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Film coated tablets
Regorafenib 40 mg
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Stivarga is indicated as monotherapy for the treatment of adult patients with:

-metastatic colorectal cancer (CRC) who have been previously treated with fluoropyrimidine-,
oxaliplatin- and irinotecan-based chemotherapy, an anti-VEGF therapy and if KRAS wild-
type, an anti-EGFR therapy.

-locally advanced, unresectable or metastatic gastrointestinal stromal tumors (GIST) who
have been previously treated with imatinib mesylate and sunitinib malate.

-hepatocellular carcinoma (HCC) who have been previously treated with sorafenib.
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4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Stivarga is indicated as monotherapy for the treatment of adult patients with:

-metastatic colorectal cancer (CRC) who have been previously treated with fluoropyrimidine-,
oxaliplatin- and irinotecan-based chemotherapy, an anti-VEGF therapy and if KRAS wild-type, an anti-
EGFR therapy.

i is-indi ith locally advanced, unresectable or metastatic
gastrointestinal stromal tumors (GIST) who have been previously treated with imatinib mesylate and
sunitinib malate.

- hepatocellular carcinoma (HCC) who have been previously treated with sorafenib.

4.2 Posology and method of administration
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Paediatric population

There is no relevant use of Stivarga in the paediatric population in the indication of metastatic
colorectal cancer.

The safety and efficacy of regorafenib in patients below 18 years of age in the indication
gastrointestinal stromal tumors (GIST) have not been established. No data are available. There is no
relevant use of Stivarga in the paediatric population in the indication of hepatocellular carcinoma.

4.4 Special warnings and precautions for use

Infections

Stivarga has been associated with an increased incidence of infection events, some of which were
fatal (see section 4.8). In cases of worsening infection events, interruption of Stivarga treatment should
be considered

Haemorrhage

Stivarga has been associated with an increased incidence of haemorrhagic events, some of which
were fatal (see section 4.8). Blood counts and coagulation parameters should be monitored in patients
with conditions predisposing to bleeding, and in those treated with anticoagulants (e.g. warfarin and
phenprocoumon) or other concomitant medicinal products that increase the risk of bleeding. .
Screening for and subseguent treatment of oesophageal varices in patients with liver cirrhosis should
be performed as per standard of care before starting treatment with Stivarga. In the event of severe
bleeding necessitating urgent medical intervention, permanent discontinuation of Stivarga should be
considered.

Disease-specific precautions — Hepatocellular carcinoma (HCC)

In the pivotal placebo-controlled phase lll study, patients received prior therapy with sorafenib. There
is insufficient data on patients who discontinued sorafenib therapy due to sorafenib-related toxicity or
only tolerated a low dose (< 400 mq daily) of sorafenib. The tolerability of Stivarga in these patients
has not been established.

4.8 Undesirable effects

Summary of the safety profile

The overall safety profile of Stivarga is based on data from more than 4,800 treated patients in clinical
trials including placebo-controlled phase Il data for 636 patients with metastatic colorectal cancer
(CRCQC), 132 patients with gastrointestinal stromal tumours (GIST) and 374 patients with hepatocellular
carcinoma (HCCQC).

The safety profile of regorafenib in these studies was consistent with the safety results of a phase Il B
study conducted in 2872 patients with metastatic colorectal cancer whose disease had progressed
after treatment with standard therapies.

The most serious adverse drug reactions in patients receiving Stivarga are severe liver injury,
haemorrhage ,and gastrointestinal perforation and infection.

The most frequently observed adverse drug reactions (230%) in patients receiving Stivarga are pain,
hand foot skin reaction asthenia/fatigue, diarrhoea, decreased appetite and food intake, hypertension
and infection.
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Table 3: Adverse drug reactions (ADRs) reported in clinical trials in patients treated with
Stivarga

Very common:
Infections and infestation: Infection*
* fatal cases have been reported

Hepatobiliary disorders:  Increase in transaminases
Common

Dehydration

Headache

Alopecia

Muscle spasms
Uncommon

Pancreatitis
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- Description of selected adverse reactions
- Table 4: Treatment-emergent laboratory test abnormalities reported in placebo-controlled
phase lll trials in patients with metastatic CRC (CORRECT), GIST (GRID) and HCC
(RESORCE).
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	- Description of selected adverse reactions

