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Melanoma
Trametinib as monotherapy or in combination with dabrafenib is indicated for the treatment of adult
patients with unresectable or metastatic melanoma with a BRAF V600 mutation. Trametinib
monotherapy has not demonstrated clinical activity in patients who have progressed on a prior
BRAF inhibitor therapy.
Adjuvant treatment of melanoma
Trametinib in combination with dabrafenib is indicated for the adjuvant treatment of adult patients
with Stage Ill melanoma with a BRAF V600 mutation, following complete resection.
Non-small cell lung cancer (NSCLQC)
Trametinib in combination with dabrafenib is indicated for the treatment of adult patients with
advanced non-small cell lung cancer with a BRAF V600 mutation.
Anaplastic Thyroid Cancer (ATC)
Trametinib is indicated, in combination with dabrafenib, 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
Trametinib is indicated, in combination with dabrafenib, 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: Trametinib is not indicated for treatment of patients with colorectal cancer
because of known intrinsic resistance to BRAF inhibition.
BRAF V600E Mutation-Positive Low-Grade Glioma
Trametinib is indicated, in combination with dabrafenib, 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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4.8 Undesirable effects

Summary of the safety profile
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The safety of trametinib in combination with dabrafenib has been evaluated in the integrated safety
population of 1,676 1 188 adult patients with BRAF V600 mutant unresectable or metastatic melanoma
Stage III BRAF V600 mutant melanoma following complete resection (adjuvant treatment), -and-advanced
NSCLC and advanced DTC treated with trametinib 2 mg once daily and dabrafenib 150 mg twice daily.

The mean treatment duration was 16 months @#&hes&p&&eﬁtséég—weﬁ%&ea%ed—w&h—th%eembm&&eﬂ—fef

ﬂ@ﬂ—l&ﬂd@ﬁ%ﬁ%d—ﬂeﬁ&%ﬂ—smdy—l%kﬂ—l%%(see sectlon 5.1).

The most common adverse reactions (incidence > 20 %) for trametinib in combination with dabrafenib
were: pyrexia, fatigue, nausea, rash, chills, diarrhoea, headache, diarrhoea arthralgia, vomiting,-arthraleia
and-rash cough, haemorrhage and peripheral oedema.
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Table 7. Adverse reactions with trametinib in combination with dabrafenib

System 0Organ cClass

Frequency (all
grades)

Adverse rReactions

Infections and infestations

Very common

Nasopharyngitis

Urinary tract infection

Common

Cellulitis

Folliculitis

Paronychia

Rash pustular

Neoplasms benign,
malignant and unspecified
(incl cysts and polyps)

Common

Cutaneous squamous cell carcinoma®

Papilloma®

Seborrhoeic keratosis

Uncommon

New primary melanoma®

Acrochordon (skin tags)

Blood and lymphatic system
disorders

Very Common

Neutropenia

Anaemia

Common

lembesenin
Anacmia
Thrombocytopenia

Leukopenia

Immune system disorders

Uncommon

Hypersensitivity®

Sarcoidosis

Rare

Haemophagocytic lymphohistiocytosis

Deh i
Metabolism and nutrition chydration :
. Hyponatraemia
disorders Common -
Hypophosphataemia
Hyperglycaemia

Very common

Decreased appetite
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Not known

Tumour lysis syndrome

Nervous system disorders

Very common

Headache

Dizziness

Peripheral neuropathy (including sensory

Common and motor neuropathy)
Vision blurred
Common Visual impairment
Uveitis
ye disorders Chorioretinopathy
Uncommon Retinal detachment
Periorbital oedema
Ejection fraction decreased
Common -
Bradycardia
Cardiac failure
Cardiac disorders Left ventricular dysfunction
Uncommon - -
Atrioventricular block®
L enedin
Not known Myocarditis
Hypertension
Very common D T
. Haemorrhage
Vascular disorders -
Hypotension
Common
Lymphoedema
Very common Cough
. . Pneumonitis
Respiratory, thoracic and Common Dvsonoca
mediastinal disorders Uncommen YSp —
meae
Rare Interstitial lung disease
Abdominal pain®
Constipation
Very common Diarrhoea
Nausea
Vomiting
Gastrointestinal disorders Dry mouth
Common —
Stomatitis
Gastrointestinal perforation
Uncommon Pancreatitis
Rare Colitis
: ) . corati
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Very common

Dry skin

Pruritus

Rash

Erythema”

Dermatitis acneiform

Skin and subcutaneous tissue | Common
disorders

Dermatitis-aenetformDermatitis exfoliative

generalised”

Actinic keratosis

Night sweats

Hyperkeratosis

Alopecia

Palmar-plantar erythrodysaesthesia
syndrome

Skin lesion

Hyperhidrosis

Panniculitis

Skin fissures

Photosensitivity

Uncommon

Acute febrile neutrophilic dermatosis

Not known

Stevens-Johnson syndrome

Drug reaction with eosinophilia and
systemic symptoms

et e e e oo Lo d.

Tattoo-associated skin reactions
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Arthralgia
Myalgia

Pain in extremity
Muscle spasms

Musculoskeletal and Very common
connective tissue disorders

Uncommon Rhabdomyolysis

Common Renal failure, acute kidney injury

R . . .
enal and urinary disorders Rare Rentﬂ—faﬂafe
- Nephritis

Fatigue

Chills

Asthenia

Oedema peripheral
Pyrexia

General disorders and Very common
administration site
conditions

Influenza-like illness
Mucosal inflammation

Common
Face oedema

Alanine aminotransferase increased
Aspartate aminotransferase increased
Investigations Blood alkaline phosphatase increased
Common Gamma-glutamyltransferase increased
Blood creatine phosphokinase increased

Very common

Injury, poisoning and

Common Potentiation of radiation toxicity

procedural complications

0
: 3 . o el &—+h o rEOHHOH
aCutaneous squamous cell carcinoma (cuSCC) SCC, SCC of the skin, SCC in situ (Bowen s disease) and
keratoacanthoma
b Papilloma, skin papilloma
¢ Malignant melanoma, metastatic-malignant-melanemas-and superficial spreading melanoma Stage H1
Unspecified
4Includes drug hypersensitivity
¢ Including atrioventricular block complete
fBleeding from various sites, including intracranial bleeding and fatal bleeding
¢ Includes aAbdominal pain upper and abdominal pain lower

b Includes skin exfoliationErythema;generalised-erythema

 Muscle spasms, musculoskeletal stiffness
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