheral neuropathy (including

sensory and motor neuropathy)

Common

[...]

[...]

Special populations

Paediatric

Pediatric Safety Pool

The pediatric pooled safety population reflects exposure to weight-based dabrafenib orally, twice daily
administered in combination with trametinib in 166 pediatric patients across two trials: a multi-center,
open-label, multi cohort study in pediatric patients with BRAF V600E mutation-positive glioma requiring
systemic therapy (Study G2201; n=123) and a multi-center, open-label, multiple cohort study in pediatric
patients with refractory or recurrent solid tumors with MAPK pathway activation (Study X2101; n=43)
(see section 5.1). Among 166 patients who received dabrafenib administered with trametinib, 84% were
exposed for 6 months or longer and 70% were exposed for greater than one year. The most common (>
20%) adverse reactions were pyrexia (66%), rash (54%), headache (40%), vomiting (38%),
musculoskeletal pain (36%), fatigue (31%), dry skin (31%), diarrhea (30%), nausea (26%), epistaxis and
other bleeding events (25%), abdominal pain (24%) and dermatitis acneiform (23%). The most common
(> 2%) Grade 3 or 4 laboratory abnormalities were decreased neutrophil count (20%), increased alanine
aminotransferase (3.1%), and increased aspartate aminotransferase (3.1%).

[...]

BRAF V600E Mutation-Positive Low-Grade Glioma in Pediatric Patients
Study CDRB436G2201 (G2201)

The safety of dabrafenib in combination with trametinib was evaluated in pediatric patients 1 to < 18
years of age in Study G2201. Patients with low-grade glioma (LGG) who required first systemic therapy
were randomized (2:1) to dabrafenib plus trametinib (n=73) or carboplatin plus vincristine (n=33). Nine
patients crossed over from the carboplatin plus vincristine arm to the dabrafenib and trametinib arm.
Pediatric patients received weight based dabrafenib orally twice daily administered in combination with
trametinib until disease progression or intolerable toxicity. Patients in the control arm received
carboplatin and vincristine at doses of 175 mg/m? and 1.5 mg/m?, respectively in 10-week induction
course followed by eight 6-week cycles of maintenance therapy or until disease progression or intolerable
toxicity. Among patients with low-grade glioma who were randomized to dabrafenib plus trametinib_(n =
73), 95% were exposed for 6 months or longer and 71% were exposed for greater than one year.
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The median age of these patients was 10 years (range: 1 to 17); 60% female; 75% White, 7% Asian, 2.7%
Black or African American, 4% other race and 11% where race was unknown or not reported.

Serious adverse reactions occurred in 40% of these patients. Serious adverse reactions in > 3% of patients
included pyrexia (14%) and vomiting (4%).

Permanent discontinuation of dabrafenib due to an adverse reaction occurred in 4% of patients. Adverse
reactions which resulted in permanent discontinuation of dabrafenib included chills, fatigue, pyrexia,
weight increased, and headache.

Dosage interruptions of dabrafenib due to an adverse reaction occurred in 73% of patients. Adverse
reactions which required dosage interruption in > 5% of patients included pyrexia (53%).

Dose reductions of dabrafenib due to an adverse reaction occurred in 48% of patients. Adverse reactions
which required dose reductions in > 2% of patients included rash (2.7%).The most common (> 15%)
adverse reactions were pyrexia (68%), rash (51%), headache (47%), vomiting (34%), musculoskeletal
pain (34%), fatigue (33%), diarrhea (29%), dry skin (26%), nausea (25%), hemorrhage (25%), abdominal
pain (25%), dermatitis acneiform (22%), dizziness (15%), upper respiratory tract infection (15%), and
weight increased (15%).

The most common (> 20%) laboratory abnormalities that worsened from baseline were leukopenia (59%),
increased alkaline phosphatase (55%), anemia (46%), decreased neutrophils (44%), increased AST
(37%), decreased magnesium (34%), increased magnesium (32%), decreased platelets (30%), increased
ALT (29%), and increased lymphocytes (24%).

Table 9 summarizes the adverse reactions in Study G2201.

Table 9. Adverse Reactions (= 15%) in Pediatric LGG Patients Who Received Dabrafenib in
Combination with Trametinib in Study G2201*

Dabrafenib plus Trametinib Carboplatin plus Vincristine
Adverse Reactions N=73 N=33
All grades Grade >3 All grades Grade >3
(%) (%) (%) (%)
Gastrointestinal
Vomiting 34 1 48 3
Diarrhea® 29 0 18 6
Nausea 25 0 45 0
Abdominal Pain® 25 0 24 0
Constipation 12 0 36 0
Stomatitis! 10 0 18 0
General
Pyrexia® 68 8 18 3
Fatigue® 33 0 39 0
Nervous system
Headache® 47 1 33 3
Dizziness" 15 0 9 3
Peripheral
Neuropathy' v 0 = &
Vascular
Hemorrhage' | 25 | 0 | 12 0
Skin and subcutaneous tissue
Rash* 51 2.7 18 3
Dry skin 26 0 3 0
Dern.lattltlsl 2 0 0 0
acneiform
Alopecia 3 0 24 0
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Musculoskeletal And Connective Tissue

Ml}sculoskeletal 34 30 0

Pain™

Pain in jaw 1.4 18 0
Metabolism And Nutrition

Decreased Appetite | 5 24 | 0
Respiratory, Thoracic And Mediastinal

Oropharyngeal Pain | 11 18 | 0
Psychiatric

Anxiety | 1.4 15 | 3
Immune System

Hypersensitivity | 0 15 | 3
Infections and infestations

Upper Respiratory

Tract Infection 15 6 g
Injury, Poisoning And Procedural Complications

Infu519n Related 0 15 3

Reaction
Investigations

Weight Increased | 15 0 0
2NCI CTCAE version 4.03.

b Includes diarrhea, colitis, enterocolitis, and enteritis.
¢ Includes abdominal pain and upper abdominal pain.

dIncludes stomatitis, cheilitis, mouth ulceration, aphthous ulcer, and glossitis.

¢ Includes pyrexia and body temperature increased.
fIncludes fatigue and asthenia.

gIncludes headache and migraine with aura.

b Includes dizziness and vertigo.

'Includes peripheral neuropathy, peripheral motor neuropathy, peripheral sensorimotor neuropathy, paresthesia, neuralgia,

hypoaesthesia, and peripheral sensory neuropathy.

iIncludes epistaxis, post-procedural hemorrhage, hematuria, upper gastrointestinal hemorrhage, and hemorrhage

intracranial.

KIncludes rash, rash macular, rash maculo-papular, rash pustular, rash 6opular, rash erythematous, eczema, erythema
multiforme, dermatitis, dermatitis exfoliative, skin exfoliation, palmar-plantar erythrodysaesthesia syndrome, and

dermatitis bullous.

"Includes dermatitis acneiform, acne, and acne pustular.

MIncludes back pain, myalgia, pain in extremity, arthralgia, bone pain, non-cardiac chest pain, neck pain, and

musculoskeletal stiffness.

Table 10 summarizes the laboratory abnormalities in Study G2201.
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Table 10. Select Laboratory Abnormalities (= 20%) That Worsened from Baseline in Pediatric
LGG Patients Who Received Dabrafenib in Combination with Trametinib in Study G2201?

Dabrafenib plus Trametinib Carboplatin plus Vincristine
N=73 N=33
Laboratory Abnormality All Grades Grade 3 or 4 All Grades Grade 3 or 4
(Y0) (Y0) (Y0) (Y0)
Hepatic
Increased alkaline 55 0 13 0
phosphatase
Increased AST 37 1.4 55 0
Increased ALT 29 3 61 9
Chemistry
Decreased magnesium 34 4.1 76 6
Increased magnesium 32 0 24 3
Increased potassium 15 4.2 21 6
Decreased calcium 14 4.1 22 9
Decreased potassium 8 1.4 70 0
Decreased phosphate 7 2.7 33 3
Decreased sodium 5 1.4 27 6
Increased serum fasting 0 0 44 0
glucose
Hematology
Decreased leukocytes 59 0 91 18
Decreased hemoglobin 46 0 94 36
Decreased neutrophils 44 17 84 75
Decreased platelets 30 0 73 18
Increased lymphocytes 24 0 13 3.1
Decreased lymphocytes 16 1.4 56 6

Abbreviations: ALT, alanine aminotransferase; AST, aspartate aminotransferase.
2 The denominator used to calculate the rate varied from 70 to 73 in D + T arm and 9 to 33 in C + V arm based on
the number of patients with a baseline value and at least one post-treatment value.
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