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- LENVIMA is indicated for the treatment of adult patients with progressive, locally advanced or

metastatic, differentiated (papillary/follicular/Hlrthle cell) thyroid carcinoma (DTC), refractory to
radioactive iodine (RAI).

- LENVIMA is indicated in combination with everolimus for the treatment of adult patients with
advanced clear cell renal cell carcinoma (RCC) following one prior vascular endothelial growth factor
(VEGF)-targeted therapy.

- LENVIMA is indicated as monotherapy for the treatment of adult patients with advanced or
unresectable hepatocellular carcinoma (HCC) who have received no prior systemic therapy.
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4. CLINICAL PARTICULARS

4.4 Special warnings and precautions for use

Osteonecrosis of the jaw (ONJ)

Cases of ONJ have been reported in patients treated with lenvatinib. Some cases were reported in patients
who had received prior or concomitant treatment with antiresorptive bone therapy, and/or other angiogenesis
inhibitors, e.g. bevacizumab, TKI, mTOR inhibitors. Caution should therefore be exercised when lenvatinib
is used either simultaneously or sequentially with antiresorptive therapy and/or other angiogenesis
inhibitors.

Invasive dental procedures are an identified risk factor. Prior to treatment with lenvatinib, a dental
examination and appropriate preventive dentistry should be considered. In patients who have previously
received or are receiving intravenous bisphosphonates, invasive dental procedures should be avoided if
possible (see section 4.8).
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4.5 Interaction with other medicinal products and other forms of interaction

Chemotherapeutic agents
Additionally, in patients with RCC the pharmacokinetics of lenvatinib was not significantly affected by

concomitant everolimus.

CYP3A4 substrates
Additionally, in patients with RCC the pharmacokinetics of everolimus was not significantly affected by

concomitant lenvatinib.

Table 6 Adverse reactions reported in patients treated with lenvatinib
System
Organ Class
(MedDRA Very Common Common Uncommon Not known
terminology”)
Musculoskelet Back pain Osteonecrosis of the
al and Arthralgia jaw
connective Myalgia
tissue Pain in extremity
disorders Musculoskeletal pain
DTC

Asian patients had a higher (> 10% difference) incidence than Caucasian patients of peripheral oedema,
hypertension, fatigue, PPE, proteinuria, stomatitis, thrombocytopenia, and myalgia and-inereased-bleod-
thyrotd-stimulating-hermene; while Caucasian patients had a higher incidence of diarrhoea, weight

decreased, nausea, vomiting, constipation, asthenia, abdominal pain, pain in extremity, and dry mouth. A

larger proportion of Asian patients had a lenvatinib dose reduction compared to Caucasian patients. The

median time to first dose reduction and the average daily dose taken were lower in Asian than in Caucasian

patients.
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