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Cabometyx® 20 mg a"n 20 ojp'uniayp
Cabometyx® 40 mg a"n 40 op'vniap
Cabometyx® 60 mg a"n 60 ojp'uniayp

Film-coated tablets
:''yo anIn
Cabometyx® 20 mg: cabozantinib (S)-malate equivalent to 20 mg cabozantinib
Cabometyx® 40 mg: cabozantinib (S)-malate equivalent to 40 mg cabozantinib
Cabometyx® 60 mg: cabozantinib (S)-malate equivalent to 60 mg cabozantinib

I IMNYINND NIFIND
Renal cell carcinoma (RCQC)

Cabometyx is indicated as monotherapy for advanced renal cell carcinoma

- as first-line treatment of adult patients with intermediate or poor risk, per IMDC
criteria.

- in adults following prior vascular endothelial growth factor (VEGF)-targeted therapy.

CABOMETYX, in combination with nivolumab, is indicated for the first-line treatment
of advanced renal cell carcinoma in adults (see section 5.1).

Hepatocellular carcinoma (HCC)

Cabometyx is indicated as monotherapy for the treatment of hepatocellular
carcinoma (HCC), in adults with Child-Pugh Class A hepatic impairment who have
previously been treated with sorafenib.

Differentiated thyroid carcinoma (DTC)

CABOMETYX is indicated as monotherapy for the treatment of adult patients with locally
advanced or metastatic differentiated thyroid carcinoma (DTC), refractory or not eligible to
radioactive iodine (RAI) who have progressed during or after prior systemic therapy.
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4.4 Special warnings and precautions for use

Rare instances of vanishing bile duct syndrome have been reported. All cases have occurred
in patients who have received immune checkpoint inhibitors, either before or concurrently
with cabozantinib treatment.
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4.8 Undesirable effects

Table 2: Adverse drug reactions (ADRSs) reported in clinical trials or after post-
marketing use in patients treated with cabozantinib in monotherapy

Infections and infestations

Common

abscess

Blood and lymphatic

disorders

Very common

anaemia, thrombocytopenia

Common

neutropenia, lymphopenia

Endocrine disorders

Very common

hypothyroidism”

Metabolism and nutrition disorders

Very common

decreased appetite, hypomagnesaemia, hypokalaemia, hypoalbuminaemia

Common

dehydration, hypophosphataemia, hyponatraemia, hypocalcaemia, hyperkalaemia,
hyperbilirubinemia, hyperglycaemia, hypoglycaemia

Nervous system disorders

Very common

dysgeusia, headache, dizziness

Common

peripheral neuropathy *

Uncommon

convulsion, cerebrovascular accident, posterior reversible encephalopathy
syndrome

Ear and labyrinth disorders

Common

tinnitus

Cardiac disorders

Uncommon

acute myocardial infarction

Vascular disorders

Very common

hypertension, haemorrhage®*

Common | venous thrombosis®,
Uncommon hypertensive crisis, arterial thrombosis, embolism arterial
Not known | aneurysms and artery dissections

Respiratory, thoracic, and mediastinal disorders

Very common

dysphonia, dyspnoea, cough

Common

pulmonary embolism

Uncommon

pneumothorax

Gastrointestinal disorders

Very common

diarrhoea”, nausea, vomiting, stomatitis, constipation, abdominal pain, dyspepsia
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Common

gastrointestinal perforation®, pancreatitis, fistula®, gastroesophageal reflux disease,
haemorrhoids, oral pain, dry mouth, dysphagia,

Hepatobiliary disorders

Common

hepatic encephalopathy”

Uncommon

hepatitis cholestatic

Skin and subcutaneous tissue disorders

Very common

palmar-plantar erythrodysaesthesia syndrome, rash

Common pruritus, alopecia, dry skin, dermatitis acneiform, hair colour change,
hyperkeratosis, erythema
Not known cutaneous vasculitis

Musculoskeletal and

connective tissue disorders

Very common

pain in extremity

Common

muscle spasms, arthralgia

Uncommon

osteonecrosis of the jaw

Renal and urinary di

sorders

Common

proteinuria

General disorders an

d administration site conditions

Very common

fatigue, mucosal inflammation, asthenia, peripheral oedema

Investigations®

Very common

weight decreased, serum ALT increased, AST increased

Common

blood ALP increased, GGT increased, blood creatinine increased, amylase
increased, lipase increased, blood cholesterol increased, blood triglycerides
increased

Injury, poisoning and procedural complications

Uncommon

wound complications®

Table 3:

Adverse reactions with cabozantinib in combination with nivolumab

Infections and infestations

Very Common

upper respiratory tract infection

Common

pneumonia

Blood and lymphatic system disorders

Common

‘ eosinophilia

Immune system diso

rders

Common

hypersensitivity (including anaphylactic reaction)

Uncommon

infusion related hypersensitivity reaction

Endocrine disorders

Very common

hypothyroidism, hyperthyroidism

Common

adrenal insufficiency
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Uncommon ‘ hypophysitis, thyroiditis
Metabolism and nutrition disorders
Very common decreased appetite
Common dehydration
Nervous system disorders
Very common dysgeusia, dizziness, headache
Common peripheral neuropathy
encephalitis autoimmune, Guillain-Barré syndrome, myasthenic
Uncommon
syndrome
Ear and labyrinth disorders
Common ‘ tinnitus
Eye disorders
Common dry eye, blurred vision
Uncommon uveitis
Cardiac disorders
Common atrial fibrillation, tachycardia
Uncommon myocarditis
Vascular disorders
Very common hypertension
Common thrombosis®
Uncommon embolism arterial
Respiratory, thoracic and mediastinal disorders
Very common dysphonia, dyspnoea, cough
Common pneumonitis, pulmonary embolism, epistaxis, pleural effusion
Uncommon pneumothorax

Gastrointestinal disorders

diarrhoea, vomiting, nausea, constipation, stomatitis, abdominal

Very common . .
pain, dyspepsia

Common colitis, gastritis, oral pain, dry mouth, haemorrhoids
Uncommon pancreatitis, small intestine perforation®, glossodynia
Hepatobiliary disorders

Common hepatitis

Not known vanishing bile duct syndrome*®

Skin and subcutaneous tissue disorders

Very common palmar-plantar erythrodysaesthesia syndrome, rash’, pruritus
Common alopecia, dry skin, erythema, hair colour change
Uncommon psoriasis, urticaria

Not known cutaneous vasculitis

Musculoskeletal and connective tissue disorders

Very common musculoskeletal pain®, arthralgia, muscle spasm,
Common arthritis

Uncommon myopathy, osteonecrosis of the jaw, fistula

Renal and urinary disorders

Very common proteinuria

Common renal failure, acute kidney injury

Uncommon nephritis
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General disorders and administration site conditions
Very common fatigue, pyrexia, oedema
Common pain, chest pain

Investigations'

increased ALT, increased AST, hypophosphataemia,
hypocalcaemia, hypomagnesaemia, hyponatraemia,
hyperglycaemia, lymphopenia, increased alkaline phosphatase,
increased lipase, increased amylase, thrombocytopaenia,
increased creatinine, anaemia, leucopenia, hyperkalaemia,
neutropenia, hypercalcaemia, hypoglycaemia, hypokalaemia,
increased total bilirubin, hypermagnesaemia, hypernatraemia,
weight decreased

Common blood cholesterol increased, hypertriglyceridaemia

Very common
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