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Introduction
•  STIVARGA (regorafenib) is an oral multikinase inhibitor approved by the US Food 

and Drug Administration in February 2013 for the treatment of patients with locally 
advanced, unresectable or metastatic gastrointestinal stromal tumor (GIST) who have 
been previously treated with imatinib mesylate and sunitinib malate3

•  GIST is the most common form of sarcoma of the gastrointestinal (GI) tract and accounts 
for 1-3% of all malignant GI tumors1 

•  In the US, the incidence of GIST has been estimated at 5,000-6,000 new cases annually2

•  The approval of STIVARGA was based on data from GRID (GIST – Regorafenib In  
Progressive Disease), an international, multicenter, randomized, double-blind, placebo-
controlled, phase III study, which showed that the addition of STIVARGA to best  
supportive care (BSC) resulted in a statistically significant increase in progression-free 
survival (PFS) vs. the addition of placebo to BSC in patients with GIST (Figure 1. GRID: 
Pivotal Study Design)4

•  STIVARGA provides an important treatment option for appropriate patients with GIST for 
whom other approved drugs are no longer effective3

Important Safety Information

WARNING: HEPATOTOXICITY
• Severe and sometimes fatal hepatotoxicity has been observed in clinical trials. 
• Monitor hepatic function prior to and during treatment. 
•  Interrupt and then reduce or discontinue STIVARGA for hepatotoxicity as manifested 

by elevated liver function tests or hepatocellular necrosis, depending upon severity 
and persistence.

Objectives 
•  Review the most frequent adverse events (AEs) associated with STIVARGA from the 

GRID trial
•  Review dose modifications for the management of AEs

Common AEs During Treatment with STIVARGA
•  A number of treatment-emergent AEs may occur when on therapy (Table 1. Common 

Adverse Events)3 
•  It is important that healthcare professionals understand how to recognize and 

appropriately manage these AEs in patients receiving STIVARGA

Dose Modifications in the GRID Trial
•  In the GRID study, the median duration of therapy was 22.9 (range 0.1, 50.9) weeks for 

patients receiving STIVARGA3

•  Dose interruptions for AEs were required in 58% of patients receiving STIVARGA and 50% 
of patients had their dose reduced3

•  Drug-related AEs that resulted in treatment discontinuation were reported in 2.3% of 
STIVARGA-treated patients compared to 1.5% of patients who received placebo3

 Hand-Foot Skin Reaction (HFSR)
•  STIVARGA caused an increased incidence of HFSR and severe rash requiring dose 

modification3

•  The overall incidence of HFSR (67% vs. 12%) and the incidence of Grade 3 HFSR (22% vs. 
0%) were increased with STIVARGA compared to placebo for GIST3

•  The incidence of Grade 3 rash (7% vs. 0%) was higher in STIVARGA-treated patients in GIST3

•  Toxic epidermal necrolysis occurred in 0.17% of 1200 STIVARGA-treated patients across 
all clinical trials3

•  HFSR is characterized by redness, marked discomfort, swelling, and tingling in the palms 
of the hands or soles of the feet (Figure 2. Grading HFSR)5 

•  Recommended dose modifications and measures for HFSR have been developed (Table 
2. Dose Modifications for HFSR)3

GRID Study Overview

Liver Function Test Abnormalities
•  Severe drug induced liver injury with fatal outcomes occurred in 0.8% of patients with 

GIST in the STIVARGA arm3

•  Among STIVARGA- and placebo-treated patients, respectively, increased AST was 
observed in 58% and 47% of patients, while increased ALT was observed in 39% and 39% 
of patients3

•  Hyperbilirubinemia was observed in 33% vs. 12% of STIVARGA- and placebo-treated 
patients, respectively3

•  Elevations in ALT, AST, and bilirubin are graded according to an objective comparison to the 
established upper limit of normal (Figure 3. Grading Liver Function Test Abnormalities)5 

•  Recommended dose modifications and measures for LFT abnormalities have been 
developed (Table 3. Dose Modifications for Liver Function Test Abnormalities)3 

Dose Modification Procedures for Other AEs
•  In addition to HFSR and LFTs, additional dose modifications and measures for other AEs 

have been developed (Table 4. Dose Modifications for Other Adverse Events)3
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Table 1. Common Adverse Events3

*The term “rash” represents reports of events of rash, erythematous rash, macular rash, maculopapular rash, papular rash, and pruritic rash.
**Hypothyroidism incidence based on subset of patients with normal TSH and no thyroid supplementation at baseline.

Table 2. Dose Modifications for HFSR3

Figure 2. Grading HFSR5

Table 3. Dose Modifications for Liver Function Test Abnormalities3

Table 4. Dose Modifications for Other AEs

Table 5. Hypothetical Patient 1

Table 6. Hypothetical Patient 2

Figure 1. Pivotal Study Design4

*Radiographic assessments of response were performed every 4 weeks for  
the first 3 cycles, every 6 weeks for cycles 4-6 and every 8 weeks after cycle 6.

Figure 3. Grading Liver Function Test Abnormalities5

Important Safety Information
Liver Function Monitoring: Obtain liver function tests (ALT, AST, and bilirubin) before 
initiation of STIVARGA and monitor at least every 2 weeks during the first 2 months of 
treatment. Thereafter, monitor monthly or more frequently as clinically indicated. Monitor 
liver function tests weekly in patients experiencing elevated liver function tests until 
improvement to less than 3 times the upper limit of normal (ULN) or baseline values. 
Temporarily hold and then reduce or permanently discontinue STIVARGA, depending on 
the severity and persistence of hepatotoxicity as manifested by elevated liver function 
tests or hepatocellular necrosis.
Hemorrhage: STIVARGA caused an increased incidence of hemorrhage. The overall 
incidence (Grades 1-5) for GIST was 11% with STIVARGA compared to 3% with placebo. 
Fatal hemorrhage occurred in 4 of 632 (0.6%) STIVARGA-treated patients and involved the 
respiratory, gastrointestinal, or genitourinary tracts. Permanently discontinue STIVARGA 
in patients with severe or life-threatening hemorrhage and monitor INR levels more 
frequently in patients receiving warfarin.
Dermatological Toxicity: STIVARGA caused an increased incidence of hand-foot skin 
reaction (HFSR) (also known as palmar-plantar erythrodysesthesia [PPE]) and severe rash, 
frequently requiring dose modification. The overall incidence of HFSR (67% vs 12%) and the 
incidence of Grade 3 HFSR (22% vs 0%) were increased with STIVARGA compared to placebo 
for GIST. The incidence of Grade 3 rash (7% vs 0%) was higher in STIVARGA-treated patients 
in GIST. Toxic epidermal necrolysis occurred in 0.17% of 1200 STIVARGA-treated patients 
across all clinical trials. Withhold STIVARGA, reduce the dose, or permanently discontinue 
depending on the severity and persistence of dermatologic toxicity.

Important Safety Information
Hepatotoxicity: Severe drug-induced liver injury with fatal outcome occurred in 0.3% of 
1200 STIVARGA-treated patients across all clinical trials. In gastrointestinal stromal tumor 
(GIST), fatal hepatic failure occurred in 0.8% of patients in the STIVARGA arm. 

Important Safety Information
Hypertension: STIVARGA caused an increased incidence of hypertension (59% with  
STIVARGA vs 27% with placebo in GIST). Hypertensive crisis occurred in 0.25% of 1200 
STIVARGA-treated patients across all clinical trials. Do not initiate STIVARGA until blood 
pressure is adequately controlled. Monitor blood pressure weekly for the first 6 weeks of 
treatment and then every cycle, or more frequently, as clinically indicated. Temporarily or 
permanently withhold STIVARGA for severe or uncontrolled hypertension.
Cardiac Ischemia and Infarction:  STIVARGA increased the incidence of myocardial ischemia 
and infarction (1.2% with STIVARGA vs 0.4% with placebo). Withhold STIVARGA in patients 
who develop new or acute cardiac ischemia or infarction, and resume only after resolution 
of acute cardiac ischemic events if the potential benefits outweigh the risks of further 
cardiac ischemia.
Reversible Posterior Leukoencephalopathy Syndrome (RPLS): RPLS occurred in 1 of 1200 
STIVARGA-treated patients across all clinical trials. Perform an evaluation for RPLS in 
any patient presenting with seizures, headache, visual disturbances, confusion, or altered 
mental function. Confirm the diagnosis of RPLS with MRI and discontinue STIVARGA in 
patients who develop RPLS.
Gastrointestinal Perforation or Fistula: Gastrointestinal perforation or fistula occurred in 
0.6% of 1200 patients treated with STIVARGA across all clinical trials; this included 4 fatal 
events. In GIST, 2.1% (4/188) of STIVARGA-treated patients developed gastrointestinal fistula 
or perforation; of these, 2 cases of gastrointestinal perforation were fatal. Permanently 
discontinue STIVARGA in patients who develop gastrointestinal perforation or fistula.
Wound Healing Complications: Treatment with STIVARGA should be stopped at least 2 
weeks prior to scheduled surgery. Resuming treatment after surgery should be based on 
clinical judgment of adequate wound healing. STIVARGA should be discontinued in patients 
with wound dehiscence.

Important Safety Information
Embryo-Fetal Toxicity: STIVARGA can cause fetal harm when administered to a pregnant 
woman. Use effective contraception during treatment and up to 2 months after completion 
of therapy. If this drug is used during pregnancy, or if the patient becomes pregnant while 
taking this drug, the patient should be apprised of the potential hazard to the fetus.
Nursing Mothers: Because many drugs are excreted in human milk and because of the 
potential for serious adverse reactions in nursing infants from STIVARGA, a decision should 
be made whether to discontinue nursing or discontinue the drug, taking into account the 
importance of the drug to the mother.
Most Frequently Observed Adverse Drug Reactions in GIST (≥30%): The most frequently 
observed adverse drug reactions (≥30%) in STIVARGA-treated patients vs placebo-treated 
patients in GIST, respectively, were: HFSR/PPE (67% vs 15%), hypertension (59% vs 27%), 
asthenia/fatigue (52% vs 39%), diarrhea (47% vs 9%), mucositis (40% vs 8%), dysphonia (39% 
vs 9%), infection (32% vs 5%), decreased appetite and food intake (31% vs 21%), and rash (30% 
vs 3%).
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Reimbursement support counselors and other financial support for eligible patients including 
copay assistance, patient education, and guidance from a team of nurses, along with specialty 
pharmacy provider (SPP) assistance.

Enrollment forms are available online or from your sales representative.


