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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 malate1

•  This approval was based on data from GRID (GIST – Regorafenib In Progressive Disease), 
an international, multicenter, randomized, double-blind, placebo-controlled, phase 
3 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 GIST2

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 GRID study and provide insight on the appropriate use of STIVARGA

GRID Study Overview
Study Design 
•  GRID was an international, multicenter, randomized, double-blind, placebo-controlled, 

phase 3 trial conducted at 57 hospitals in 17 countries (Figure 1. Pivotal Study Design)2 
•  Between January 04, 2011, and August 18, 2011, 240 patients were screened, of whom 

199 were ultimately randomized2

•  A 2:1 randomization ratio was used to facilitate recruitment into this placebo-controlled 
trial

Eligibility 
•  In the GRID trial, eligible patients had an ECOG PS ≤1 and had been previously treated 

with imatinib and sunitinib (Table 1. Patient Eligibility)2,3

GRID Study Overview
Baseline Characteristics 
•  In the GRID trial, baseline patient and disease characteristics were balanced between 

treatment groups (Table 2. Baseline Patient Characteristics; Table 3. Baseline Disease 
Characteristics)2,3

• Slightly more patients were male and Caucasian with a median age of 61 years2

• The stomach and small intestine were the most common sites of the primary tumor3

•  All patients had been previously treated with both imatinib and sunitinib (Table 4. 
Baseline Treatment Characteristics)2,3

GRID Study Overview
Efficacy
•  In the GRID trial, STIVARGA plus BSC significantly improved PFS relative to placebo plus 

BSC (Figure 2. Progression-Free Survival)1,2

•  At the time of disease progression, as assessed by central review, 56 (85%) patients 
randomized to placebo and 41 (31%) patients randomized to STIVARGA received open-
label STIVARGA1

 —  If, in the investigator’s opinion, treatment with STIVARGA was providing a clinical 
benefit to a subject experiencing disease progression, the subject could continue 
open-label treatment3

•  No significant difference between treatment arms was noted for overall survival (Table 
5. Overall Survival)1

Safety 
•  In the GRID trial, common adverse events (AEs) of any grade occurring in ≥30% of 

patients were hand-foot skin reaction (HFSR), hypertension, asthenia/fatigue, diarrhea, 
mucositis, dysphonia, infection, decreased appetite and food intake, and rash (Table 6. 
Common Adverse Events)1 

•  The majority of these AEs were classified as either grade 1 or 2, that is, they were 
considered to be mild or moderate in severity1

GRID Study Overview
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*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.
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*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.
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Important Safety Information
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.
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.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. 
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.

Important Safety Information
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%).


