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Sunitinib (as malate) 12.5 mg, Sunitinib (as malate) 25 mg, Sunitinib (as malate) 50 mg

Indicated for:

Sutent is indicated for the treatment of gastrointestinal stromal tumor after disease progression on
or intolerance to imatinib mesylate.

Sutent is indicated for the treatment of advanced renal cell carcinoma.

Treatment of unresectable or metastatic, well differentiated pancreatic neuroendocrine tumours
(pPNET) with disease progression.
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4. CLINICAL PARTICULARS
4.2  Posology and method of administration

Hepatic impairment

No starting dose adjustment is recommended when administering sunitinib to patients with mild or moderate
(Child-Pugh class A and B) hepatic impairment.

4.4 Special warnings and precautions for use
Haemorrhage and tumour bleeding

Haemorrhagic events, some of which were fatal, reported through post-marketing experience have included
gastro-intestinal, respiratory, tumer-urinary tract and brain haemorrhages.

Bleeding events occurred in 18% of patients receiving sunitinib in a phase 3 GIST Study compared to 17%
of patients receiving placebo. In patients receiving sunitinib for treatment-naive MRCC, 39% had bleeding
events compared to 11% of patients receiving IFN-a. Seventeen (4.5%) patients on sunitinib versus 5 (1.7%)
of patients on IFN-a experienced Grade 3 or greater bleeding events. Of patients receiving sunitinib for
cytokine-refractory MRCC, 26% experienced bleeding. Bleeding events, excluding epistaxis, occurred in
21.7% of patients receiving sunitinib in the phase 3 pNET study compared to 9.85% of patients receiving
placebo. Routine assessment of this event should include complete blood counts and physical examination.

Epistaxis was the most common haemorrhagic adverse reaction, having been reported for approximately half
of the patients with solid tumours who experienced haemorrhagic events. Some of the epistaxis events were
severe, but very rarely fatal.

Events of tumour haemorrhage, sometimes associated with tumour necrosis, have been reported; some of
these haemorrhagic events were fatal.

In clinical trials, tumour haemorrhage occurred in approximately 2% of patients with GIST. These events
may occur suddenly, and in the case of pulmonary tumours, may present as severe and life-threatening



haemoptysis or pulmonary haemorrhage. Cases of pulmonary haemorrhage, some with a fatal outcome, have
been observed in clinical trials and have been reported in post-marketing experience in patients treated with
sunltlnlb for MRCC GIST and Iung cancer. SUTENT is not approved for use |n patients with Iung cancer.

Patients receiving concomitant treatment with anticoagulants (e.g. warfarin, acenocoumarole) may be
periodically monitored by complete blood counts (platelets), coagulation factors (PT/INR) and physical
examination.

4.5 Interaction with other medicinal products and other forms of interaction

Medicinal products that may increase sunitinib plasma concentrations

In healthy volunteers, concomitant administration of a single dose of sunitinib with the potent CYP3A4
inhibitor ketoconazole resulted in an increase of the combined [sunitinib + primary metabolite] C.x and
AUC,., values of 49% and 51%, respectively.

Administration of sunltmlb W|th potent CYP3A4 |nh|b|tors (e. 9. rltonaV|r |traconazole erythromycm
clarithromycin, ata 3 3 .
veﬂeenazele—grapefrmt JUlce) may mcrease sun|t|n|b concentratlons

Medicinal products that may decrease sunitinib plasma concentrations




In healthy volunteers, concomitant administration of a single dose of sunitinib with the CYP3A4 inducer
rifampicin resulted in a reduction of the combined [sunitinib + primary metabolite] C..x and AUC,._, values
of 23% and 46%, respectively.

Administration of sunitinib with potent CYP3A4 inducers (e.g. dexamethasone, phenytoin, carbamazepine,
rifampicin, rifabutin-rifapentin-phenobarbital or herbal preparations containing St. John’s Wort/Hypericum
perforatum) may decrease sunitinib concentrations. Combination with CYP3A4- inducers should therefore
be avoided, or selection of an alternate concomitant medicinal product, with no or minimal potential to
induce CYP3A4 should be considered. If this is not possible, the dose of SUTENT may need to be increased
in 12.5 mg increments (up to 87.5 mg per day for GIST and MRCC or 62.5 mg per day for pNET), based on
careful monitoring of tolerability (see section 4.2).

4.6 Fertility, pregnancy and lactation

Contraception in males and females

Women of childbearing potential should be advised to use effective contraception and avoid becoming
pregnant while receiving treatment with SUTENT.

Pregnancy
Pregnraney-Category-B

There are no studies in pregnant women using sunitinib. Studies in animals have shown reproductive toxicity
including foetal malformations (see section 5.3). SUTENT should not be used during pregnancy or in women
not usmg effectlve contraceptlon unless the potentlal benefit justifies the potentlal rlsk to the foetus

If SUTENT is used durlng pregnancy or |f the patlent becomes pregnant while on treatment with SUTENT,
the patient should be apprlsed of the potential hazard to the foetus

4.7  Effects on ability to drive and use machines

Neo-studies-on-theeffectsSUTENT has minor influence on the ability to drive and use machines-have-been
performed. Patients should be advised that they may experience dizziness during treatment with sunitinib.

4.8 Undesirable effects

Summary of the safety profile

The most serious adverse reactions associated with sunitinib, some fatal, are renal failure, heart failure,
pulmonary embolism, gastrointestinal perforation, and haemorrhages (e.g. respiratory tract, gastrointestinal,
tumour, urinary tract, and brain haemorrhages). The most common adverse reactions of any grade
(experienced by -patients in RCC, GIST, and pNET registrational trials) included decreased appetite, taste
disturbance, hypertensmn fatlgue gastromtestlnal dlsorders (i.e. dlarrhoea nausea, stomatitis, dyspepsia and
vomiting), skin discolouration, and
palmar-plantar erythrodysaesthesm syndrome These symptoms may d|m|n|sh as treatment continues.
Hypothyroidism may develop during treatment. Haematological disorders (e.g. neutropoenia,
thrombocyopoenia, and anaemia) are amongst the most common adverse drug reactions.




Fatal events other than those listed in section 4.4 above or in section 4.8 below that were considered possibly
related to sunitinib included multi-system organ failure, disseminated intravascular coagulation, peritoneal
haemorrhage, adrenal insufficiency, pneumothorax, shock, and sudden death.

5. PHARMACOLOGICAL PROPERTIES

5.3 Preclinical safety data

In rat and monkey repeated-dose toxicity studies up to 9-months duration, the primary target organ effects
were identified in the gastrointestinal tract (emesis and diarrhoea in monkeys); adrenal gland (cortical
congestion and/or haemorrhage in rats and monkeys, with necrosis followed by fibrosis in rats);
haemolymphopoietic system (bone morrow hypocellularity, and lymphoid depletion of thymus, spleen, and
lymph node); exocrine pancreas (acinar cell degranulation with single cell necrosis); salivary gland (acinar
hypertrophy); bone joint (growth plate thickening); uterus (atrophy); and ovaries (decreased follicular
development). All findings occurred at clinically relevant sunitinib plasma exposure levels. Additional
effects, observed in other studies included: QTc interval prolongation, LVEF reduction-pitutary
hypertrophy; and testicular tubular atrophy, increased mesangial cells in kidney, haemorrhage in gastro-
intestinal tract and oral mucosa, and hypertrophy of anterior pituitary cells. Changes in the uterus
(endometrial atrophy) and bone growth plate (physeal thickening or dysplasia of cartilage) are thought to be
related to the pharmacological action of sunitinib. Most of these findings were reversible after 2 to 6 weeks
without treatment.

Reproductive and developmental toxicity

No effects on male or female fertility were observed in reproductive toxicity studies. However, in repeated-

dose toxicity studies performed in rats and monkeys, effects on female fertility were observed in the form of
follicular atresia, degeneration of corpora lutea, endometrial changes in the uterus and decreased uterine and
ovarian weights at clinically relevant systemic exposure levels. Effects on male fertility in rat were observed
in the form of tubular atrophy in the testes, reduction of spermatozoa in epididymides and colloid depletion

in prostate and seminal vesicles at plasma exposure levels 18-feld-higherthan-ebserved-in-clinic25 times the

systemic exposure in humans.

In rats, embryo-foetal mortality was evident as significant reductions in the number of live foetuses,
increased numbers of resorptions, increased post-implantation loss, and total litter loss in 8 of 28 pregnant
females at plasma exposure levels 5.5-feld-higherthan-observed times the systemic exposure in
chinichumans. In rabbits, reductions in gravid uterine weights and number of live foetuses were due to
increases in the number of resorptions, increases in post-implantation loss and complete litter loss in 4 of 6
pregnant females at plasma exposure levels 3-fold-higherthan-observed times the systemic exposure in
ehinichumans. Sunitinib treatment in rats during organogenesis resulted in developmental effects at >-5
mg/kg/day consisting of increased incidence of foetal skeletal malformations, predominantly characterized as
retarded ossification of thoracic/lumbar vertebrae and occurred at plasma exposure levels 5.5-feld-higher
than-is-observed-inchinic: times the systemic exposure in humans. In rabbits, developmental effects consisted
of increased incidence of cleft lip at plasma exposure levels approximately equal to that observed in clinic,
and cleft lip and cleft palate at plasma exposure levels 2.7-fold-higherthan-observed-in-chinic times the
systemic exposure in humans.

Sunitinib (6 Ay
Sunitinib (0.3, 1 O 3 O mq/kq/day) was evaluated in a pre- and postnatal development studv in preqnant rats
Maternal body weight gains were reduced during gestation and lactation at >-1- mg/kg/day but no maternal
reproductive toxicity was observed up to 3 mg/kg/day (estimate exposure >-2.3 times the AUC in patients
administered the RDD). Reduced offspring body weights were observed during the pre-weaning and post-
weaning periods at 3 mg/kg/day. No development toxicity was observed at 1 mg/kg/day (approximate
exposure >0.9 times the AUC in patients administered the RDD).
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