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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
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Renal cell carcinoma (RCC)
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)

CABOMETY X 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

In differentiated thyroid carcinoma, dose reductions and dose interruptions occurred in
67% and 71% respectively of cabozantinib treated patients in the clinical trial (COSMIC-

311). Two dose reductions were required in 33% of patients. The median time to first
dose reduction was 57 days and to first dose interruption was 38.5 days.

4.8 Undesirable effects

The most common serious adverse drug reactions in the DTC population (>1% incidence) are
diarrhoea, pleural effusion, pneumonia, pulmonary embolism, hypertension, anaemia, deep vein

thrombosis, hypocalcemia, osteonecrosis of jaw, pain, palmar-plantar erythrodysaesthesia syndrome,

vomiting and renal impairment.

The most frequent adverse reactions of any grade (experienced by at least 25% of patients) in the DTC

population included diarrhoea, PPES, hypertension, fatigue-, decreased appetite, nausea, alanine
aminotransferase increased, aspartate aminotransferase increased and hypocalcaemia.

Table 2: Adverse drug reactions (ADRs) 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 nutriti

on 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 2

Uncommon convulsion, cerebrovascular accident, -posterior reversible encephalopathy
syndrome

Plotlmonn costoderevee bleopeosholonai co ndiame

Ear and labyrinth disorders

Common | tinnitus

Cardiac disorders

NotkrowaUncommon | Aacute myocardial infarction

Vascular disorders

Very common hypertension, haemorrhage®”

Common venous thrombosis®, arterial-thrombesis
Uncommon hypertensive crisis, arterial thrombosis
Not known aneurysms and artery dissections

Respiratory, thoracic, and mediastinal disorders

Very common dysphonia, dyspnoea, cough

Common pulmonary embolism

Uncommon pneumothorax
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Gastrointestinal disorders

Very common diarrhoea”, nausea, vomiting, stomatitis, constipation, abdominal pain, dyspepsia

Common gastrointestinal perforation”, pancreatitis, fistula”, gastroesophageal reflux disease,
haemorrhoids, oral pain, dry mouth, dysphagia, glossedynia

Uncommon glossodynia

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 disorders

Common | proteinuria

General disorders and 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

UnScommon | wound complications®

51 Pharmacodynamic properties

Differentiated thyroid carcinoma (DTC)

Placebo -Controlled study in adult patients who have received prior systemic therapy and are
refractory or not eligible to radioactive iodine (COSMIC-311)

The safety and efficacy of CABOMETY X was evaluated in COSMIC-311, a randomised (2:1), double-
blind, placebo-controlled, multicenter trial in adult patients with locally advanced or metastatic disease
with differentiated thyroid cancer that had progressed following up to two prior VEGFR-targeting
therapy (including, but not limited to, lenvatinib or sorafenib) and were radioactive iodine-refractory or
not eligible. Patients with measurable disease and documented radiographic progression per RECIST
1.1 per the Investigator, during or following treatment with VEGFR- targeting TKI, were randomised
(N=258) to receive cabozantinib 60 mg orally once daily (N=170) or placebo (N=88).

Randomisation was stratified by prior receipt of lenvatinib (yes vs. no) and age (< 65 years vs. > 65
years). Eligible patients randomised to placebo were allowed to cross-over to cabozantinib upon
confirmation of progressive disease by blinded independent radiology review committee (BIRC).
Subjects continued blinded study treatment as long as they experienced clinical benefit or until there
was unacceptable toxicity. The primary efficacy outcome measures were progression-free survival
(PES) in the ITT population, and objective response rate (ORR) in the first 100 randomised patients, as
assessed by BIRC per RECIST 1.1. Tumour assessments were conducted every 8 weeks after
randomisation during the first 12 months on study, then every 12 weeks thereafter. Overall survival
(OS) was an additional endpoint.

The primary analysis of PFS included 187 randomised patients, 125 to cabozantinib and 62 to placebo.
Baseline demographics and disease characteristics were generally balanced for both treatment groups.
The median age was 66 years (range 32 to 85 years), 51% being > 65 years of age. 13% being > 75
years of age. The majority of patients were white (70%), 18% of patients were Asian and 55% were
female. Histologically, 55% had a confirmed diagnosis of papillary thyroid carcinoma, 48% had
follicular thyroid carcinoma including 17% patients with Hirthle cell thyroid cancer.
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Metastases were present in 95% of the patients: lungs in 68%, lymph nodes in 67%, bone in 29%,
pleura in 18% and liver in 15%. Five patients had not received prior RAI due to ineligibility, 63% had
received prior lenvatinib, 60% had received prior sorafenib and 23% had received both sorafenib and
lenvatinib. Baseline ECOG performance status was 0 (48%) or 1 (52%).

The median duration of treatment was 4.4 months in the cabozantinib arm and 2.3 months in the

placebo arm.

The results of the primary analysis (with a cut-off date of 19 August 2020 and median follow up 6.2
months for the PFS), and the updated analysis (with a cut-off date of 08 February 2021 and median
follow-up 10.1 months for the PFS) are presented in Table 9. The trial did not demonstrate a
statistically significant improvement in ORR for patients randomised to cabozantinib (n=67) compared
with placebo (n=33): 15% vs. 0%. The trial demonstrated a statistically significant improvement in PES
(median follow up 6.2 months) for patients randomised to cabozantinib (n=125) compared with
placebo (n=62).

An updated analysis of PFS and OS (median follow up 10.1 months) was performed including 258
randomised patients, 170 to cabozantinib and 88 to placebo.

The overall survival analysis was confounded as placebo-treated subjects with confirmed disease
progression had the option to cross over to cabozantinib.
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