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1. Introduction

FDA received NDA 203085 from Bayer on 27 Apr 2012 requesting marketing authorization

(regular approval) for regorafenib (proposed trade-name Stivarga) for the treatment ofpatients

with metastatic colorectal cancer (CRC) who have been previously treated with, ma)
fluoropyrimidine—based chemotherapy, an anti—VEGF therapy, and,

if KRAS wild type, an anti-EGFR therapy.

Disclaimer: Any data or information described below that Bayer does not own (for example,

summary data from other drugs used to treat patients with mCRC or other cancers) is included

for descriptive purposes only. This information was not relied upon or necessary to make a

decision regarding this application.

The following section describes the primary issues identified during the review of this

application:

1.1 One versus two trials

The primary issue considered during the review of this application was whether the results of a

single adequate and well-controlled trial were suflicient to support approval. FDA Guidance

1 Llflpi//www.fda.gov/downloads/Drugs/GuidanceComplianceReglilatoglnformation/Guidance

s/ucm078749.pdf) identified characteristics that can contribute to the conclusion that results

from a single study can support an efficacy claim. The characteristics identified were (a) large

multicenter study; (b) consistency across study subsets; (c) multiple studies in a single study;

((1) multiple endpoints involving different events; and (e) statistically very persuasive findings.

Results of the Bay73—4506/11650 trial submitted in support of this NDA satisfied all of these

characteristics except (c).

Bay 73-4506/11650 was a large, randomized (2:1), multi-national trial that randomized 760

patients with previously treated mCRC. Patients in Bay 73-4506/11650 received regorafenib

plus best supportive care or placebo plus best supportive care. Table 1 (data obtained from the

statistical review) summarizes the efficacy results from Bay 73-4506/11650. The results

(demonstrating that regorafenib prolonged overall survival in patients with previously treated

mCRC) were statistically robust and supported by consistent results in subgroup analyses.

Table 1 Summa of efficac results

— “‘“‘“‘°"“’N = 505 N = 255

Overall survival

# of events 275 157

Median (in mos.) ”- 5-0
Stratified HR 95% CI 0.77 0.64, 0.94

n value two-sided

Pro 14 ession free survival (FDA ana sis)
# of events 231

Median in mos. 1.7
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