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Renal cell carcinoma (RCC)

Votrient is indicated in adults for the first line treatment of advanced Renal Cell Carcinoma (RCC)
and for patients who have received prior cytokine therapy for advanced disease.

Soft tissue sarcoma (STS)

Votrient is indicated for the treatment of adult patients with selective subtypes of advanced Soft
Tissue Sarcoma (STS) who have received prior chemotherapy for metastatic disease or who
have progressed within 12 months after (neo) adjuvant therapy.
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4.4  Special warnings and precautions for use

Arterial thrombotic events

In clinical studies with pazopanib, myocardial infarction, myocardial ischaemia, ischaemic stroke and
transient ischaemic attack were observed (see section 4.8). Fatal events have been observed.

Pazopanib should be used with caution in patients who are at increased risk of thrombotic events or who
have had a history of thrombotic events. Pazopanib has not been studied in patients who have had an
event within the previous 6 months. A treatment decision should be made based on the assessment of
individual patient’s benefit/risk.

Aneurysms and artery dissections

The use of VEGF pathway inhibitors in patients with or without hypertension may promote the formation of
aneurysm and/or artery dissections. Before initiating pazopanib, this risk should be carefully considered in
patients with risk factors such as hypertension or history of aneurysm.

4.5 Interaction with other medicinal products and other forms of interaction

Pazopanib resulted in an increase of approximately 30% in the mean AUC and Cmax of midazolam
(CYP3A4 probe substrate) and increases of 33% to 64% in the ratio of dextrometrophan to dextrophan
concentrations in the urine after oral administration of dextromethorphan (CYP2D6 probe substrate). Co-
administration of pazopanib 800 mg once daily and paclitaxel 80 mg/m? (CYP3A4 and CYP2C8 substrate)
once weekly resulted in a mean increase of 26% and 31% in paclitaxel AUC and Cmax, respectively.

4.6 Fertility, pregnancy and lactation

Breast-feeding

The safe use of pazopanib during breast-feeding has not been established. It is not known whether
pazopanib or its metabolites are excreted in human milk. There are no animal data on the excretion of
pazopanib in animal milk. A risk to the breast-fed child cannot be excluded. Breast-feeding should be
discontinued during treatment with pazopanib.
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4.8 Undesirable effects

Summary of the safety profile

The most important serious adverse reactions identified in the RCC or STS studies were transient
ischaemic attack, ischaemic stroke, myocardial ischaemia, myocardial and cerebral infarction, cardiac
dysfunction, gastrointestinal perforation and fistula, QT prolongation, Torsade de Pointes and pulmonary,
gastrointestinal and cerebral haemorrhage, all adverse reactions being reported in <1% of treated patients.
Other important serious adverse reactions identified in STS studies included venous thromboembolic
events, left ventricular dysfunction and pneumothorax.

Tabulated list of adverse reactions

Table 2 Treatment-related adverse reactions reported in RCC studies (n = 1149) or during post-
marketing period

System Organ Frequency Adverse reactions All grades | Grade 3 Grade 4

Class (all grades) n (%) n (%) n (%)
Common Infections (with or not known not known not known

Infections and without neutropenia)t

Infestations

Vascular |
disorders

Not known Aneurysms and artery | Not known | Not known | Not known
dissections

tTreatment related adverse reaction reported during post marketing period (spontaneous case reports and serious adverse reactions from all pazopanib clinical
trials).

Table 3 Treatment-related adverse reactions reported in STS studies (n=382)
System Organ Frequency Adverse reactions All grades | Grade 3 Grade 4
Class (all grades) n (%) n (%) n (%)

Vascular disorders

Not known Aneurysms and artery | Not known | Not known | Not known
dissections
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